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PHARMACEUTICAL BENEFITS

These changes to the Schedule of Pharmaceutical Benefits are effective from 1 April 2012. The Schedule is updated on the first day of each
month and is available on the Internet at www.pbs.gov.au.
Fees, Patient Contributions and Safety Net Thresholds

The following fees, patient contributions and safety net thresholds apply as at 1 April 2012 and are included, where applicable, in prices

published in the Schedule —

Dispensing Fees: Ready-prepared $6.42
Dangerous drug fee $2.71
Extemporaneously-prepared $8.46
Allowable additional patient charge* $4.04
Additional Fees (for safety net prices): Ready-prepared $1.09
Extemporaneously-prepared $1.44
Patient Co-payments: General $35.40
Concessional $5.80
Safety Net Thresholds: General $1363.30
Concessional $348.00
Safety Net Card Issue Fee: $8.88

*The allowable additional patient charge is a discretionary charge to general patients if a pharmaceutical item has a dispensed price for maximum quantity less than the
general patient co-payment. The pharmacist may charge general patients the allowable additional fee but the fee cannot take the cost of the prescription above the general

patient co-payment for the medicine. This fee does not count towards the Safety Net threshold.
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SUMMARY OF CHANGES

Additions
Addition — Item

Abatacept, Injection 125 mg in 1 mL single dose pre-filled syringe (Orencia)
Abatacept, Injection 125 mg in 1 mL single dose pre-filled syringe (Orencia)
Amino Acids—synthetic, Formula, Compound powder 400 g (Neocate Advance Vanilla)
Amino Acids—synthetic, Formula, Compound powder 400 g (Neocate Advance Vanilla)

Dalteparin Sodium (low Molecular Weight Heparin Sodium—porcine mucous) , Injection 10,000 units (anti-Xa) in 1 mL
single dose pre-filled syringe (Fragmin)

Dalteparin Sodium (low Molecular Weight Heparin Sodium—porcine mucous) , Injection 12,500 units (anti-Xa) in 0.5 mL
single dose pre-filled syringe (Fragmin)

Dasatinib, Tablet 20 mg (Sprycel)

Dasatinib, Tablet 50 mg (Sprycel)

Dasatinib, Tablet 70 mg (Sprycel)

Dasatinib, Tablet 100 mg (Sprycel)

Nilotinib, Capsule 150 mg (as hydrochloride monohydrate) (Tasigna)
Olanzapine, Tablet 2.5 mg (as benzoate) (Olanzapine generichealth 2.5)
Olanzapine, Tablet 5 mg (as benzoate) (Olanzapine generichealth 5)
Olanzapine, Tablet 7.5 mg (as benzoate) (Olanzapine generichealth 7.5)
Olanzapine, Tablet 10 mg (as benzoate) (Olanzapine generichealth 10)

Olanzapine, Tablet 5 mg (orally disintegrating) (APO-Olanzapine ODT, Chem mart Olanzapine ODT, Terry White Chemists
Olanzapine ODT, Olanzapine-GA ODT, Olanzapine ODT-DRLA, PS Olanzapine ODT, Zylap ODT 5)

Olanzapine, Tablet 10 mg (orally disintegrating) (APO-Olanzapine ODT, Chem mart Olanzapine ODT, Terry White Chemists
Olanzapine ODT, Olanzapine-GA ODT, Olanzapine ODT-DRLA, PS Olanzapine ODT, Zylap ODT 10)

Olanzapine, Tablet 15 mg (orally disintegrating) (APO-Olanzapine ODT, Chem mart Olanzapine ODT, Terry White Chemists
Olanzapine ODT)

Olanzapine, Tablet 20 mg (orally disintegrating) (APO-Olanzapine ODT, Chem mart Olanzapine ODT, Terry White Chemists
Olanzapine ODT)

Addition — Brand

Amlodipine Pfizer, FZ — Amlodipine, Tablet 5 mg (as besylate)
Amlodipine Pfizer, FZ — Amlodipine, Tablet 10 mg (as besylate)
Anastrol, QA — Anastrozole, Tablet 1 mg

Anastrozole-DRLA, RZ — Anastrozole, Tablet 1 mg
Anastrozole-GA, GM — Anastrozole, Tablet 1 mg

Anastrozole GH, GQ — Anastrozole, Tablet 1 mg

Anastrozole LW, TA — Anastrozole, Tablet 1 mg
Anastrozole-PS, FZ — Anastrozole, Tablet 1 mg

Anastrozole RBX, RA — Anastrozole, Tablet 1 mg

Anastrozole Sandoz, SZ — Anastrozole, Tablet 1 mg

Anzole, WQ — Anastrozole, Tablet 1 mg

APO-Anastrozole, TX — Anastrozole, Tablet 1 mg

Chem mart Anastrozole, CH — Anastrozole, Tablet 1 mg
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Terry White Chemists Anastrozole, TW — Anastrozole, Tablet 1 mg
Aripiprazole GH, GQ — Aripiprazole, Tablet 10 mg

Aripiprazole GH, GQ — Aripiprazole, Tablet 15 mg

Aripiprazole GH, GQ — Aripiprazole, Tablet 20 mg

Aripiprazole GH, GQ — Aripiprazole, Tablet 30 mg

Atorvastatin Pfizer, FZ — Atorvastatin, Tablet 10 mg (as calcium)
Trovas, RA — Atorvastatin, Tablet 10 mg (as calcium)

Atorvastatin Pfizer, FZ — Atorvastatin, Tablet 10 mg (as calcium)
Trovas, RA — Atorvastatin, Tablet 10 mg (as calcium)

Atorvastatin Pfizer, FZ — Atorvastatin, Tablet 20 mg (as calcium)
Trovas, RA — Atorvastatin, Tablet 20 mg (as calcium)

Atorvastatin Pfizer, FZ — Atorvastatin, Tablet 20 mg (as calcium)
Trovas, RA — Atorvastatin, Tablet 20 mg (as calcium)

Atorvastatin Pfizer, FZ — Atorvastatin, Tablet 40 mg (as calcium)
Trovas, RA — Atorvastatin, Tablet 40 mg (as calcium)

Atorvastatin Pfizer, FZ — Atorvastatin, Tablet 40 mg (as calcium)
Trovas, RA — Atorvastatin, Tablet 40 mg (as calcium)

Atorvastatin Pfizer, FZ — Atorvastatin, Tablet 80 mg (as calcium)
Trovas, RA — Atorvastatin, Tablet 80 mg (as calcium)

Atorvastatin Pfizer, FZ — Atorvastatin, Tablet 80 mg (as calcium)
Trovas, RA — Atorvastatin, Tablet 80 mg (as calcium)
APO-Bisoprolol, TX — Bisoprolol Fumarate, Tablet 2.5 mg

Chem mart Bisoprolol, CH — Bisoprolol Fumarate, Tablet 2.5 mg
Terry White Chemists Bisoprolol, TW — Bisoprolol Fumarate, Tablet 2.5 mg
APO-Bisoprolol, TX — Bisoprolol Fumarate, Tablet 5 mg

Chem mart Bisoprolol, CH — Bisoprolol Fumarate, Tablet 5 mg
Terry White Chemists Bisoprolol, TW — Bisoprolol Fumarate, Tablet 5 mg
APO-Bisoprolol, TX — Bisoprolol Fumarate, Tablet 10 mg

Chem mart Bisoprolol, CH — Bisoprolol Fumarate, Tablet 10 mg
Terry White Chemists Bisoprolol, TW — Bisoprolol Fumarate, Tablet 10 mg
Clopidogrel GH, GQ — Clopidogrel, Tablet 75 mg (as besilate)
Clopidogrel-PS, FZ — Clopidogrel, Tablet 75 mg (as besilate)

Zactin Tablet, AF — Fluoxetine, Tablet, dispersible, 20 mg (as hydrochloride)
Frusemide-PS, FZ — Frusemide, Tablet 20 mg

Frusax, GN — Frusemide, Tablet 40 mg

Frusemide-PS, FZ — Frusemide, Tablet 40 mg

Nupentin Tabs, AF — Gabapentin, Tablet 600 mg

Nupentin Tabs, AF — Gabapentin, Tablet 800 mg

APO-Isotretinoin, TX — Isotretinoin, Capsule 10 mg
APO-Isotretinoin, TX — Isotretinoin, Capsule 20 mg

APO-Letrozole, TX — Letrozole, Tablet 2.5 mg

Chem mart Letrozole, CH — Letrozole, Tablet 2.5 mg

Femolet, AF — Letrozole, Tablet 2.5 mg



8245Y  Fera, QA — Letrozole, Tablet 2.5 mg

8245Y  Letara, FZ— Letrozole, Tablet 2.5 mg

8245Y  Letrozole Actavis, TA — Letrozole, Tablet 2.5 mg

8245Y Letrozole-DRLA, RZ — Letrozole, Tablet 2.5 mg

8245Y Letrozole-GA, GM — Letrozole, Tablet 2.5 mg

8245Y Letrozole generichealth, GQ — Letrozole, Tablet 2.5 mg

8245Y  Letrozole RBX, RA — Letrozole, Tablet 2.5 mg

8245Y  Letrozole Sandoz, SZ — Letrozole, Tablet 2.5 mg

8245Y Terry White Chemists Letrozole, TW — Letrozole, Tablet 2.5 mg
2395C  Methaccord, WQ — Methotrexate, Injection 50 mg in 2 mL

8649F  APO-Mycophenolate, TX — Mycophenolate Mofetil, Capsule 250 mg
8649F Ceptolate, AF — Mycophenolate Mofetil, Capsule 250 mg

8649F Imulate, QA — Mycophenolate Mofetil, Capsule 250 mg

8649F  Mycophenolate Sandoz, SZ — Mycophenolate Mofetil, Capsule 250 mg
8650G  APO-Mycophenolate, TX — Mycophenolate Mofetil, Tablet 500 mg
8650G  Ceptolate, AF— Mycophenolate Mofetil, Tablet 500 mg

8650G  Imulate, QA — Mycophenolate Mofetil, Tablet 500 mg

8650G  Mycophenolate Sandoz, SZ — Mycophenolate Mofetil, Tablet 500 mg
8170B  APO-Olanzapine, TX — Olanzapine, Tablet 2.5 mg

8170B  Chem mart Olanzapine, CH — Olanzapine, Tablet 2.5 mg

8170B  Lanzek, EL — Olanzapine, Tablet 2.5 mg

8170B  Olanzapine-DRLA, RZ — Olanzapine, Tablet 2.5 mg

8170B  Olanzapine-GA, GM — Olanzapine, Tablet 2.5 mg

8170B  Olanzapine-PS, FZ — Olanzapine, Tablet 2.5 mg

8170B  Olanzapine RBX, RA — Olanzapine, Tablet 2.5 mg

8170B Olanzapine Sandoz, SZ — Olanzapine, Tablet 2.5 mg

8170B  0zin 2.5, DO — Olanzapine, Tablet 2.5 mg

8170B  Terry White Chemists Olanzapine, TW — Olanzapine, Tablet 2.5 mg
8170B  Zylap 2.5, QA — Olanzapine, Tablet 2.5 mg

8170B  Zypine, AF — Olanzapine, Tablet 2.5 mg

8185T  APO-Olanzapine, TX — Olanzapine, Tablet 5 mg

8185T  Chem mart Olanzapine, CH — Olanzapine, Tablet 5 mg

8185T  Lanzek, EL — Olanzapine, Tablet 5 mg

8185T  Olanzapine-DRLA, RZ — Olanzapine, Tablet 5 mg

8185T  Olanzapine-GA, GM — Olanzapine, Tablet 5 mg

8185T  Olanzapine-PS, FZ - Olanzapine, Tablet 5 mg

8185T Olanzapine RBX, RA — Olanzapine, Tablet 5 mg

8185T  Olanzapine Sandoz, SZ— Olanzapine, Tablet 5 mg

8185T  0Ozin 5, DO — Olanzapine, Tablet 5 mg

8185T  Terry White Chemists Olanzapine, TW — Olanzapine, Tablet 5 mg
8185T  Zylap 5, QA — Olanzapine, Tablet 5 mg

8185T  Zypine, AF — Olanzapine, Tablet 5 mg

8186W APO-Olanzapine, TX — Olanzapine, Tablet 7.5 mg
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Chem mart Olanzapine, CH — Olanzapine, Tablet 7.5 mg

Lanzek, EL — Olanzapine, Tablet 7.5 mg

Olanzapine-DRLA, RZ — Olanzapine, Tablet 7.5 mg

Olanzapine-GA, GM — Olanzapine, Tablet 7.5 mg

Olanzapine-PS, FZ — Olanzapine, Tablet 7.5 mg

Olanzapine RBX, RA — Olanzapine, Tablet 7.5 mg

Olanzapine Sandoz, SZ — Olanzapine, Tablet 7.5 mg

Ozin 7.5, DO — Olanzapine, Tablet 7.5 mg

Terry White Chemists Olanzapine, TW — Olanzapine, Tablet 7.5 mg
Zylap 7.5, QA — Olanzapine, Tablet 7.5 mg

Zypine, AF — Olanzapine, Tablet 7.5 mg

APO-Olanzapine, TX — Olanzapine, Tablet 10 mg

Chem mart Olanzapine, CH — Olanzapine, Tablet 10 mg

Lanzek, EL — Olanzapine, Tablet 10 mg

Olanzapine-DRLA, RZ — Olanzapine, Tablet 10 mg

Olanzapine-GA, GM — Olanzapine, Tablet 10 mg

Olanzapine-PS, FZ — Olanzapine, Tablet 10 mg

Olanzapine RBX, RA — Olanzapine, Tablet 10 mg

Olanzapine Sandoz, SZ — Olanzapine, Tablet 10 mg

Ozin 10, DO — Olanzapine, Tablet 10 mg

Terry White Chemists Olanzapine, TW — Olanzapine, Tablet 10 mg
Zylap 10, QA — Olanzapine, Tablet 10 mg

Zypine, AF — Olanzapine, Tablet 10 mg

Lanzek Zydis, EL — Olanzapine, Wafer 5 mg

Zypine ODT, AF — Olanzapine, Wafer 5 mg

Lanzek Zydis, EL — Olanzapine, Wafer 10 mg

Zypine ODT, AF — Olanzapine, Wafer 10 mg

Ondansetron Tabs Pfizer, FZ— Ondansetron, Tablet 4 mg (as hydrochloride dihydrate)
Ondansetron Tabs Pfizer, FZ — Ondansetron, Tablet 8 mg (as hydrochloride dihydrate)

Indopril Combi 4/1.25, QA — Perindopril with Indapamide Hemihydrate, Tablet containing 4 mg perindopril erbumine-
1.25 mg indapamide hemihydrate

APO-Prazosin, TX — Prazosin, Tablet 1 mg (as hydrochloride)

Chem mart Prazosin, CH — Prazosin, Tablet 1 mg (as hydrochloride)

Terry White Chemists Prazosin, TW — Prazosin, Tablet 1 mg (as hydrochloride)
APO-Prazosin, TX — Prazosin, Tablet 2 mg (as hydrochloride)

Chem mart Prazosin, CH — Prazosin, Tablet 2 mg (as hydrochloride)

Terry White Chemists Prazosin, TW — Prazosin, Tablet 2 mg (as hydrochloride)
APO-Prazosin, TX — Prazosin, Tablet 5 mg (as hydrochloride)

Chem mart Prazosin, CH — Prazosin, Tablet 5 mg (as hydrochloride)

Terry White Chemists Prazosin, TW — Prazosin, Tablet 5 mg (as hydrochloride)
APO-Quetiapine, TX — Quetiapine, Tablet 25 mg (as fumarate)

Chem mart Quetiapine, CH — Quetiapine, Tablet 25 mg (as fumarate)

Delucon 25, DO — Quetiapine, Tablet 25 mg (as fumarate)
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Quetiaccord, WQ — Quetiapine, Tablet 25 mg (as fumarate)
Quetiapine Actavis 25, TA — Quetiapine, Tablet 25 mg (as fumarate)
Quetiapine-DRLA, RZ — Quetiapine, Tablet 25 mg (as fumarate)
Quetiapine GH 25, GQ — Quetiapine, Tablet 25 mg (as fumarate)
Quetiapine Pfizer, FZ — Quetiapine, Tablet 25 mg (as fumarate)
Quetiapine RBX, RA — Quetiapine, Tablet 25 mg (as fumarate)
Quetiapine Sandoz, SZ — Quetiapine, Tablet 25 mg (as fumarate)
Quipine, GM — Quetiapine, Tablet 25 mg (as fumarate)

Sequase, PM — Quetiapine, Tablet 25 mg (as fumarate)

Terry White Chemists Quetiapine, TW — Quetiapine, Tablet 25 mg (as fumarate)
APO-Quetiapine, TX — Quetiapine, Tablet 100 mg (as fumarate)

Chem mart Quetiapine, CH — Quetiapine, Tablet 100 mg (as fumarate)
Delucon 100, DO — Quetiapine, Tablet 100 mg (as fumarate)
Quetiaccord, WQ — Quetiapine, Tablet 100 mg (as fumarate)
Quetiapine Actavis 100, TA — Quetiapine, Tablet 100 mg (as fumarate)
Quetiapine-DRLA, RZ — Quetiapine, Tablet 100 mg (as fumarate)
Quetiapine Pfizer, FZ — Quetiapine, Tablet 100 mg (as fumarate)
Quetiapine GH 100, GQ — Quetiapine, Tablet 100 mg (as fumarate)
Quetiapine RBX, RA — Quetiapine, Tablet 100 mg (as fumarate)
Quetiapine Sandoz, SZ — Quetiapine, Tablet 100 mg (as fumarate)
Quipine, GM — Quetiapine, Tablet 100 mg (as fumarate)

Sequase, PM — Quetiapine, Tablet 100 mg (as fumarate)

Terry White Chemists Quetiapine, TW — Quetiapine, Tablet 100 mg (as fumarate)
APO-Quetiapine, TX — Quetiapine, Tablet 200 mg (as fumarate)

Chem mart Quetiapine, CH — Quetiapine, Tablet 200 mg (as fumarate)
Delucon 200, DO — Quetiapine, Tablet 200 mg (as fumarate)
Quetiaccord, WQ — Quetiapine, Tablet 200 mg (as fumarate)
Quetiapine Actavis 200, TA — Quetiapine, Tablet 200 mg (as fumarate)
Quetiapine-DRLA, RZ — Quetiapine, Tablet 200 mg (as fumarate)
Quetiapine GH 200, GQ — Quetiapine, Tablet 200 mg (as fumarate)
Quetiapine Pfizer, FZ— Quetiapine, Tablet 200 mg (as fumarate)
Quetiapine RBX, RA — Quetiapine, Tablet 200 mg (as fumarate)
Quetiapine Sandoz, SZ — Quetiapine, Tablet 200 mg (as fumarate)
Quipine, GM — Quetiapine, Tablet 200 mg (as fumarate)

Sequase, PM — Quetiapine, Tablet 200 mg (as fumarate)

Terry White Chemists Quetiapine, TW — Quetiapine, Tablet 200 mg (as fumarate)
APO-Quetiapine, TX — Quetiapine, Tablet 300 mg (as fumarate)

Chem mart Quetiapine, CH — Quetiapine, Tablet 300 mg (as fumarate)
Delucon 300, DO — Quetiapine, Tablet 300 mg (as fumarate)
Quetiaccord, WQ — Quetiapine, Tablet 300 mg (as fumarate)
Quetiapine Actavis 300, TA — Quetiapine, Tablet 300 mg (as fumarate)
Quetiapine-DRLA, RZ — Quetiapine, Tablet 300 mg (as fumarate)
Quetiapine GH 300, GQ — Quetiapine, Tablet 300 mg (as fumarate)
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Quetiapine Pfizer, FZ — Quetiapine, Tablet 300 mg (as fumarate)
Quetiapine RBX, RA — Quetiapine, Tablet 300 mg (as fumarate)
Quetiapine Sandoz, SZ — Quetiapine, Tablet 300 mg (as fumarate)
Quipine, GM — Quetiapine, Tablet 300 mg (as fumarate)
Sequase, PM — Quetiapine, Tablet 300 mg (as fumarate)

Terry White Chemists Quetiapine, TW — Quetiapine, Tablet 300 mg (as fumarate)
Acquin Aspen 5, AS — Quinapril, Tablet 5 mg (as hydrochloride)
Acquin Aspen 10, AS — Quinapril, Tablet 10 mg (as hydrochloride)
Acquin Aspen 20, AS — Quinapril, Tablet 20 mg (as hydrochloride)
APO-Ramipril, TX — Ramipril, Capsule 10 mg
Chem mart Ramipril, CH — Ramipril, Capsule 10 mg

Terry White Chemists Ramipril, TW — Ramipril, Capsule 10 mg
Sertraline Pfizer, FZ — Sertraline, Tablet 50 mg (as hydrochloride)
Sertraline Pfizer, FZ — Sertraline, Tablet 50 mg (as hydrochloride)
Sertraline Pfizer, FZ — Sertraline, Tablet 100 mg (as hydrochloride)
Sertraline Pfizer, FZ — Sertraline, Tablet 100 mg (as hydrochloride)

Valaciclovir Actavis 500, TA — Valaciclovir, Tablet 500 mg (as hydrochloride)

Valaciclovir Actavis 500, TA — Valaciclovir, Tablet 500 mg (as hydrochloride)

Valaciclovir Actavis 500, TA — Valaciclovir, Tablet 500 mg (as hydrochloride)
APO-Venlafaxine XR, TX — Venlafaxine Hydrochloride, Capsule 75 mg (base) (modified release)
Chem mart Venlafaxine XR, CH — Venlafaxine Hydrochloride, Capsule 75 mg (base) (modified release)
Elaxine SR 75, ZP — Venlafaxine Hydrochloride, Capsule 75 mg (base) (modified release)
Enlafax-XR, AF — Venlafaxine Hydrochloride, Capsule 75 mg (base) (modified release)

Venlafaxine generichealth XR, GQ — Venlafaxine Hydrochloride, Capsule 75 mg (base) (modified release)
Terry White Chemists Venlafaxine XR, TW — Venlafaxine Hydrochloride, Capsule 75 mg (base) (modified release)
Venlafaxine Sandoz XR, SZ — Venlafaxine Hydrochloride, Capsule 75 mg (base) (modified release)
Venla RBX, RA — Venlafaxine Hydrochloride, Capsule 75 mg (base) (modified release)

Venlexor XR, GM — Venlafaxine Hydrochloride, Capsule 75 mg (base) (modified release)

Elaxine SR 37.5, ZP — Venlafaxine Hydrochloride, Capsule 37.5 mg (base) (modified release)

Venla RBX, RA — Venlafaxine Hydrochloride, Capsule 37.5 mg (base) (modified release)
APO-Venlafaxine XR, TX — Venlafaxine Hydrochloride, Capsule 150 mg (base) (modified release)

Chem mart Venlafaxine XR, CH — Venlafaxine Hydrochloride, Capsule 150 mg (base) (modified release)
Elaxine SR 150, ZP — Venlafaxine Hydrochloride, Capsule 150 mg (base) (modified release)
Enlafax-XR, AF — Venlafaxine Hydrochloride, Capsule 150 mg (base) (modified release)

Terry White Chemists Venlafaxine XR, TW — Venlafaxine Hydrochloride, Capsule 150 mg (base) (modified release)
Venlafaxine generichealth XR, GQ — Venlafaxine Hydrochloride, Capsule 150 mg (base) (modified release)
Venlafaxine Sandoz XR, SZ — Venlafaxine Hydrochloride, Capsule 150 mg (base) (modified release)
Venla RBX, RA — Venlafaxine Hydrochloride, Capsule 150 mg (base) (modified release)

Venlexor XR, GM — Venlafaxine Hydrochloride, Capsule 150 mg (base) (modified release)

Addition — Equivalence Indicator

Arimidex, AP — Anastrozole, Tablet 1 mg

Abilify, BQ — Aripiprazole, Tablet 10 mg

Abilify, BQ — Aripiprazole, Tablet 15 mg



8719X Abilify, BQ — Aripiprazole, Tablet 20 mg

8720Y Abilify, BQ — Aripiprazole, Tablet 30 mg

8213G Lipitor, PF — Atorvastatin, Tablet 10 mg (as calcium)
8214H Lipitor, PF — Atorvastatin, Tablet 20 mg (as calcium)
8215) Lipitor, PF — Atorvastatin, Tablet 40 mg (as calcium)
8521L Lipitor, PF — Atorvastatin, Tablet 80 mg (as calcium)
9230T Lipitor, PF — Atorvastatin, Tablet 10 mg (as calcium)
9231W  Lipitor, PF — Atorvastatin, Tablet 20 mg (as calcium)
9232X Lipitor, PF — Atorvastatin, Tablet 40 mg (as calcium)
9233Y Lipitor, PF — Atorvastatin, Tablet 80 mg (as calcium)
8245Y Femara 2.5 mg, NV — Letrozole, Tablet 2.5 mg

8649F CellCept, RO — Mycophenolate Mofetil, Capsule 250 mg
8650G CellCept, RO — Mycophenolate Mofetil, Tablet 500 mg
81708 Zyprexa, LY — Olanzapine, Tablet 2.5 mg

8185T Zyprexa, LY — Olanzapine, Tablet 5 mg

8186W  Zyprexa, LY — Olanzapine, Tablet 7.5 mg

8187X Zyprexa, LY — Olanzapine, Tablet 10 mg

8433W  Zyprexa Zydis, LY — Olanzapine, Wafer 5 mg

8434X Zyprexa Zydis, LY — Olanzapine, Wafer 10 mg

8952E Zyprexa Zydis, LY — Olanzapine, Wafer 15 mg

8953F Zyprexa Zydis, LY — Olanzapine, Wafer 20 mg

1479W  Miinipress, PF — Prazosin, Tablet 1 mg (as hydrochloride)
1480X Minipress, PF — Prazosin, Tablet 2 mg (as hydrochloride)
1478T Minipress, PF — Prazosin, Tablet 5 mg (as hydrochloride)
8456C Seroquel, AP — Quetiapine, Tablet 25 mg (as fumarate)
8457D Seroquel, AP — Quetiapine, Tablet 100 mg (as fumarate)
8458E Seroquel, AP — Quetiapine, Tablet 200 mg (as fumarate)
8580N Seroquel, AP — Quetiapine, Tablet 300 mg (as fumarate)
8301X Efexor-XR, PF — Venlafaxine Hydrochloride, Capsule 75 mg (base) (modified release)
8302Y Efexor-XR, PF — Venlafaxine Hydrochloride, Capsule 150 mg (base) (modified release)
8868R Efexor-XR, PF — Venlafaxine Hydrochloride, Capsule 37.5 mg (base) (modified release)

Addition — Therapeutic Group Premium Exemption Code

A therapeutic group premium applies to Candesartan Cilexetil, tablet 8 mg (Atacand), tablet 16 mg (Atacand), tablet 32 mg (Atacand),
Eprosartan, tablet 400 mg (base) (Teveten), tablet 600 mg (base) (Teveten), Olmesartan Medoxomil, tablet 20 mg (Olmetec), tablet 40 mg
(Olmetec), and Telmisartan, tablet 40 mg (Micardis), tablet 80 mg (Micardis).

The following codes have been added to provide for cases where an authority has been obtained that grants exemption from a therapeutic
group premium:

5491B Eprosartan Mesylate, Tablet 600 mg (base) (Teveten)
5492C Olmesartan Medoxomil, Tablet 20 mg (Olmetec)
5493D Olmesartan Medoxomil, Tablet 40 mg (Olmetec)
5494E Telmisartan, Tablet 40 mg (Micardis)

5495F Telmisartan, Tablet 80 mg (Micardis)
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Deletions

Deletion — Item
3066) Amino Acids—synthetic, Formula, Compound powder 400 g (Neocate)
8443) Amino Acids—synthetic, Formula, Compound powder 400 g (Neocate)
5488W  Bortezomib, Powder for injection 3.5 mg (solvent required) (Velcade)*
5489X Bortezomib, Powder for injection 3.5 mg (solvent required) (Velcade)*
9117W  Bortezomib, Powder for injection 3.5 mg (solvent required) (Velcade)*
9118X Bortezomib, Powder for injection 3.5 mg (solvent required) (Velcade)*
9282M Dasatinib, Tablet 20 mg (Sprycel)
9283N Dasatinib, Tablet 50 mg (Sprycel)
9284pP Dasatinib, Tablet 70 mg (Sprycel)
9341P Dasatinib, Tablet 100 mg (Sprycel)
8890X Glucose Indicator—blood, Test strips, 50 (Freestyle Papillon)
9259H Glucose Indicator—blood, Test strips, 50 (Freestyle Papillon)
9285Q Nilotinib, Capsule 200 mg (as hydrochloride monohydrate) (Tasigna)
1745W  Oestradiol, Transdermal patches 8 mg (releasing approximately 100 micrograms per 24 hours), 8 (Estraderm 100)

*This drug is now available through the Efficient Funding of Chemotherapy Program

Deletion — Brand
1471K DBL Fluconazole, HH — Fluconazole, Capsule 50 mg
1472L DBL Fluconazole, HH — Fluconazole, Capsule 100 mg
1475P DBL Fluconazole, HH — Fluconazole, Capsule 200 mg
1434L Fluohexal, HX — Fluoxetine, Capsule 20 mg (as hydrochloride)
2824P Hospira Pty Limited, HH — Gentamicin Sulfate, Injection 80 mg (base) in 2 mL
8313M Simvahexal, HX — Simvastatin, Tablet 80 mg
9245N Simvahexal, HX — Simvastatin, Tablet 80 mg

Deletion — Therapeutic Group Premium Exemption Code

Therapeutic group premium no longer applies to Nifedipine, Tablet 20 mg (controlled release) (Adalat Oros 20mg).

The following code was established to provide for cases where an authority has been obtained that grants exemption from the therapeutic
group premium:

8938K Nifedipine, Tablet 20 mg (controlled release) (Adalat Oros 20mg)

Deletion — Equivalence Indicator

2824P Pfizer Australia Pty Ltd, PF — Gentamicin Sulfate, Injection 80 mg (base) in 2 mL



From:

5466Q

To:
5466Q

From:

5467R

To:
5467R

2688L
2687K

9171Q

50548
5061J

5500L

3425G
2478K
2482P
2485T
9342Q
3428K
3429L

9113P
9114Q
9171Q
8399C

8737W
8741C
9099X
9100Y
2478K

Alterations

Alteration — Brand Name

Neocate LCP+MCT, SB — Amino Acid Synthetic Formula supplemented with Long Chain Polyunsaturated Fatty Acids and
Medium Chain Triglycerides, Compound powder 400 g

Neocate Gold, SB— Amino Acid Synthetic Formula supplemented with Long Chain Polyunsaturated Fatty Acids and
Medium Chain Triglycerides, Compound powder 400 g

Neocate LCP+MCT, SB — Amino Acid Synthetic Formula supplemented with Long Chain Polyunsaturated Fatty Acids and
Medium Chain Triglycerides, Compound powder 400 g

Neocate Gold, SB — Amino Acid Synthetic Formula supplemented with Long Chain Polyunsaturated Fatty Acids and
Medium Chain Triglycerides, Compound powder 400 g

Alteration — Number of Repeats

From To
Azathioprine, Tablet 25 mg (Azathioprine Sandoz, Imuran) 2 5
Azathioprine, Tablet 50 mg (Azamun, GenRx Azathioprine, Azapin, Azathioprine Sandoz, Imuran, Thioprine) 2 5
Alteration — Maximum Quantity
From To
Nilotinib, Capsule 200 mg (as hydrochloride monohydrate) (Tasigna) 112 120

Alteration — Restriction
Apixaban, Tablet 2.5 mg (Eliquis)
Apixaban, Tablet 2.5 mg (Eliquis)
Apixaban, Tablet 2.5 mg (Eliquis)
Certolizumab Pegol, Injection 200 mg in 1 mL single use pre-filled syringe (Cimzia)
Dasatinib, Tablet 20 mg (Sprycel)
Dasatinib, Tablet 50 mg (Sprycel)
Dasatinib, Tablet 70 mg (Sprycel)
Dasatinib, Tablet 100 mg (Sprycel)
Golimumab, Injection 50 mg in 0.5 mL single use pre-filled syringe (Simponi)
Golimumab, Injection 50 mg in 0.5 mL single use pre-filled pen (Simponi)
Imatinib, Tablet 100 mg (as mesylate) (Glivec)
Imatinib, Tablet 400 mg (as mesylate) (Glivec)
Nilotinib, Capsule 200 mg (as hydrochloride monohydrate) (Tasigna)

Pantoprazole Sodium Sesquihydrate, Tablet (enteric coated), equivalent to 20 mg pantoprazole (Somac, APO-Pantoprazole,
Chem mart Pantoprazole, Terry White Chemists Pantoprazole, Pantoprazole Sandoz, Salpraz, Panto, Pantoloc, Ozpan,
Pantoprazole-GA, Pantoprazole generichealth, Pantofast 20, Pantoprazole-PS)

Alteration — Note
Adalimumab, Injection 40 mg in 0.8 mL pre-filled syringe (Humira)
Adalimumab, Injection 40 mg in 0.8 mL pre-filled syringe (Humira)
Adalimumab, Injection 40 mg in 0.8 mL pre-filled pen (Humira)
Adalimumab, Injection 40 mg in 0.8 mL pre-filled pen (Humira)

Dasatinib, Tablet 20 mg (Sprycel)

11
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2482P
2485T
9342Q
3425G
9459W
9460X
9089J
9090K
8637N
8638P
3427)
3429L
3426H
3428K
9113P
9114Q
9171Q
81708

8185T

8186W

8187X

8433W
8434X
8952E
8953F

9354H
8726G

1129K
1132N
1170N
1173R
1304P
1308W

Dasatinib, Tablet 50 mg (Sprycel)

Dasatinib, Tablet 70 mg (Sprycel)

Dasatinib, Tablet 100 mg (Sprycel)

Certolizumab Pegol, Injection 200 mg in 1 mL single use pre-filled syringe (Cimzia)

Etanercept, Injection 50 mg in 1 mL single use auto-injector, 4 (Enbrel)

Etanercept, Injection 50 mg in 1 mL single use auto-injector, 4 (Enbrel)

Etanercept, Injections 50 mg in 1 mL single use pre-filled syringes, 4 (Enbrel)

Etanercept, Injections 50 mg in 1 mL single use pre-filled syringes, 4 (Enbrel)

Etanercept, Injection set containing 4 vials powder for injection 25 mg and 4 pre-filled syringes solvent 1 mL (Enbrel)
Etanercept, Injection set containing 4 vials powder for injection 25 mg and 4 pre-filled syringes solvent 1 mL (Enbrel)
Golimumab, Injection 50 mg in 0.5 mL single use pre-filled pen (Simponi)

Golimumab, Injection 50 mg in 0.5 mL single use pre-filled pen (Simponi)

Golimumab, Injection 50 mg in 0.5 mL single use pre-filled syringe (Simponi)

Golimumab, Injection 50 mg in 0.5 mL single use pre-filled syringe (Simponi)

Imatinib, Tablet 100 mg (as mesylate) (Glivec)

Imatinib, Tablet 400 mg (as mesylate) (Glivec)

Nilotinib, Capsule 200 mg (as hydrochloride monohydrate) (Tasigna)

Olanzapine, Tablet 2.5 mg (Zyprexa, Olanzapine-DRLA, APO-Olanzapine, Chem mart Olanzapine, Terry White Chemists
Olanzapine, Lanzek, Olanzapine-GA, Olanzapine-PS, Zypine, Ozin 2.5, Olanzapine RBX, Olanzapine Sandoz, Zylap 2.5)

Olanzapine, Tablet 5 mg (Zyprexa, Olanzapine-DRLA, APO-Olanzapine, Chem mart Olanzapine, Terry White Chemists
Olanzapine, Lanzek, Olanzapine-GA, Olanzapine-PS, Zypine, Ozin 5, Olanzapine RBX, Olanzapine Sandoz, Zylap 5)

Olanzapine, Tablet 7.5 mg (Zyprexa, Olanzapine-DRLA, APO-Olanzapine, Chem mart Olanzapine, Terry White Chemists
Olanzapine, Lanzek, Olanzapine-GA, Olanzapine-PS, Zypine, Ozin 7.5, Olanzapine RBX, Olanzapine Sandoz, Zylap 7.5)

Olanzapine, Tablet 10 mg (Zyprexa, Olanzapine-DRLA, APO-Olanzapine, Chem mart Olanzapine, Terry White Chemists
Olanzapine, Lanzek, Olanzapine-GA, Olanzapine-PS, Zypine, Ozin 10, Olanzapine RBX, Olanzapine Sandoz, Zylap 10)

Olanzapine, Wafer 5 mg (Zyprexa Zydis, Lanzek Zydis, Zypine ODT)
Olanzapine, Wafer 10 mg (Zyprexa Zydis, Lanzek Zydis, Zypine ODT)
Olanzapine, Wafer 15 mg (Zyprexa Zydis)

Olanzapine, Wafer 20 mg (Zyprexa Zydis)

Alteration — Manufacturer's Code

From: To:
Clopidogrel Actavis, TA — Clopidogrel, Tablet 75 mg (as besilate) GQ TA
Copaxone, CS — Glatiramer Acetate, Injection 20 mg in 1 mL single dose pre-filled syringe Sw cS

SECTION 100 — HIGHLY SPECIALISED DRUGS PROGRAM

Additions
Addition — Item

Nevirapine, Tablet 400 mg (extended release) (Viramune XR) (Private)
Nevirapine, Tablet 400 mg (extended release) (Viramune XR) (Public)
Rilpivirine, Tablet 25 mg (as hydrochloride) (Edurant) (Private)
Rilpivirine, Tablet 25 mg (as hydrochloride) (Edurant) (Public)
Tadalafil, Tablet 20 mg (Adcirca) (Private)

Tadalafil, Tablet 20 mg (Adcirca) (Public)



Addition — Brand
6208R APO-Mycophenolate, TX — Mycophenolate Mofetil, Capsule 250 mg (Private)
6208R Ceptolate, AF — Mycophenolate Mofetil, Capsule 250 mg (Private)
6208R Imulate, QA — Mycophenolate Mofetil, Capsule 250 mg (Private)
6208R Mycophenolate Sandoz, SZ— Mycophenolate Mofetil, Capsule 250 mg (Private)
9501C APO-Mycophenolate, TX — Mycophenolate Mofetil, Capsule 250 mg (Public)
9501C Ceptolate, AF — Mycophenolate Mofetil, Capsule 250 mg (Public)
9501C Imulate, QA — Mycophenolate Mofetil, Capsule 250 mg (Public)
9501C Mycophenolate Sandoz, SZ — Mycophenolate Mofetil, Capsule 250 mg (Public)
6209T APO-Mycophenolate, TX — Mycophenolate Mofetil, Tablet 500 mg (Private)
6209T Ceptolate, AF — Mycophenolate Mofetil, Tablet 500 mg (Private)
6209T Imulate, QA — Mycophenolate Mofetil, Tablet 500 mg (Private)
6209T Mpycophenolate Sandoz, SZ— Mycophenolate Mofetil, Tablet 500 mg (Private)
9502D APO-Mycophenolate, TX — Mycophenolate Mofetil, Tablet 500 mg (Public)
9502D Imulate, QA — Mycophenolate Mofetil, Tablet 500 mg (Public)
9502D Mycophenolate Sandoz, SZ— Mycophenolate Mofetil, Tablet 500 mg (Public)
9502D Ceptolate, AF — Mycophenolate Mofetil, Tablet 500 mg (Public)

Addition — Equivalence Indicator
9501C CellCept, RO — Mycophenolate Mofetil, Capsule 250 mg (Public)
6208R CellCept, RO — Mycophenolate Mofetil, Capsule 250 mg (Private)
9502D CellCept, RO — Mycophenolate Mofetil, Tablet 500 mg (Public)
6209T CellCept, RO — Mycophenolate Mofetil, Tablet 500 mg (Private)

Deletions

Deletion — Item
5731P Epoprostenol Sodium, Powder for I.V. infusion 500 micrograms (base) with diluent (Flolan)(Public)
6477X Epoprostenol Sodium, Powder for I.V. infusion 500 micrograms (base) with diluent (Flolan)(Private)
5732Q Epoprostenol Sodium, Powder for L.V. infusion 1.5 mg (base) with diluent (Flolan)(Public)

6478Y Epoprostenol Sodium, Powder for L.V. infusion 1.5 mg (base) with diluent (Flolan)(Private)
Alterations

Alteration — Restriction
5607D  Ambrisentan, Tablet 5 mg (Volibris)(Public)
9648T Ambrisentan, Tablet 5 mg (Volibris)(Private)
5608E Ambrisentan, Tablet 10 mg (Volibris)(Public)
9649W  Ambrisentan, Tablet 10 mg (Volibris)(Private)
5618Q Bosentan Monohydrate, Tablet 62.5 mg (base) (Tracleer)(Public)
6429) Bosentan Monohydrate, Tablet 62.5 mg (base) (Tracleer)(Private)
5619R Bosentan Monohydrate, Tablet 125 mg (base) (Tracleer)(Public)
6430K Bosentan Monohydrate, Tablet 125 mg (base) (Tracleer)(Private)
5030R Epoprostenol Sodium, Powder for |.V. infusion 500 micrograms (base) infusion administration set (Flolan Kit)(Public)
5036C Epoprostenol Sodium, Powder for I.V. infusion 500 micrograms (base) infusion administration set (Flolan Kit)(Private)

5035B Epoprostenol Sodium, Powder for I.V. infusion 1.5 mg (base) infusion administration set (Flolan Kit)(Public)
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5042) Epoprostenol Sodium, Powder for L.V. infusion 1.5 mg (base) infusion administration set (Flolan Kit)(Private)
5751Q lloprost Trometamol, Solution for inhalation 20 micrograms (base) in 2 mL (Ventavis)(Public)
6456T lloprost Trometamol, Solution for inhalation 20 micrograms (base) in 2 mL (Ventavis)(Private)

9547L Sildenafil Citrate, Tablet 20 mg (base) (Revatio)(Public)
9605M  Sildenafil Citrate, Tablet 20 mg (base) (Revatio)(Private)
9657G Tocilizumab, Concentrate for injection 80 mg in 4 mL (Actemra)(Public)
9671B Tocilizumab, Concentrate for injection 80 mg in 4 mL (Actemra)(Private)
9658H  Tocilizumab, Concentrate for injection 200 mg in 10 mL (Actemra)(Public)
9672C Tocilizumab, Concentrate for injection 200 mg in 10 mL (Actemra)(Private)
9659) Tocilizumab, Concentrate for injection 400 mg in 20 mL (Actemra)(Public)
9673D  Tocilizumab, Concentrate for injection 400 mg in 20 mL (Actemra)(Private)
Alteration — Note
5605B  Abatacept, Powder for I.V. infusion 250 mg (Orencia) (Public)
9621) Abatacept, Powder for I.V. infusion 250 mg (Orencia) (Private)
5607D  Ambrisentan, Tablet 5 mg (Volibris) (Public)
9648T Ambrisentan, Tablet 5 mg (Volibris) (Private)
5608E Ambrisentan, Tablet 10 mg (Volibris) (Public)
9649W  Ambrisentan, Tablet 10 mg (Volibris) (Private)
5618Q  Bosentan Monohydrate, Tablet 62.5 mg (base) (Tracleer) (Public)
6429) Bosentan Monohydrate, Tablet 62.5 mg (base) (Tracleer) (Private)
5619R Bosentan Monohydrate, Tablet 125 mg (base) (Tracleer) (Public)
6430K Bosentan Monohydrate, Tablet 125 mg (base) (Tracleer) (Private)
5030R Epoprostenol Sodium, Powder for I.V. infusion 500 micrograms (base) infusion administration set (Flolan Kit) (Public)
5036C Epoprostenol Sodium, Powder for I.V. infusion 500 micrograms (base) infusion administration set (Flolan Kit) (Private)
5035B Epoprostenol Sodium, Powder for I.V. infusion 1.5 mg (base) infusion administration set (Flolan Kit) (Public)
5042) Epoprostenol Sodium, Powder for I.V. infusion 1.5 mg (base) infusion administration set (Flolan Kit) (Private)
5751Q lloprost Trometamol, Solution for inhalation 20 micrograms (base) in 2 mL (Ventavis) (Public)
6456T lloprost Trometamol, Solution for inhalation 20 micrograms (base) in 2 mL (Ventavis) (Private)
5757B Infliximab, Powder for I.V. infusion 100 mg (Remicade) (Public)
6397Q Infliximab, Powder for I.V. infusion 100 mg (Remicade) (Private)
9611W  Rituximab, Solution for I.V. infusion 500 mg in 50 mL (Mabthera) (Private)
9544H Rituximab, Solution for I.V. infusion 500 mg in 50 mL (Mabthera) (Public)
9547L Sildenafil Citrate, Tablet 20 mg (base) (Revatio) (Public)
9605M  Sildenafil Citrate, Tablet 20 mg (base) (Revatio) (Private)
9657G  Tocilizumab, Concentrate for injection 80 mg in 4 mL (Actemra) (Public)
9671B Tocilizumab, Concentrate for injection 80 mg in 4 mL (Actemra) (Private)
9658H  Tocilizumab, Concentrate for injection 200 mg in 10 mL (Actemra) (Public)
9672C Tocilizumab, Concentrate for injection 200 mg in 10 mL (Actemra) (Private)
9659) Tocilizumab, Concentrate for injection 400 mg in 20 mL (Actemra) (Public)

9673D  Tocilizumab, Concentrate for injection 400 mg in 20 mL (Actemra) (Private)



1152p

6103F
6293F

4081T

4408B

From:

4935R

To:

4935R

From:

4937W

To:

4937W

SECTION 100 — BOTULINUM TOXIN PROGRAM

Additions
Addition — Item

Clostridium Botulinum Type A Toxin—haemagglutinin Complex, Lyophilised powder for I.M. injection 300 units (Dysport)
Alterations

Alteration — Restriction
Botulinum Toxin Type A Purified Neurotoxin Complex, Lyophilised powder for injection 100 units (Botox)

Clostridium Botulinum Type A Toxin—haemagglutinin Complex, Lyophilised powder for I.M. injection 500 units (Dysport)

REPATRIATION PHARMACEUTICAL BENEFITS

Deletions

Deletion — Item

Dextropropoxyphene Napsylate, Capsule 100 mg (Doloxene)

Deletion — Brand

Hamilton Pine Tar Solution, VT — Pine Tar with Triethanolamine Lauryl Sulfate, Solution 23 mg-60 mg per mL (2.3%-6%),
500 mL

Alterations

Alteration — Item Description

Dressing with Cadexomer lodine, Sachets 5 g (6 cm x 4 cm), 5 (lodosorb 66051330)

Dressing with Cadexomer lodine, Sheets 5 g (6 cm x 4 cm), 5 (lodosorb 66051330)

Dressing with Cadexomer lodine, Sachets 17 g (10 cm x 8 cm), 2 (lodosorb 66051360)

Dressing with Cadexomer lodine, Sheets 17 g (10 cm x 8 cm), 2 (lodosorb 66051360)

15
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Advance Notices

Advance Notices — Deletion of Item

The following items will be deleted from the Schedule of Pharmaceutical Benefits on 1 May 2012:
Items discontinued by the manufacturer—

1658G  Naproxen, Oral suspension 125 mg per 5 mL, 474 mL (Naprosyn)

5398D Naproxen, Oral suspension 125 mg per 5 mL, 474 mL (Naprosyn)(Palliative Care)

5397C

Naproxen, Oral suspension 125 mg per 5 mL, 474 mL (Naprosyn)(Palliative Care)

The following Items will be deleted from the Schedule of Pharmaceutical Benefits on 1 June 2012:
Items discontinued by the manufacturer—

1878W

3309E

Amoxycillin, Sachet containing oral powder 3 g (Amoxil)

Amoxycillin, Sachet containing oral powder 3 g (Amoxil)(Dental)

Advance Notices — Deletion of Brand

The following brand will be deleted from the Schedule of Pharmaceutical Benefits on 1 May 2012:
Brand discontinued by the manufacturer—

8226Y
1596B
82278
1597C

Pfizer Australia Pty Ltd, PF— Ondansetron, |.V. injection 4 mg (as hydrochloride dihydrate) in 2 mL
Pfizer Australia Pty Ltd, PF— Ondansetron, |.V. injection 4 mg (as hydrochloride dihydrate) in 2 mL
Pfizer Australia Pty Ltd, PF — Ondansetron, |.V. injection 8 mg (as hydrochloride dihydrate) in 4 mL

Pfizer Australia Pty Ltd, PF — Ondansetron, |.V. injection 8 mg (as hydrochloride dihydrate) in 4 mL
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GENERAL PHARMACEUTICAL BENEFITS

Code

Maximum
Dispensed Price  Recordable
for Value for
Name, Restriction, Max. Max. Qty Safety Net
Manner of Administration and Form Qty No.ofRpts  Premium S S Brand Name and Manufacturer
ABATACEPT
Note

Any queries concerning the arrangements to prescribe abatacept may be directed to Medicare Australia on 1800 700 270 (hours of operation 8 a.m.
to 5 p.m. EST Monday to Friday).

Further prescribing information (including Authority Application Forms) is on the Medicare Australia website at www.medicareaustralia.gov.au.
Written applications for authority to prescribe abatacept should be forwarded to:

Medicare Australia

Prior Written Approval of Specialised Drugs
Reply Paid 9826

GPO Box 9826

HOBART TAS 7001;

Note
TREATMENT OF ADULT PATIENTS WITH SEVERE ACTIVE RHEUMATOID ARTHRITIS

The following information applies to the prescribing under the Pharmaceutical Benefits Scheme (PBS) of the biological disease modifying anti-
rheumatic drugs (0DMARDs) for adults with severe active rheumatoid arthritis. Where the term bDMARD appears in the following notes and
restrictions it refers to the tumour necrosis factor (TNF) alfa antagonists (adalimumab, certolizumab pegol, etanercept, golimumab, infliximab), the
chimeric anti-CD20 monoclonal antibody (rituximab), the interleukin-6 inhibitor (tocilizumab) and the T-cell co-stimulation modulator (abatacept).

Patients are eligible for PBS-subsidised treatment with only 1 of the above biological disease modifying anti-rheumatic drugs at any 1 time.

PBS-subsidised abatacept, golimumab, infliximab and rituximab must be used in combination with methotrexate at a dose of at least 7.5 mg weekly.
Where a patient cannot tolerate 7.5 mg of methotrexate weekly, they are eligible to receive PBS-subsidised adalimumab, certolizumab pegol,
etanercept and tocilizumab.

In order to be eligible to receive PBS-subsidised treatment with rituximab, a patient must have already failed to demonstrate a response to at least 1
course of treatment with a PBS-subsidised TNF-alfa antagonist.

A patient receiving PBS-subsidised bDMARD therapy may swap to an alternate bDMARD without having to experience a disease flare. Under these
interchangeability arrangements:

— a patient may continue to receive long-term treatment with a PBS-subsidised bDMARD while they continue to show a response to therapy,

— a patient cannot trial and fail, or cease to respond to, the same PBS-subsidised bDMARD more than once, and

— once a patient has either failed or ceased to respond to treatment 5 times, they will not be eligible to receive further PBS-subsidised bDMARDs
for the treatment of rheumatoid arthritis.

For patients who have failed PBS-subsidised treatment with 2 or 3 TNF-alfa antagonists prior to 1 August 2010 please contact Medicare Australia on
1800 700 270.

A patient whose most recent course of PBS-subsidised therapy was with rituximab and whose response to this treatment is sustained for more than
12 months, may apply for a further course of rituximab under the Continuing treatment restriction. A patient who has failed fewer than 5 bDMARDs
and who has a break in therapy of less than 24 months may commence a further course of treatment with a bDMARD without having to requalify
under the Initial 1 treatment restriction. A patient who has failed fewer than 5 bDMARDs and who has had a break in therapy of longer than 24
months must requalify for treatment under the Initial 1 treatment restriction.

The length of a treatment break is measured from the date the most recent treatment with PBS-subsidised bDMARD treatment is stopped to the
date of the new application for treatment with a bDMARD.

(1) How to prescribe PBS-subsidised bDMARD therapy after 1 August 2010.

(a) Initial treatment.

Applications for initial treatment should be made where:

(i) a patient has received no prior PBS-subsidised bDMARD treatment and wishes to commence such therapy, excluding rituximab (Initial 1); or

(i) a patient wishes to re-commence treatment with a bDMARD following a break in PBS-subsidised therapy of more than 24 months (Initial 1); or
(iii) a patient has received prior PBS-subsidised (initial or continuing) bDMARD therapy and wishes to trial an alternate agent (Initial 2) [further
details are under 'Swapping therapy' below]; or

(iv) a patient wishes to re-commence treatment with a specific bDMARD following a break of less than 24 months in PBS-subsidised therapy with
that agent (Initial 2).

Initial applications for new or re-commencing patients (Initial 1) must include a joint count and ESR and/or CRP measured at the completion of the 6
month intensive DMARD trial, but prior to ceasing DMARD therapy.

Initial treatment authorisations will be limited to provide a maximum of 16 weeks of therapy for abatacept, adalimumab, etanercept, golimumab
and tocilizumab, 18 to 20 weeks of therapy with certolizumab pegol (depending upon the dosing regimen), 22 weeks of therapy for infliximab and 2
infusions of rituximab.
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GENERAL PHARMACEUTICAL BENEFITS

Code

Maximum
Dispensed Price  Recordable
for Value for
Name, Restriction, Max. Max. Qty Safety Net
Manner of Administration and Form Qty No.ofRpts  Premium S S Brand Name and Manufacturer

A patient must be assessed for response to any course of initial PBS-subsidised treatment (excluding rituximab) following a minimum of 12 weeks of
therapy and this assessment must be submitted to Medicare Australia no later than 4 weeks from the date that course was ceased.

Rituximab patients must be assessed following a minimum of 12 weeks after the first infusion, and this assessment must be submitted to Medicare
Australia within 4 weeks.

Where a response assessment is not submitted to Medicare Australia within these timeframes, the patient will be deemed to have failed to respond
to treatment with that bDMARD.

For second and subsequent courses of PBS-subsidised bDMARD (excluding rituximab) treatment it is recommended that a patient is reviewed in the
month prior to completing their current course of treatment and that an application is submitted to Medicare Australia no later than 2 weeks prior
to the patient completing their current treatment course.

Abatacept patients:

Patients are eligible to receive one I.V. loading dose when commencing treatment with the subcutaneous formulation. For these patients two
prescriptions are required, the first prescription for the 1.V. loading dose for sufficient vials for one dose based on the patient's weight with no
repeats. The second prescription for the pre-filled syringes, with a maximum quantity of 4 and up to 3 repeats, must be submitted with the initial
application.

Rituximab patients:
A further application may be submitted to Medicare Australia 24 weeks after the first infusion. New baselines may be submitted with this
application if appropriate.

(b) Continuing treatment.

Following the completion of an initial treatment course with a specific bDMARD (excluding rituximab), a patient may qualify to receive up to 24
weeks of continuing treatment with that drug providing they have demonstrated an adequate response to treatment. The patient remains eligible to
receive continuing bDMARD treatment with the same drug in courses of up to 24 weeks providing they continue to sustain the response.

Itis recommended that a patient be reviewed in the month prior to completing their current course of treatment to ensure uninterrupted bDMARD
supply.

Assessments of response to a course of PBS-subsidised therapy must be submitted to Medicare Australia no later than 4 weeks from the date that
course was ceased.

Rituximab patients:

A patient may qualify to receive a further course of treatment (every 24 weeks) with this agent providing they have demonstrated an adequate
response to treatment following a minimum of 12 weeks after the first infusion of their most recent treatment with rituximab. The patient remains
eligible to receive a course of rituximab every 24 weeks providing they continue to demonstrate a response as specified in the restriction.

Where a response assessment is not submitted to Medicare Australia within these timeframes, the patient will be deemed to have failed to respond
to treatment with that bDMARD.

(2) Swapping therapy.

Once initial treatment with the first PBS-subsidised bDMARD is approved, a patient may swap to an alternate bDMARD without having to requalify
with respect to the indices of disease severity (i.e. the erythrocyte sedimentation rate (ESR), the C-reactive protein (CRP) levels and the joint count)
or the prior non-bDMARD therapy requirements, except if the patient has had a break in therapy of more than 24 months. However the
requirement for concomitant treatment with methotrexate, where it applies, must be met for each bDMARD trialled.

Patients who are not able to complete a minimum of 12 weeks of an initial treatment course will be deemed to have failed treatment with that
agent.

A patient may trial an alternate bDMARD at any time, regardless of whether they are receiving therapy (initial or continuing) with a bDMARD at the
time of the application. However, they cannot swap to a particular bDMARD if they have failed to respond to prior treatment with that drug.

Abatacept patients:
Patients swapping from I.V. abatacept to subcutaneous abatacept will not be eligible for an I.V. loading dose when commencing treatment with the
subcutaneous formulation.

In order to trial rituximab, a patient must have trialled and failed to demonstrate a response to at least 1 PBS-subsidised TNF-alfa antagonist
treatment.

To ensure a patient receives the maximum treatment opportunities allowed under the interchangeability arrangements, it is important that they are
assessed for response to every course of treatment approved, within the timeframes specified in the relevant restriction.

PBS subsidy does not allow for patients to receive treatment with another PBS-subsidised biological agent during the required treatment-free period
applying to patients who have demonstrated a response to their most recent course of rituximab. This means that patients who have demonstrated
a response to a course of rituximab must have a PBS-subsidised biological therapy treatment-free period of at least 22 weeks, immediately following
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the second infusion, before swapping to an alternate bDMARD. Patients who fail to respond to rituximab and who qualify and wish to trial a course
of an alternate bDMARD may do so without having to have any treatment-free period.

To avoid confusion, an application for a patient who wishes to swap to an alternate bDMARD should be accompanied by the approved authority
prescription or remaining repeats for the bDMARD the patient is ceasing.

Note
(3) Baseline measurements to determine response.

Medicare Australia will determine whether a response to treatment has been demonstrated based on the baseline measurements of the joint count,
ESR and/or CRP submitted with the first authority application for a bDMARD. However, prescribers may provide new baseline measurements any
time that an initial treatment authority application is submitted and Medicare Australia will assess response according to these revised baseline
measurements.

To ensure consistency in determining response, the same indices of disease severity used to establish baseline at the commencement of treatment
with each initial treatment application must be provided for all subsequent continuing treatment applications. Therefore, where only an ESR or CRP
level is provided at baseline, an ESR or CRP level respectively must be provided to determine response. Similarly, where the baseline active joint
count is based on total active joints (i.e. more than 20 active joints), response will be determined according to the reduction in the total number of
active joints. Where the baseline is determined on total number of major joints, the response must be demonstrated on the total number of major
joints.

Except as specified under the Initial 1 treatment restriction, a baseline joint count and ESR and/or CRP should be performed whilst the patient is still
on treatment or within 1 month of ceasing prior treatment. Applications under the Initial 1 treatment restriction for new or re-commencing patients
must include a joint count and ESR and/or CRP measured at the completion of the 6 month intensive DMARD trial, but prior to ceasing DMARD
therapy.

Authority required
Initial 1 (new patient or patient re-commencing after a break of more than 24 months)

Initial PBS-subsidised treatment with abatacept, in combination with methotrexate at a dose of at least 7.5 mg weekly, by a rheumatologist or
clinical immunologist with expertise in the management of rheumatoid arthritis, of adults who:

(a) have severe active rheumatoid arthritis; and

(b) have received no PBS-subsidised treatment with a bDMARD for this condition in the previous 24 months; and

(c) have failed, in the 24 months immediately prior to the date of application, to achieve an adequate response to at least 6 months of intensive
treatment with disease modifying anti-rheumatic drugs (DMARDs), which must include at least 3 months continuous treatment with each of at least
2 DMARDs, one of which must be methotrexate at a dose of at least 20 mg weekly and one of which must be:

— hydroxychloroquine at a dose of at least 200 mg daily; or

— leflunomide at a dose of at least 10 mg daily; or

— sulfasalazine at a dose of at least 2 g daily.

If methotrexate is contraindicated according to the TGA-approved product information or cannot be tolerated at a 20 mg weekly dose, then the 6
months of intensive DMARD treatment must include at least 3 months continuous treatment with each of at least 2 of the DMARDs:

— hydroxychloroquine at a dose of at least 200 mg daily; and/or

— leflunomide at a dose of at least 10 mg daily; and/or

— sulfasalazine at a dose of at least 2 g daily.

The application must include details of the contraindication or intolerance to methotrexate. Details of the toxicities, including severity, which will be
accepted for the purposes of exempting a patient from the requirement to undertake a minimum 3 month trial of methotrexate at a 20 mg weekly
dose can be found on the Medicare Australia website [www.medicareaustralia.gov.au]. The maximum tolerated dose of methotrexate must be
documented in the application, if applicable.

If 3 or more of methotrexate, hydroxychloroquine, leflunomide and sulfasalazine are contraindicated according to the relevant TGA-approved
product information or cannot be tolerated at the doses specified above, then one or more of the following DMARDs may be used in place of these
agents in order to satisfy the requirement for a trial of 6 months of intensive DMARD therapy with at least 2 DMARDs taken continuously for at least
3 months each:

— azathioprine at a dose of at least 1 mg/kg per day; and/or

— cyclosporin at a dose of at least 2 mg/kg/day; and/or

— sodium aurothiomalate at a dose of 50 mg weekly.

The application must include details of the DMARDs trialled, their doses and duration of treatment, and all relevant contraindications and/or
intolerances. Details of the toxicities, including severity, which will be accepted as a reason for substituting azathioprine, cyclosporin or sodium
aurothiomalate for another DMARD as part of the 6 month intensive DMARD trial can be found on the Medicare Australia website
[www.medicareaustralia.gov.au].

The requirement to trial at least 2 DMARDs for periods of at least 3 months each can be met using single agents sequentially or by using one or more
combinations of DMARDs.

If the requirement to trial 6 months of intensive DMARD therapy with at least 2 DMARDs cannot be met because of contraindications and/or
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intolerances of a severity necessitating permanent treatment withdrawal to all of the DMARDs specified above, details of the contraindication or
intolerance and dose for each DMARD must be provided in the authority application. Details of the toxicities, including severity, which will be
accepted for the purposes of exempting a patient from the requirement for a 6 month trial of intensive DMARD therapy can be found on the
Medicare Australia website [www.medicareaustralia.gov.au].

The following criteria indicate failure to achieve an adequate response and must be demonstrated in all patients at the time of the initial application:
an elevated erythrocyte sedimentation rate (ESR) greater than 25 mm per hour or a C-reactive protein (CRP) level greater than 15 mg per L;

AND either

(i) a total active joint count of at least 20 active (swollen and tender) joints; or

(ii) at least 4 active joints from the following list of major joints:

— elbow, wrist, knee and/or ankle (assessed as swollen and tender); and/or

— shoulder and/or hip (assessed as pain in passive movement and restriction of passive movement, where pain and limitation of movement are due
to active disease and not irreversible damage such as joint destruction or bony overgrowth).

The joint count and ESR and/or CRP must be determined at the completion of the 6 month intensive DMARD trial, but prior to ceasing DMARD
therapy. All measures must be no more than one month old at the time of initial application.

If the above requirement to demonstrate an elevated ESR or CRP cannot be met, the application must state the reason this criterion cannot be
satisfied.

Where the baseline active joint count is based on total active joints (i.e. more than 20 active joints), response will be determined according to the
reduction in the total number of active joints. Where the baseline is determined on total number of major joints, the response must be
demonstrated on the total number of major joints. If only an ESR or CRP level is provided with the initial application, the same marker will be used to
determine response.

The authority application must be made in writing and must include:

(1) completed authority prescription form(s); and

(2) a completed Rheumatoid Arthritis PBS Authority Application - Supporting Information Form [may be downloaded from the Medicare Australia
website (www.medicareaustralia.gov.au)]; and

(3) a signed patient acknowledgement.

A maximum of 16 weeks of treatment will be authorised under this restriction.

Initial treatment with an 1.V. loading dose: Two completed authority prescriptions must be submitted with the initial application. One prescription
must be for the I.V. loading dose for sufficient vials for one dose based on the patient's weight with no repeats. The second prescription must be
written for the pre-filled syringes, with a maximum quantity of 4 and up to 3 repeats.

Initial treatment with no loading dose: One completed authority prescription must be submitted with the initial application. The prescription must
be written with a maximum quantity of 4 and up to 3 repeats.

Where fewer than 3 repeats are requested at the time of the initial application, authority approvals for sufficient repeats to complete a maximum of
16 weeks of treatment may be requested by telephone by contacting Medicare Australia on 1800 700 270 (hours of operation 8 a.m. to 5 p.m. EST
Monday to Friday).

Assessment of a patient's response to an initial course of treatment must be made after at least 12 weeks of treatment so that there is adequate
time for a response to be demonstrated. This assessment, which will be used to determine eligibility for continuing treatment, must be submitted to
Medicare Australia no later than 1 month from the date of completion of this initial course of treatment. Where a response assessment is not
undertaken and submitted to Medicare Australia within these timeframes, the patient will be deemed to have failed to respond to treatment with
abatacept.

Patients who fail to demonstrate a response to treatment with abatacept under this restriction will not be eligible to receive further PBS-subsidised
treatment with this drug for this condition.

Note

No applications for increased maximum quantities and/or repeats will be authorised.

Authority required
Initial 2 (change or re-commencement after break of less than 24 months)

Initial course of PBS-subsidised treatment with abatacept, in combination with methotrexate at a dose of at least 7.5 mg weekly, by a
rheumatologist or clinical immunologist with expertise in the management of rheumatoid arthritis, of adults who:

(a) have a documented history of severe active rheumatoid arthritis; and

(b) have received prior PBS-subsidised bDMARD treatment for this condition and are eligible to receive further bDMARD therapy.

The authority application must be made in writing and must include:

(1) completed authority prescription form(s); and

(2) a completed Rheumatoid Arthritis PBS Authority Application - Supporting Information Form [may be downloaded from the Medicare Australia
website (www.medicareaustralia.gov.au)].

Applications for patients who have received PBS-subsidised treatment with abatacept and who wish to re-commence therapy with this drug, must
be accompanied by evidence of a response to the patient's most recent course of PBS-subsidised abatacept treatment, within the timeframes
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specified below.
A maximum of 16 weeks of treatment will be authorised under this restriction.
Initial treatment with an 1.V. loading dose: Two completed authority prescriptions must be submitted with the initial application. One prescription
must be for the I.V. loading dose for sufficient vials for one dose based on the patient's weight with no repeats. The second prescription must be
written for the pre-filled syringes, with a maximum quantity of 4 and up to 3 repeats.
Initial treatment with no loading dose: One completed authority prescription must be submitted with the initial application. The prescription must
be written with a maximum quantity of 4 and up to 3 repeats.
Where fewer than 3 repeats are requested at the time of the initial application, authority approvals for sufficient repeats to complete a maximum of
16 weeks of treatment may be requested by telephone by contacting Medicare Australia on 1800 700 270 (hours of operation 8 a.m. to 5 p.m. EST
Monday to Friday).
Where the most recent course of PBS-subsidised abatacept treatment was approved under either of the initial 1 or 2 treatment restrictions, patients
must have been assessed for response following a minimum of 12 weeks of therapy. This assessment must be provided to Medicare Australia no
later than 4 weeks from the date that course was ceased.
Where the most recent course of PBS-subsidised abatacept treatment was approved under the continuing treatment criteria, patients must have
been assessed for response, and the assessment must be submitted to Medicare Australia no later than 4 weeks from the date that course was
ceased.
Patients who fail to demonstrate a response to treatment with abatacept under this restriction will not be eligible to receive further PBS-subsidised
treatment with this drug for this condition.
Note
No applications for increased maximum quantities and/or repeats will be authorised.
Note
Special Pricing Arrangements apply.
1220F Injection 125 mg in 1 mL single dose pre-filled 4 3 . 1753.91 35.40 Orencia BQ
syringe
ABATACEPT
Note

Any queries concerning the arrangements to prescribe abatacept may be directed to Medicare Australia on 1800 700 270 (hours of operation 8 a.m.
to 5 p.m. EST Monday to Friday).

Further prescribing information (including Authority Application Forms) is on the Medicare Australia website at www.medicareaustralia.gov.au.
Written applications for authority to prescribe abatacept should be forwarded to:

Medicare Australia

Prior Written Approval of Specialised Drugs
Reply Paid 9826

GPO Box 9826

HOBART TAS 7001;

Note
TREATMENT OF ADULT PATIENTS WITH SEVERE ACTIVE RHEUMATOID ARTHRITIS

The following information applies to the prescribing under the Pharmaceutical Benefits Scheme (PBS) of the biological disease modifying anti-
rheumatic drugs (0DMARDs) for adults with severe active rheumatoid arthritis. Where the term bDMARD appears in the following notes and
restrictions it refers to the tumour necrosis factor (TNF) alfa antagonists (adalimumab, certolizumab pegol, etanercept, golimumab, infliximab), the
chimeric anti-CD20 monoclonal antibody (rituximab), the interleukin-6 inhibitor (tocilizumab) and the T-cell co-stimulation modulator (abatacept).

Patients are eligible for PBS-subsidised treatment with only 1 of the above biological disease modifying anti-rheumatic drugs at any 1 time.
PBS-subsidised abatacept, golimumab, infliximab and rituximab must be used in combination with methotrexate at a dose of at least 7.5 mg weekly.
Where a patient cannot tolerate 7.5 mg of methotrexate weekly, they are eligible to receive PBS-subsidised adalimumab, certolizumab pegol,

etanercept and tocilizumab.

In order to be eligible to receive PBS-subsidised treatment with rituximab, a patient must have already failed to demonstrate a response to at least 1
course of treatment with a PBS-subsidised TNF-alfa antagonist.

A patient receiving PBS-subsidised bDMARD therapy may swap to an alternate bDMARD without having to experience a disease flare. Under these
interchangeability arrangements:
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— a patient may continue to receive long-term treatment with a PBS-subsidised bDMARD while they continue to show a response to therapy,

— a patient cannot trial and fail, or cease to respond to, the same PBS-subsidised bDMARD more than once, and

— once a patient has either failed or ceased to respond to treatment 5 times, they will not be eligible to receive further PBS-subsidised bDMARDs
for the treatment of rheumatoid arthritis.

For patients who have failed PBS-subsidised treatment with 2 or 3 TNF-alfa antagonists prior to 1 August 2010 please contact Medicare Australia on
1800 700 270.

A patient whose most recent course of PBS-subsidised therapy was with rituximab and whose response to this treatment is sustained for more than
12 months, may apply for a further course of rituximab under the Continuing treatment restriction. A patient who has failed fewer than 5 bDMARDs
and who has a break in therapy of less than 24 months may commence a further course of treatment with a bDMARD without having to requalify
under the Initial 1 treatment restriction. A patient who has failed fewer than 5 bDMARDs and who has had a break in therapy of longer than 24
months must requalify for treatment under the Initial 1 treatment restriction.

The length of a treatment break is measured from the date the most recent treatment with PBS-subsidised bDMARD treatment is stopped to the
date of the new application for treatment with a bDMARD.

(1) How to prescribe PBS-subsidised bDMARD therapy after 1 August 2010.

(a) Initial treatment.

Applications for initial treatment should be made where:

(i) a patient has received no prior PBS-subsidised bDMARD treatment and wishes to commence such therapy, excluding rituximab (Initial 1); or

(i) a patient wishes to re-commence treatment with a bDMARD following a break in PBS-subsidised therapy of more than 24 months (Initial 1); or
(iii) a patient has received prior PBS-subsidised (initial or continuing) bDMARD therapy and wishes to trial an alternate agent (Initial 2) [further
details are under 'Swapping therapy' below]; or

(iv) a patient wishes to re-commence treatment with a specific bDMARD following a break of less than 24 months in PBS-subsidised therapy with
that agent (Initial 2).

Initial applications for new or re-commencing patients (Initial 1) must include a joint count and ESR and/or CRP measured at the completion of the 6
month intensive DMARD trial, but prior to ceasing DMARD therapy.

Initial treatment authorisations will be limited to provide a maximum of 16 weeks of therapy for abatacept, adalimumab, etanercept, golimumab
and tocilizumab, 18 to 20 weeks of therapy with certolizumab pegol (depending upon the dosing regimen), 22 weeks of therapy for infliximab and 2
infusions of rituximab.

A patient must be assessed for response to any course of initial PBS-subsidised treatment (excluding rituximab) following a minimum of 12 weeks of
therapy and this assessment must be submitted to Medicare Australia no later than 4 weeks from the date that course was ceased.

Rituximab patients must be assessed following a minimum of 12 weeks after the first infusion, and this assessment must be submitted to Medicare
Australia within 4 weeks.

Where a response assessment is not submitted to Medicare Australia within these timeframes, the patient will be deemed to have failed to respond
to treatment with that bDMARD.

For second and subsequent courses of PBS-subsidised bDMARD (excluding rituximab) treatment it is recommended that a patient is reviewed in the
month prior to completing their current course of treatment and that an application is submitted to Medicare Australia no later than 2 weeks prior
to the patient completing their current treatment course.

Abatacept patients:

Patients are eligible to receive one I.V. loading dose when commencing treatment with the subcutaneous formulation. For these patients two
prescriptions are required, the first prescription for the 1.V. loading dose for sufficient vials for one dose based on the patient's weight with no
repeats. The second prescription for the pre-filled syringes, with a maximum quantity of 4 and up to 3 repeats, must be submitted with the initial
application.

Rituximab patients:
A further application may be submitted to Medicare Australia 24 weeks after the first infusion. New baselines may be submitted with this
application if appropriate.

(b) Continuing treatment.

Following the completion of an initial treatment course with a specific bDMARD (excluding rituximab), a patient may qualify to receive up to 24
weeks of continuing treatment with that drug providing they have demonstrated an adequate response to treatment. The patient remains eligible to
receive continuing bDMARD treatment with the same drug in courses of up to 24 weeks providing they continue to sustain the response.

It is recommended that a patient be reviewed in the month prior to completing their current course of treatment to ensure uninterrupted bDMARD
supply.

Assessments of response to a course of PBS-subsidised therapy must be submitted to Medicare Australia no later than 4 weeks from the date that
course was ceased.
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Rituximab patients:

A patient may qualify to receive a further course of treatment (every 24 weeks) with this agent providing they have demonstrated an adequate
response to treatment following a minimum of 12 weeks after the first infusion of their most recent treatment with rituximab. The patient remains
eligible to receive a course of rituximab every 24 weeks providing they continue to demonstrate a response as specified in the restriction.

Where a response assessment is not submitted to Medicare Australia within these timeframes, the patient will be deemed to have failed to respond
to treatment with that bDMARD.

(2) Swapping therapy.

Once initial treatment with the first PBS-subsidised bDMARD is approved, a patient may swap to an alternate b DMARD without having to requalify
with respect to the indices of disease severity (i.e. the erythrocyte sedimentation rate (ESR), the C-reactive protein (CRP) levels and the joint count)
or the prior non-bDMARD therapy requirements, except if the patient has had a break in therapy of more than 24 months. However the
requirement for concomitant treatment with methotrexate, where it applies, must be met for each bDMARD trialled.

Patients who are not able to complete a minimum of 12 weeks of an initial treatment course will be deemed to have failed treatment with that
agent.

A patient may trial an alternate bDMARD at any time, regardless of whether they are receiving therapy (initial or continuing) with a bDMARD at the
time of the application. However, they cannot swap to a particular bDMARD if they have failed to respond to prior treatment with that drug.

Abatacept patients:
Patients swapping from I.V. abatacept to subcutaneous abatacept will not be eligible for an I.V. loading dose when commencing treatment with the
subcutaneous formulation.

In order to trial rituximab, a patient must have trialled and failed to demonstrate a response to at least 1 PBS-subsidised TNF-alfa antagonist
treatment.

To ensure a patient receives the maximum treatment opportunities allowed under the interchangeability arrangements, it is important that they are
assessed for response to every course of treatment approved, within the timeframes specified in the relevant restriction.

PBS subsidy does not allow for patients to receive treatment with another PBS-subsidised biological agent during the required treatment-free period
applying to patients who have demonstrated a response to their most recent course of rituximab. This means that patients who have demonstrated
a response to a course of rituximab must have a PBS-subsidised biological therapy treatment-free period of at least 22 weeks, immediately following
the second infusion, before swapping to an alternate bDMARD. Patients who fail to respond to rituximab and who qualify and wish to trial a course
of an alternate bDMARD may do so without having to have any treatment-free period.

To avoid confusion, an application for a patient who wishes to swap to an alternate bDMARD should be accompanied by the approved authority
prescription or remaining repeats for the bDMARD the patient is ceasing.

Note
(3) Baseline measurements to determine response.

Medicare Australia will determine whether a response to treatment has been demonstrated based on the baseline measurements of the joint count,
ESR and/or CRP submitted with the first authority application for a bDMARD. However, prescribers may provide new baseline measurements any
time that an initial treatment authority application is submitted and Medicare Australia will assess response according to these revised baseline
measurements.

To ensure consistency in determining response, the same indices of disease severity used to establish baseline at the commencement of treatment
with each initial treatment application must be provided for all subsequent continuing treatment applications. Therefore, where only an ESR or CRP
level is provided at baseline, an ESR or CRP level respectively must be provided to determine response. Similarly, where the baseline active joint
count is based on total active joints (i.e. more than 20 active joints), response will be determined according to the reduction in the total number of
active joints. Where the baseline is determined on total number of major joints, the response must be demonstrated on the total number of major
joints.

Except as specified under the Initial 1 treatment restriction, a baseline joint count and ESR and/or CRP should be performed whilst the patient is still
on treatment or within 1 month of ceasing prior treatment. Applications under the Initial 1 treatment restriction for new or re-commencing patients
must include a joint count and ESR and/or CRP measured at the completion of the 6 month intensive DMARD trial, but prior to ceasing DMARD
therapy.

Authority required

Continuing treatment

Continuing PBS-subsidised treatment with abatacept, in combination with methotrexate at a dose of at least 7.5 mg weekly, by a rheumatologist or
clinical immunologist with expertise in the management of rheumatoid arthritis, of adults:

(a) who have a documented history of severe active rheumatoid arthritis; and

(b) who have demonstrated an adequate response to treatment with abatacept; and

(c) whose most recent course of PBS-subsidised bDMARD treatment was with abatacept.
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An adequate response to treatment is defined as:
an ESR no greater than 25 mm per hour or a CRP level no greater than 15 mg per L or either marker reduced by at least 20% from baseline;
AND either of the following:
(i) a reduction in the total active (swollen and tender) joint count by at least 50% from baseline, where baseline is at least 20 active joints; or
(ii) a reduction in the number of the following major active joints, from at least 4, by at least 50%:
— elbow, wrist, knee and/or ankle (assessed as swollen and tender); and/or
— shoulder and/or hip (assessed as pain in passive movement and restriction of passive movement, where pain and limitation of movement are due
to active disease and not irreversible damage such as joint destruction or bony overgrowth).
The authority application must be made in writing and must include:
(1) a completed authority prescription form; and
(2) a completed Rheumatoid Arthritis PBS Authority Application - Supporting Information Form [may be downloaded from the Medicare Australia
website (www.medicareaustralia.gov.au)].
A maximum of 24 weeks of treatment will be approved under this restriction.
Where fewer than 5 repeats are requested at the time of the application, authority approvals for sufficient repeats to complete a maximum of 24
weeks of treatment may be requested by telephone by contacting Medicare Australia on 1800 700 270 (hours of operation 8 a.m. to 5 p.m. EST
Monday to Friday).
All applications for continuing treatment with abatacept must include a measurement of response to the prior course of therapy. This assessment
must be provided to Medicare Australia no later than 4 weeks from the cessation of that treatment course. If the application is the first application
for continuing treatment with abatacept, it must be accompanied by an assessment of response to a minimum of 12 weeks of treatment with an
initial treatment course.
Patients who fail to demonstrate a response to treatment with abatacept under this restriction will not be eligible to receive further PBS-subsidised
treatment with this drug for this condition.
Note
No applications for increased maximum quantities and/or repeats will be authorised.
Note
Special Pricing Arrangements apply.
1221G Injection 125 mg in 1 mL single dose pre-filled 4 5 . 1753.91 35.40 Orencia BQ
syringe
ADALIMUMAB
Note

Any queries concerning the arrangements to prescribe adalimumab may be directed to Medicare Australia on 1800 700 270 (hours of operation
8 a.m. to 5 p.m. EST Monday to Friday).

Prescribing information (including Authority Application Forms) is available on the Medicare Australia website at www.medicareaustralia.gov.au.
Written applications for authority to prescribe adalimumab should be forwarded to:

Medicare Australia

Prior Written Approval of Specialised Drugs
Reply Paid 9826

GPO Box 9826

HOBART TAS 7001,

Note
TREATMENT OF ADULT PATIENTS WITH SEVERE ACTIVE RHEUMATOID ARTHRITIS

The following information applies to the prescribing under the Pharmaceutical Benefits Scheme (PBS) of the biological disease modifying anti-
rheumatic drugs (0DMARDs) for adults with severe active rheumatoid arthritis. Where the term bDMARD appears in the following notes and
restrictions it refers to the tumour necrosis factor (TNF) alfa antagonists (adalimumab, certolizumab pegol, etanercept, golimumab, infliximab), the
chimeric anti-CD20 monoclonal antibody (rituximab), the interleukin-6 inhibitor (tocilizumab) and the T-cell co-stimulation modulator (abatacept).

Patients are eligible for PBS-subsidised treatment with only 1 of the above biological disease modifying anti-rheumatic drugs at any 1 time.
PBS-subsidised abatacept, golimumab, infliximab and rituximab must be used in combination with methotrexate at a dose of at least 7.5 mg weekly.
Where a patient cannot tolerate 7.5 mg of methotrexate weekly, they are eligible to receive PBS-subsidised adalimumab, certolizumab pegol,

etanercept and tocilizumab.

In order to be eligible to receive PBS-subsidised treatment with rituximab, a patient must have already failed to demonstrate a response to at least 1
course of treatment with a PBS-subsidised TNF-alfa antagonist.

A patient receiving PBS-subsidised bDMARD therapy may swap to an alternate bDMARD without having to experience a disease flare. Under these
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interchangeability arrangements:

— a patient may continue to receive long-term treatment with a PBS-subsidised bDMARD while they continue to show a response to therapy,

— a patient cannot trial and fail, or cease to respond to, the same PBS-subsidised bDMARD more than once, and

— once a patient has either failed or ceased to respond to treatment 5 times, they will not be eligible to receive further PBS-subsidised bDMARDs
for the treatment of rheumatoid arthritis.

For patients who have failed PBS-subsidised treatment with 2 or 3 TNF-alfa antagonists prior to 1 August 2010 please contact Medicare Australia on
1800 700 270.

A patient whose most recent course of PBS-subsidised therapy was with rituximab and whose response to this treatment is sustained for more than
12 months, may apply for a further course of rituximab under the Continuing treatment restriction. A patient who has failed fewer than 5 bDMARDs
and who has a break in therapy of less than 24 months may commence a further course of treatment with a bDMARD without having to requalify
under the Initial 1 treatment restriction. A patient who has failed fewer than 5 bDMARDs and who has had a break in therapy of longer than 24
months must requalify for treatment under the Initial 1 treatment restriction.

The length of a treatment break is measured from the date the most recent treatment with PBS-subsidised bDMARD treatment is stopped to the
date of the new application for treatment with a bDMARD.

(1) How to prescribe PBS-subsidised bDMARD therapy after 1 August 2010.

(a) Initial treatment.

Applications for initial treatment should be made where:

(i) a patient has received no prior PBS-subsidised bDMARD treatment and wishes to commence such therapy, excluding rituximab (Initial 1); or

(ii) a patient wishes to re-commence treatment with a bDMARD following a break in PBS-subsidised therapy of more than 24 months (Initial 1); or
(iii) a patient has received prior PBS-subsidised (initial or continuing) bDMARD therapy and wishes to trial an alternate agent (Initial 2) [further
details are under 'Swapping therapy' below]; or

(iv) a patient wishes to re-commence treatment with a specific bDMARD following a break of less than 24 months in PBS-subsidised therapy with
that agent (Initial 2).

Initial applications for new or re-commencing patients (Initial 1) must include a joint count and ESR and/or CRP measured at the completion of the 6
month intensive DMARD trial, but prior to ceasing DMARD therapy.

Initial treatment authorisations will be limited to provide a maximum of 16 weeks of therapy for abatacept, adalimumab, etanercept, golimumab
and tocilizumab, 18 to 20 weeks of therapy with certolizumab pegol (depending upon the dosing regimen), 22 weeks of therapy for infliximab and 2
infusions of rituximab.

A patient must be assessed for response to any course of initial PBS-subsidised treatment (excluding rituximab) following a minimum of 12 weeks of
therapy and this assessment must be submitted to Medicare Australia no later than 4 weeks from the date that course was ceased.

Rituximab patients must be assessed following a minimum of 12 weeks after the first infusion, and this assessment must be submitted to Medicare
Australia within 4 weeks.

Where a response assessment is not submitted to Medicare Australia within these timeframes, the patient will be deemed to have failed to respond
to treatment with that bDMARD.

For second and subsequent courses of PBS-subsidised bDMARD (excluding rituximab) treatment it is recommended that a patient is reviewed in the
month prior to completing their current course of treatment and that an application is submitted to Medicare Australia no later than 2 weeks prior
to the patient completing their current treatment course.

Abatacept patients:

Patients are eligible to receive one I.V. loading dose when commencing treatment with the subcutaneous formulation. For these patients two
prescriptions are required, the first prescription for the 1.V. loading dose for sufficient vials for one dose based on the patient's weight with no
repeats. The second prescription for the pre-filled syringes, with a maximum quantity of 4 and up to 3 repeats, must be submitted with the initial
application.

Rituximab patients:
A further application may be submitted to Medicare Australia 24 weeks after the first infusion. New baselines may be submitted with this
application if appropriate.

(b) Continuing treatment.

Following the completion of an initial treatment course with a specific bDMARD (excluding rituximab), a patient may qualify to receive up to 24
weeks of continuing treatment with that drug providing they have demonstrated an adequate response to treatment. The patient remains eligible to
receive continuing bDMARD treatment with the same drug in courses of up to 24 weeks providing they continue to sustain the response.

It is recommended that a patient be reviewed in the month prior to completing their current course of treatment to ensure uninterrupted bDMARD
supply.

Assessments of response to a course of PBS-subsidised therapy must be submitted to Medicare Australia no later than 4 weeks from the date that
course was ceased.
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Rituximab patients:

A patient may qualify to receive a further course of treatment (every 24 weeks) with this agent providing they have demonstrated an adequate
response to treatment following a minimum of 12 weeks after the first infusion of their most recent treatment with rituximab. The patient remains
eligible to receive a course of rituximab every 24 weeks providing they continue to demonstrate a response as specified in the restriction.

Where a response assessment is not submitted to Medicare Australia within these timeframes, the patient will be deemed to have failed to respond
to treatment with that bDMARD.

(2) Swapping therapy.

Once initial treatment with the first PBS-subsidised bDMARD is approved, a patient may swap to an alternate bDMARD without having to requalify
with respect to the indices of disease severity (i.e. the erythrocyte sedimentation rate (ESR), the C-reactive protein (CRP) levels and the joint count)
or the prior non-bDMARD therapy requirements, except if the patient has had a break in therapy of more than 24 months. However the
requirement for concomitant treatment with methotrexate, where it applies, must be met for each bDMARD trialled.

Patients who are not able to complete a minimum of 12 weeks of an initial treatment course will be deemed to have failed treatment with that
agent.

A patient may trial an alternate bDMARD at any time, regardless of whether they are receiving therapy (initial or continuing) with a bDMARD at the
time of the application. However, they cannot swap to a particular b DMARD if they have failed to respond to prior treatment with that drug.

Abatacept patients:
Patients swapping from I.V. abatacept to subcutaneous abatacept will not be eligible for an I.V. loading dose when commencing treatment with the
subcutaneous formulation.

In order to trial rituximab, a patient must have trialled and failed to demonstrate a response to at least 1 PBS-subsidised TNF-alfa antagonist
treatment.

To ensure a patient receives the maximum treatment opportunities allowed under the interchangeability arrangements, it is important that they are
assessed for response to every course of treatment approved, within the timeframes specified in the relevant restriction.

PBS subsidy does not allow for patients to receive treatment with another PBS-subsidised biological agent during the required treatment-free period
applying to patients who have demonstrated a response to their most recent course of rituximab. This means that patients who have demonstrated
a response to a course of rituximab must have a PBS-subsidised biological therapy treatment-free period of at least 22 weeks, immediately following
the second infusion, before swapping to an alternate bDMARD. Patients who fail to respond to rituximab and who qualify and wish to trial a course
of an alternate bDMARD may do so without having to have any treatment-free period.

To avoid confusion, an application for a patient who wishes to swap to an alternate bDMARD should be accompanied by the approved authority
prescription or remaining repeats for the bDMARD the patient is ceasing.

Note
(3) Baseline measurements to determine response.

Medicare Australia will determine whether a response to treatment has been demonstrated based on the baseline measurements of the joint count,
ESR and/or CRP submitted with the first authority application for a bDMARD. However, prescribers may provide new baseline measurements any
time that an initial treatment authority application is submitted and Medicare Australia will assess response according to these revised baseline
measurements.

To ensure consistency in determining response, the same indices of disease severity used to establish baseline at the commencement of treatment
with each initial treatment application must be provided for all subsequent continuing treatment applications. Therefore, where only an ESR or CRP
level is provided at baseline, an ESR or CRP level respectively must be provided to determine response. Similarly, where the baseline active joint
count is based on total active joints (i.e. more than 20 active joints), response will be determined according to the reduction in the total number of
active joints. Where the baseline is determined on total number of major joints, the response must be demonstrated on the total number of major
joints.

Except as specified under the Initial 1 treatment restriction, a baseline joint count and ESR and/or CRP should be performed whilst the patient is still
on treatment or within 1 month of ceasing prior treatment. Applications under the Initial 1 treatment restriction for new or re-commencing patients
must include a joint count and ESR and/or CRP measured at the completion of the 6 month intensive DMARD trial, but prior to ceasing DMARD
therapy.

Authority required
Initial 1 (new patient or patient re-commencing after a break of more than 24 months)

Initial PBS-subsidised treatment with adalimumab, by a rheumatologist or clinical immunologist with expertise in the management of rheumatoid
arthritis, of adults who:

(a) have severe active rheumatoid arthritis; and

(b) have received no PBS-subsidised treatment with a bDMARD for this condition in the previous 24 months; and
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(c) have failed, in the 24 months immediately prior to the date of application, to achieve an adequate response to at least 6 months of intensive
treatment with disease modifying anti-rheumatic drugs (DMARDs), which must include at least 3 months continuous treatment with each of at least
2 DMARDs, one of which must be methotrexate at a dose of at least 20 mg weekly and one of which must be:

— hydroxychloroquine at a dose of at least 200 mg daily; or

— leflunomide at a dose of at least 10 mg daily; or

— sulfasalazine at a dose of at least 2 g daily.

If methotrexate is contraindicated according to the TGA-approved product information or cannot be tolerated at a 20 mg weekly dose, then the 6
months of intensive DMARD treatment must include at least 3 months continuous treatment with each of at least 2 of the DMARDs:

— hydroxychloroquine at a dose of at least 200 mg daily; and/or

— leflunomide at a dose of at least 10 mg daily; and/or

— sulfasalazine at a dose of at least 2 g daily.

The application must include details of the contraindication or intolerance to methotrexate. Details of the toxicities, including severity, which will be
accepted for the purposes of exempting a patient from the requirement to undertake a minimum 3 month trial of methotrexate at a 20 mg weekly
dose can be found on the Medicare Australia website [www.medicareaustralia.gov.au]. The maximum tolerated dose of methotrexate must be
documented in the application, if applicable.

If 3 or more of methotrexate, hydroxychloroquine, leflunomide and sulfasalazine are contraindicated according to the relevant TGA-approved
product information or cannot be tolerated at the doses specified above, then one or more of the following DMARDs may be used in place of these
agents in order to satisfy the requirement for a trial of 6 months of intensive DMARD therapy with at least 2 DMARDs taken continuously for at least
3 months each:

— azathioprine at a dose of at least 1 mg/kg per day; and/or

— cyclosporin at a dose of at least 2 mg/kg/day; and/or

— sodium aurothiomalate at a dose of 50 mg weekly.

The application must include details of the DMARDs trialled, their doses and duration of treatment, and all relevant contraindications and/or
intolerances. Details of the toxicities, including severity, which will be accepted as a reason for substituting azathioprine, cyclosporin or sodium
aurothiomalate for another DMARD as part of the 6 month intensive DMARD trial can be found on the Medicare Australia website
[www.medicareaustralia.gov.au].

The requirement to trial at least 2 DMARDs for periods of at least 3 months each can be met using single agents sequentially or by using one or more
combinations of DMARDs.

If the requirement to trial 6 months of intensive DMARD therapy with at least 2 DMARDs cannot be met because of contraindications and/or
intolerances of a severity necessitating permanent treatment withdrawal to all of the DMARDs specified above, details of the contraindication or
intolerance and dose for each DMARD must be provided in the authority application. Details of the toxicities, including severity, which will be
accepted for the purposes of exempting a patient from the requirement for a 6 month trial of intensive DMARD therapy can be found on the
Medicare Australia website [www.medicareaustralia.gov.au].

The following criteria indicate failure to achieve an adequate response and must be demonstrated in all patients at the time of the initial application:
an elevated erythrocyte sedimentation rate (ESR) greater than 25 mm per hour or a C-reactive protein (CRP) level greater than 15 mg per L;

AND either

(i) a total active joint count of at least 20 active (swollen and tender) joints; or

(ii) at least 4 active joints from the following list of major joints:

— elbow, wrist, knee and/or ankle (assessed as swollen and tender); and/or

— shoulder and/or hip (assessed as pain in passive movement and restriction of passive movement, where pain and limitation of movement are due
to active disease and not irreversible damage such as joint destruction or bony overgrowth).

The joint count and ESR and/or CRP must be determined at the completion of the 6 month intensive DMARD trial, but prior to ceasing DMARD
therapy. All measures must be no more than one month old at the time of initial application.

If the above requirement to demonstrate an elevated ESR or CRP cannot be met, the application must state the reason this criterion cannot be
satisfied.

Where the baseline active joint count is based on total active joints (i.e. more than 20 active joints), response will be determined according to the
reduction in the total number of active joints. Where the baseline is determined on total number of major joints, the response must be
demonstrated on the total number of major joints. If only an ESR or CRP level is provided with the initial application, the same marker will be used to
determine response.

The authority application must be made in writing and must include:

(1) a completed authority prescription form; and

(2) a completed Rheumatoid Arthritis PBS Authority Application - Supporting Information Form [may be downloaded from the Medicare Australia
website (www.medicareaustralia.gov.au)]; and

(3) a signed patient acknowledgement.

A maximum of 16 weeks of treatment will be authorised under this restriction.

Where fewer than 3 repeats are requested at the time of the initial application, authority approvals for sufficient repeats to complete a maximum of
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16 weeks of treatment may be requested by telephone by contacting Medicare Australia on 1800 700 270 (hours of operation 8 a.m. to 5 p.m. EST
Monday to Friday).
Assessment of a patient's response to an initial course of treatment must be made after at least 12 weeks of treatment so that there is adequate
time for a response to be demonstrated. This assessment, which will be used to determine eligibility for continuing treatment, must be submitted to
Medicare Australia no later than 1 month from the date of completion of this initial course of treatment. Where a response assessment is not
undertaken and submitted to Medicare Australia within these timeframes, the patient will be deemed to have failed to respond to treatment with
adalimumab.
Patients who fail to demonstrate a response to treatment with adalimumab under this restriction will not be eligible to receive further PBS-
subsidised treatment with this drug for this condition.
Note
No applications for increased maximum quantities and/or repeats will be authorised.
Applications for treatment with adalimumab where the dosing frequency exceeds 40 mg per fortnight will not be approved.
Authority required
Initial 2 (change or re-commencement after break of less than 24 months)
Initial course of PBS-subsidised treatment with adalimumab, by a rheumatologist or clinical immunologist with expertise in the management of
rheumatoid arthritis, of adults who:
(a) have a documented history of severe active rheumatoid arthritis; and
(b) have received prior PBS-subsidised bDMARD treatment for this condition and are eligible to receive further bDMARD therapy.
The authority application must be made in writing and must include:
(1) a completed authority prescription form; and
(2) a completed Rheumatoid Arthritis PBS Authority Application - Supporting Information Form [may be downloaded from the Medicare Australia
website (www.medicareaustralia.gov.au)].
Applications for patients who have received PBS-subsidised treatment with adalimumab and who wish to re-commence therapy with this drug, must
be accompanied by evidence of a response to the patient's most recent course of PBS-subsidised adalimumab treatment, within the timeframes
specified below.
A maximum of 16 weeks of treatment will be authorised under this restriction.
Where fewer than 3 repeats are requested at the time of the initial application, authority approvals for sufficient repeats to complete a maximum of
16 weeks of treatment may be requested by telephone by contacting Medicare Australia on 1800 700 270 (hours of operation 8 a.m. to 5 p.m. EST
Monday to Friday).
Where the most recent course of PBS-subsidised adalimumab treatment was approved under either of the initial 1 or 2 treatment restrictions,
patients must have been assessed for response following a minimum of 12 weeks of therapy. This assessment must be provided to Medicare
Australia no later than 4 weeks from the date that course was ceased.
Where the most recent course of PBS-subsidised adalimumab treatment was approved under the continuing treatment criteria, patients must have
been assessed for response, and the assessment must be submitted to Medicare Australia no later than 4 weeks from the date that course was
ceased.
Patients who fail to demonstrate a response to treatment with adalimumab under this restriction will not be eligible to receive further PBS-
subsidised treatment with this drug for this condition.
Note
No applications for increased maximum quantities and/or repeats will be authorised.
Applications for treatment with adalimumab where the dosing frequency exceeds 40 mg per fortnight will not be approved.
Note
Special Pricing Arrangements apply.
8737W Injection 40 mg in 0.8 mL pre-filled syringe 2 3 . 1774.36 35.40 Humira AB
9099X Injection 40 mg in 0.8 mL pre-filled pen 2 3 . 1774.36 35.40 Humira AB
ADALIMUMAB
Note

Any queries concerning the arrangements to prescribe adalimumab may be directed to Medicare Australia on 1800 700 270 (hours of operation
8 a.m. to 5 p.m. EST Monday to Friday).

Prescribing information (including Authority Application Forms) is available on the Medicare Australia website at www.medicareaustralia.gov.au.

Written applications for authority to prescribe adalimumab should be forwarded to:
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Medicare Australia

Prior Written Approval of Specialised Drugs
Reply Paid 9826

GPO Box 9826

HOBART TAS 7001;

Note
TREATMENT OF ADULT PATIENTS WITH SEVERE ACTIVE RHEUMATOID ARTHRITIS

The following information applies to the prescribing under the Pharmaceutical Benefits Scheme (PBS) of the biological disease modifying anti-
rheumatic drugs (0DMARDs) for adults with severe active rheumatoid arthritis. Where the term bDMARD appears in the following notes and
restrictions it refers to the tumour necrosis factor (TNF) alfa antagonists (adalimumab, certolizumab pegol, etanercept, golimumab, infliximab), the
chimeric anti-CD20 monoclonal antibody (rituximab), the interleukin-6 inhibitor (tocilizumab) and the T-cell co-stimulation modulator (abatacept).

Patients are eligible for PBS-subsidised treatment with only 1 of the above biological disease modifying anti-rheumatic drugs at any 1 time.

PBS-subsidised abatacept, golimumab, infliximab and rituximab must be used in combination with methotrexate at a dose of at least 7.5 mg weekly.
Where a patient cannot tolerate 7.5 mg of methotrexate weekly, they are eligible to receive PBS-subsidised adalimumab, certolizumab pegol,
etanercept and tocilizumab.

In order to be eligible to receive PBS-subsidised treatment with rituximab, a patient must have already failed to demonstrate a response to at least 1
course of treatment with a PBS-subsidised TNF-alfa antagonist.

A patient receiving PBS-subsidised bDMARD therapy may swap to an alternate bDMARD without having to experience a disease flare. Under these
interchangeability arrangements:

— a patient may continue to receive long-term treatment with a PBS-subsidised bDMARD while they continue to show a response to therapy,

— a patient cannot trial and fail, or cease to respond to, the same PBS-subsidised bDMARD more than once, and

— once a patient has either failed or ceased to respond to treatment 5 times, they will not be eligible to receive further PBS-subsidised bDMARDs
for the treatment of rheumatoid arthritis.

For patients who have failed PBS-subsidised treatment with 2 or 3 TNF-alfa antagonists prior to 1 August 2010 please contact Medicare Australia on
1800 700 270.

A patient whose most recent course of PBS-subsidised therapy was with rituximab and whose response to this treatment is sustained for more than
12 months, may apply for a further course of rituximab under the Continuing treatment restriction. A patient who has failed fewer than 5 bDMARDs
and who has a break in therapy of less than 24 months may commence a further course of treatment with a bDMARD without having to requalify
under the Initial 1 treatment restriction. A patient who has failed fewer than 5 bDMARDs and who has had a break in therapy of longer than 24
months must requalify for treatment under the Initial 1 treatment restriction.

The length of a treatment break is measured from the date the most recent treatment with PBS-subsidised bDMARD treatment is stopped to the
date of the new application for treatment with a bDMARD.

(1) How to prescribe PBS-subsidised bDMARD therapy after 1 August 2010.

(a) Initial treatment.

Applications for initial treatment should be made where:

(i) a patient has received no prior PBS-subsidised bDMARD treatment and wishes to commence such therapy, excluding rituximab (Initial 1); or

(i) a patient wishes to re-commence treatment with a bDMARD following a break in PBS-subsidised therapy of more than 24 months (Initial 1); or
(iii) a patient has received prior PBS-subsidised (initial or continuing) bDMARD therapy and wishes to trial an alternate agent (Initial 2) [further
details are under 'Swapping therapy' below]; or

(iv) a patient wishes to re-commence treatment with a specific bDMARD following a break of less than 24 months in PBS-subsidised therapy with
that agent (Initial 2).

Initial applications for new or re-commencing patients (Initial 1) must include a joint count and ESR and/or CRP measured at the completion of the 6
month intensive DMARD trial, but prior to ceasing DMARD therapy.

Initial treatment authorisations will be limited to provide a maximum of 16 weeks of therapy for abatacept, adalimumab, etanercept, golimumab
and tocilizumab, 18 to 20 weeks of therapy with certolizumab pegol (depending upon the dosing regimen), 22 weeks of therapy for infliximab and 2
infusions of rituximab.

A patient must be assessed for response to any course of initial PBS-subsidised treatment (excluding rituximab) following a minimum of 12 weeks of
therapy and this assessment must be submitted to Medicare Australia no later than 4 weeks from the date that course was ceased.

Rituximab patients must be assessed following a minimum of 12 weeks after the first infusion, and this assessment must be submitted to Medicare
Australia within 4 weeks.

Where a response assessment is not submitted to Medicare Australia within these timeframes, the patient will be deemed to have failed to respond
to treatment with that bDMARD.
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For second and subsequent courses of PBS-subsidised bDMARD (excluding rituximab) treatment it is recommended that a patient is reviewed in the
month prior to completing their current course of treatment and that an application is submitted to Medicare Australia no later than 2 weeks prior
to the patient completing their current treatment course.

Abatacept patients:

Patients are eligible to receive one I.V. loading dose when commencing treatment with the subcutaneous formulation. For these patients two
prescriptions are required, the first prescription for the I.V. loading dose for sufficient vials for one dose based on the patient's weight with no
repeats. The second prescription for the pre-filled syringes, with a maximum quantity of 4 and up to 3 repeats, must be submitted with the initial
application.

Rituximab patients:
A further application may be submitted to Medicare Australia 24 weeks after the first infusion. New baselines may be submitted with this
application if appropriate.

(b) Continuing treatment.

Following the completion of an initial treatment course with a specific bDMARD (excluding rituximab), a patient may qualify to receive up to 24
weeks of continuing treatment with that drug providing they have demonstrated an adequate response to treatment. The patient remains eligible to
receive continuing bDMARD treatment with the same drug in courses of up to 24 weeks providing they continue to sustain the response.

Itis recommended that a patient be reviewed in the month prior to completing their current course of treatment to ensure uninterrupted bDMARD
supply.

Assessments of response to a course of PBS-subsidised therapy must be submitted to Medicare Australia no later than 4 weeks from the date that
course was ceased.

Rituximab patients:

A patient may qualify to receive a further course of treatment (every 24 weeks) with this agent providing they have demonstrated an adequate
response to treatment following a minimum of 12 weeks after the first infusion of their most recent treatment with rituximab. The patient remains
eligible to receive a course of rituximab every 24 weeks providing they continue to demonstrate a response as specified in the restriction.

Where a response assessment is not submitted to Medicare Australia within these timeframes, the patient will be deemed to have failed to respond
to treatment with that bDMARD.

(2) Swapping therapy.

Once initial treatment with the first PBS-subsidised bDMARD is approved, a patient may swap to an alternate bDMARD without having to requalify
with respect to the indices of disease severity (i.e. the erythrocyte sedimentation rate (ESR), the C-reactive protein (CRP) levels and the joint count)
or the prior non-bDMARD therapy requirements, except if the patient has had a break in therapy of more than 24 months. However the
requirement for concomitant treatment with methotrexate, where it applies, must be met for each bDMARD trialled.

Patients who are not able to complete a minimum of 12 weeks of an initial treatment course will be deemed to have failed treatment with that
agent.

A patient may trial an alternate bDMARD at any time, regardless of whether they are receiving therapy (initial or continuing) with a bDMARD at the
time of the application. However, they cannot swap to a particular bDMARD if they have failed to respond to prior treatment with that drug.

Abatacept patients:
Patients swapping from I.V. abatacept to subcutaneous abatacept will not be eligible for an I.V. loading dose when commencing treatment with the
subcutaneous formulation.

In order to trial rituximab, a patient must have trialled and failed to demonstrate a response to at least 1 PBS-subsidised TNF-alfa antagonist
treatment.

To ensure a patient receives the maximum treatment opportunities allowed under the interchangeability arrangements, it is important that they are
assessed for response to every course of treatment approved, within the timeframes specified in the relevant restriction.

PBS subsidy does not allow for patients to receive treatment with another PBS-subsidised biological agent during the required treatment-free period
applying to patients who have demonstrated a response to their most recent course of rituximab. This means that patients who have demonstrated
a response to a course of rituximab must have a PBS-subsidised biological therapy treatment-free period of at least 22 weeks, immediately following
the second infusion, before swapping to an alternate bDMARD. Patients who fail to respond to rituximab and who qualify and wish to trial a course
of an alternate bDMARD may do so without having to have any treatment-free period.

To avoid confusion, an application for a patient who wishes to swap to an alternate bDMARD should be accompanied by the approved authority
prescription or remaining repeats for the bDMARD the patient is ceasing.

Note
(3) Baseline measurements to determine response.
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Medicare Australia will determine whether a response to treatment has been demonstrated based on the baseline measurements of the joint count,
ESR and/or CRP submitted with the first authority application for a bDMARD. However, prescribers may provide new baseline measurements any
time that an initial treatment authority application is submitted and Medicare Australia will assess response according to these revised baseline
measurements.
To ensure consistency in determining response, the same indices of disease severity used to establish baseline at the commencement of treatment
with each initial treatment application must be provided for all subsequent continuing treatment applications. Therefore, where only an ESR or CRP
level is provided at baseline, an ESR or CRP level respectively must be provided to determine response. Similarly, where the baseline active joint
count is based on total active joints (i.e. more than 20 active joints), response will be determined according to the reduction in the total number of
active joints. Where the baseline is determined on total number of major joints, the response must be demonstrated on the total number of major
joints.
Except as specified under the Initial 1 treatment restriction, a baseline joint count and ESR and/or CRP should be performed whilst the patient is still
on treatment or within 1 month of ceasing prior treatment. Applications under the Initial 1 treatment restriction for new or re-commencing patients
must include a joint count and ESR and/or CRP measured at the completion of the 6 month intensive DMARD trial, but prior to ceasing DMARD
therapy.
Authority required
Continuing treatment
Continuing PBS-subsidised treatment with adalimumab, by a rheumatologist or clinical immunologist with expertise in the management of
rheumatoid arthritis, of adults:
(a) who have a documented history of severe active rheumatoid arthritis; and
(b) who have demonstrated an adequate response to treatment with adalimumab; and
(c) whose most recent course of PBS-subsidised bDMARD treatment was with adalimumab.
An adequate response to treatment is defined as:
an ESR no greater than 25 mm per hour or a CRP level no greater than 15 mg per L or either marker reduced by at least 20% from baseline;
AND either of the following:
(i) a reduction in the total active (swollen and tender) joint count by at least 50% from baseline, where baseline is at least 20 active joints; or
(ii) a reduction in the number of the following major active joints, from at least 4, by at least 50%:
— elbow, wrist, knee and/or ankle (assessed as swollen and tender); and/or
— shoulder and/or hip (assessed as pain in passive movement and restriction of passive movement, where pain and limitation of movement are due
to active disease and not irreversible damage such as joint destruction or bony overgrowth).
The authority application must be made in writing and must include:
(1) a completed authority prescription form; and
(2) a completed Rheumatoid Arthritis PBS Authority Application - Supporting Information Form [may be downloaded from the Medicare Australia
website (www.medicareaustralia.gov.au)].
A maximum of 24 weeks of treatment will be approved under this restriction.
Where fewer than 5 repeats are requested at the time of the application, authority approvals for sufficient repeats to complete a maximum of 24
weeks of treatment may be requested by telephone by contacting Medicare Australia on 1800 700 270 (hours of operation 8 a.m. to 5 p.m. EST
Monday to Friday).
All applications for continuing treatment with adalimumab must include a measurement of response to the prior course of therapy. This assessment
must be provided to Medicare Australia no later than 4 weeks from the cessation of that treatment course. If the application is the first application
for continuing treatment with adalimumab, it must be accompanied by an assessment of response to a minimum of 12 weeks of treatment with an
initial treatment course.
Patients who fail to demonstrate a response to treatment with adalimumab under this restriction will not be eligible to receive further PBS-
subsidised treatment with this drug for this condition.
Note
No applications for increased maximum quantities and/or repeats will be authorised.
Applications for treatment with adalimumab where the dosing frequency exceeds 40 mg per fortnight will not be approved.
Note
Special Pricing Arrangements apply.
8741C Injection 40 mg in 0.8 mL pre-filled syringe 2 5 . 1774.36 35.40 Humira AB
9100Y Injection 40 mg in 0.8 mL pre-filled pen 2 5 . 1774.36 35.40 Humira AB

AMINO ACIDS—SYNTHETIC, FORMULA

Authority required
Initial treatment, for up to 3 months, for combined intolerance (not infant colic) to cows' milk protein, soy protein and protein hydrolysate formulae
in a child up to the age of 2 years. Combined intolerance is demonstrated when the child has failed to respond to a strict cows' milk protein free and
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strict soy protein free diet with a protein hydrolysate (with or without medium chain triglycerides) as the principal formula. The date of birth of the
patient must be included in the authority application;
Initial treatment, in consultation with a paediatric gastroenterologist or specialist allergist, for up to 3 months, of a child up to the age of 2 years
with severe intolerance (not infant colic) to cows' milk protein. The date of birth of the patient must be included in the authority application.
Note
No applications for increased maximum quantities and/or repeats will be authorised.
1180D Compound powder 400 g 8 5 . *361.14 35.40 Neocate Advance SB
NP Vanilla
AMINO ACIDS—SYNTHETIC, FORMULA
Authority required
Continuing treatment for combined intolerance (not infant colic) to cows' milk protein, soy protein and protein hydrolysate formulae in a child up to
the age of 2 years, where the child has been assessed by a suitably qualified allergist or paediatrician. The date of birth of the patient must be
included in the authority application;
Treatment for combined intolerance (not infant colic) to cows' milk protein, soy protein and protein hydrolysate formulae in a child aged 2 years and
over, where the child is assessed by a suitably qualified allergist or paediatrician at intervals not greater than 6 months. The date of birth of the
patient must be included in the authority application;
Continuing treatment for severe intolerance (not infant colic) to cows' milk protein in a child up to the age of 2 years, where the child has been
assessed by a paediatric gastroenterologist or specialist allergist and soy protein and protein hydrolysate formulae are not tolerated or not likely to
be tolerated. The date of birth of the patient must be included in the authority application;
Treatment for severe intolerance (not infant colic) to cows' milk protein in a child aged 2 years and over, where the child is assessed by a paediatric
gastroenterologist or specialist allergist at intervals not greater than 6 months. The date of birth of the patient must be included in the authority
application;
Severe intestinal malabsorption including short bowel syndrome where protein hydrolysate formulae have failed;
Severe intestinal malabsorption including short bowel syndrome where the patient has been receiving parenteral nutrition.
Note
Authorities for increased maximum quantities, up to a maximum of 20, may be authorised.
1192R Compound powder 400 g 8 5 . *361.14 35.40 Neocate Advance SB
NP Vanilla
APIXABAN
Authority required
Prevention of venous thromboembolism in a patient undergoing total knee replacement who requires up to 10 days of therapy;
Prevention of venous thromboembolism in a patient undergoing total hip replacement who requires up to 10 days of therapy.
Note
Shared Care Model:
For prescribing by nurse practitioners where care of a patient is shared between a nurse practitioner and medical practitioner in a formalised
arrangement with an agreed management plan. Further information can be found in the Explanatory Notes for Nurse Practitioners.
Note
No applications for increased maximum quantities and/or repeats will be authorised.
5500L Tablet 2.5 mg 20 . . 101.14 35.40 Eliquis BQ
NP
APIXABAN
Authority required
Prevention of venous thromboembolism in a patient undergoing total knee replacement who requires up to 15 days of therapy;
Prevention of venous thromboembolism in a patient undergoing total hip replacement who requires up to 15 days of therapy.
Note
Shared Care Model:
For prescribing by nurse practitioners where care of a patient is shared between a nurse practitioner and medical practitioner in a formalised
arrangement with an agreed management plan. Further information can be found in the Explanatory Notes for Nurse Practitioners.
Note
No applications for increased maximum quantities and/or repeats will be authorised.
5054B Tablet 2.5 mg 30 . . 148.66 35.40 Eliquis BQ

NP
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APIXABAN
Authority required
Prevention of venous thromboembolism in a patient undergoing total hip replacement who requires up to 30 days of therapy.
Note
Shared Care Model:
For prescribing by nurse practitioners where care of a patient is shared between a nurse practitioner and medical practitioner in a formalised
arrangement with an agreed management plan. Further information can be found in the Explanatory Notes for Nurse Practitioners.
Note
No applications for increased maximum quantities and/or repeats will be authorised.
5061J Tablet 2.5 mg 60 . . 279.89 35.40 Eliquis BQ
NP

CERTOLIZUMAB PEGOL

Note

Any queries concerning the arrangements to prescribe certolizumab pegol may be directed to Medicare Australia on 1800 700 270 (hours of
operation 8 a.m. to 5 p.m. EST Monday to Friday).

Further prescribing information (including Authority Application Forms) is available on the Medicare Australia website at
www.medicareaustralia.gov.au.

Written applications for authority to prescribe certolizumab pegol should be forwarded to:

Medicare Australia

Prior Written Approval of Specialised Drugs
Reply Paid 9826

GPO Box 9826

HOBART TAS 7001,

Note
TREATMENT OF ADULT PATIENTS WITH SEVERE ACTIVE RHEUMATOID ARTHRITIS

The following information applies to the prescribing under the Pharmaceutical Benefits Scheme (PBS) of the biological disease modifying anti-
rheumatic drugs (0DMARDs) for adults with severe active rheumatoid arthritis. Where the term bDMARD appears in the following notes and
restrictions it refers to the tumour necrosis factor (TNF) alfa antagonists (adalimumab, certolizumab pegol, etanercept, golimumab, infliximab), the
chimeric anti-CD20 monoclonal antibody (rituximab), the interleukin-6 inhibitor (tocilizumab) and the T-cell co-stimulation modulator (abatacept).

Patients are eligible for PBS-subsidised treatment with only 1 of the above biological disease modifying anti-rheumatic drugs at any 1 time.

PBS-subsidised abatacept, golimumab, infliximab and rituximab must be used in combination with methotrexate at a dose of at least 7.5 mg weekly.
Where a patient cannot tolerate 7.5 mg of methotrexate weekly, they are eligible to receive PBS-subsidised adalimumab, certolizumab pegol,
etanercept and tocilizumab.

In order to be eligible to receive PBS-subsidised treatment with rituximab, a patient must have already failed to demonstrate a response to at least 1
course of treatment with a PBS-subsidised TNF-alfa antagonist.

A patient receiving PBS-subsidised bDMARD therapy may swap to an alternate bDMARD without having to experience a disease flare. Under these
interchangeability arrangements:

— a patient may continue to receive long-term treatment with a PBS-subsidised bDMARD while they continue to show a response to therapy,

— a patient cannot trial and fail, or cease to respond to, the same PBS-subsidised bDMARD more than once, and

— once a patient has either failed or ceased to respond to treatment 5 times, they will not be eligible to receive further PBS-subsidised bDMARDs
for the treatment of rheumatoid arthritis.

For patients who have failed PBS-subsidised treatment with 2 or 3 TNF-alfa antagonists prior to 1 August 2010 please contact Medicare Australia on
1800 700 270.

A patient whose most recent course of PBS-subsidised therapy was with rituximab and whose response to this treatment is sustained for more than
12 months, may apply for a further course of rituximab under the Continuing treatment restriction. A patient who has failed fewer than 5 bDMARDs
and who has a break in therapy of less than 24 months may commence a further course of treatment with a bDMARD without having to requalify
under the Initial 1 treatment restriction. A patient who has failed fewer than 5 bDMARDs and who has had a break in therapy of longer than 24
months must requalify for treatment under the Initial 1 treatment restriction.

The length of a treatment break is measured from the date the most recent treatment with PBS-subsidised bDMARD treatment is stopped to the
date of the new application for treatment with a bDMARD.

(1) How to prescribe PBS-subsidised bDMARD therapy after 1 August 2010.
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(a) Initial treatment.

Applications for initial treatment should be made where:

(i) a patient has received no prior PBS-subsidised bDMARD treatment and wishes to commence such therapy, excluding rituximab (Initial 1); or

(i) a patient wishes to re-commence treatment with a bDMARD following a break in PBS-subsidised therapy of more than 24 months (Initial 1); or
(iii) a patient has received prior PBS-subsidised (initial or continuing) bDMARD therapy and wishes to trial an alternate agent (Initial 2) [further
details are under 'Swapping therapy' below]; or

(iv) a patient wishes to re-commence treatment with a specific bDMARD following a break of less than 24 months in PBS-subsidised therapy with
that agent (Initial 2).

Initial applications for new or re-commencing patients (Initial 1) must include a joint count and ESR and/or CRP measured at the completion of the 6
month intensive DMARD trial, but prior to ceasing DMARD therapy.

Initial treatment authorisations will be limited to provide a maximum of 16 weeks of therapy for abatacept, adalimumab, etanercept, golimumab
and tocilizumab, 18 to 20 weeks of therapy with certolizumab pegol (depending upon the dosing regimen), 22 weeks of therapy for infliximab and 2
infusions of rituximab.

A patient must be assessed for response to any course of initial PBS-subsidised treatment (excluding rituximab) following a minimum of 12 weeks of
therapy and this assessment must be submitted to Medicare Australia no later than 4 weeks from the date that course was ceased.

Rituximab patients must be assessed following a minimum of 12 weeks after the first infusion, and this assessment must be submitted to Medicare
Australia within 4 weeks.

Where a response assessment is not submitted to Medicare Australia within these timeframes, the patient will be deemed to have failed to respond
to treatment with that bDMARD.

For second and subsequent courses of PBS-subsidised bDMARD (excluding rituximab) treatment it is recommended that a patient is reviewed in the
month prior to completing their current course of treatment and that an application is submitted to Medicare Australia no later than 2 weeks prior
to the patient completing their current treatment course.

Abatacept patients:

Patients are eligible to receive one I.V. loading dose when commencing treatment with the subcutaneous formulation. For these patients two
prescriptions are required, the first prescription for the I.V. loading dose for sufficient vials for one dose based on the patient's weight with no
repeats. The second prescription for the pre-filled syringes, with a maximum quantity of 4 and up to 3 repeats, must be submitted with the initial
application.

Rituximab patients:
A further application may be submitted to Medicare Australia 24 weeks after the first infusion. New baselines may be submitted with this
application if appropriate.

(b) Continuing treatment.

Following the completion of an initial treatment course with a specific bDMARD (excluding rituximab), a patient may qualify to receive up to 24
weeks of continuing treatment with that drug providing they have demonstrated an adequate response to treatment. The patient remains eligible to
receive continuing bDMARD treatment with the same drug in courses of up to 24 weeks providing they continue to sustain the response.

It is recommended that a patient be reviewed in the month prior to completing their current course of treatment to ensure uninterrupted bDMARD
supply.

Assessments of response to a course of PBS-subsidised therapy must be submitted to Medicare Australia no later than 4 weeks from the date that
course was ceased.

Rituximab patients:

A patient may qualify to receive a further course of treatment (every 24 weeks) with this agent providing they have demonstrated an adequate
response to treatment following a minimum of 12 weeks after the first infusion of their most recent treatment with rituximab. The patient remains
eligible to receive a course of rituximab every 24 weeks providing they continue to demonstrate a response as specified in the restriction.

Where a response assessment is not submitted to Medicare Australia within these timeframes, the patient will be deemed to have failed to respond
to treatment with that bDMARD.

(2) Swapping therapy.

Once initial treatment with the first PBS-subsidised bDMARD is approved, a patient may swap to an alternate bDMARD without having to requalify
with respect to the indices of disease severity (i.e. the erythrocyte sedimentation rate (ESR), the C-reactive protein (CRP) levels and the joint count)
or the prior non-bDMARD therapy requirements, except if the patient has had a break in therapy of more than 24 months. However the
requirement for concomitant treatment with methotrexate, where it applies, must be met for each bDMARD trialled.

Patients who are not able to complete a minimum of 12 weeks of an initial treatment course will be deemed to have failed treatment with that
agent.
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A patient may trial an alternate bDMARD at any time, regardless of whether they are receiving therapy (initial or continuing) with a bDMARD at the
time of the application. However, they cannot swap to a particular b DMARD if they have failed to respond to prior treatment with that drug.

Abatacept patients:
Patients swapping from I.V. abatacept to subcutaneous abatacept will not be eligible for an I.V. loading dose when commencing treatment with the
subcutaneous formulation.

In order to trial rituximab, a patient must have trialled and failed to demonstrate a response to at least 1 PBS-subsidised TNF-alfa antagonist
treatment.

To ensure a patient receives the maximum treatment opportunities allowed under the interchangeability arrangements, it is important that they are
assessed for response to every course of treatment approved, within the timeframes specified in the relevant restriction.

PBS subsidy does not allow for patients to receive treatment with another PBS-subsidised biological agent during the required treatment-free period
applying to patients who have demonstrated a response to their most recent course of rituximab. This means that patients who have demonstrated
a response to a course of rituximab must have a PBS-subsidised biological therapy treatment-free period of at least 22 weeks, immediately following
the second infusion, before swapping to an alternate bDMARD. Patients who fail to respond to rituximab and who qualify and wish to trial a course
of an alternate bDMARD may do so without having to have any treatment-free period.

To avoid confusion, an application for a patient who wishes to swap to an alternate bDMARD should be accompanied by the approved authority
prescription or remaining repeats for the bDMARD the patient is ceasing.

Note
(3) Baseline measurements to determine response.

Medicare Australia will determine whether a response to treatment has been demonstrated based on the baseline measurements of the joint count,
ESR and/or CRP submitted with the first authority application for a bDMARD. However, prescribers may provide new baseline measurements any
time that an initial treatment authority application is submitted and Medicare Australia will assess response according to these revised baseline
measurements.

To ensure consistency in determining response, the same indices of disease severity used to establish baseline at the commencement of treatment
with each initial treatment application must be provided for all subsequent continuing treatment applications. Therefore, where only an ESR or CRP
level is provided at baseline, an ESR or CRP level respectively must be provided to determine response. Similarly, where the baseline active joint
count is based on total active joints (i.e. more than 20 active joints), response will be determined according to the reduction in the total number of
active joints. Where the baseline is determined on total number of major joints, the response must be demonstrated on the total number of major
joints.

Except as specified under the Initial 1 treatment restriction, a baseline joint count and ESR and/or CRP should be performed whilst the patient is still
on treatment or within 1 month of ceasing prior treatment. Applications under the Initial 1 treatment restriction for new or re-commencing patients
must include a joint count and ESR and/or CRP measured at the completion of the 6 month intensive DMARD trial, but prior to ceasing DMARD
therapy.

Authority required
Initial 1 (new patient or patient re-commencing after a break of more than 24 months)

Initial PBS-subsidised treatment with certolizumab pegol, by a rheumatologist or clinical immunologist with expertise in the management of
rheumatoid arthritis, of adults who:

(a) have severe active rheumatoid arthritis; and

(b) have received no PBS-subsidised treatment with a bDMARD for this condition in the previous 24 months; and

(c) have failed, in the 24 months immediately prior to the date of application, to achieve an adequate response to at least 6 months of intensive
treatment with disease modifying anti-rheumatic drugs (DMARDs), which must include at least 3 months continuous treatment with each of at least
2 DMARDs, one of which must be methotrexate at a dose of at least 20 mg weekly and one of which must be:

— hydroxychloroquine at a dose of at least 200 mg daily; or

— leflunomide at a dose of at least 10 mg daily; or

— sulfasalazine at a dose of at least 2 g daily.

If methotrexate is contraindicated according to the TGA-approved product information or cannot be tolerated at a 20 mg weekly dose, then the 6
months of intensive DMARD treatment must include at least 3 months continuous treatment with each of at least 2 of the DMARDs:

— hydroxychloroquine at a dose of at least 200 mg daily; and/or

— leflunomide at a dose of at least 10 mg daily; and/or

— sulfasalazine at a dose of at least 2 g daily.

The application must include details of the contraindication or intolerance to methotrexate. Details of the toxicities, including severity, which will be
accepted for the purposes of exempting a patient from the requirement to undertake a minimum 3 month trial of methotrexate at a 20 mg weekly
dose can be found on the Medicare Australia website [www.medicareaustralia.gov.au]. The maximum tolerated dose of methotrexate must be
documented in the application, if applicable.

If 3 or more of methotrexate, hydroxychloroquine, leflunomide and sulfasalazine are contraindicated according to the relevant TGA-approved
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product information or cannot be tolerated at the doses specified above, then one or more of the following DMARDs may be used in place of these
agents in order to satisfy the requirement for a trial of 6 months of intensive DMARD therapy with at least 2 DMARDs taken continuously for at least
3 months each:

— azathioprine at a dose of at least 1 mg/kg per day; and/or

— cyclosporin at a dose of at least 2 mg/kg/day; and/or

— sodium aurothiomalate at a dose of 50 mg weekly.

The application must include details of the DMARDs trialled, their doses and duration of treatment, and all relevant contraindications and/or
intolerances. Details of the toxicities, including severity, which will be accepted as a reason for substituting azathioprine, cyclosporin or sodium
aurothiomalate for another DMARD as part of the 6 month intensive DMARD trial can be found on the Medicare Australia website
[www.medicareaustralia.gov.au].

The requirement to trial at least 2 DMARDs for periods of at least 3 months each can be met using single agents sequentially or by using one or more
combinations of DMARDs.

If the requirement to trial 6 months of intensive DMARD therapy with at least 2 DMARDs cannot be met because of contraindications and/or
intolerances of a severity necessitating permanent treatment withdrawal to all of the DMARDs specified above, details of the contraindication or
intolerance and dose for each DMARD must be provided in the authority application. Details of the toxicities, including severity, which will be
accepted for the purposes of exempting a patient from the requirement for a 6 month trial of intensive DMARD therapy can be found on the
Medicare Australia website [www.medicareaustralia.gov.au].

The following criteria indicate failure to achieve an adequate response and must be demonstrated in all patients at the time of the initial application:
an elevated erythrocyte sedimentation rate (ESR) greater than 25 mm per hour or a C-reactive protein (CRP) level greater than 15 mg per L;

AND either

(i) a total active joint count of at least 20 active (swollen and tender) joints; or

(ii) at least 4 active joints from the following list of major joints:

— elbow, wrist, knee and/or ankle (assessed as swollen and tender); and/or

— shoulder and/or hip (assessed as pain in passive movement and restriction of passive movement, where pain and limitation of movement are due
to active disease and not irreversible damage such as joint destruction or bony overgrowth).

The joint count and ESR and/or CRP must be determined at the completion of the 6 month intensive DMARD trial, but prior to ceasing DMARD
therapy. All measures must be no more than one month old at the time of initial application.

If the above requirement to demonstrate an elevated ESR or CRP cannot be met, the application must state the reason this criterion cannot be
satisfied.

Where the baseline active joint count is based on total active joints (i.e. more than 20 active joints), response will be determined according to the
reduction in the total number of active joints. Where the baseline is determined on total number of major joints, the response must be
demonstrated on the total number of major joints. If only an ESR or CRP level is provided with the initial application, the same marker will be used to
determine response.

The authority application must be made in writing and must include:

(1) a completed authority prescription form; and

(2) a completed Rheumatoid Arthritis PBS Authority Application - Supporting Information Form [may be downloaded from the Medicare Australia
website (www.medicareaustralia.gov.au)]; and

(3) a signed patient acknowledgement.

A maximum of 18 to 20 weeks of treatment depending on the dosage regimen will be authorised under this restriction.

Where fewer than 5 repeats are requested at the time of the initial application, authority approvals for sufficient repeats to complete a maximum of
18 or 20 weeks of treatment may be requested by telephone by contacting Medicare Australia on 1800 700 270 (hours of operation 8 a.m. to 5 p.m.
EST Monday to Friday).

Assessment of a patient's response to an initial course of treatment must be made after at least 12 weeks of treatment so that there is adequate
time for a response to be demonstrated. This assessment, which will be used to determine eligibility for continuing treatment, must be submitted to
Medicare Australia no later than 1 month from the date of completion of this initial course of treatment. Where a response assessment is not
undertaken and submitted to Medicare Australia within these timeframes, the patient will be deemed to have failed to respond to treatment with
certolizumab pegol.

Patients who fail to demonstrate a response to treatment with certolizumab pegol under this restriction will not be eligible to receive further PBS-
subsidised treatment with this drug for this condition.

Authority required
Initial 2 (change or re-commencement after break of less than 24 months)

Initial course of PBS-subsidised treatment with certolizumab pegol, by a rheumatologist or clinical immunologist with expertise in the management
of rheumatoid arthritis, of adults who:

(a) have a documented history of severe active rheumatoid arthritis; and

(b) have received prior PBS-subsidised bDMARD treatment for this condition and are eligible to receive further bDMARD therapy.
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The authority application must be made in writing and must include:
(1) a completed authority prescription form; and
(2) a completed Rheumatoid Arthritis PBS Authority Application - Supporting Information Form [may be downloaded from the Medicare Australia
website (www.medicareaustralia.gov.au)].
Applications for patients who have received PBS-subsidised treatment with certolizumab pegol and who wish to re-commence therapy with this
drug, must be accompanied by evidence of a response to the patient's most recent course of PBS-subsidised certolizumab pegol treatment, within
the timeframes specified below.
A maximum of 18 to 20 weeks of treatment depending on the dosage regimen will be authorised under this restriction.
Where fewer than 5 repeats are requested at the time of the initial application, authority approvals for sufficient repeats to complete a maximum of
18 or 20 weeks of treatment may be requested by telephone by contacting Medicare Australia on 1800 700 270 (hours of operation 8 a.m. to 5 p.m.
EST Monday to Friday).
Where the most recent course of PBS-subsidised certolizumab pegol treatment was approved under either of the initial 1 or 2 treatment restrictions,
patients must have been assessed for response following a minimum of 12 weeks of therapy. This assessment must be provided to Medicare
Australia no later than 4 weeks from the date that course was ceased.
Where the most recent course of PBS-subsidised certolizumab pegol treatment was approved under the continuing treatment criteria, patients must
have been assessed for response, and the assessment must be submitted to Medicare Australia no later than 4 weeks from the date that course was
ceased.
Patients who fail to demonstrate a response to treatment with certolizumab pegol under this restriction will not be eligible to receive further PBS-
subsidised treatment with this drug for this condition.
Authority required
Continuing treatment
Continuing PBS-subsidised treatment with certolizumab pegol, by a rheumatologist or clinical immunologist with expertise in the management of
rheumatoid arthritis, of adults:
(a) who have a documented history of severe active rheumatoid arthritis; and
(b) who have demonstrated an adequate response to treatment with certolizumab pegol; and
(c) whose most recent course of PBS-subsidised bDMARD treatment was with certolizumab pegol.
An adequate response to treatment is defined as:
an ESR no greater than 25 mm per hour or a CRP level no greater than 15 mg per L or either marker reduced by at least 20% from baseline;
AND either of the following:
(i) a reduction in the total active (swollen and tender) joint count by at least 50% from baseline, where baseline is at least 20 active joints; or
(i) a reduction in the number of the following major active joints, from at least 4, by at least 50%:
— elbow, wrist, knee and/or ankle (assessed as swollen and tender); and/or
— shoulder and/or hip (assessed as pain in passive movement and restriction of passive movement, where pain and limitation of movement are due
to active disease and not irreversible damage such as joint destruction or bony overgrowth).
The authority application must be made in writing and must include:
(1) a completed authority prescription form; and
(2) a completed Rheumatoid Arthritis PBS Authority Application - Supporting Information Form [may be downloaded from the Medicare Australia
website (www.medicareaustralia.gov.au)].
A maximum of 24 weeks of treatment will be approved under this restriction.
Where fewer than 5 repeats are requested at the time of the application, authority approvals for sufficient repeats to complete a maximum of 24
weeks of treatment may be requested by telephone by contacting Medicare Australia on 1800 700 270 (hours of operation 8 a.m. to 5 p.m. EST
Monday to Friday).
All applications for continuing treatment with certolizumab pegol must include a measurement of response to the prior course of therapy. This
assessment must be provided to Medicare Australia no later than 4 weeks from the cessation of that treatment course. If the application is the first
application for continuing treatment with certolizumab pegol, it must be accompanied by an assessment of response to a minimum of 12 weeks of
treatment with an initial treatment course.
Patients who fail to demonstrate a response to treatment with certolizumab pegol under this restriction will not be eligible to receive further PBS-
subsidised treatment with this drug for this condition.
Note
Special Pricing Arrangements apply.
3425G Injection 200 mg in 1 mL single use pre-filled 2 5 . 1708.64 35.40 Cimzia ucC

syringe
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DALTEPARIN SODIUM (Low Molecular Weight Heparin Sodium—porcine mucous)
Restricted benefit
Haemodialysis.
1229Q Injection 10,000 units (anti-Xa) in 1 mL single 20 3 . *175.56 35.40 Fragmin PF
NP dose pre-filled syringe
1296F Injection 12,500 units (anti-Xa) in 0.5 mL single 20 3 . *241.28 35.40 Fragmin PF
NP dose pre-filled syringe

DASATINIB

Note

Any queries concerning the arrangements to prescribe dasatinib may be directed to Medicare Australia on 1800 700 270 (hours of operation 8 a.m.
to 5 p.m. EST Monday to Friday).

Prescribing information (including Authority Application forms) is available on the Medicare Australia website at www.medicareaustralia.gov.au.
Applications for authority to prescribe dasatinib should be forwarded to:

Medicare Australia

Prior Written Approval of Specialised Drugs
Reply Paid 9826

GPO Box 9826

HOBART TAS 7001.

Authority required
Initial treatment, as the sole PBS-subsidised therapy, of a patient with chronic myeloid leukaemia in any disease phase who has failed an adequate
trial of imatinib or nilotinib as first-line treatment.

Failure of an adequate trial of imatinib or nilotinib is defined as:

(i) Lack of response to initial imatinib or nilotinib therapy, defined as either:

— failure to achieve a haematological response after a minimum of 3 months therapy with imatinib or nilotinib for patients initially treated in
chronic phase; or

— failure to achieve any cytogenetic response after a minimum of 6 months therapy with imatinib or nilotinib for patients initially treated in chronic
phase as demonstrated on bone marrow biopsy by presence of greater than 95% Philadelphia chromosome positive cells; or

— failure to achieve a major cytogenetic response or a peripheral blood BCR-ABL level of less than 1% after a minimum of 12 months therapy with
imatinib or nilotinib; OR

(i) Loss of a previously documented major cytogenetic response (demonstrated by the presence of greater than 35% Ph positive cells on bone
marrow biopsy), during ongoing imatinib or nilotinib therapy; OR

(iii) Loss of a previously demonstrated molecular response (demonstrated by peripheral blood BCR-ABL levels increasing consecutively in value by at
least 5 fold to a level of greater than 0.1% confirmed on a subsequent test), during ongoing imatinib or nilotinib therapy; OR

(iv) Development of accelerated phase or blast crisis in a patient previously prescribed imatinib or nilotinib for any phase of chronic myeloid
leukaemia.

Accelerated phase is defined by the presence of 1 or more of the following:

(1) Percentage of blasts in the peripheral blood or bone marrow greater than or equal to 15% but less than 30%; or

(2) Percentage of blasts plus promyelocytes in the peripheral blood or bone marrow greater than or equal to 30%, provided that blast count is less
than 30%,; or

(3) Peripheral basophils greater than or equal to 20%; or

(4) Progressive splenomegaly to a size greater than or equal to 10 cm below the left costal margin to be confirmed on 2 occasions at least 4 weeks
apart, or a greater than or equal to 50% increase in size below the left costal margin over 4 weeks; or

(5) Karyotypic evolution (chromosomal abnormalities in addition to a single Philadelphia chromosome); OR

Blast crisis is defined as either:
(1) Percentage of blasts in the peripheral blood or bone marrow greater than or equal to 30%; or
(2) Extramedullary involvement other than spleen and liver; OR

(v) Disease progression (defined as a greater than or equal to 50% increase in peripheral white blood cell count, blast count, basophils or platelets)
during first-line imatinib or nilotinib therapy in patients with accelerated phase or blast crisis chronic myeloid leukaemia.

Patients should be commenced on a dose of dasatinib of at least 100 mg (base) daily. Continuing therapy is dependent on patients demonstrating a
major cytogenetic response to dasatinib therapy or a peripheral blood BCR-ABL level of less than 1% within 18 months and thereafter at 12 monthly
intervals.

Applications for authorisation must be in writing and must include:
(a) a completed authority prescription form; and
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(b) a completed Chronic Myeloid Leukaemia - Second and Third Line - Supporting Information Form; and

(c) a signed patient acknowledgement; and

(d) a bone marrow biopsy pathology report demonstrating the patient has active chronic myeloid leukaemia, either manifest as cytogenetic
evidence of the Philadelphia chromosome, or RT-PCR level of BCR-ABL transcript greater than 0.1% on the international scale. (The date of the
relevant pathology report needs to be provided); and

(e) where there has been a loss of response to imatinib or nilotinib, a copy of the current confirming pathology report(s) from an Approved
Pathology Authority or details of the dates of assessment in the case of progressive splenomegaly or extramedullary involvement.

Authority required
Continuing treatment, as the sole PBS-subsidised therapy, of a patient who has received initial PBS-subsidised treatment with dasatinib for chronic

myeloid leukaemia, and who has demonstrated either a major cytogenetic response, or less than 1% BCR-ABL level in the blood, to dasatinib in the
preceding 18 months and thereafter at 12 monthly intervals.

Applications for authorisation must be in writing and must include:

(1) a completed authority prescription form; and

(2) a completed Chronic Myeloid Leukaemia - Second and Third Line - Application Form for continuing treatment; and

(3) demonstration of continued response to treatment as evidenced by either:

(a) major cytogenetic response [see Note explaining definitions of response]. Where this has been supplied within the previous 12 months (or

18 months for the initial supply), only the date of the relevant pathology report needs to be provided; or

(b) a peripheral blood level of BCR-ABL of less than 1% on the international scale [see Note explaining definitions of response]. Where this has been
supplied within the previous 12 months (or 18 months for the initial supply), only the date of the relevant pathology report needs to be provided.

Note

The following information applies to the prescribing under the Pharmaceutical Benefits Scheme (PBS) of tyrosine kinase inhibitors (TKI) agents for all
phases of chronic myeloid leukaemia. Where the term TKI agent appears in the following notes and restrictions it refers to dasatinib or nilotinib.
Imatinib mesylate is not approved for use in second or third line treatment.

Patients are eligible for PBS-subsidised treatment with only one of dasatinib or nilotinib at any one time and must not be receiving concomitant
interferon alfa therapy. Eligible patients may only swap between these agents if they have not failed prior PBS-subsidised treatment with that agent.

Nilotinib is not approved for patients in blast crisis.

1. Initial second line treatment
From 1 April 2012, under the PBS, a patient will be able to be prescribed either dasatinib or nilotinib within the initial 18 month treatment period as
second-line therapy, as long as only one agent is approved at a time and providing the patient did not fail that drug as first-line therapy.

During the initial 18 month treatment period, switching between approved second-line agents may only occur for reasons of intolerance, not failure
of response.

2. Initial third line treatment
Third-line treatment with a TKI can only be approved when imatinib is used for first-line treatment. Patients will only be approved for PBS-subsidised
treatment with one third-line agent.

From 1 April 2012, under the PBS, a patient will be able to be prescribed either dasatinib or nilotinib providing the patient did not fail that drug as
first or second line therapy and for nilotinib the patient is not in blast crisis.

3. Continuing treatment for second and third line treatment

All continuing applications are to be written and must include a pathology report demonstrating the patient has responded to PBS-subsidised
treatment as follows:

(i) within 18 months of the commencement of treatment, at which time patients in whom a major cytogenetic response or peripheral blood BCR-
ABL level of less than 1% has been demonstrated may receive authorisation for a further 12 months of treatment; and

(i) at no greater than 12 month intervals thereafter, to demonstrate that the major cytogenetic response or peripheral blood BCR-ABL level of less
than 1% has been sustained.

During second line continuing treatment beyond the initial 18 month treatment period, switching between approved second line TKI agents may
only occur for reason of intolerance. Where there is failure of response, switching may only occur through application for prescription of a third line
agent.

4. Authority approval requirements.

Response criteria to initial treatment with dasatinib or nilotinib:

For the purposes of assessing response to PBS-subsidised treatment with dasatinib or nilotinib, either cytogenetic analysis indicating the number of
Philadelphia positive [t (9;22)] cells in the bone marrow measured by standard karyotyping, or quantitative PCR indicating the relative level of BCR-
ABL transcript in the peripheral blood using the international scale, must be submitted. For bone marrow analyses, where the standard karyotyping
is not informative for technical reasons, a cytogenetic analysis performed on the bone marrow by the use of fluorescence in situ hybridisation (FISH)
with BCR-ABL specific probe must be submitted. The cytogenetic or peripheral blood quantitative PCR analyses must be submitted within 18 months
of the commencement of treatment with dasatinib or nilotinib (patients in whom a major cytogenetic response or peripheral blood BCR-ABL level of
less than 1% is demonstrable by 18 months are eligible to receive continuing treatment with that agent).

5. Definitions of response.
A major cytogenetic response is defined as less than 35% Philadelphia positive bone marrow cells.
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A peripheral blood BCR-ABL level of less than 1% on the international scale (Blood 108: 28-37, 2006) also indicates a response, at least the biological
equivalent of a major cytogenetic response.
6. Definitions of loss of response.
Loss of a previously documented major cytogenetic response (demonstrated by the presence of greater than 35% Ph positive cells on bone marrow
biopsy), during ongoing tyrosine kinase inhibitor (TKI) therapy.
Loss of a previously demonstrated molecular response (demonstrated by peripheral blood BCR-ABL levels increasing consecutively in value by at
least 5 fold to a level of greater than 0.1% confirmed on a subsequent test), during ongoing tyrosine kinase inhibitor therapy.
2478K Tablet 20 mg 60 5 . 3095.45 35.40 Sprycel BQ
2482P Tablet 50 mg 60 5 5003.80 35.40 Sprycel BQ
2485T Tablet 70 mg 60 5 . 6160.19 35.40 Sprycel BQ
9342Q Tablet 100 mg 30 5 5003.80 35.40 Sprycel BQ
DASATINIB
Note

Any queries concerning the arrangements to prescribe dasatinib may be directed to Medicare Australia on 1800 700 270 (hours of operation 8 a.m.
to 5 p.m. EST Monday to Friday).

Prescribing information (including Authority Application forms) is available on the Medicare Australia website at www.medicareaustralia.gov.au.
Applications for authority to prescribe dasatinib should be forwarded to:

Medicare Australia

Prior Written Approval of Specialised Drugs
Reply Paid 9826

GPO Box 9826

HOBART TAS 7001.

Authority required
Initial treatment, as the sole PBS-subsidised therapy, of a patient in the chronic phase of chronic myeloid leukaemia expressing the Philadelphia
chromosome or the transcript, BCR-ABL tyrosine kinase, and who has a primary diagnosis of chronic myeloid leukaemia.

Applications under this restriction will be limited to provide patients with a maximum of 18 months of therapy with dasatinib, imatinib or nilotinib
from the date the first application for initial treatment was approved.

Patients should be commenced on a dose of dasatinib of at least 100 mg (base) daily. Continuing therapy is dependent on patients demonstrating a
response to dasatinib therapy following the initial 18 months of treatment and at 12 monthly intervals thereafter.

Applications for authorisation must be in writing and must include:

(1) a completed authority prescription form; and

(2) a completed Chronic Myeloid Leukaemia - Chronic Phase, First Line - Supporting Information form [may be downloaded from the Medicare
Australia website (www.medicareaustralia.gov.au)]; and

(3) a pathology cytogenetic report conducted on peripheral blood or bone marrow supporting the diagnosis of chronic myeloid leukaemia to confirm
eligibility for treatment, or a qualitative PCR report documenting the presence of the BCR-ABL transcript in either peripheral blood or bone marrow;
and

(4) a signed patient acknowledgement form.

Authority required

Continuing treatment, as the sole PBS-subsidised therapy, of a patient who has received initial PBS-subsidised treatment with dasatinib for the
chronic phase of chronic myeloid leukaemia and who has demonstrated either a major cytogenetic response or less than 1% BCR-ABL level in the
blood.

Applications for authorisation must be in writing and must include:

(1) a completed authority prescription form; and

(2) demonstration of continued response to treatment as evidenced by either:

(a) major cytogenetic response [see Note explaining requirements]. Where this has been supplied within the previous 12 months, only the date of
the relevant pathology report need be provided; or

(b) a peripheral blood level of BCR-ABL of less than 1% on the international scale [see Note explaining requirements]. Where this has been supplied
within the previous 12 months, only the date of the relevant pathology report need be provided.

Note

The following information applies to the prescribing under the Pharmaceutical Benefits Scheme (PBS) of tyrosine kinase inhibitors (TKI) agents for
the chronic phase of chronic myeloid leukaemia. Where the term TKI agent appears in the following notes and restrictions it refers to imatinib
mesylate, dasatinib or nilotinib.
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Patients are eligible for PBS-subsidised treatment with only one TKI agent at any one time and must not be receiving concomitant interferon alfa
therapy. Eligible patients may only swap between TKI agents if they have not failed prior PBS-subsidised treatment with that agent.
1. Initial treatment - imatinib mesylate, dasatinib and nilotinib
From 1 April 2012, under the PBS, a patient will be able to be prescribed any of imatinib mesylate, dasatinib or nilotinib within the initial 18 month
treatment period, as long as only one agent is used at a time and providing the patient has not failed to respond to any one of these TKIs.
During the initial 18 month treatment period, switching between approved first-line agents may only occur for reasons of intolerance, not failure of
response.
2. Continuing treatment with imatinib mesylate - first-line
First continuing applications are to be written and must include a pathology report demonstrating the patient has responded to the initial course of
treatment.
Second and subsequent authority applications for continuing therapy with imatinib mesylate may be made on the telephone by contacting Medicare
Australia on 1800 700 720 (hours of operation 8 a.m. to 5 p.m. EST Monday to Friday). Patients must maintain a major cytogenetic response or have
a peripheral blood BCR-ABL of less than 1% to receive continuing therapy.
3. Continuing treatment with dasatinib or nilotinib - first-line
All continuing applications are to be written and must include a pathology report demonstrating the patient has responded to PBS-subsidised
treatment as follows:
(i) within 18 months of the commencement of treatment, at which time patients in whom a major cytogenetic response or peripheral blood BCR-
ABL level of less than 1% has been demonstrated may receive authorisation for a further 12 months of treatment; and
(ii) at no greater than 12 month intervals thereafter, to demonstrate that the major cytogenetic response or peripheral blood BCR-ABL level of less
than 1% has been sustained.
4. For imatinib mesylate, dasatinib and nilotinib
During continuing therapy beyond the initial 18 month treatment period, switching between approved first-line agents may only occur for reason of
intolerance. Where there is failure of response, switching may only occur through application for prescription of second-line agents.
Where a patient has previously received PBS-subsidised treatment with imatinib mesylate, dasatinib or nilotinib no approval will be granted for PBS-
subsidised re-treatment in the chronic phase of chronic myeloid leukaemia, where that patient has at any time failed to meet the response criteria
whilst on that TKI agent.
5. Authority approval requirements.
Response criteria to initial treatment with imatinib mesylate, dasatinib or nilotinib:
For the purposes of assessing response to PBS-subsidised treatment with imatinib mesylate, dasatinib or nilotinib either cytogenetic analysis
indicating the number of Philadelphia positive [t (9;22)] cells in the bone marrow measured by standard karyotyping, or quantitative PCR indicating
the relative level of BCR-ABL transcript in the peripheral blood using the international scale, must be submitted. For bone marrow analyses, where
the standard karyotyping is not informative for technical reasons, a cytogenetic analysis performed on the bone marrow by the use of fluorescence
in situ hybridisation (FISH) with BCR-ABL specific probe must be submitted. The cytogenetic or peripheral blood quantitative PCR analyses must be
submitted within 18 months of the commencement of treatment with imatinib mesylate, dasatinib or nilotinib (patients in whom a major
cytogenetic response or peripheral blood BCR-ABL level of less than 1% is demonstrable by 18 months are eligible to receive continuing treatment
with that agent).
6. Definitions of response.
A major cytogenetic response is defined as less than 35% Philadelphia positive bone marrow cells.
A peripheral blood BCR-ABL level of less than 1% on the international scale (Blood 108: 28-37, 2006) also indicates a response, at least the biological
equivalent of a major cytogenetic response.
7. Definitions of loss of response.
Loss of a previously documented major cytogenetic response (demonstrated by the presence of greater than 35% Ph positive cells on bone marrow
biopsy), during ongoing tyrosine kinase inhibitor (TKI) therapy.
Loss of a previously demonstrated molecular response (demonstrated by peripheral blood BCR-ABL levels increasing consecutively in value by at
least 5 fold to a level of greater than 0.1% confirmed on a subsequent test), during ongoing tyrosine kinase inhibitor therapy.
1354G Tablet 20 mg 60 5 3095.45 35.40 Sprycel BQ
1381Q Tablet 50 mg 60 5 5003.80 35.40 Sprycel BQ
1415L Tablet 70 mg 60 5 6160.19 35.40 Sprycel BQ
1416M Tablet 100 mg 30 5 5003.80 35.40 Sprycel BQ
ETANERCEPT
Note

Any queries concerning the arrangements to prescribe etanercept may be directed to Medicare Australia on 1800 700 270 (hours of operation 8 a.m.
to 5 p.m. EST Monday to Friday).
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Prescribing information (including Authority Application Forms) is available on the Medicare Australia website at www.medicareaustralia.gov.au.
Written applications for authority to prescribe etanercept should be forwarded to:

Medicare Australia

Prior Written Approval of Specialised Drugs
Reply Paid 9826

GPO Box 9826

HOBART TAS 7001

Note

TREATMENT OF ADULT PATIENTS WITH SEVERE ACTIVE RHEUMATOID ARTHRITIS

The following information applies to the prescribing under the Pharmaceutical Benefits Scheme (PBS) of the biological disease modifying anti-
rheumatic drugs (0DMARDs) for adults with severe active rheumatoid arthritis. Where the term bDMARD appears in the following notes and
restrictions it refers to the tumour necrosis factor (TNF) alfa antagonists (adalimumab, certolizumab pegol, etanercept, golimumab, infliximab), the
chimeric anti-CD20 monoclonal antibody (rituximab), the interleukin-6 inhibitor (tocilizumab) and the T-cell co-stimulation modulator (abatacept).

Patients are eligible for PBS-subsidised treatment with only 1 of the above biological disease modifying anti-rheumatic drugs at any 1 time.

PBS-subsidised abatacept, golimumab, infliximab and rituximab must be used in combination with methotrexate at a dose of at least 7.5 mg weekly.
Where a patient cannot tolerate 7.5 mg of methotrexate weekly, they are eligible to receive PBS-subsidised adalimumab, certolizumab pegol,
etanercept and tocilizumab.

In order to be eligible to receive PBS-subsidised treatment with rituximab, a patient must have already failed to demonstrate a response to at least 1
course of treatment with a PBS-subsidised TNF-alfa antagonist.

A patient receiving PBS-subsidised bDMARD therapy may swap to an alternate bDMARD without having to experience a disease flare. Under these
interchangeability arrangements:

— a patient may continue to receive long-term treatment with a PBS-subsidised bDMARD while they continue to show a response to therapy,

— a patient cannot trial and fail, or cease to respond to, the same PBS-subsidised bDMARD more than once, and

— once a patient has either failed or ceased to respond to treatment 5 times, they will not be eligible to receive further PBS-subsidised bDMARDs
for the treatment of rheumatoid arthritis.

For patients who have failed PBS-subsidised treatment with 2 or 3 TNF-alfa antagonists prior to 1 August 2010 please contact Medicare Australia on
1800 700 270.

A patient whose most recent course of PBS-subsidised therapy was with rituximab and whose response to this treatment is sustained for more than
12 months, may apply for a further course of rituximab under the Continuing treatment restriction. A patient who has failed fewer than 5 bDMARDs
and who has a break in therapy of less than 24 months may commence a further course of treatment with a bDMARD without having to requalify
under the Initial 1 treatment restriction. A patient who has failed fewer than 5 bDMARDs and who has had a break in therapy of longer than 24
months must requalify for treatment under the Initial 1 treatment restriction.

The length of a treatment break is measured from the date the most recent treatment with PBS-subsidised bDMARD treatment is stopped to the
date of the new application for treatment with a bDMARD.

(1) How to prescribe PBS-subsidised bDMARD therapy after 1 August 2010.

(a) Initial treatment.

Applications for initial treatment should be made where:

(i) a patient has received no prior PBS-subsidised bDMARD treatment and wishes to commence such therapy, excluding rituximab (Initial 1); or

(i) a patient wishes to re-commence treatment with a bDMARD following a break in PBS-subsidised therapy of more than 24 months (Initial 1); or
(iii) a patient has received prior PBS-subsidised (initial or continuing) bDMARD therapy and wishes to trial an alternate agent (Initial 2) [further
details are under 'Swapping therapy' below]; or

(iv) a patient wishes to re-commence treatment with a specific bDMARD following a break of less than 24 months in PBS-subsidised therapy with
that agent (Initial 2).

Initial applications for new or re-commencing patients (Initial 1) must include a joint count and ESR and/or CRP measured at the completion of the 6
month intensive DMARD trial, but prior to ceasing DMARD therapy.

Initial treatment authorisations will be limited to provide a maximum of 16 weeks of therapy for abatacept, adalimumab, etanercept, golimumab
and tocilizumab, 18 to 20 weeks of therapy with certolizumab pegol (depending upon the dosing regimen), 22 weeks of therapy for infliximab and 2

infusions of rituximab.

A patient must be assessed for response to any course of initial PBS-subsidised treatment (excluding rituximab) following a minimum of 12 weeks of
therapy and this assessment must be submitted to Medicare Australia no later than 4 weeks from the date that course was ceased.

Rituximab patients must be assessed following a minimum of 12 weeks after the first infusion, and this assessment must be submitted to Medicare



43

GENERAL PHARMACEUTICAL BENEFITS

Code

Maximum
Dispensed Price  Recordable
for Value for
Name, Restriction, Max. Max. Qty Safety Net
Manner of Administration and Form Qty No.ofRpts  Premium S S Brand Name and Manufacturer

Australia within 4 weeks.

Where a response assessment is not submitted to Medicare Australia within these timeframes, the patient will be deemed to have failed to respond
to treatment with that bDMARD.

For second and subsequent courses of PBS-subsidised bDMARD (excluding rituximab) treatment it is recommended that a patient is reviewed in the
month prior to completing their current course of treatment and that an application is submitted to Medicare Australia no later than 2 weeks prior
to the patient completing their current treatment course.

Abatacept patients:

Patients are eligible to receive one I.V. loading dose when commencing treatment with the subcutaneous formulation. For these patients two
prescriptions are required, the first prescription for the I.V. loading dose for sufficient vials for one dose based on the patient's weight with no
repeats. The second prescription for the pre-filled syringes, with a maximum quantity of 4 and up to 3 repeats, must be submitted with the initial
application.

Rituximab patients:
A further application may be submitted to Medicare Australia 24 weeks after the first infusion. New baselines may be submitted with this
application if appropriate.

(b) Continuing treatment.

Following the completion of an initial treatment course with a specific bDMARD (excluding rituximab), a patient may qualify to receive up to 24
weeks of continuing treatment with that drug providing they have demonstrated an adequate response to treatment. The patient remains eligible to
receive continuing bDMARD treatment with the same drug in courses of up to 24 weeks providing they continue to sustain the response.

It is recommended that a patient be reviewed in the month prior to completing their current course of treatment to ensure uninterrupted bDMARD
supply.

Assessments of response to a course of PBS-subsidised therapy must be submitted to Medicare Australia no later than 4 weeks from the date that
course was ceased.

Rituximab patients:

A patient may qualify to receive a further course of treatment (every 24 weeks) with this agent providing they have demonstrated an adequate
response to treatment following a minimum of 12 weeks after the first infusion of their most recent treatment with rituximab. The patient remains
eligible to receive a course of rituximab every 24 weeks providing they continue to demonstrate a response as specified in the restriction.

Where a response assessment is not submitted to Medicare Australia within these timeframes, the patient will be deemed to have failed to respond
to treatment with that bDMARD.

(2) Swapping therapy.

Once initial treatment with the first PBS-subsidised bDMARD is approved, a patient may swap to an alternate bDMARD without having to requalify
with respect to the indices of disease severity (i.e. the erythrocyte sedimentation rate (ESR), the C-reactive protein (CRP) levels and the joint count)
or the prior non-bDMARD therapy requirements, except if the patient has had a break in therapy of more than 24 months. However the
requirement for concomitant treatment with methotrexate, where it applies, must be met for each bDMARD trialled.

Patients who are not able to complete a minimum of 12 weeks of an initial treatment course will be deemed to have failed treatment with that
agent.

A patient may trial an alternate bDMARD at any time, regardless of whether they are receiving therapy (initial or continuing) with a bDMARD at the
time of the application. However, they cannot swap to a particular b DMARD if they have failed to respond to prior treatment with that drug.

Abatacept patients:
Patients swapping from I.V. abatacept to subcutaneous abatacept will not be eligible for an I.V. loading dose when commencing treatment with the
subcutaneous formulation.

In order to trial rituximab, a patient must have trialled and failed to demonstrate a response to at least 1 PBS-subsidised TNF-alfa antagonist
treatment.

To ensure a patient receives the maximum treatment opportunities allowed under the interchangeability arrangements, it is important that they are
assessed for response to every course of treatment approved, within the timeframes specified in the relevant restriction.

PBS subsidy does not allow for patients to receive treatment with another PBS-subsidised biological agent during the required treatment-free period
applying to patients who have demonstrated a response to their most recent course of rituximab. This means that patients who have demonstrated
a response to a course of rituximab must have a PBS-subsidised biological therapy treatment-free period of at least 22 weeks, immediately following
the second infusion, before swapping to an alternate bDMARD. Patients who fail to respond to rituximab and who qualify and wish to trial a course
of an alternate bDMARD may do so without having to have any treatment-free period.

To avoid confusion, an application for a patient who wishes to swap to an alternate bDMARD should be accompanied by the approved authority
prescription or remaining repeats for the bDMARD the patient is ceasing.



44

GENERAL PHARMACEUTICAL BENEFITS

Code

Maximum
Dispensed Price  Recordable
for Value for
Name, Restriction, Max. Max. Qty Safety Net
Manner of Administration and Form Qty No.ofRpts  Premium S S Brand Name and Manufacturer

Note
(3) Baseline measurements to determine response.

Medicare Australia will determine whether a response to treatment has been demonstrated based on the baseline measurements of the joint count,
ESR and/or CRP submitted with the first authority application for a bDMARD. However, prescribers may provide new baseline measurements any
time that an initial treatment authority application is submitted and Medicare Australia will assess response according to these revised baseline
measurements.

To ensure consistency in determining response, the same indices of disease severity used to establish baseline at the commencement of treatment
with each initial treatment application must be provided for all subsequent continuing treatment applications. Therefore, where only an ESR or CRP
level is provided at baseline, an ESR or CRP level respectively must be provided to determine response. Similarly, where the baseline active joint
count is based on total active joints (i.e. more than 20 active joints), response will be determined according to the reduction in the total number of
active joints. Where the baseline is determined on total number of major joints, the response must be demonstrated on the total number of major
joints.

Except as specified under the Initial 1 treatment restriction, a baseline joint count and ESR and/or CRP should be performed whilst the patient is still
on treatment or within 1 month of ceasing prior treatment. Applications under the Initial 1 treatment restriction for new or re-commencing patients
must include a joint count and ESR and/or CRP measured at the completion of the 6 month intensive DMARD trial, but prior to ceasing DMARD
therapy.

Authority required
Initial 1 (new patient or patient re-commencing after a break of more than 24 months)

Initial PBS-subsidised treatment with etanercept, by a rheumatologist or clinical immunologist with expertise in the management of rheumatoid
arthritis, of adults who:

(a) have severe active rheumatoid arthritis; and

(b) have received no PBS-subsidised treatment with a bDMARD for this condition in the previous 24 months; and

(c) have failed, in the 24 months immediately prior to the date of application, to achieve an adequate response to at least 6 months of intensive
treatment with disease modifying anti-rheumatic drugs (DMARDs), which must include at least 3 months continuous treatment with each of at least
2 DMARDs, one of which must be methotrexate at a dose of at least 20 mg weekly and one of which must be:

— hydroxychloroquine at a dose of at least 200 mg daily; or

— leflunomide at a dose of at least 10 mg daily; or

— sulfasalazine at a dose of at least 2 g daily.

If methotrexate is contraindicated according to the TGA-approved product information or cannot be tolerated at a 20 mg weekly dose, then the 6
months of intensive DMARD treatment must include at least 3 months continuous treatment with each of at least 2 of the DMARDs:

— hydroxychloroquine at a dose of at least 200 mg daily; and/or

— leflunomide at a dose of at least 10 mg daily; and/or

— sulfasalazine at a dose of at least 2 g daily.

The application must include details of the contraindication or intolerance to methotrexate. Details of the toxicities, including severity, which will be
accepted for the purposes of exempting a patient from the requirement to undertake a minimum 3 month trial of methotrexate at a 20 mg weekly
dose can be found on the Medicare Australia website [www.medicareaustralia.gov.au]. The maximum tolerated dose of methotrexate must be
documented in the application, if applicable.

If 3 or more of methotrexate, hydroxychloroquine, leflunomide and sulfasalazine are contraindicated according to the relevant TGA-approved
product information or cannot be tolerated at the doses specified above, then one or more of the following DMARDs may be used in place of these
agents in order to satisfy the requirement for a trial of 6 months of intensive DMARD therapy with at least 2 DMARDs taken continuously for at least
3 months each:

— azathioprine at a dose of at least 1 mg/kg per day; and/or

— cyclosporin at a dose of at least 2 mg/kg/day; and/or

— sodium aurothiomalate at a dose of 50 mg weekly.

The application must include details of the DMARDs trialled, their doses and duration of treatment, and all relevant contraindications and/or
intolerances. Details of the toxicities, including severity, which will be accepted as a reason for substituting azathioprine, cyclosporin or sodium
aurothiomalate for another DMARD as part of the 6 month intensive DMARD trial can be found on the Medicare Australia website
[www.medicareaustralia.gov.au].

The requirement to trial at least 2 DMARDs for periods of at least 3 months each can be met using single agents sequentially or by using one or more
combinations of DMARDs.

If the requirement to trial 6 months of intensive DMARD therapy with at least 2 DMARDs cannot be met because of contraindications and/or
intolerances of a severity necessitating permanent treatment withdrawal to all of the DMARDs specified above, details of the contraindication or
intolerance and dose for each DMARD must be provided in the authority application. Details of the toxicities, including severity, which will be
accepted for the purposes of exempting a patient from the requirement for a 6 month trial of intensive DMARD therapy can be found on the
Medicare Australia website [www.medicareaustralia.gov.au].
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The following criteria indicate failure to achieve an adequate response and must be demonstrated in all patients at the time of the initial application:
an elevated erythrocyte sedimentation rate (ESR) greater than 25 mm per hour or a C-reactive protein (CRP) level greater than 15 mg per L;

AND either

(i) a total active joint count of at least 20 active (swollen and tender) joints; or

(i) at least 4 active joints from the following list of major joints:

— elbow, wrist, knee and/or ankle (assessed as swollen and tender); and/or

— shoulder and/or hip (assessed as pain in passive movement and restriction of passive movement, where pain and limitation of movement are due
to active disease and not irreversible damage such as joint destruction or bony overgrowth).

The joint count and ESR and/or CRP must be determined at the completion of the 6 month intensive DMARD trial, but prior to ceasing DMARD
therapy. All measures must be no more than one month old at the time of initial application.

If the above requirement to demonstrate an elevated ESR or CRP cannot be met, the application must state the reason this criterion cannot be
satisfied.

Where the baseline active joint count is based on total active joints (i.e. more than 20 active joints), response will be determined according to the
reduction in the total number of active joints. Where the baseline is determined on total number of major joints, the response must be
demonstrated on the total number of major joints. If only an ESR or CRP level is provided with the initial application, the same marker will be used to
determine response.

The authority application must be made in writing and must include:

(1) a completed authority prescription form; and

(2) a completed Rheumatoid Arthritis PBS Authority Application - Supporting Information Form [may be downloaded from the Medicare Australia
website (www.medicareaustralia.gov.au)]; and

(3) a signed patient acknowledgement.

A maximum of 16 weeks of treatment will be authorised under this restriction.

Where fewer than 3 repeats are requested at the time of the initial application, authority approvals for sufficient repeats to complete a maximum of
16 weeks of treatment may be requested by telephone by contacting Medicare Australia on 1800 700 270 (hours of operation 8 a.m. to 5 p.m. EST
Monday to Friday).

Assessment of a patient's response to an initial course of treatment must be made after at least 12 weeks of treatment so that there is adequate
time for a response to be demonstrated. This assessment, which will be used to determine eligibility for continuing treatment, must be submitted to
Medicare Australia no later than 1 month from the date of completion of this initial course of treatment. Where a response assessment is not
undertaken and submitted to Medicare Australia within these timeframes, the patient will be deemed to have failed to respond to treatment with
etanercept.

Patients who fail to demonstrate a response to treatment with etanercept under this restriction will not be eligible to receive further PBS-subsidised
treatment with this drug for this condition.

Authority required
Initial 2 (change or re-commencement after break of less than 24 months)

Initial course of PBS-subsidised treatment with etanercept, by a rheumatologist or clinical immunologist with expertise in the management of
rheumatoid arthritis, of adults who:

(a) have a documented history of severe active rheumatoid arthritis; and

(b) have received prior PBS-subsidised bDMARD treatment for this condition and are eligible to receive further bDMARD therapy.

The authority application must be made in writing and must include:

(1) a completed authority prescription form; and

(2) a completed Rheumatoid Arthritis PBS Authority Application - Supporting Information Form [may be downloaded from the Medicare Australia
website (www.medicareaustralia.gov.au)].

Applications for patients who have received PBS-subsidised treatment with etanercept and who wish to re-commence therapy with this drug, must
be accompanied by evidence of a response to the patient's most recent course of PBS-subsidised etanercept treatment, within the timeframes
specified below.

A maximum of 16 weeks of treatment will be authorised under this restriction.

Where fewer than 3 repeats are requested at the time of the initial application, authority approvals for sufficient repeats to complete a maximum of
16 weeks of treatment may be requested by telephone by contacting Medicare Australia on 1800 700 270 (hours of operation 8 a.m. to 5 p.m. EST
Monday to Friday).

Where the most recent course of PBS-subsidised etanercept treatment was approved under either of the initial 1 or 2 treatment restrictions,
patients must have been assessed for response following a minimum of 12 weeks of therapy. This assessment must be provided to Medicare
Australia no later than 4 weeks from the date that course was ceased.

Where the most recent course of PBS-subsidised etanercept treatment was approved under the continuing treatment criteria, patients must have
been assessed for response, and the assessment must be submitted to Medicare Australia no later than 4 weeks from the date that course was
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ceased.
Patients who fail to demonstrate a response to treatment with etanercept under this restriction will not be eligible to receive further PBS-subsidised
treatment with this drug for this condition.
Note
No applications for increased maximum quantities and/or repeats will be authorised.
Note
Special Pricing Arrangements apply.
9459W Injection 50 mg in 1 mL single use auto-injector, 1 3 . 1774.37 35.40 Enbrel PF
4
9089) Injections 50 mg in 1 mL single use pre-filled 1 3 . 1774.37 35.40 Enbrel PF
syringes, 4
8637N Injection set containing 4 vials powder for 2 3 . *1829.00 35.40 Enbrel PF
injection 25 mg and 4 pre-filled syringes
solvent 1 mL
ETANERCEPT
Note

Any queries concerning the arrangements to prescribe etanercept may be directed to Medicare Australia on 1800 700 270 (hours of operation 8 a.m.
to 5 p.m. EST Monday to Friday).

Prescribing information (including Authority Application Forms) is available on the Medicare Australia website at www.medicareaustralia.gov.au.
Written applications for authority to prescribe etanercept should be forwarded to:

Medicare Australia

Prior Written Approval of Specialised Drugs
Reply Paid 9826

GPO Box 9826

HOBART TAS 7001

Note
TREATMENT OF ADULT PATIENTS WITH SEVERE ACTIVE RHEUMATOID ARTHRITIS

The following information applies to the prescribing under the Pharmaceutical Benefits Scheme (PBS) of the biological disease modifying anti-
rheumatic drugs (0DMARDs) for adults with severe active rheumatoid arthritis. Where the term bDMARD appears in the following notes and
restrictions it refers to the tumour necrosis factor (TNF) alfa antagonists (adalimumab, certolizumab pegol, etanercept, golimumab, infliximab), the
chimeric anti-CD20 monoclonal antibody (rituximab), the interleukin-6 inhibitor (tocilizumab) and the T-cell co-stimulation modulator (abatacept).

Patients are eligible for PBS-subsidised treatment with only 1 of the above biological disease modifying anti-rheumatic drugs at any 1 time.

PBS-subsidised abatacept, golimumab, infliximab and rituximab must be used in combination with methotrexate at a dose of at least 7.5 mg weekly.
Where a patient cannot tolerate 7.5 mg of methotrexate weekly, they are eligible to receive PBS-subsidised adalimumab, certolizumab pegol,
etanercept and tocilizumab.

In order to be eligible to receive PBS-subsidised treatment with rituximab, a patient must have already failed to demonstrate a response to at least 1
course of treatment with a PBS-subsidised TNF-alfa antagonist.

A patient receiving PBS-subsidised bDMARD therapy may swap to an alternate bDMARD without having to experience a disease flare. Under these
interchangeability arrangements:

— a patient may continue to receive long-term treatment with a PBS-subsidised bDMARD while they continue to show a response to therapy,

— a patient cannot trial and fail, or cease to respond to, the same PBS-subsidised bDMARD more than once, and

— once a patient has either failed or ceased to respond to treatment 5 times, they will not be eligible to receive further PBS-subsidised bDMARDs
for the treatment of rheumatoid arthritis.

For patients who have failed PBS-subsidised treatment with 2 or 3 TNF-alfa antagonists prior to 1 August 2010 please contact Medicare Australia on
1800 700 270.

A patient whose most recent course of PBS-subsidised therapy was with rituximab and whose response to this treatment is sustained for more than
12 months, may apply for a further course of rituximab under the Continuing treatment restriction. A patient who has failed fewer than 5 bDMARDs
and who has a break in therapy of less than 24 months may commence a further course of treatment with a bDMARD without having to requalify
under the Initial 1 treatment restriction. A patient who has failed fewer than 5 bDMARDs and who has had a break in therapy of longer than 24
months must requalify for treatment under the Initial 1 treatment restriction.
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The length of a treatment break is measured from the date the most recent treatment with PBS-subsidised bDMARD treatment is stopped to the
date of the new application for treatment with a bDMARD.

(1) How to prescribe PBS-subsidised bDMARD therapy after 1 August 2010.

(a) Initial treatment.

Applications for initial treatment should be made where:

(i) a patient has received no prior PBS-subsidised bDMARD treatment and wishes to commence such therapy, excluding rituximab (Initial 1); or

(i) a patient wishes to re-commence treatment with a bDMARD following a break in PBS-subsidised therapy of more than 24 months (Initial 1); or
(iii) a patient has received prior PBS-subsidised (initial or continuing) bDMARD therapy and wishes to trial an alternate agent (Initial 2) [further
details are under 'Swapping therapy' below]; or

(iv) a patient wishes to re-commence treatment with a specific b(DMARD following a break of less than 24 months in PBS-subsidised therapy with
that agent (Initial 2).

Initial applications for new or re-commencing patients (Initial 1) must include a joint count and ESR and/or CRP measured at the completion of the 6
month intensive DMARD trial, but prior to ceasing DMARD therapy.

Initial treatment authorisations will be limited to provide a maximum of 16 weeks of therapy for abatacept, adalimumab, etanercept, golimumab
and tocilizumab, 18 to 20 weeks of therapy with certolizumab pegol (depending upon the dosing regimen), 22 weeks of therapy for infliximab and 2
infusions of rituximab.

A patient must be assessed for response to any course of initial PBS-subsidised treatment (excluding rituximab) following a minimum of 12 weeks of
therapy and this assessment must be submitted to Medicare Australia no later than 4 weeks from the date that course was ceased.

Rituximab patients must be assessed following a minimum of 12 weeks after the first infusion, and this assessment must be submitted to Medicare
Australia within 4 weeks.

Where a response assessment is not submitted to Medicare Australia within these timeframes, the patient will be deemed to have failed to respond
to treatment with that bDMARD.

For second and subsequent courses of PBS-subsidised bDMARD (excluding rituximab) treatment it is recommended that a patient is reviewed in the
month prior to completing their current course of treatment and that an application is submitted to Medicare Australia no later than 2 weeks prior
to the patient completing their current treatment course.

Abatacept patients:

Patients are eligible to receive one I.V. loading dose when commencing treatment with the subcutaneous formulation. For these patients two
prescriptions are required, the first prescription for the I.V. loading dose for sufficient vials for one dose based on the patient's weight with no
repeats. The second prescription for the pre-filled syringes, with a maximum quantity of 4 and up to 3 repeats, must be submitted with the initial
application.

Rituximab patients:
A further application may be submitted to Medicare Australia 24 weeks after the first infusion. New baselines may be submitted with this
application if appropriate.

(b) Continuing treatment.

Following the completion of an initial treatment course with a specific L DMARD (excluding rituximab), a patient may qualify to receive up to 24
weeks of continuing treatment with that drug providing they have demonstrated an adequate response to treatment. The patient remains eligible to
receive continuing bDMARD treatment with the same drug in courses of up to 24 weeks providing they continue to sustain the response.

It is recommended that a patient be reviewed in the month prior to completing their current course of treatment to ensure uninterrupted bDMARD
supply.

Assessments of response to a course of PBS-subsidised therapy must be submitted to Medicare Australia no later than 4 weeks from the date that
course was ceased.

Rituximab patients:

A patient may qualify to receive a further course of treatment (every 24 weeks) with this agent providing they have demonstrated an adequate
response to treatment following a minimum of 12 weeks after the first infusion of their most recent treatment with rituximab. The patient remains
eligible to receive a course of rituximab every 24 weeks providing they continue to demonstrate a response as specified in the restriction.

Where a response assessment is not submitted to Medicare Australia within these timeframes, the patient will be deemed to have failed to respond
to treatment with that bDMARD.

(2) Swapping therapy.

Once initial treatment with the first PBS-subsidised bDMARD is approved, a patient may swap to an alternate bDMARD without having to requalify
with respect to the indices of disease severity (i.e. the erythrocyte sedimentation rate (ESR), the C-reactive protein (CRP) levels and the joint count)
or the prior non-bDMARD therapy requirements, except if the patient has had a break in therapy of more than 24 months. However the
requirement for concomitant treatment with methotrexate, where it applies, must be met for each bDMARD trialled.
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Patients who are not able to complete a minimum of 12 weeks of an initial treatment course will be deemed to have failed treatment with that
agent.

A patient may trial an alternate bDMARD at any time, regardless of whether they are receiving therapy (initial or continuing) with a bDMARD at the
time of the application. However, they cannot swap to a particular bDMARD if they have failed to respond to prior treatment with that drug.

Abatacept patients:
Patients swapping from I.V. abatacept to subcutaneous abatacept will not be eligible for an I.V. loading dose when commencing treatment with the
subcutaneous formulation.

In order to trial rituximab, a patient must have trialled and failed to demonstrate a response to at least 1 PBS-subsidised TNF-alfa antagonist
treatment.

To ensure a patient receives the maximum treatment opportunities allowed under the interchangeability arrangements, it is important that they are
assessed for response to every course of treatment approved, within the timeframes specified in the relevant restriction.

PBS subsidy does not allow for patients to receive treatment with another PBS-subsidised biological agent during the required treatment-free period
applying to patients who have demonstrated a response to their most recent course of rituximab. This means that patients who have demonstrated
a response to a course of rituximab must have a PBS-subsidised biological therapy treatment-free period of at least 22 weeks, immediately following
the second infusion, before swapping to an alternate bDMARD. Patients who fail to respond to rituximab and who qualify and wish to trial a course
of an alternate bDMARD may do so without having to have any treatment-free period.

To avoid confusion, an application for a patient who wishes to swap to an alternate bDMARD should be accompanied by the approved authority
prescription or remaining repeats for the bDMARD the patient is ceasing.

Note
(3) Baseline measurements to determine response.

Medicare Australia will determine whether a response to treatment has been demonstrated based on the baseline measurements of the joint count,
ESR and/or CRP submitted with the first authority application for a bDMARD. However, prescribers may provide new baseline measurements any
time that an initial treatment authority application is submitted and Medicare Australia will assess response according to these revised baseline
measurements.

To ensure consistency in determining response, the same indices of disease severity used to establish baseline at the commencement of treatment
with each initial treatment application must be provided for all subsequent continuing treatment applications. Therefore, where only an ESR or CRP
level is provided at baseline, an ESR or CRP level respectively must be provided to determine response. Similarly, where the baseline active joint
count is based on total active joints (i.e. more than 20 active joints), response will be determined according to the reduction in the total number of
active joints. Where the baseline is determined on total number of major joints, the response must be demonstrated on the total number of major
joints.

Except as specified under the Initial 1 treatment restriction, a baseline joint count and ESR and/or CRP should be performed whilst the patient is still
on treatment or within 1 month of ceasing prior treatment. Applications under the Initial 1 treatment restriction for new or re-commencing patients
must include a joint count and ESR and/or CRP measured at the completion of the 6 month intensive DMARD trial, but prior to ceasing DMARD
therapy.

Authority required
Continuing treatment

Continuing PBS-subsidised treatment with etanercept, by a rheumatologist or clinical immunologist with expertise in the management of
rheumatoid arthritis, of adults:

(a) who have a documented history of severe active rheumatoid arthritis; and

(b) who have demonstrated an adequate response to treatment with etanercept; and

(c) whose most recent course of PBS-subsidised bDMARD treatment was with etanercept.

An adequate response to treatment is defined as:

an ESR no greater than 25 mm per hour or a CRP level no greater than 15 mg per L or either marker reduced by at least 20% from baseline;

AND either of the following:

(i) a reduction in the total active (swollen and tender) joint count by at least 50% from baseline, where baseline is at least 20 active joints; or

(ii) a reduction in the number of the following major active joints, from at least 4, by at least 50%:

— elbow, wrist, knee and/or ankle (assessed as swollen and tender); and/or

— shoulder and/or hip (assessed as pain in passive movement and restriction of passive movement, where pain and limitation of movement are due
to active disease and not irreversible damage such as joint destruction or bony overgrowth).

The authority application must be made in writing and must include:

(1) a completed authority prescription form; and

(2) a completed Rheumatoid Arthritis PBS Authority Application - Supporting Information Form [may be downloaded from the Medicare Australia
website (www.medicareaustralia.gov.au)].
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A maximum of 24 weeks of treatment will be approved under this restriction.
Where fewer than 5 repeats are requested at the time of the application, authority approvals for sufficient repeats to complete a maximum of 24
weeks of treatment may be requested by telephone by contacting Medicare Australia on 1800 700 270 (hours of operation 8 a.m. to 5 p.m. EST
Monday to Friday).
All applications for continuing treatment with etanercept must include a measurement of response to the prior course of therapy. This assessment
must be provided to Medicare Australia no later than 4 weeks from the cessation of that treatment course. If the application is the first application
for continuing treatment with etanercept, it must be accompanied by an assessment of response to a minimum of 12 weeks of treatment with an
initial treatment course.
Patients who fail to demonstrate a response to treatment with etanercept under this restriction will not be eligible to receive further PBS-subsidised
treatment with this drug for this condition.
Note
No applications for increased maximum quantities and/or repeats will be authorised.
Note
Special Pricing Arrangements apply.
9460X Injection 50 mg in 1 mL single use auto-injector, 1 5 . 1774.37 35.40 Enbrel PF
4
9090K Injections 50 mg in 1 mL single use pre-filled 1 5 . 1774.37 35.40 Enbrel PF
syringes, 4
8638P Injection set containing 4 vials powder for 2 5 . *1829.00 35.40 Enbrel PF
injection 25 mg and 4 pre-filled syringes
solvent 1 mL
GOLIMUMAB
Note

Any queries concerning the arrangements to prescribe golimumab may be directed to Medicare Australia on 1800 700 270 (hours of operation 8 a.m.
to 5 p.m. EST Monday to Friday).

Prescribing information (including Authority Application Forms) is available on the Medicare Australia website at www.medicareaustralia.gov.au.
Written applications for authority to prescribe golimumab should be forwarded to:

Medicare Australia

Prior Written Approval of Specialised Drugs
Reply Paid 9826

GPO Box 9826

HOBART TAS 7001;

Note
TREATMENT OF ADULT PATIENTS WITH SEVERE ACTIVE RHEUMATOID ARTHRITIS

The following information applies to the prescribing under the Pharmaceutical Benefits Scheme (PBS) of the biological disease modifying anti-
rheumatic drugs (0DMARDs) for adults with severe active rheumatoid arthritis. Where the term bDMARD appears in the following notes and
restrictions it refers to the tumour necrosis factor (TNF) alfa antagonists (adalimumab, certolizumab pegol, etanercept, golimumab, infliximab), the
chimeric anti-CD20 monoclonal antibody (rituximab), the interleukin-6 inhibitor (tocilizumab) and the T-cell co-stimulation modulator (abatacept).

Patients are eligible for PBS-subsidised treatment with only 1 of the above biological disease modifying anti-rheumatic drugs at any 1 time.

PBS-subsidised abatacept, golimumab, infliximab and rituximab must be used in combination with methotrexate at a dose of at least 7.5 mg weekly.
Where a patient cannot tolerate 7.5 mg of methotrexate weekly, they are eligible to receive PBS-subsidised adalimumab, certolizumab pegol,
etanercept and tocilizumab.

In order to be eligible to receive PBS-subsidised treatment with rituximab, a patient must have already failed to demonstrate a response to at least 1
course of treatment with a PBS-subsidised TNF-alfa antagonist.

A patient receiving PBS-subsidised bDMARD therapy may swap to an alternate bDMARD without having to experience a disease flare. Under these
interchangeability arrangements:

— a patient may continue to receive long-term treatment with a PBS-subsidised bDMARD while they continue to show a response to therapy,

— a patient cannot trial and fail, or cease to respond to, the same PBS-subsidised bDMARD more than once, and

— once a patient has either failed or ceased to respond to treatment 5 times, they will not be eligible to receive further PBS-subsidised bDMARDs
for the treatment of rheumatoid arthritis.

For patients who have failed PBS-subsidised treatment with 2 or 3 TNF-alfa antagonists prior to 1 August 2010 please contact Medicare Australia on
1800 700 270.
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A patient whose most recent course of PBS-subsidised therapy was with rituximab and whose response to this treatment is sustained for more than
12 months, may apply for a further course of rituximab under the Continuing treatment restriction. A patient who has failed fewer than 5 bDMARDs
and who has a break in therapy of less than 24 months may commence a further course of treatment with a bDMARD without having to requalify
under the Initial 1 treatment restriction. A patient who has failed fewer than 5 bDMARDs and who has had a break in therapy of longer than 24
months must requalify for treatment under the Initial 1 treatment restriction.

The length of a treatment break is measured from the date the most recent treatment with PBS-subsidised bDMARD treatment is stopped to the
date of the new application for treatment with a bDMARD.

(1) How to prescribe PBS-subsidised bDMARD therapy after 1 August 2010.

(a) Initial treatment.

Applications for initial treatment should be made where:

(i) a patient has received no prior PBS-subsidised bDMARD treatment and wishes to commence such therapy, excluding rituximab (Initial 1); or

(i) a patient wishes to re-commence treatment with a bDMARD following a break in PBS-subsidised therapy of more than 24 months (Initial 1); or
(iii) a patient has received prior PBS-subsidised (initial or continuing) bDMARD therapy and wishes to trial an alternate agent (Initial 2) [further
details are under 'Swapping therapy' below]; or

(iv) a patient wishes to re-commence treatment with a specific b(DMARD following a break of less than 24 months in PBS-subsidised therapy with
that agent (Initial 2).

Initial applications for new or re-commencing patients (Initial 1) must include a joint count and ESR and/or CRP measured at the completion of the 6
month intensive DMARD trial, but prior to ceasing DMARD therapy.

Initial treatment authorisations will be limited to provide a maximum of 16 weeks of therapy for abatacept, adalimumab, etanercept, golimumab
and tocilizumab, 18 to 20 weeks of therapy with certolizumab pegol (depending upon the dosing regimen), 22 weeks of therapy for infliximab and 2
infusions of rituximab.

A patient must be assessed for response to any course of initial PBS-subsidised treatment (excluding rituximab) following a minimum of 12 weeks of
therapy and this assessment must be submitted to Medicare Australia no later than 4 weeks from the date that course was ceased.

Rituximab patients must be assessed following a minimum of 12 weeks after the first infusion, and this assessment must be submitted to Medicare
Australia within 4 weeks.

Where a response assessment is not submitted to Medicare Australia within these timeframes, the patient will be deemed to have failed to respond
to treatment with that bDMARD.

For second and subsequent courses of PBS-subsidised bDMARD (excluding rituximab) treatment it is recommended that a patient is reviewed in the
month prior to completing their current course of treatment and that an application is submitted to Medicare Australia no later than 2 weeks prior
to the patient completing their current treatment course.

Abatacept patients:

Patients are eligible to receive one I.V. loading dose when commencing treatment with the subcutaneous formulation. For these patients two
prescriptions are required, the first prescription for the I.V. loading dose for sufficient vials for one dose based on the patient's weight with no
repeats. The second prescription for the pre-filled syringes, with a maximum quantity of 4 and up to 3 repeats, must be submitted with the initial
application.

Rituximab patients:
A further application may be submitted to Medicare Australia 24 weeks after the first infusion. New baselines may be submitted with this
application if appropriate.

(b) Continuing treatment.

Following the completion of an initial treatment course with a specific bDMARD (excluding rituximab), a patient may qualify to receive up to 24
weeks of continuing treatment with that drug providing they have demonstrated an adequate response to treatment. The patient remains eligible to
receive continuing bDMARD treatment with the same drug in courses of up to 24 weeks providing they continue to sustain the response.

It is recommended that a patient be reviewed in the month prior to completing their current course of treatment to ensure uninterrupted bDMARD
supply.

Assessments of response to a course of PBS-subsidised therapy must be submitted to Medicare Australia no later than 4 weeks from the date that
course was ceased.

Rituximab patients:

A patient may qualify to receive a further course of treatment (every 24 weeks) with this agent providing they have demonstrated an adequate
response to treatment following a minimum of 12 weeks after the first infusion of their most recent treatment with rituximab. The patient remains
eligible to receive a course of rituximab every 24 weeks providing they continue to demonstrate a response as specified in the restriction.

Where a response assessment is not submitted to Medicare Australia within these timeframes, the patient will be deemed to have failed to respond
to treatment with that bDMARD.
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(2) Swapping therapy.

Once initial treatment with the first PBS-subsidised bDMARD is approved, a patient may swap to an alternate bDMARD without having to requalify
with respect to the indices of disease severity (i.e. the erythrocyte sedimentation rate (ESR), the C-reactive protein (CRP) levels and the joint count)
or the prior non-bDMARD therapy requirements, except if the patient has had a break in therapy of more than 24 months. However the
requirement for concomitant treatment with methotrexate, where it applies, must be met for each bDMARD trialled.

Patients who are not able to complete a minimum of 12 weeks of an initial treatment course will be deemed to have failed treatment with that
agent.

A patient may trial an alternate bDMARD at any time, regardless of whether they are receiving therapy (initial or continuing) with a bDMARD at the
time of the application. However, they cannot swap to a particular bDMARD if they have failed to respond to prior treatment with that drug.

Abatacept patients:
Patients swapping from I.V. abatacept to subcutaneous abatacept will not be eligible for an I.V. loading dose when commencing treatment with the
subcutaneous formulation.

In order to trial rituximab, a patient must have trialled and failed to demonstrate a response to at least 1 PBS-subsidised TNF-alfa antagonist
treatment.

To ensure a patient receives the maximum treatment opportunities allowed under the interchangeability arrangements, it is important that they are
assessed for response to every course of treatment approved, within the timeframes specified in the relevant restriction.

PBS subsidy does not allow for patients to receive treatment with another PBS-subsidised biological agent during the required treatment-free period
applying to patients who have demonstrated a response to their most recent course of rituximab. This means that patients who have demonstrated
a response to a course of rituximab must have a PBS-subsidised biological therapy treatment-free period of at least 22 weeks, immediately following
the second infusion, before swapping to an alternate bDMARD. Patients who fail to respond to rituximab and who qualify and wish to trial a course
of an alternate bDMARD may do so without having to have any treatment-free period.

To avoid confusion, an application for a patient who wishes to swap to an alternate bDMARD should be accompanied by the approved authority
prescription or remaining repeats for the bDMARD the patient is ceasing.

Note
(3) Baseline measurements to determine response.

Medicare Australia will determine whether a response to treatment has been demonstrated based on the baseline measurements of the joint count,
ESR and/or CRP submitted with the first authority application for a bDMARD. However, prescribers may provide new baseline measurements any
time that an initial treatment authority application is submitted and Medicare Australia will assess response according to these revised baseline
measurements.

To ensure consistency in determining response, the same indices of disease severity used to establish baseline at the commencement of treatment
with each initial treatment application must be provided for all subsequent continuing treatment applications. Therefore, where only an ESR or CRP
level is provided at baseline, an ESR or CRP level respectively must be provided to determine response. Similarly, where the baseline active joint
count is based on total active joints (i.e. more than 20 active joints), response will be determined according to the reduction in the total number of
active joints. Where the baseline is determined on total number of major joints, the response must be demonstrated on the total number of major
joints.

Except as specified under the Initial 1 treatment restriction, a baseline joint count and ESR and/or CRP should be performed whilst the patient is still
on treatment or within 1 month of ceasing prior treatment. Applications under the Initial 1 treatment restriction for new or re-commencing patients
must include a joint count and ESR and/or CRP measured at the completion of the 6 month intensive DMARD trial, but prior to ceasing DMARD
therapy.

Authority required
Initial 1 (new patient or patient re-commencing after a break of more than 24 months)

Initial PBS-subsidised treatment with golimumab, in combination with methotrexate at a dose of at least 7.5 mg weekly, by a rheumatologist or
clinical immunologist with expertise in the management of rheumatoid arthritis, of adults who:

(a) have severe active rheumatoid arthritis; and

(b) have received no PBS-subsidised treatment with a bDMARD for this condition in the previous 24 months; and

(c) have failed, in the 24 months immediately prior to the date of application, to achieve an adequate response to at least 6 months of intensive
treatment with disease modifying anti-rheumatic drugs (DMARDs), which must include at least 3 months continuous treatment with each of at least
2 DMARDs, one of which must be methotrexate at a dose of at least 20 mg weekly and one of which must be:

— hydroxychloroquine at a dose of at least 200 mg daily; or

— leflunomide at a dose of at least 10 mg daily; or

— sulfasalazine at a dose of at least 2 g daily.

If methotrexate is contraindicated according to the TGA-approved product information or cannot be tolerated at a 20 mg weekly dose, then the 6
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months of intensive DMARD treatment must include at least 3 months continuous treatment with each of at least 2 of the DMARDs:
— hydroxychloroquine at a dose of at least 200 mg daily; and/or

— leflunomide at a dose of at least 10 mg daily; and/or

— sulfasalazine at a dose of at least 2 g daily.

The application must include details of the contraindication or intolerance to methotrexate. Details of the toxicities, including severity, which will be
accepted for the purposes of exempting a patient from the requirement to undertake a minimum 3 month trial of methotrexate at a 20 mg weekly
dose can be found on the Medicare Australia website [www.medicareaustralia.gov.au]. The maximum tolerated dose of methotrexate must be
documented in the application, if applicable.

If 3 or more of methotrexate, hydroxychloroquine, leflunomide and sulfasalazine are contraindicated according to the relevant TGA-approved
product information or cannot be tolerated at the doses specified above, then one or more of the following DMARDs may be used in place of these
agents in order to satisfy the requirement for a trial of 6 months of intensive DMARD therapy with at least 2 DMARDs taken continuously for at least
3 months each:

— azathioprine at a dose of at least 1 mg/kg per day; and/or

— cyclosporin at a dose of at least 2 mg/kg/day; and/or

— sodium aurothiomalate at a dose of 50 mg weekly.

The application must include details of the DMARDs trialled, their doses and duration of treatment, and all relevant contraindications and/or
intolerances. Details of the toxicities, including severity, which will be accepted as a reason for substituting azathioprine, cyclosporin or sodium
aurothiomalate for another DMARD as part of the 6 month intensive DMARD trial can be found on the Medicare Australia website
[www.medicareaustralia.gov.au].

The requirement to trial at least 2 DMARDs for periods of at least 3 months each can be met using single agents sequentially or by using one or more
combinations of DMARDs.

If the requirement to trial 6 months of intensive DMARD therapy with at least 2 DMARDs cannot be met because of contraindications and/or
intolerances of a severity necessitating permanent treatment withdrawal to all of the DMARDs specified above, details of the contraindication or
intolerance and dose for each DMARD must be provided in the authority application. Details of the toxicities, including severity, which will be
accepted for the purposes of exempting a patient from the requirement for a 6 month trial of intensive DMARD therapy can be found on the
Medicare Australia website [www.medicareaustralia.gov.au].

The following criteria indicate failure to achieve an adequate response and must be demonstrated in all patients at the time of the initial application:
an elevated erythrocyte sedimentation rate (ESR) greater than 25 mm per hour or a C-reactive protein (CRP) level greater than 15 mg per L;

AND either

(i) a total active joint count of at least 20 active (swollen and tender) joints; or

(ii) at least 4 active joints from the following list of major joints:

— elbow, wrist, knee and/or ankle (assessed as swollen and tender); and/or

— shoulder and/or hip (assessed as pain in passive movement and restriction of passive movement, where pain and limitation of movement are due
to active disease and not irreversible damage such as joint destruction or bony overgrowth).

The joint count and ESR and/or CRP must be determined at the completion of the 6 month intensive DMARD trial, but prior to ceasing DMARD
therapy. All measures must be no more than one month old at the time of initial application.

If the above requirement to demonstrate an elevated ESR or CRP cannot be met, the application must state the reason this criterion cannot be
satisfied.

Where the baseline active joint count is based on total active joints (i.e. more than 20 active joints), response will be determined according to the
reduction in the total number of active joints. Where the baseline is determined on total number of major joints, the response must be
demonstrated on the total number of major joints. If only an ESR or CRP level is provided with the initial application, the same marker will be used to
determine response.

The authority application must be made in writing and must include:

(1) a completed authority prescription form; and

(2) a completed Rheumatoid Arthritis PBS Authority Application - Supporting Information Form [may be downloaded from the Medicare Australia
website (www.medicareaustralia.gov.au)]; and

(3) a signed patient acknowledgement.

A maximum of 16 weeks of treatment will be authorised under this restriction.

Where fewer than 3 repeats are requested at the time of the initial application, authority approvals for sufficient repeats to complete a maximum of
16 weeks of treatment may be requested by telephone by contacting Medicare Australia on 1800 700 270 (hours of operation 8 a.m. to 5 p.m. EST
Monday to Friday).

Assessment of a patient's response to an initial course of treatment must be made after at least 12 weeks of treatment so that there is adequate
time for a response to be demonstrated. This assessment, which will be used to determine eligibility for continuing treatment, must be submitted to
Medicare Australia no later than 1 month from the date of completion of this initial course of treatment. Where a response assessment is not
undertaken and submitted to Medicare Australia within these timeframes, the patient will be deemed to have failed to respond to treatment with
golimumab.
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Patients who fail to demonstrate a response to treatment with golimumab under this restriction will not be eligible to receive further PBS-subsidised
treatment with this drug for this condition.
Authority required
Initial 2 (change or re-commencement after break of less than 24 months)
Initial course of PBS-subsidised treatment with golimumab, in combination with methotrexate at a dose of at least 7.5 mg weekly, by a
rheumatologist or clinical immunologist with expertise in the management of rheumatoid arthritis, of adults who:
(a) have a documented history of severe active rheumatoid arthritis; and
(b) have received prior PBS-subsidised bDMARD treatment for this condition and are eligible to receive further bDMARD therapy.
The authority application must be made in writing and must include:
(1) a completed authority prescription form; and
(2) a completed Rheumatoid Arthritis PBS Authority Application - Supporting Information Form [may be downloaded from the Medicare Australia
website (www.medicareaustralia.gov.au)].
Applications for patients who have received PBS-subsidised treatment with golimumab and who wish to re-commence therapy with this drug, must
be accompanied by evidence of a response to the patient's most recent course of PBS-subsidised golimumab treatment, within the timeframes
specified below.
A maximum of 16 weeks of treatment will be authorised under this restriction.
Where fewer than 3 repeats are requested at the time of the initial application, authority approvals for sufficient repeats to complete a maximum of
16 weeks of treatment may be requested by telephone by contacting Medicare Australia on 1800 700 270 (hours of operation 8 a.m. to 5 p.m. EST
Monday to Friday).
Where the most recent course of PBS-subsidised golimumab treatment was approved under either of the initial 1 or 2 treatment restrictions,
patients must have been assessed for response following a minimum of 12 weeks of therapy. This assessment must be provided to Medicare
Australia no later than 4 weeks from the date that course was ceased.
Where the most recent course of PBS-subsidised golimumab treatment was approved under the continuing treatment criteria, patients must have
been assessed for response, and the assessment must be submitted to Medicare Australia no later than 4 weeks from the date that course was
ceased.
Patients who fail to demonstrate a response to treatment with golimumab under this restriction will not be eligible to receive further PBS-subsidised
treatment with this drug for this condition.
Note
Special Pricing Arrangements apply.
3427] Injection 50 mg in 0.5 mL single use pre-filled 1 3 . 1777.29 35.40 Simponi JC
pen
3426H Injection 50 mg in 0.5 mL single use pre-filled 1 3 . 1777.29 35.40 Simponi JC
syringe
GOLIMUMAB
Note

Any queries concerning the arrangements to prescribe golimumab may be directed to Medicare Australia on 1800 700 270 (hours of operation 8 a.m.
to 5 p.m. EST Monday to Friday).

Prescribing information (including Authority Application Forms) is available on the Medicare Australia website at www.medicareaustralia.gov.au.
Written applications for authority to prescribe golimumab should be forwarded to:

Medicare Australia

Prior Written Approval of Specialised Drugs
Reply Paid 9826

GPO Box 9826

HOBART TAS 7001;

Note
TREATMENT OF ADULT PATIENTS WITH SEVERE ACTIVE RHEUMATOID ARTHRITIS

The following information applies to the prescribing under the Pharmaceutical Benefits Scheme (PBS) of the biological disease modifying anti-
rheumatic drugs (0DMARDs) for adults with severe active rheumatoid arthritis. Where the term bDMARD appears in the following notes and
restrictions it refers to the tumour necrosis factor (TNF) alfa antagonists (adalimumab, certolizumab pegol, etanercept, golimumab, infliximab), the
chimeric anti-CD20 monoclonal antibody (rituximab), the interleukin-6 inhibitor (tocilizumab) and the T-cell co-stimulation modulator (abatacept).
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Patients are eligible for PBS-subsidised treatment with only 1 of the above biological disease modifying anti-rheumatic drugs at any 1 time.

PBS-subsidised abatacept, golimumab, infliximab and rituximab must be used in combination with methotrexate at a dose of at least 7.5 mg weekly.
Where a patient cannot tolerate 7.5 mg of methotrexate weekly, they are eligible to receive PBS-subsidised adalimumab, certolizumab pegol,
etanercept and tocilizumab.

In order to be eligible to receive PBS-subsidised treatment with rituximab, a patient must have already failed to demonstrate a response to at least 1
course of treatment with a PBS-subsidised TNF-alfa antagonist.

A patient receiving PBS-subsidised bDMARD therapy may swap to an alternate bDMARD without having to experience a disease flare. Under these
interchangeability arrangements:

— a patient may continue to receive long-term treatment with a PBS-subsidised bDMARD while they continue to show a response to therapy,

— a patient cannot trial and fail, or cease to respond to, the same PBS-subsidised bDMARD more than once, and

— once a patient has either failed or ceased to respond to treatment 5 times, they will not be eligible to receive further PBS-subsidised bDMARDs
for the treatment of rheumatoid arthritis.

For patients who have failed PBS-subsidised treatment with 2 or 3 TNF-alfa antagonists prior to 1 August 2010 please contact Medicare Australia on
1800 700 270.

A patient whose most recent course of PBS-subsidised therapy was with rituximab and whose response to this treatment is sustained for more than
12 months, may apply for a further course of rituximab under the Continuing treatment restriction. A patient who has failed fewer than 5 bDMARDs
and who has a break in therapy of less than 24 months may commence a further course of treatment with a bDMARD without having to requalify
under the Initial 1 treatment restriction. A patient who has failed fewer than 5 bDMARDs and who has had a break in therapy of longer than 24
months must requalify for treatment under the Initial 1 treatment restriction.

The length of a treatment break is measured from the date the most recent treatment with PBS-subsidised bDMARD treatment is stopped to the
date of the new application for treatment with a bDMARD.

(1) How to prescribe PBS-subsidised bDMARD therapy after 1 August 2010.

(a) Initial treatment.

Applications for initial treatment should be made where:

(i) a patient has received no prior PBS-subsidised bDMARD treatment and wishes to commence such therapy, excluding rituximab (Initial 1); or

(ii) a patient wishes to re-commence treatment with a bDMARD following a break in PBS-subsidised therapy of more than 24 months (Initial 1); or
(iii) a patient has received prior PBS-subsidised (initial or continuing) bDMARD therapy and wishes to trial an alternate agent (Initial 2) [further
details are under 'Swapping therapy' below]; or

(iv) a patient wishes to re-commence treatment with a specific bDMARD following a break of less than 24 months in PBS-subsidised therapy with
that agent (Initial 2).

Initial applications for new or re-commencing patients (Initial 1) must include a joint count and ESR and/or CRP measured at the completion of the 6
month intensive DMARD trial, but prior to ceasing DMARD therapy.

Initial treatment authorisations will be limited to provide a maximum of 16 weeks of therapy for abatacept, adalimumab, etanercept, golimumab
and tocilizumab, 18 to 20 weeks of therapy with certolizumab pegol (depending upon the dosing regimen), 22 weeks of therapy for infliximab and 2
infusions of rituximab.

A patient must be assessed for response to any course of initial PBS-subsidised treatment (excluding rituximab) following a minimum of 12 weeks of
therapy and this assessment must be submitted to Medicare Australia no later than 4 weeks from the date that course was ceased.

Rituximab patients must be assessed following a minimum of 12 weeks after the first infusion, and this assessment must be submitted to Medicare
Australia within 4 weeks.

Where a response assessment is not submitted to Medicare Australia within these timeframes, the patient will be deemed to have failed to respond
to treatment with that bDMARD.

For second and subsequent courses of PBS-subsidised bDMARD (excluding rituximab) treatment it is recommended that a patient is reviewed in the
month prior to completing their current course of treatment and that an application is submitted to Medicare Australia no later than 2 weeks prior
to the patient completing their current treatment course.

Abatacept patients:

Patients are eligible to receive one I.V. loading dose when commencing treatment with the subcutaneous formulation. For these patients two
prescriptions are required, the first prescription for the I.V. loading dose for sufficient vials for one dose based on the patient's weight with no
repeats. The second prescription for the pre-filled syringes, with a maximum quantity of 4 and up to 3 repeats, must be submitted with the initial
application.

Rituximab patients:
A further application may be submitted to Medicare Australia 24 weeks after the first infusion. New baselines may be submitted with this
application if appropriate.
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(b) Continuing treatment.

Following the completion of an initial treatment course with a specific LDMARD (excluding rituximab), a patient may qualify to receive up to 24
weeks of continuing treatment with that drug providing they have demonstrated an adequate response to treatment. The patient remains eligible to
receive continuing bDMARD treatment with the same drug in courses of up to 24 weeks providing they continue to sustain the response.

It is recommended that a patient be reviewed in the month prior to completing their current course of treatment to ensure uninterrupted bDMARD
supply.

Assessments of response to a course of PBS-subsidised therapy must be submitted to Medicare Australia no later than 4 weeks from the date that
course was ceased.

Rituximab patients:

A patient may qualify to receive a further course of treatment (every 24 weeks) with this agent providing they have demonstrated an adequate
response to treatment following a minimum of 12 weeks after the first infusion of their most recent treatment with rituximab. The patient remains
eligible to receive a course of rituximab every 24 weeks providing they continue to demonstrate a response as specified in the restriction.

Where a response assessment is not submitted to Medicare Australia within these timeframes, the patient will be deemed to have failed to respond
to treatment with that bDMARD.

(2) Swapping therapy.

Once initial treatment with the first PBS-subsidised bDMARD is approved, a patient may swap to an alternate bDMARD without having to requalify
with respect to the indices of disease severity (i.e. the erythrocyte sedimentation rate (ESR), the C-reactive protein (CRP) levels and the joint count)
or the prior non-bDMARD therapy requirements, except if the patient has had a break in therapy of more than 24 months. However the
requirement for concomitant treatment with methotrexate, where it applies, must be met for each bDMARD trialled.

Patients who are not able to complete a minimum of 12 weeks of an initial treatment course will be deemed to have failed treatment with that
agent.

A patient may trial an alternate bDMARD at any time, regardless of whether they are receiving therapy (initial or continuing) with a bDMARD at the
time of the application. However, they cannot swap to a particular bDMARD if they have failed to respond to prior treatment with that drug.

Abatacept patients:
Patients swapping from I.V. abatacept to subcutaneous abatacept will not be eligible for an I.V. loading dose when commencing treatment with the
subcutaneous formulation.

In order to trial rituximab, a patient must have trialled and failed to demonstrate a response to at least 1 PBS-subsidised TNF-alfa antagonist
treatment.

To ensure a patient receives the maximum treatment opportunities allowed under the interchangeability arrangements, it is important that they are
assessed for response to every course of treatment approved, within the timeframes specified in the relevant restriction.

PBS subsidy does not allow for patients to receive treatment with another PBS-subsidised biological agent during the required treatment-free period
applying to patients who have demonstrated a response to their most recent course of rituximab. This means that patients who have demonstrated
a response to a course of rituximab must have a PBS-subsidised biological therapy treatment-free period of at least 22 weeks, immediately following
the second infusion, before swapping to an alternate bDMARD. Patients who fail to respond to rituximab and who qualify and wish to trial a course
of an alternate bDMARD may do so without having to have any treatment-free period.

To avoid confusion, an application for a patient who wishes to swap to an alternate bDMARD should be accompanied by the approved authority
prescription or remaining repeats for the bDMARD the patient is ceasing.

Note
(3) Baseline measurements to determine response.

Medicare Australia will determine whether a response to treatment has been demonstrated based on the baseline measurements of the joint count,
ESR and/or CRP submitted with the first authority application for a bDMARD. However, prescribers may provide new baseline measurements any
time that an initial treatment authority application is submitted and Medicare Australia will assess response according to these revised baseline
measurements.

To ensure consistency in determining response, the same indices of disease severity used to establish baseline at the commencement of treatment
with each initial treatment application must be provided for all subsequent continuing treatment applications. Therefore, where only an ESR or CRP
level is provided at baseline, an ESR or CRP level respectively must be provided to determine response. Similarly, where the baseline active joint
count is based on total active joints (i.e. more than 20 active joints), response will be determined according to the reduction in the total number of
active joints. Where the baseline is determined on total number of major joints, the response must be demonstrated on the total number of major
joints.

Except as specified under the Initial 1 treatment restriction, a baseline joint count and ESR and/or CRP should be performed whilst the patient is still
on treatment or within 1 month of ceasing prior treatment. Applications under the Initial 1 treatment restriction for new or re-commencing patients
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must include a joint count and ESR and/or CRP measured at the completion of the 6 month intensive DMARD trial, but prior to ceasing DMARD
therapy.
Authority required
Continuing treatment
Continuing PBS-subsidised treatment with golimumab, in combination with methotrexate at a dose of at least 7.5 mg weekly, by a rheumatologist or
clinical immunologist with expertise in the management of rheumatoid arthritis, of adults:
(a) who have a documented history of severe active rheumatoid arthritis; and
(b) who have demonstrated an adequate response to treatment with golimumab; and
(c) whose most recent course of PBS-subsidised bDMARD treatment was with golimumab.
An adequate response to treatment is defined as:
an ESR no greater than 25 mm per hour or a CRP level no greater than 15 mg per L or either marker reduced by at least 20% from baseline;
AND either of the following:
(i) a reduction in the total active (swollen and tender) joint count by at least 50% from baseline, where baseline is at least 20 active joints; or
(i) a reduction in the number of the following major active joints, from at least 4, by at least 50%:
— elbow, wrist, knee and/or ankle (assessed as swollen and tender); and/or
— shoulder and/or hip (assessed as pain in passive movement and restriction of passive movement, where pain and limitation of movement are due
to active disease and not irreversible damage such as joint destruction or bony overgrowth).
The authority application must be made in writing and must include:
(1) a completed authority prescription form; and
(2) a completed Rheumatoid Arthritis PBS Authority Application - Supporting Information Form [may be downloaded from the Medicare Australia
website (www.medicareaustralia.gov.au)].
A maximum of 24 weeks of treatment will be approved under this restriction.
Where fewer than 5 repeats are requested at the time of the application, authority approvals for sufficient repeats to complete a maximum of 24
weeks of treatment may be requested by telephone by contacting Medicare Australia on 1800 700 270 (hours of operation 8 a.m. to 5 p.m. EST
Monday to Friday).
All applications for continuing treatment with golimumab must include a measurement of response to the prior course of therapy. This assessment
must be provided to Medicare Australia no later than 4 weeks from the cessation of that treatment course. If the application is the first application
for continuing treatment with golimumab, it must be accompanied by an assessment of response to a minimum of 12 weeks of treatment with an
initial treatment course.
Patients who fail to demonstrate a response to treatment with golimumab under this restriction will not be eligible to receive further PBS-subsidised
treatment with this drug for this condition.
Note
Special Pricing Arrangements apply.
3428K Injection 50 mg in 0.5 mL single use pre-filled 1 5 . 1777.29 35.40 Simponi JC
syringe
34291 Injection 50 mg in 0.5 mL single use pre-filled 1 5 . 1777.29 35.40 Simponi JC
pen
IMATINIB
Note

Any queries concerning the arrangements to prescribe imatinib mesylate may be directed to Medicare Australia on 1800 700 270 (hours of
operation 8 a.m. to 5 p.m. EST Monday to Friday).

Prescribing information (including Authority Application forms) is available on the Medicare Australia website at www.medicareaustralia.gov.au.
Written applications for authority to prescribe imatinib mesylate should be forwarded to:

Medicare Australia

Prior Written Approval of Specialised Drugs
Reply Paid 9826

GPO Box 9826

HOBART TAS 7001

For the following diseases, written authority is required at initiation and for continuation:
Dermatofibrosarcoma protuberans;

Hypereosinophilic syndrome;

Chronic eosinophilic leukaemia;

Myelodysplastic or myeloproliferative disorder;

Aggressive systemic mastocytosis with eosinophilia.
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Authority required
Initial treatment, as the sole PBS-subsidised therapy, of a patient in the chronic phase of chronic myeloid leukaemia expressing the Philadelphia
chromosome or the transcript, BCR-ABL tyrosine kinase, and who has a primary diagnosis of chronic myeloid leukaemia.

Applications under this restriction will be limited to provide patients with a maximum of 18 months of therapy with dasatinib, imatinib or nilotinib
from the date the first application for initial treatment was approved.

Patients should be commenced on a dose of imatinib mesylate of 400 mg (base) daily. Continuing therapy is dependent on patients demonstrating a
response to imatinib mesylate therapy following the initial 18 months of treatment and at 12 monthly intervals thereafter.

Applications for authorisation must be in writing and must include:

(1) a completed authority prescription form; and

(2) a completed Chronic Myeloid Leukaemia - Chronic Phase, First Line - Supporting Information form [may be downloaded from the Medicare
Australia website (www.medicareaustralia.gov.au)]; and

(3) a pathology cytogenetic report conducted on peripheral blood or bone marrow supporting the diagnosis of chronic myeloid leukaemia to confirm
eligibility for treatment, or a qualitative PCR report documenting the presence of the BCR-ABL transcript in either peripheral blood or bone marrow;
and

(4) a signed patient acknowledgement form.

Authority required

Continuing treatment, as the sole PBS-subsidised therapy, of a patient who has received initial PBS-subsidised treatment with imatinib mesylate for
the chronic phase of chronic myeloid leukaemia and who has demonstrated either a major cytogenetic response or less than 1% BCR-ABL level in the
blood.

First continuing applications for authorisation must be in writing and must include:

(1) a completed authority prescription form; and

(2) demonstration of a response to treatment as evidenced by either:

(a) major cytogenetic response [see Note explaining requirements]; or

(b) a peripheral blood level of BCR-ABL of less than 1% on the international scale [see Note explaining requirements].

Second and subsequent authority applications for continuing therapy with imatinib mesylate may be made on the telephone by contacting Medicare
Australia on 1800 700 720 (hours of operation 8 a.m. to 5 p.m. EST Monday to Friday). Patients must maintain a major cytogenetic response or have
a peripheral blood BCR-ABL of less than 1% to receive continuing therapy.

Note

The following information applies to the prescribing under the Pharmaceutical Benefits Scheme (PBS) of tyrosine kinase inhibitors (TKI) agents for
the chronic phase of chronic myeloid leukaemia. Where the term TKI agent appears in the following notes and restrictions it refers to imatinib
mesylate, dasatinib or nilotinib.

Patients are eligible for PBS-subsidised treatment with only one TKI agent at any one time and must not be receiving concomitant interferon alfa
therapy. Eligible patients may only swap between TKI agents if they have not failed prior PBS-subsidised treatment with that agent.

1. Initial treatment - imatinib mesylate, dasatinib and nilotinib
From 1 April 2012, under the PBS, a patient will be able to be prescribed any of imatinib mesylate, dasatinib or nilotinib within the initial 18 month
treatment period, as long as only one agent is used at a time and providing the patient has not failed to respond to any one of these TKIs.

During the initial 18 month treatment period, switching between approved first-line agents may only occur for reasons of intolerance, not failure of
response.

2. Continuing treatment with imatinib mesylate - first-line
First continuing applications are to be written and must include a pathology report demonstrating the patient has responded to the initial course of
treatment.

Second and subsequent authority applications for continuing therapy with imatinib mesylate may be made on the telephone by contacting Medicare
Australia on 1800 700 720 (hours of operation 8 a.m. to 5 p.m. EST Monday to Friday). Patients must maintain a major cytogenetic response or have
a peripheral blood BCR-ABL of less than 1% to receive continuing therapy.

3. Continuing treatment with dasatinib or nilotinib - first-line

All continuing applications are to be written and must include a pathology report demonstrating the patient has responded to PBS-subsidised
treatment as follows:

(i) within 18 months of the commencement of treatment, at which time patients in whom a major cytogenetic response or peripheral blood BCR-
ABL level of less than 1% has been demonstrated may receive authorisation for a further 12 months of treatment; and

(i) at no greater than 12 month intervals thereafter, to demonstrate that the major cytogenetic response or peripheral blood BCR-ABL level of less
than 1% has been sustained.

4. For imatinib mesylate, dasatinib and nilotinib
During continuing therapy beyond the initial 18 month treatment period, switching between approved first-line agents may only occur for reason of

intolerance. Where there is failure of response, switching may only occur through application for prescription of second-line agents.

Where a patient has previously received PBS-subsidised treatment with imatinib mesylate, dasatinib or nilotinib no approval will be granted for PBS-
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subsidised re-treatment in the chronic phase of chronic myeloid leukaemia, where that patient has at any time failed to meet the response criteria
whilst on that TKI agent.
5. Authority approval requirements.
Response criteria to initial treatment with imatinib mesylate, dasatinib or nilotinib:
For the purposes of assessing response to PBS-subsidised treatment with imatinib mesylate, dasatinib or nilotinib either cytogenetic analysis
indicating the number of Philadelphia positive [t (9;22)] cells in the bone marrow measured by standard karyotyping, or quantitative PCR indicating
the relative level of BCR-ABL transcript in the peripheral blood using the international scale, must be submitted. For bone marrow analyses, where
the standard karyotyping is not informative for technical reasons, a cytogenetic analysis performed on the bone marrow by the use of fluorescence
in situ hybridisation (FISH) with BCR-ABL specific probe must be submitted. The cytogenetic or peripheral blood quantitative PCR analyses must be
submitted within 18 months of the commencement of treatment with imatinib mesylate, dasatinib or nilotinib (patients in whom a major
cytogenetic response or peripheral blood BCR-ABL level of less than 1% is demonstrable by 18 months are eligible to receive continuing treatment
with that agent).
6. Definitions of response.
A major cytogenetic response is defined as less than 35% Philadelphia positive bone marrow cells.
A peripheral blood BCR-ABL level of less than 1% on the international scale (Blood 108: 28-37, 2006) also indicates a response, at least the biological
equivalent of a major cytogenetic response.
7. Definitions of loss of response.
Loss of a previously documented major cytogenetic response (demonstrated by the presence of greater than 35% Ph positive cells on bone marrow
biopsy), during ongoing tyrosine kinase inhibitor (TKI) therapy.
Loss of a previously demonstrated molecular response (demonstrated by peripheral blood BCR-ABL levels increasing consecutively in value by at
least 5 fold to a level of greater than 0.1% confirmed on a subsequent test), during ongoing tyrosine kinase inhibitor therapy.
9113P Tablet 100 mg (as mesylate) 60 5 . 2004.98 35.40 Glivec NV
9114Q Tablet 400 mg (as mesylate) 30 5 . 3863.60 35.40 Glivec NV
NILOTINIB
Note

Any queries concerning the arrangements to prescribe nilotinib may be directed to Medicare Australia on 1800 700 270 (hours of operation 8 a.m.
to 5 p.m. EST Monday to Friday).

Prescribing information (including Authority Application forms) is available on the Medicare Australia website at www.medicareaustralia.gov.au.
Applications for authority to prescribe nilotinib should be forwarded to:

Medicare Australia

Prior Written Approval of Specialised Drugs
Reply Paid 9826

GPO Box 9826

HOBART TAS 7001.

Authority required
Initial treatment, as the sole PBS-subsidised therapy, of a patient with chronic myeloid leukaemia in chronic or accelerated phase who has failed an
adequate trial of imatinib or dasatinib as first-line treatment.

Failure of an adequate trial of imatinib or dasatinib is defined as:

(i) Lack of response to initial imatinib or dasatinib therapy, defined as either:

— failure to achieve a haematological response after a minimum of 3 months therapy with imatinib or dasatinib for patients initially treated in
chronic phase; or

— failure to achieve any cytogenetic response after a minimum of 6 months therapy with imatinib or dasatinib for patients initially treated in
chronic phase as demonstrated on bone marrow biopsy by presence of greater than 95% Philadelphia chromosome positive cells; or

— failure to achieve a major cytogenetic response or a peripheral blood BCR-ABL level of less than 1% after a minimum of 12 months therapy with
imatinib or dasatinib; OR

(ii) Loss of a previously documented major cytogenetic response (demonstrated by the presence of greater than 35% Ph positive cells on bone
marrow biopsy), during ongoing imatinib or dasatinib therapy; OR

(iii) Loss of a previously demonstrated molecular response (demonstrated by peripheral blood BCR-ABL levels increasing consecutively in value by at
least 5 fold to a level of greater than 0.1% confirmed on a subsequent test), during ongoing imatinib or dasatinib therapy; OR

(iv) Development of accelerated phase in a patient previously prescribed imatinib or dasatinib for the chronic phase of chronic myeloid leukaemia.

Accelerated phase is defined by the presence of 1 or more of the following:
(1) Percentage of blasts in the peripheral blood or bone marrow greater than or equal to 15% but less than 30%; or
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(2) Percentage of blasts plus promyelocytes in the peripheral blood or bone marrow greater than or equal to 30%, provided that blast count is less
than 30%; or

(3) Peripheral basophils greater than or equal to 20%; or

(4) Progressive splenomegaly to a size greater than or equal to 10 cm below the left costal margin to be confirmed on 2 occasions at least 4 weeks
apart, or a greater than or equal to 50% increase in size below the left costal margin over 4 weeks; or

(5) Karyotypic evolution (chromosomal abnormalities in addition to a single Philadelphia chromosome); OR

(v) Disease progression (defined as a greater than or equal to 50% increase in peripheral white blood cell count, blast count, basophils or platelets)
during first-line imatinib or dasatinib therapy in patients with accelerated phase chronic myeloid leukaemia, provided that blast crisis has been
excluded on bone marrow biopsy.

Patients should be commenced on a dose of nilotinib of 400 mg twice daily. Continuing therapy is dependent on patients demonstrating a major
cytogenetic response to nilotinib therapy or a peripheral blood BCR-ABL level of less than 1% within 18 months and thereafter at 12 monthly
intervals.

Applications for authorisation must be in writing and must include:

(a) a completed authority prescription form; and

(b) a completed Chronic Myeloid Leukaemia - Second and Third Line - Supporting Information Form; and

(c) a signed patient acknowledgement; and

(d) a bone marrow biopsy pathology report demonstrating the patient has active chronic myeloid leukaemia, either manifest as cytogenetic
evidence of the Philadelphia chromosome, or RT-PCR level of BCR-ABL transcript greater than 0.1% on the international scale. (The date of the
relevant pathology report needs to be provided); and

(e) where there has been a loss of response to imatinib or dasatinib, a copy of the current confirming pathology report(s) from an Approved
Pathology Authority or details of the dates of assessment in the case of progressive splenomegaly or extramedullary involvement.

Authority required

Continuing treatment, as the sole PBS-subsidised therapy, of a patient who has received initial PBS-subsidised treatment with nilotinib for chronic
myeloid leukaemia, and who has demonstrated either a major cytogenetic response, or less than 1% BCR-ABL level in the blood, to dasatinib in the
preceding 18 months and thereafter at 12 monthly intervals.

Applications for authorisation must be in writing and must include:

(1) a completed authority prescription form; and

(2) a completed Chronic Myeloid Leukaemia - Second and Third Line - Application Form for continuing treatment; and

(3) demonstration of continued response to treatment as evidenced by either:

(a) major cytogenetic response [see Note explaining definitions of response]. Where this has been supplied within the previous 12 months (or 18
months for the initial supply), only the date of the relevant pathology report needs to be provided; or

(b) a peripheral blood level of BCR-ABL of less than 1% on the international scale [see Note explaining definitions of response]. Where this has been
supplied within the previous 12 months (or 18 months for the initial supply), only the date of the relevant pathology report needs to be provided.

Note

The following information applies to the prescribing under the Pharmaceutical Benefits Scheme (PBS) of tyrosine kinase inhibitors (TKI) agents for all
phases of chronic myeloid leukaemia. Where the term TKI agent appears in the following notes and restrictions it refers to dasatinib or nilotinib.
Imatinib mesylate is not approved for use in second or third line treatment.

Patients are eligible for PBS-subsidised treatment with only one of dasatinib or nilotinib at any one time and must not be receiving concomitant
interferon alfa therapy. Eligible patients may only swap between these agents if they have not failed prior PBS-subsidised treatment with that agent.

Nilotinib is not approved for patients in blast crisis.

1. Initial second line treatment
From 1 April 2012, under the PBS, a patient will be able to be prescribed either dasatinib or nilotinib within the initial 18 month treatment period as
second-line therapy, as long as only one agent is approved at a time and providing the patient did not fail that drug as first-line therapy.

During the initial 18 month treatment period, switching between approved second-line agents may only occur for reasons of intolerance, not failure
of response.

2. Initial third line treatment
Third-line treatment with a TKI can only be approved when imatinib is used for first-line treatment. Patients will only be approved for PBS-subsidised
treatment with one third-line agent.

From 1 April 2012, under the PBS, a patient will be able to be prescribed either dasatinib or nilotinib providing the patient did not fail that drug as
first or second line therapy and for nilotinib the patient is not in blast crisis.

3. Continuing treatment for second and third line treatment

All continuing applications are to be written and must include a pathology report demonstrating the patient has responded to PBS-subsidised
treatment as follows:

(i) within 18 months of the commencement of treatment, at which time patients in whom a major cytogenetic response or peripheral blood BCR-
ABL level of less than 1% has been demonstrated may receive authorisation for a further 12 months of treatment; and

(i) at no greater than 12 month intervals thereafter, to demonstrate that the major cytogenetic response or peripheral blood BCR-ABL level of less
than 1% has been sustained.



60

GENERAL PHARMACEUTICAL BENEFITS

Maximum
Dispensed Price  Recordable
for Value for
Name, Restriction, Max. Max. Qty Safety Net
Code Manner of Administration and Form Qty No. of Rpts ~ Premium S S Brand Name and Manufacturer
During second line continuing treatment beyond the initial 18 month treatment period, switching between approved second line TKI agents may
only occur for reason of intolerance. Where there is failure of response, switching may only occur through application for prescription of a third line
agent.
4. Authority approval requirements.
Response criteria to initial treatment with dasatinib or nilotinib:
For the purposes of assessing response to PBS-subsidised treatment with dasatinib or nilotinib, either cytogenetic analysis indicating the number of
Philadelphia positive [t (9;22)] cells in the bone marrow measured by standard karyotyping, or quantitative PCR indicating the relative level of BCR-
ABL transcript in the peripheral blood using the international scale, must be submitted. For bone marrow analyses, where the standard karyotyping
is not informative for technical reasons, a cytogenetic analysis performed on the bone marrow by the use of fluorescence in situ hybridisation (FISH)
with BCR-ABL specific probe must be submitted. The cytogenetic or peripheral blood quantitative PCR analyses must be submitted within 18 months
of the commencement of treatment with dasatinib or nilotinib (patients in whom a major cytogenetic response or peripheral blood BCR-ABL level of
less than 1% is demonstrable by 18 months are eligible to receive continuing treatment with that agent).
5. Definitions of response.
A major cytogenetic response is defined as less than 35% Philadelphia positive bone marrow cells.
A peripheral blood BCR-ABL level of less than 1% on the international scale (Blood 108: 28-37, 2006) also indicates a response, at least the biological
equivalent of a major cytogenetic response.
6. Definitions of loss of response.
Loss of a previously documented major cytogenetic response (demonstrated by the presence of greater than 35% Ph positive cells on bone marrow
biopsy), during ongoing tyrosine kinase inhibitor (TKI) therapy.
Loss of a previously demonstrated molecular response (demonstrated by peripheral blood BCR-ABL levels increasing consecutively in value by at
least 5 fold to a level of greater than 0.1% confirmed on a subsequent test), during ongoing tyrosine kinase inhibitor therapy.
9171Q Capsule 200 mg (as hydrochloride monohydrate) 120 5 . *5872.14 35.40 Tasigna NV
NILOTINIB
Note

Any queries concerning the arrangements to prescribe nilotinib may be directed to Medicare Australia on 1800 700 270 (hours of operation 8 a.m.
to 5 p.m. EST Monday to Friday).

Prescribing information (including Authority Application forms) is available on the Medicare Australia website at www.medicareaustralia.gov.au.
Applications for authority to prescribe nilotinib should be forwarded to:

Medicare Australia

Prior Written Approval of Specialised Drugs
Reply Paid 9826

GPO Box 9826

HOBART TAS 7001.

Authority required
Initial treatment, as the sole PBS-subsidised therapy, of a patient in the chronic phase of chronic myeloid leukaemia expressing the Philadelphia
chromosome or the transcript, BCR-ABL tyrosine kinase, and who has a primary diagnosis of chronic myeloid leukaemia.

Applications under this restriction will be limited to provide patients with a maximum of 18 months of therapy with dasatinib, imatinib or nilotinib
from the date the first application for initial treatment was approved.

Patients should be commenced on a dose of nilotinib of 300 mg twice daily. Continuing therapy is dependent on patients demonstrating a response
to nilotinib therapy following the initial 18 months of treatment and at 12 monthly intervals thereafter.

Applications for authorisation must be in writing and must include:

(1) a completed authority prescription form; and

(2) a completed Chronic Myeloid Leukaemia - Chronic Phase, First Line - Supporting Information form [may be downloaded from the Medicare
Australia website (www.medicareaustralia.gov.au)]; and

(3) a pathology cytogenetic report conducted on peripheral blood or bone marrow supporting the diagnosis of chronic myeloid leukaemia to confirm
eligibility for treatment, or a qualitative PCR report documenting the presence of the BCR-ABL transcript in either peripheral blood or bone marrow;
and

(4) a signed patient acknowledgement form.

Authority required

Continuing treatment, as the sole PBS-subsidised therapy, of a patient who has received initial PBS-subsidised treatment with nilotinib for the
chronic phase of chronic myeloid leukaemia and who has demonstrated either a major cytogenetic response or less than 1% BCR-ABL level in the
blood.
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Applications for authorisation must be in writing and must include:

(1) a completed authority prescription form; and

(2) demonstration of continued response to treatment as evidenced by either:

(a) major cytogenetic response [see Note explaining requirements]. Where this has been supplied within the previous 12 months, only the date of
the relevant pathology report need be provided; or

(b) a peripheral blood level of BCR-ABL of less than 1% on the international scale [see Note explaining requirements]. Where this has been supplied
within the previous 12 months, only the date of the relevant pathology report need be provided.

Note

The following information applies to the prescribing under the Pharmaceutical Benefits Scheme (PBS) of tyrosine kinase inhibitors (TKI) agents for
the chronic phase of chronic myeloid leukaemia. Where the term TKI agent appears in the following notes and restrictions it refers to imatinib
mesylate, dasatinib or nilotinib.

Patients are eligible for PBS-subsidised treatment with only one TKI agent at any one time and must not be receiving concomitant interferon alfa
therapy. Eligible patients may only swap between TKI agents if they have not failed prior PBS-subsidised treatment with that agent.

1. Initial treatment - imatinib mesylate, dasatinib and nilotinib
From 1 April 2012, under the PBS, a patient will be able to be prescribed any of imatinib mesylate, dasatinib or nilotinib within the initial 18 month
treatment period, as long as only one agent is used at a time and providing the patient has not failed to respond to any one of these TKIs.

During the initial 18 month treatment period, switching between approved first-line agents may only occur for reasons of intolerance, not failure of
response.

2. Continuing treatment with imatinib mesylate - first-line
First continuing applications are to be written and must include a pathology report demonstrating the patient has responded to the initial course of
treatment.

Second and subsequent authority applications for continuing therapy with imatinib mesylate may be made on the telephone by contacting Medicare
Australia on 1800 700 720 (hours of operation 8 a.m. to 5 p.m. EST Monday to Friday). Patients must maintain a major cytogenetic response or have
a peripheral blood BCR-ABL of less than 1% to receive continuing therapy.

3. Continuing treatment with dasatinib or nilotinib - first-line

All continuing applications are to be written and must include a pathology report demonstrating the patient has responded to PBS-subsidised
treatment as follows:

(i) within 18 months of the commencement of treatment, at which time patients in whom a major cytogenetic response or peripheral blood BCR-
ABL level of less than 1% has been demonstrated may receive authorisation for a further 12 months of treatment; and

(i) at no greater than 12 month intervals thereafter, to demonstrate that the major cytogenetic response or peripheral blood BCR-ABL level of less
than 1% has been sustained.

4. For imatinib mesylate, dasatinib and nilotinib
During continuing therapy beyond the initial 18 month treatment period, switching between approved first-line agents may only occur for reason of
intolerance. Where there is failure of response, switching may only occur through application for prescription of second-line agents.

Where a patient has previously received PBS-subsidised treatment with imatinib mesylate, dasatinib or nilotinib no approval will be granted for PBS-
subsidised re-treatment in the chronic phase of chronic myeloid leukaemia, where that patient has at any time failed to meet the response criteria
whilst on that TKI agent.

5. Authority approval requirements.

Response criteria to initial treatment with imatinib mesylate, dasatinib or nilotinib:

For the purposes of assessing response to PBS-subsidised treatment with imatinib mesylate, dasatinib or nilotinib either cytogenetic analysis
indicating the number of Philadelphia positive [t (9;22)] cells in the bone marrow measured by standard karyotyping, or quantitative PCR indicating
the relative level of BCR-ABL transcript in the peripheral blood using the international scale, must be submitted. For bone marrow analyses, where
the standard karyotyping is not informative for technical reasons, a cytogenetic analysis performed on the bone marrow by the use of fluorescence
in situ hybridisation (FISH) with BCR-ABL specific probe must be submitted. The cytogenetic or peripheral blood quantitative PCR analyses must be
submitted within 18 months of the commencement of treatment with imatinib mesylate, dasatinib or nilotinib (patients in whom a major
cytogenetic response or peripheral blood BCR-ABL level of less than 1% is demonstrable by 18 months are eligible to receive continuing treatment
with that agent).

6. Definitions of response.

A major cytogenetic response is defined as less than 35% Philadelphia positive bone marrow cells.

A peripheral blood BCR-ABL level of less than 1% on the international scale (Blood 108: 28-37, 2006) also indicates a response, at least the biological
equivalent of a major cytogenetic response.

7. Definitions of loss of response.
Loss of a previously documented major cytogenetic response (demonstrated by the presence of greater than 35% Ph positive cells on bone marrow
biopsy), during ongoing tyrosine kinase inhibitor (TKI) therapy.

Loss of a previously demonstrated molecular response (demonstrated by peripheral blood BCR-ABL levels increasing consecutively in value by at
least 5 fold to a level of greater than 0.1% confirmed on a subsequent test), during ongoing tyrosine kinase inhibitor therapy.
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1309X Capsule 150 mg (as hydrochloride monohydrate) 120 5 . *4467.87 35.40 Tasigna NV
OLANZAPINE
Authority required (STREAMLINED)
1589
Schizophrenia;
2044
Maintenance treatment of bipolar | disorder.
Note
Shared Care Model:
For prescribing by nurse practitioners where care of a patient is shared between a nurse practitioner and medical practitioner in a formalised
arrangement with an agreed management plan. Further information can be found in the Explanatory Notes for Nurse Practitioners.
Note
Pharmaceutical benefits that have the form olanzapine tablet 2.5 mg and pharmaceutical benefits that have the form olanzapine tablet 2.5 mg (as
benzoate) are equivalent for the purposes of substitution.
1024X Tablet 2.5 mg (as benzoate) 28 5 . 46.73 3540 ? Olanzapine GQ
NP generichealth
2.5
8170B Tablet 2.5 mg 28 5 . 46.73 3540 ? APO-Olanzapine TX
NP
@ Chem mart CH
Olanzapine
?  lLanzek EL
?  Olanzapine-DRLA RZ
@ Olanzapine-GA GM
@ Olanzapine-PS FZ
@ Olanzapine RBX RA
#  Olanzapine Sandoz ~ S7
@ 0zin2.5 DO
2 Terry White TW
Chemists
Olanzapine
@ Zylap 2.5 QA
@ Zypine AF
?  Zyprexa LY
OLANZAPINE
Authority required (STREAMLINED)
1589
Schizophrenia;
2044
Maintenance treatment of bipolar | disorder.
Note
Shared Care Model:
For prescribing by nurse practitioners where care of a patient is shared between a nurse practitioner and medical practitioner in a formalised
arrangement with an agreed management plan. Further information can be found in the Explanatory Notes for Nurse Practitioners.
Note
Pharmaceutical benefits that have the form olanzapine tablet 5 mg and pharmaceutical benefits that have the form olanzapine tablet 5 mg (as
benzoate) are equivalent for the purposes of substitution.
1037N Tablet 5 mg (as benzoate) 28 5 . 84.41 3540 ? Olanzapine GQ
NP generichealth 5
8185T Tablet 5 mg 28 5 . 84.41 3540 ? APO-Olanzapine TX
NP
@ Chem mart CH
Olanzapine
?  lanzek EL

@ Olanzapine-DRLA RZ
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2 Olanzapine-GA GM
@ Olanzapine-PS FZ
@ Olanzapine RBX RA
@ Olanzapine Sandoz ~ S7
? 0zin5 DO
@ Terry White TW
Chemists
Olanzapine
®  Zylap5 QA
@ Zypine AF
@ Zyprexa LY
OLANZAPINE
Authority required (STREAMLINED)
1589
Schizophrenia;
2044
Maintenance treatment of bipolar | disorder.
Note
Shared Care Model:
For prescribing by nurse practitioners where care of a patient is shared between a nurse practitioner and medical practitioner in a formalised
arrangement with an agreed management plan. Further information can be found in the Explanatory Notes for Nurse Practitioners.
Note
Pharmaceutical benefits that have the form olanzapine tablet 7.5 mg and pharmaceutical benefits that have the form olanzapine tablet 7.5 mg (as
benzoate) are equivalent for the purposes of substitution.
1041T Tablet 7.5 mg (as benzoate) 28 5 124.60 3540 2 Olanzapine GQ
NP generichealth
7.5
8186W  Tablet 7.5mg 28 5 124.60 3540 2 APO-Olanzapine X
NP
@ Chem mart CH
Olanzapine
?  Lanzek EL
@ Olanzapine-DRLA RZ
@ Olanzapine-GA GM
@ Olanzapine-PS FZ
?  Olanzapine RBX RA
@ Olanzapine Sandoz ~ S7
& 0zin7.5 DO
@ Terry White TW
Chemists
Olanzapine
2 Zylap7.5 QA
@ Zypine AF
@ Zyprexa LY
OLANZAPINE
Authority required (STREAMLINED)
1589
Schizophrenia;
2044

Maintenance treatment of bipolar | disorder.
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Note

Shared Care Model:

For prescribing by nurse practitioners where care of a patient is shared between a nurse practitioner and medical practitioner in a formalised
arrangement with an agreed management plan. Further information can be found in the Explanatory Notes for Nurse Practitioners.

Note
Pharmaceutical benefits that have the form olanzapine tablet 10 mg and pharmaceutical benefits that have the form olanzapine tablet 10 mg (as
benzoate) are equivalent for the purposes of substitution.

1042W Tablet 10 mg (as benzoate) 28 5 . 164.00 3540 2 Olanzapine GQ
NP generichealth 10
8187X Tablet 10 mg 28 5 . 164.00 3540 ?* APO-Olanzapine TX
NP
@ Chem mart CH
Olanzapine
2 Lanzek EL
@ Olanzapine-DRLA RZ
@ Olanzapine-GA GM
@ Olanzapine-PS FZ
@ Olanzapine RBX RA
@  Olanzapine Sandoz ~ S7
@ 0zin10 DO
@ Terry White TW
Chemists
Olanzapine
2 Zylap 10 QA
® Zypine AF
@ Zyprexa LY

OLANZAPINE

Authority required (STREAMLINED)
1589

Schizophrenia;

2044
Maintenance treatment of bipolar | disorder.

Note

Shared Care Model:

For prescribing by nurse practitioners where care of a patient is shared between a nurse practitioner and medical practitioner in a formalised
arrangement with an agreed management plan. Further information can be found in the Explanatory Notes for Nurse Practitioners.

Note
Pharmaceutical benefits that have the form olanzapine tablet 5 mg (orally disintegrating) and pharmaceutical benefits that have the form olanzapine
wafer 5 mg are equivalent for the purposes of substitution.

3381Y Tablet 5 mg (orally disintegrating) 28 5 . 84.41 3540 2 APO-Olanzapine X
NP oDT
@ Chem mart CH
Olanzapine ODT
@ Olanzapine-GA GM
oDT
@ Olanzapine ODT- RZ
DRLA
#  PSOlanzapine ODT  FZ
@ Terry White TW
Chemists
Olanzapine ODT
@ Zylap ODT5 QA
8433W Wafer 5 mg 28 5 . 84.41 3540 ? Lanzek Zydis EL
NP
@ Zypine ODT AF

Zyprexa Zydis LY
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OLANZAPINE
Authority required (STREAMLINED)
1589
Schizophrenia;
2044
Maintenance treatment of bipolar | disorder.
Note
Shared Care Model:
For prescribing by nurse practitioners where care of a patient is shared between a nurse practitioner and medical practitioner in a formalised
arrangement with an agreed management plan. Further information can be found in the Explanatory Notes for Nurse Practitioners.
Note
Pharmaceutical benefits that have the form olanzapine tablet 10 mg (orally disintegrating) and pharmaceutical benefits that have the form
olanzapine wafer 10 mg are equivalent for the purposes of substitution.
3382B Tablet 10 mg (orally disintegrating) 28 5 . 164.00 3540 ? APO-Olanzapine X
NP oDT
@ Chem mart CH
Olanzapine ODT
@ Olanzapine-GA GM
OoDT
@ Olanzapine ODT- RZ
DRLA
#  PSOlanzapine ODT  FZ
@ Terry White TW
Chemists
Olanzapine ODT
@ Zylap ODT 10 QA
8434X Wafer 10 mg 28 5 . 164.00 3540 ? Lanzek Zydis EL
NP
2 Zypine ODT AF
2 Zyprexa Zydis LY
OLANZAPINE
Authority required (STREAMLINED)
1589
Schizophrenia;
2044
Maintenance treatment of bipolar | disorder.
Note
Shared Care Model:
For prescribing by nurse practitioners where care of a patient is shared between a nurse practitioner and medical practitioner in a formalised
arrangement with an agreed management plan. Further information can be found in the Explanatory Notes for Nurse Practitioners.
Note
Pharmaceutical benefits that have the form olanzapine tablet 15 mg (orally disintegrating) and pharmaceutical benefits that have the form
olanzapine wafer 15 mg are equivalent for the purposes of substitution.
3384D Tablet 15 mg (orally disintegrating) 28 5 . 239.29 3540 ? APO-Olanzapine X
NP OoDT
@ Chem mart CH
Olanzapine ODT
@ Terry White TW
Chemists
Olanzapine ODT
8952F Wafer 15 mg 28 5 . 239.29 3540 ? Zyprexa Zydis LY

NP
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OLANZAPINE
Authority required (STREAMLINED)
1589
Schizophrenia;
2044
Maintenance treatment of bipolar | disorder.
Note
Shared Care Model:
For prescribing by nurse practitioners where care of a patient is shared between a nurse practitioner and medical practitioner in a formalised
arrangement with an agreed management plan. Further information can be found in the Explanatory Notes for Nurse Practitioners.
Note
Pharmaceutical benefits that have the form olanzapine tablet 20 mg (orally disintegrating) and pharmaceutical benefits that have the form
olanzapine wafer 20 mg are equivalent for the purposes of substitution.
3385E Tablet 20 mg (orally disintegrating) 28 5 . 310.90 3540 ? APO-Olanzapine X
NP oDT
@ Chem mart CH
Olanzapine ODT
@ Terry White TW
Chemists
Olanzapine ODT
8953F Wafer 20 mg 28 5 . 310.90 3540 ? Zyprexa Zydis LY
NP
PANTOPRAZOLE SODIUM SESQUIHYDRATE
Restricted benefit
Gastro-oesophageal reflux disease.
Restricted benefit
Scleroderma oesophagus;
Zollinger-Ellison syndrome.
8399C Tablet (enteric coated), equivalent to 20 mg 30 5 . 13.77 14.86 2 APO-Pantoprazole TX
NP pantoprazole
@ Chem mart CH
Pantoprazole
2 Ozpan RA
@ Panto NZ
@ Ppantofast 20 RZ
2 Pantoloc NH
@ Pantoprazole-GA GM
?  Pantoprazole GQ
generichealth
@ Pantoprazole-PS FZ
@ Pantoprazole SZ
Sandoz
@ Salpraz AF
?  Somac NQ
@ Terry White TW
Chemists

Pantoprazole
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ABATACEPT

Note

Any queries concerning the arrangements to prescribe abatacept may be directed to Medicare Australia on 1800 700 270 (hours of operation 8 a.m.
to 5 p.m. EST Monday to Friday).

Further prescribing information (including Authority Application Forms) is on the Medicare Australia website at www.medicareaustralia.gov.au.
Written applications for authority to prescribe abatacept should be forwarded to:

Medicare Australia

Prior Written Approval of Specialised Drugs
Reply Paid 9826

GPO Box 9826

HOBART TAS 7001;

Note
TREATMENT OF ADULT PATIENTS WITH SEVERE ACTIVE RHEUMATOID ARTHRITIS

The following information applies to the prescribing under the Pharmaceutical Benefits Scheme (PBS) of the biological disease modifying anti-
rheumatic drugs (0DMARDs) for adults with severe active rheumatoid arthritis. Where the term bDMARD appears in the following notes and
restrictions it refers to the tumour necrosis factor (TNF) alfa antagonists (adalimumab, certolizumab pegol, etanercept, golimumab, infliximab), the
chimeric anti-CD20 monoclonal antibody (rituximab), the interleukin-6 inhibitor (tocilizumab) and the T-cell co-stimulation modulator (abatacept).

Patients are eligible for PBS-subsidised treatment with only 1 of the above biological disease modifying anti-rheumatic drugs at any 1 time.

PBS-subsidised abatacept, golimumab, infliximab and rituximab must be used in combination with methotrexate at a dose of at least 7.5 mg weekly.
Where a patient cannot tolerate 7.5 mg of methotrexate weekly, they are eligible to receive PBS-subsidised adalimumab, certolizumab pegol,
etanercept and tocilizumab.

In order to be eligible to receive PBS-subsidised treatment with rituximab, a patient must have already failed to demonstrate a response to at least 1
course of treatment with a PBS-subsidised TNF-alfa antagonist.

A patient receiving PBS-subsidised bDMARD therapy may swap to an alternate bDMARD without having to experience a disease flare. Under these
interchangeability arrangements:

— a patient may continue to receive long-term treatment with a PBS-subsidised bDMARD while they continue to show a response to therapy,

— a patient cannot trial and fail, or cease to respond to, the same PBS-subsidised bDMARD more than once, and

— once a patient has either failed or ceased to respond to treatment 5 times, they will not be eligible to receive further PBS-subsidised bDMARDs
for the treatment of rheumatoid arthritis.

For patients who have failed PBS-subsidised treatment with 2 or 3 TNF-alfa antagonists prior to 1 August 2010 please contact Medicare Australia on
1800 700 270.

A patient whose most recent course of PBS-subsidised therapy was with rituximab and whose response to this treatment is sustained for more than
12 months, may apply for a further course of rituximab under the Continuing treatment restriction. A patient who has failed fewer than 5 bDMARDs
and who has a break in therapy of less than 24 months may commence a further course of treatment with a bDMARD without having to requalify
under the Initial 1 treatment restriction. A patient who has failed fewer than 5 bDMARDs and who has had a break in therapy of longer than 24
months must requalify for treatment under the Initial 1 treatment restriction.

The length of a treatment break is measured from the date the most recent treatment with PBS-subsidised bDMARD treatment is stopped to the
date of the new application for treatment with a bDMARD.

(1) How to prescribe PBS-subsidised bDMARD therapy after 1 August 2010.

(a) Initial treatment.

Applications for initial treatment should be made where:

(i) a patient has received no prior PBS-subsidised bDMARD treatment and wishes to commence such therapy, excluding rituximab (Initial 1); or

(i) a patient wishes to re-commence treatment with a bDMARD following a break in PBS-subsidised therapy of more than 24 months (Initial 1); or
(iii) a patient has received prior PBS-subsidised (initial or continuing) bDMARD therapy and wishes to trial an alternate agent (Initial 2) [further
details are under 'Swapping therapy' below]; or

(iv) a patient wishes to re-commence treatment with a specific b(DMARD following a break of less than 24 months in PBS-subsidised therapy with
that agent (Initial 2).

Initial applications for new or re-commencing patients (Initial 1) must include a joint count and ESR and/or CRP measured at the completion of the 6
month intensive DMARD trial, but prior to ceasing DMARD therapy.

Initial treatment authorisations will be limited to provide a maximum of 16 weeks of therapy for abatacept, adalimumab, etanercept, golimumab
and tocilizumab, 18 to 20 weeks of therapy with certolizumab pegol (depending upon the dosing regimen), 22 weeks of therapy for infliximab and 2
infusions of rituximab.
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A patient must be assessed for response to any course of initial PBS-subsidised treatment (excluding rituximab) following a minimum of 12 weeks of
therapy and this assessment must be submitted to Medicare Australia no later than 4 weeks from the date that course was ceased.

Rituximab patients must be assessed following a minimum of 12 weeks after the first infusion, and this assessment must be submitted to Medicare
Australia within 4 weeks.

Where a response assessment is not submitted to Medicare Australia within these timeframes, the patient will be deemed to have failed to respond
to treatment with that bDMARD.

For second and subsequent courses of PBS-subsidised bDMARD (excluding rituximab) treatment it is recommended that a patient is reviewed in the
month prior to completing their current course of treatment and that an application is submitted to Medicare Australia no later than 2 weeks prior
to the patient completing their current treatment course.

Abatacept patients:

Patients are eligible to receive one I.V. loading dose when commencing treatment with the subcutaneous formulation. For these patients two
prescriptions are required, the first prescription for the 1.V. loading dose for sufficient vials for one dose based on the patient's weight with no
repeats. The second prescription for the pre-filled syringes, with a maximum quantity of 4 and up to 3 repeats, must be submitted with the initial
application.

Rituximab patients:
A further application may be submitted to Medicare Australia 24 weeks after the first infusion. New baselines may be submitted with this
application if appropriate.

(b) Continuing treatment.

Following the completion of an initial treatment course with a specific bLDMARD (excluding rituximab), a patient may qualify to receive up to 24
weeks of continuing treatment with that drug providing they have demonstrated an adequate response to treatment. The patient remains eligible to
receive continuing bDMARD treatment with the same drug in courses of up to 24 weeks providing they continue to sustain the response.

Itis recommended that a patient be reviewed in the month prior to completing their current course of treatment to ensure uninterrupted bDMARD
supply.

Assessments of response to a course of PBS-subsidised therapy must be submitted to Medicare Australia no later than 4 weeks from the date that
course was ceased.

Rituximab patients:

A patient may qualify to receive a further course of treatment (every 24 weeks) with this agent providing they have demonstrated an adequate
response to treatment following a minimum of 12 weeks after the first infusion of their most recent treatment with rituximab. The patient remains
eligible to receive a course of rituximab every 24 weeks providing they continue to demonstrate a response as specified in the restriction.

Where a response assessment is not submitted to Medicare Australia within these timeframes, the patient will be deemed to have failed to respond
to treatment with that bDMARD.

(2) Swapping therapy.

Once initial treatment with the first PBS-subsidised bDMARD is approved, a patient may swap to an alternate bDMARD without having to requalify
with respect to the indices of disease severity (i.e. the erythrocyte sedimentation rate (ESR), the C-reactive protein (CRP) levels and the joint count)
or the prior non-bDMARD therapy requirements, except if the patient has had a break in therapy of more than 24 months. However the
requirement for concomitant treatment with methotrexate, where it applies, must be met for each bDMARD trialled.

Patients who are not able to complete a minimum of 12 weeks of an initial treatment course will be deemed to have failed treatment with that
agent.

A patient may trial an alternate bDMARD at any time, regardless of whether they are receiving therapy (initial or continuing) with a bDMARD at the
time of the application. However, they cannot swap to a particular bDMARD if they have failed to respond to prior treatment with that drug.

Abatacept patients:
Patients swapping from I.V. abatacept to subcutaneous abatacept will not be eligible for an I.V. loading dose when commencing treatment with the
subcutaneous formulation.

In order to trial rituximab, a patient must have trialled and failed to demonstrate a response to at least 1 PBS-subsidised TNF-alfa antagonist
treatment.

To ensure a patient receives the maximum treatment opportunities allowed under the interchangeability arrangements, it is important that they are
assessed for response to every course of treatment approved, within the timeframes specified in the relevant restriction.

PBS subsidy does not allow for patients to receive treatment with another PBS-subsidised biological agent during the required treatment-free period
applying to patients who have demonstrated a response to their most recent course of rituximab. This means that patients who have demonstrated
a response to a course of rituximab must have a PBS-subsidised biological therapy treatment-free period of at least 22 weeks, immediately following
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the second infusion, before swapping to an alternate bDMARD. Patients who fail to respond to rituximab and who qualify and wish to trial a course
of an alternate bDMARD may do so without having to have any treatment-free period.

To avoid confusion, an application for a patient who wishes to swap to an alternate bDMARD should be accompanied by the approved authority
prescription or remaining repeats for the bDMARD the patient is ceasing.

Note
(3) Baseline measurements to determine response.

Medicare Australia will determine whether a response to treatment has been demonstrated based on the baseline measurements of the joint count,
ESR and/or CRP submitted with the first authority application for a bDMARD. However, prescribers may provide new baseline measurements any
time that an initial treatment authority application is submitted and Medicare Australia will assess response according to these revised baseline
measurements.

To ensure consistency in determining response, the same indices of disease severity used to establish baseline at the commencement of treatment
with each initial treatment application must be provided for all subsequent continuing treatment applications. Therefore, where only an ESR or CRP
level is provided at baseline, an ESR or CRP level respectively must be provided to determine response. Similarly, where the baseline active joint
count is based on total active joints (i.e. more than 20 active joints), response will be determined according to the reduction in the total number of
active joints. Where the baseline is determined on total number of major joints, the response must be demonstrated on the total number of major
joints.

Except as specified under the Initial 1 treatment restriction, a baseline joint count and ESR and/or CRP should be performed whilst the patient is still
on treatment or within 1 month of ceasing prior treatment. Applications under the Initial 1 treatment restriction for new or re-commencing patients
must include a joint count and ESR and/or CRP measured at the completion of the 6 month intensive DMARD trial, but prior to ceasing DMARD
therapy.

Authority required
Initial 1 (new patient or patient re-commencing after a break of more than 24 months)

Initial PBS-subsidised treatment with abatacept, in combination with methotrexate at a dose of at least 7.5 mg weekly, by a rheumatologist or
clinical immunologist with expertise in the management of rheumatoid arthritis, of adults who:

(a) have severe active rheumatoid arthritis; and

(b) have received no PBS-subsidised treatment with a bDMARD for this condition in the previous 24 months; and

(c) have failed, in the 24 months immediately prior to the date of application, to achieve an adequate response to at least 6 months of intensive
treatment with disease modifying anti-rheumatic drugs (DMARDs), which must include at least 3 months continuous treatment with each of at least
2 DMARDs, one of which must be methotrexate at a dose of at least 20 mg weekly and one of which must be:

— hydroxychloroquine at a dose of at least 200 mg daily; or

— leflunomide at a dose of at least 10 mg daily; or

— sulfasalazine at a dose of at least 2 g daily.

If methotrexate is contraindicated according to the TGA-approved product information or cannot be tolerated at a 20 mg weekly dose, then the 6
months of intensive DMARD treatment must include at least 3 months continuous treatment with each of at least 2 of the DMARDs:

— hydroxychloroquine at a dose of at least 200 mg daily; and/or

— leflunomide at a dose of at least 10 mg daily; and/or

— sulfasalazine at a dose of at least 2 g daily.

The application must include details of the contraindication or intolerance to methotrexate. Details of the toxicities, including severity, which will be
accepted for the purposes of exempting a patient from the requirement to undertake a minimum 3 month trial of methotrexate at a 20 mg weekly
dose can be found on the Medicare Australia website [www.medicareaustralia.gov.au]. The maximum tolerated dose of methotrexate must be
documented in the application, if applicable.

If 3 or more of methotrexate, hydroxychloroquine, leflunomide and sulfasalazine are contraindicated according to the relevant TGA-approved
product information or cannot be tolerated at the doses specified above, then one or more of the following DMARDs may be used in place of these
agents in order to satisfy the requirement for a trial of 6 months of intensive DMARD therapy with at least 2 DMARDs taken continuously for at least
3 months each:

— azathioprine at a dose of at least 1 mg/kg per day; and/or

— cyclosporin at a dose of at least 2 mg/kg/day; and/or

— sodium aurothiomalate at a dose of 50 mg weekly.

The application must include details of the DMARDs trialled, their doses and duration of treatment, and all relevant contraindications and/or
intolerances. Details of the toxicities, including severity, which will be accepted as a reason for substituting azathioprine, cyclosporin or sodium
aurothiomalate for another DMARD as part of the 6 month intensive DMARD trial can be found on the Medicare Australia website
[www.medicareaustralia.gov.au].

The requirement to trial at least 2 DMARDs for periods of at least 3 months each can be met using single agents sequentially or by using one or more
combinations of DMARDs.
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If the requirement to trial 6 months of intensive DMARD therapy with at least 2 DMARDs cannot be met because of contraindications and/or
intolerances of a severity necessitating permanent treatment withdrawal to all of the DMARDs specified above, details of the contraindication or
intolerance and dose for each DMARD must be provided in the authority application. Details of the toxicities, including severity, which will be
accepted for the purposes of exempting a patient from the requirement for a 6 month trial of intensive DMARD therapy can be found on the
Medicare Australia website [www.medicareaustralia.gov.au].

The following criteria indicate failure to achieve an adequate response and must be demonstrated in all patients at the time of the initial application:
an elevated erythrocyte sedimentation rate (ESR) greater than 25 mm per hour or a C-reactive protein (CRP) level greater than 15 mg per L;

AND either

(i) a total active joint count of at least 20 active (swollen and tender) joints; or

(ii) at least 4 active joints from the following list of major joints:

— elbow, wrist, knee and/or ankle (assessed as swollen and tender); and/or

— shoulder and/or hip (assessed as pain in passive movement and restriction of passive movement, where pain and limitation of movement are due
to active disease and not irreversible damage such as joint destruction or bony overgrowth).

The joint count and ESR and/or CRP must be determined at the completion of the 6 month intensive DMARD trial, but prior to ceasing DMARD
therapy. All measures must be no more than one month old at the time of initial application.

If the above requirement to demonstrate an elevated ESR or CRP cannot be met, the application must state the reason this criterion cannot be
satisfied.

Where the baseline active joint count is based on total active joints (i.e. more than 20 active joints), response will be determined according to the
reduction in the total number of active joints. Where the baseline is determined on total number of major joints, the response must be
demonstrated on the total number of major joints. If only an ESR or CRP level is provided with the initial application, the same marker will be used to
determine response.

The authority application must be made in writing and must include:

(1) a completed authority prescription form; and

(2) a completed Rheumatoid Arthritis PBS Authority Application - Supporting Information Form [may be downloaded from the Medicare Australia
website (www.medicareaustralia.gov.au)]; and

(3) a signed patient acknowledgement.

A maximum of 16 weeks of treatment will be authorised under this restriction.

At the time of the authority application, medical practitioners should request the appropriate quantity of vials, based on the weight of the patient,
to provide sufficient for a single infusion. Up to a maximum of 4 repeats may be authorised.

Where fewer than 4 repeats are requested at the time of the initial application, authority approvals for sufficient repeats to complete a maximum of
16 weeks of treatment may be requested by telephone by contacting Medicare Australia on 1800 700 270 (hours of operation 8 a.m. to 5 p.m. EST
Monday to Friday).

Assessment of a patient's response to an initial course of treatment must be made after at least 12 weeks of treatment so that there is adequate
time for a response to be demonstrated. This assessment, which will be used to determine eligibility for continuing treatment, must be submitted to
Medicare Australia no later than 1 month from the date of completion of this initial course of treatment. Where a response assessment is not
undertaken and submitted to Medicare Australia within these timeframes, the patient will be deemed to have failed to respond to treatment with
abatacept.

Patients who fail to demonstrate a response to treatment with abatacept under this restriction will not be eligible to receive further PBS-subsidised
treatment with this drug for this condition.

Authority required
Initial 2 (change or re-commencement after break of less than 24 months)

Initial course of PBS-subsidised treatment with abatacept, in combination with methotrexate at a dose of at least 7.5 mg weekly, by a
rheumatologist or clinical immunologist with expertise in the management of rheumatoid arthritis, of adults who:

(a) have a documented history of severe active rheumatoid arthritis; and

(b) have received prior PBS-subsidised bDMARD treatment for this condition and are eligible to receive further bDMARD therapy.

The authority application must be made in writing and must include:

(1) a completed authority prescription form; and

(2) a completed Rheumatoid Arthritis PBS Authority Application - Supporting Information Form [may be downloaded from the Medicare Australia
website (www.medicareaustralia.gov.au)].

Applications for patients who have received PBS-subsidised treatment with abatacept and who wish to re-commence therapy with this drug, must
be accompanied by evidence of a response to the patient's most recent course of PBS-subsidised abatacept treatment, within the timeframes
specified below.

A maximum of 16 weeks of treatment will be authorised under this restriction.

At the time of the authority application, medical practitioners should request the appropriate quantity of vials, based on the weight of the patient,
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to provide sufficient for a single infusion. Up to a maximum of 4 repeats may be authorised.
Where fewer than 4 repeats are requested at the time of the initial application, authority approvals for sufficient repeats to complete a maximum of
16 weeks of treatment may be requested by telephone by contacting Medicare Australia on 1800 700 270 (hours of operation 8 a.m. to 5 p.m. EST
Monday to Friday).
Where the most recent course of PBS-subsidised abatacept treatment was approved under either of the initial 1 or 2 treatment restrictions, patients
must have been assessed for response following a minimum of 12 weeks of therapy. This assessment must be provided to Medicare Australia no
later than 4 weeks from the date that course was ceased.
Where the most recent course of PBS-subsidised abatacept treatment was approved under the continuing treatment criteria, patients must have
been assessed for response, and the assessment must be submitted to Medicare Australia no later than 4 weeks from the date that course was
ceased.
Patients who fail to demonstrate a response to treatment with abatacept under this restriction will not be eligible to receive further PBS-subsidised
treatment with this drug for this condition.
Authority required
Continuing treatment
Continuing PBS-subsidised treatment with abatacept, in combination with methotrexate at a dose of at least 7.5 mg weekly, by a rheumatologist or
clinical immunologist with expertise in the management of rheumatoid arthritis, of adults:
(a) who have a documented history of severe active rheumatoid arthritis; and
(b) who have demonstrated an adequate response to treatment with abatacept; and
(c) whose most recent course of PBS-subsidised bDMARD treatment was with abatacept.
An adequate response to treatment is defined as:
an ESR no greater than 25 mm per hour or a CRP level no greater than 15 mg per L or either marker reduced by at least 20% from baseline;
AND either of the following:
(i) a reduction in the total active (swollen and tender) joint count by at least 50% from baseline, where baseline is at least 20 active joints; or
(i) a reduction in the number of the following major active joints, from at least 4, by at least 50%:
— elbow, wrist, knee and/or ankle (assessed as swollen and tender); and/or
— shoulder and/or hip (assessed as pain in passive movement and restriction of passive movement, where pain and limitation of movement are due
to active disease and not irreversible damage such as joint destruction or bony overgrowth).
The authority application must be made in writing and must include:
(1) a completed authority prescription form; and
(2) a completed Rheumatoid Arthritis PBS Authority Application - Supporting Information Form [may be downloaded from the Medicare Australia
website (www.medicareaustralia.gov.au)].
A maximum of 24 weeks of treatment will be approved under this restriction.
At the time of the authority application, medical practitioners should request the appropriate quantity of vials, based on the weight of the patient,
to provide sufficient for a single infusion. Up to a maximum of 5 repeats may be authorised.
Where fewer than 5 repeats are requested at the time of the application, authority approvals for sufficient repeats to complete a maximum of 24
weeks of treatment may be requested by telephone by contacting Medicare Australia on 1800 700 270 (hours of operation 8 a.m. to 5 p.m. EST
Monday to Friday).
All applications for continuing treatment with abatacept must include a measurement of response to the prior course of therapy. This assessment
must be provided to Medicare Australia no later than 4 weeks from the cessation of that treatment course. If the application is the first application
for continuing treatment with abatacept, it must be accompanied by an assessment of response to a minimum of 12 weeks of treatment with an
initial treatment course.
Patients who fail to demonstrate a response to treatment with abatacept under this restriction will not be eligible to receive further PBS-subsidised
treatment with this drug for this condition.
Note
Special Pricing Arrangements apply.
5605B Powder for L.V. infusion 250 mg 1 . . 504.43 Orencia BQ
AMBRISENTAN
Caution

Ambrisentan is a category X drug and must not be given to pregnant women. Pregnancy must be avoided during treatment and for at least 3 months
following cessation of treatment with this drug.

Note
Any queries concerning the arrangements to prescribe ambrisentan may be directed to Medicare Australia on 1800 700 270 (hours of operation
8 a.m. to 5 p.m. EST Monday to Friday).
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Written applications for authority to prescribe PAH agents should be forwarded to:

Medicare Australia

Prior Written Approval of Specialised Drugs
Reply Paid 9826

GPO Box 9826

HOBART TAS 7001;

Note

The following information applies to the prescribing under the Pharmaceutical Benefits Scheme (PBS) of agents for primary pulmonary hypertension
and pulmonary arterial hypertension. Where the term PAH agents appears in the following notes and restrictions it refers to bosentan monohydrate,
iloprost trometamol, epoprostenol sodium, sildenafil citrate, ambrisentan and tadalafil.

Patients are eligible for PBS-subsidised treatment with only 1 of the above PAH agents at any 1 time. Eligible patients may only swap between PAH
agents if they have not failed prior PBS-subsidised treatment with that agent.

PAH agents are not PBS-subsidised for patients with pulmonary hypertension secondary to interstitial lung disease associated with connective tissue
disease, where the total lung capacity is less than 70% of that predicted.

The following provides some explanatory notes regarding the availability of PBS-subsidised treatment of patients with:

(a) bosentan monohydrate, of primary pulmonary hypertension or pulmonary arterial hypertension secondary to connective tissue disease, or
pulmonary arterial hypertension associated with a congential systemic-to-pulmonary shunt (including Eisenmenger's physiology), in patients with
disease of WHO Functional Class Il or IV severity; AND

(b) iloprost trometamol, of:

— primary pulmonary hypertension, or pulmonary arterial hypertension secondary to connective tissue disease, in patients with disease of WHO
Functional Class Ill severity and who have failed to respond to prior PBS-subsidised treatment with an alternate PAH agent; AND

— primary pulmonary hypertension, or pulmonary arterial hypertension secondary to connective tissue disease, in patients with disease of WHO
Functional Class IV severity; AND

— drug-induced pulmonary arterial hypertension, in patients with disease of WHO Functional Class lll and IV severity; AND

(c) epoprostenol sodium, of:

— primary pulmonary hypertension, or pulmonary arterial hypertension secondary to connective tissue disease, in patients with disease of WHO
Functional Class Ill severity and who have failed to respond to prior PBS-subsidised treatment with an alternate PAH agent; AND

— primary pulmonary hypertension, or pulmonary arterial hypertension secondary to connective tissue disease, in patients with disease of WHO
Functional Class IV severity; AND

(d) sildenafil citrate, of primary pulmonary hypertension or pulmonary arterial hypertension secondary to connective tissue disease, in patients with
disease of WHO Functional Class Il severity; AND

(e) ambrisentan, of primary pulmonary hypertension or pulmonary arterial hypertension secondary to connective tissue disease, in patients with
disease of WHO Functional Class Il or IV severity; AND

(f) tadalafil, of primary pulmonary hypertension or pulmonary arterial hypertension secondary to connective tissue disease, in patients with disease
of WHO Functional Class Il severity.

From 1 April 2012, patients can access PAH agents through the PBS according to the relevant restrictions. Once these patients are approved initial
treatment with 1 of these 6 drugs, they may swap between PAH agents at any time without having to re-qualify for treatment with the alternate
agent. This means that patients may commence treatment with the alternate agent, subject to that agent's restriction, irrespective of the severity of
their disease at the time the application to swap therapy is submitted. It also means that no new baseline measurements will be necessary. (New
baselines may be submitted where the patient has failed to respond to their current treatment.)

1. Definition of primary pulmonary hypertension, drug-induced pulmonary arterial hypertension, pulmonary arterial hypertension secondary to
connective tissue disease, including scleroderma, or pulmonary arterial hypertension associated with a congenital systemic-to-pulmonary shunt
(including Eisenmenger's physiology).

Primary pulmonary hypertension, drug-induced pulmonary arterial hypertension, pulmonary arterial hypertension secondary to connective tissue
disease, including scleroderma, or pulmonary arterial hypertension associated with a congenital systemic-to-pulmonary shunt (including
Eisenmenger's physiology) are defined as follows:

(i) mean pulmonary artery pressure (mPAP) greater than 25 mmHg at rest and pulmonary capillary wedge pressure (PCWP) less than 18 mmHg; or
(i) mPAP greater than 30 mmHg with exercise and PCWP less than 18 mmHg; or

(iii) where a right heart catheter cannot be performed on clinical grounds, right ventricular systolic pressure (RVSP), assessed by echocardiography
(ECHO), greater than 40 mmHg, with normal left ventricular function.

2. Definition of WHO Functional Class Ill or IV disease severity.

(a) WHO Functional Class Ill disease severity is defined as follows:

Patients with pulmonary hypertension resulting in marked limitation of physical activity who are comfortable at rest and on ordinary physical
activity experience dyspnoea or fatigue, chest pain or near syncope.

(b) WHO Functional Class IV disease severity is defined as follows:

Patients with the inability to carry out any physical activity without symptoms. These patients manifest signs of right heart failure. Dyspnoea and/or
fatigue may even be present at rest. Discomfort is increased by any physical activity.
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3. Designated hospitals.
Refer to the Medicare Australia website at www.medicareaustralia.gov.au for a list of designated hospitals.
4. Test requirements to establish baseline for initiation of treatment and response to treatment for continuation of treatment.

(a) Initiation of treatment.

The first written application for PBS-subsidised treatment with the first PAH agent should be accompanied by the results of a right heart catheter
(RHC) composite assessment, plus an echocardiograph (ECHO) composite assessment, plus a 6 minute walk test (6MWT) to establish the patient's
baseline measurements.

Where it is not possible to perform all 3 tests above on clinical grounds, the following list outlines the preferred test combination, in descending
order, for the purposes of initiation of PBS-subsidised treatment:

(1) RHC plus ECHO composite assessments;

(2) RHC composite assessment plus 6MWT;

(3) RHC composite assessment only.

In circumstances where a RHC cannot be performed on clinical grounds, applications may be submitted to Medicare Australia for consideration
based on the results of the following test combinations, which are listed in descending order of preference:

(1) ECHO composite assessment plus 6MWT;

(2) ECHO composite assessment only.

Where fewer than 3 tests are able to be performed on clinical grounds, a patient specific reason outlining why the particular test/s could not be
conducted must be provided with the authority application.

(b) Continuation of treatment.

The following list outlines the preferred test combination, in descending order, for the purposes of continuation of PBS-subsidised treatment:
(1) RHC plus ECHO composite assessments plus 6MWT;

(2) RHC plus ECHO composite assessments;

(3) RHC composite assessment plus 6MWT;

(4) ECHO composite assessment plus 6MWT;

(5) RHC composite assessment only;

(6) ECHO composite assessment only.

The results of the same tests as conducted at baseline should be provided with each written continuing treatment application (i.e. every 6 months),
except for patients who were able to undergo all 3 tests at baseline, and whose subsequent ECHO and 6MWT results demonstrate disease stability
or improvement, in which case RHC can be omitted. In all other patients, where the same test(s) conducted at baseline cannot be performed for
assessment of response on clinical grounds, a patient specific reason why the test(s) could not be conducted must be provided with the application.
The test(s) results provided with the application for continuing treatment must be no more than 2 months old at the time of application.

Note
5. Definition of response to a PAH agent or prior vasodilator treatment.

For adult patients with 2 or more baseline tests, response to treatment is defined as 2 or more tests demonstrating stability or improvement of
disease, as assessed by a physician from a designated hospital.

For adult patients with a RHC composite assessment alone at baseline, response to treatment is defined as a RHC result demonstrating stability or
improvement of disease, as assessed by a physician from a designated hospital.

For adult patients with an ECHO composite assessment alone at baseline, response to treatment is defined as an ECHO result demonstrating stability
or improvement of disease, as assessed by a physician from a designated hospital.

For patients aged less than 18 years, response to treatment is defined as at least 1 of the baseline tests demonstrating stability or improvement of
disease, as assessed by a physician from a designated hospital.

6. Authority approval requirements.

(a) Initiation of PBS-subsidised treatment with a PAH agent, where the patient has not received prior PBS-subsidised treatment with that agent.
All applications for initial treatment must be made in writing, must include a completed authority prescription and must be submitted to Medicare
Australia for authorisation. The total duration of initial PBS-subsidised treatment that will be approved with this first written application is up to 6
months, based on the dosage recommendations in the TGA-approved Product Information.

Bosentan only:

Approvals for the first authority prescription will be limited to 1 month of therapy with the 62.5 mg strength tablet, with the quantity approved
based on the dosage recommendations in the Therapeutic Goods Administration (TGA)-approved Product Information. No repeats will be
authorised for this prescription. The second authority prescription may be written for either the 62.5 mg tablet or the 125 mg tablet strengths.
Where the 62.5 mg tablet strength is required, please contact Medicare Australia on 1800 700 270 (hours of operation 8 a.m. to 5 p.m. EST Monday
to Friday) for further advice. Approvals for the second authority prescription will be limited to 1 month of treatment, with the quantity approved
based on the dosage recommendations in the TGA-approved Product Information, and a maximum of 4 repeats. The approved second authority
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prescription will be returned to the prescriber by Medicare Australia 2 weeks after the date of the approval of the first authority prescription, to
allow for the uninterrupted completion of the 6 month initial treatment course. Medicare Australia will contact prescribers prior to dispatch of the
second authority prescription to confirm the tablet strength required for the patient.

(b) Continuation of treatment.

Written applications for continuing treatment for patients who have demonstrated an adequate response to their current treatment must be
submitted to Medicare Australia for authorisation every 6 months. Approvals will be limited to provide sufficient supply for up to a maximum of 6
months of treatment, based on the dosage recommendations in the TGA-approved Product Information.

The assessment of the patient's response to the first and subsequent 6 month courses of treatment should be made following the preceding 5
months of treatment, in order to allow sufficient time for a response to be demonstrated. Applications for continuing treatment with a PAH agent
should be made prior to the completion of the 6 month treatment course to ensure continuity for those patients who respond to treatment, as
assessed by the treating physician.

(c) Swapping between PAH agents.

For eligible patients, applications to swap between these 6 drugs must be made under the relevant initial treatment restriction. Patients should be
assessed for response to the treatment they are ceasing at the time the application to swap therapy is being made. Patients who fail to demonstrate
a response or for whom no assessment results are submitted with the application to swap therapy may not re-commence PBS-subsidised treatment
with the drug they are ceasing.

It is important that patients are assessed for response to every course of treatment approved within the timeframes specified in the relevant
restriction, in order to maximise the choice of treatment.

To avoid confusion, applications for patients who wish to swap to an alternate treatment should be accompanied by the previously approved
authority prescription, or remaining repeats, for the treatment the patient is ceasing.

(d) Cessation of treatment — bosentan patients only.
Patients who fail to demonstrate a response to PBS-subsidised bosentan monohydrate treatment at the time where an assessment is required must
cease PBS-subsidised bosentan monohydrate therapy.

For patients ceasing treatment, approval will only be granted to provide sufficient supply of the 62.5 mg tablet strength to allow gradual dose
reduction over a period of no more than 1 month duration. Prescribers should telephone Medicare Australia on 1800 700 270 (hours of operation
8 a.m. to 5 p.m. EST Monday to Friday) to receive authorisation for this final supply and to ensure no unintended break in treatment occurs.

7. Re-treatment with a PAH agent.
Patients who do not respond to treatment are not eligible to receive further PBS-subsidised treatment with that agent under any circumstances.
8. Further information.

A tabulated representation of the above information and the restriction can be obtained from the Medicare Australia website at
www.medicareaustralia.gov.au.

Authority required

Initial (new patients)

Application for initial PBS-subsidised treatment with ambrisentan of patients who have not received prior PBS-subsidised treatment with a PAH
agent and who have been assessed by a physician from a designated hospital to have:

(a) WHO Functional Class Il primary pulmonary hypertension and a mean right atrial pressure of 8 mmHg or less, as measured by RHC, or, where a
RHC cannot be performed on clinical grounds, right ventricular function as assessed by ECHO; OR

(b) WHO Functional Class Ill pulmonary arterial hypertension secondary to connective tissue disease and a mean right atrial pressure of 8 mmHg or
less, as measured by RHC, or, where a RHC cannot be performed on clinical grounds, right ventricular function as assessed by ECHO.

Patients must have failed to respond [see Note for definition of response] to 6 or more weeks of appropriate vasodilator treatment unless
intolerance or a contraindication to such treatment exists.

Applications for authorisation must be in writing and must include:

(1) a completed authority prescription form; and

(2) a completed Pulmonary Arterial Hypertension PBS Authority Application - Supporting Information form [www.medicareaustralia.gov.au] which
includes results from the 3 tests below, where available:

(i) RHC composite assessment; and

(ii)) ECHO composite assessment; and

(iii) 6MWT; and

(3) a signed patient acknowledgment form.

Details of prior vasodilator treatment, including the dose and duration of treatment, must be provided at the time of application. Where the patient
has an adverse event to a vasodilator or where vasodilator treatment is contraindicated, details on the nature of the adverse event or

contraindication according to the TGA-approved Product Information must also be provided with the application.

Where fewer than 3 tests (see requirement 2 above) are able to be performed on clinical grounds, a patient specific reason outlining why the



75

HIGHLY SPECIALISED DRUGS PROGRAM (Public Hospital)

Code

Dispensed
Price for
Name, Restriction, Max. No. of Premium Max. Qty
Manner of Administration and Form Qty Rpts S S Brand Name and Manufacturer

particular test/s could not be conducted must be provided with the authority application [see Note for test requirements].

The maximum quantity authorised will be limited to provide sufficient supply for 1 month of treatment, based on the dosage recommendations in
the TGA-approved Product Information. A maximum of 5 repeats may be requested. Where fewer than 5 repeats are requested at the time of
application, authority approvals for sufficient repeats to complete a maximum of 6 months of treatment may be requested by telephone by
contacting Medicare Australia on 1800 700 270 (hours of operation 8 a.m. to 5 p.m. EST Monday to Friday).

Authority required

Initial (new patients)

Application for initial PBS-subsidised treatment with ambrisentan of patients who have not received prior PBS-subsidised treatment with a PAH
agent and who have been assessed by a physician from a designated hospital to have:

(a) WHO Functional Class Il primary pulmonary hypertension and a mean right atrial pressure greater than 8 mmHg, as measured by RHC, or, where
a RHC cannot be performed on clinical grounds, right ventricular function as assessed by ECHO; OR

(b) WHO Functional Class Ill pulmonary arterial hypertension secondary to connective tissue disease and a mean right atrial pressure greater than

8 mmHg, as measured by RHC, or, where a RHC cannot be performed on clinical grounds, right ventricular function as assessed by ECHO; OR

(c) WHO Functional Class IV primary pulmonary hypertension; OR

(d) WHO Functional Class IV pulmonary arterial hypertension secondary to connective tissue disease.

Applications for authorisation must be in writing and must include:

(1) a completed authority prescription form; and

(2) a completed Pulmonary Arterial Hypertension PBS Authority Application - Supporting Information form [www.medicareaustralia.gov.au] which
includes results from the 3 tests below, where available:

(i) RHC composite assessment; and

(ii) ECHO composite assessment; and

(iii) BMWT; and

(3) a signed patient acknowledgment form.

Where fewer than 3 tests (see requirement 2 above) are able to be performed on clinical grounds, a patient specific reason outlining why the
particular test/s could not be conducted must be provided with the authority application [see Note for test requirements].

The maximum quantity authorised will be limited to provide sufficient supply for 1 month of treatment, based on the dosage recommendations in
the TGA-approved Product Information. A maximum of 5 repeats may be requested. Where fewer than 5 repeats are requested at the time of
application, authority approvals for sufficient repeats to complete a maximum of 6 months of treatment may be requested by telephone by
contacting Medicare Australia on 1800 700 270 (hours of operation 8 a.m. to 5 p.m. EST Monday to Friday).

Authority required

Initial (change or re-commencement for all patients)

Application for initial treatment with ambrisentan of patients with one of the following:

(a) primary pulmonary hypertension or pulmonary arterial hypertension secondary to connective tissue disease who wish to re-commence PBS-
subsidised ambrisentan after a break in therapy and who have demonstrated a response to their most recent course of PBS-subsidised treatment
with ambrisentan; OR

(b) primary pulmonary hypertension or pulmonary arterial hypertension secondary to connective tissue disease and whose most recent course of
PBS-subsidised treatment was with an alternate PAH agent other than ambrisentan.

Applications for authorisation must be in writing and must include:

(1) a completed authority prescription form; and

(2) a completed Pulmonary Arterial Hypertension PBS Authority Application - Supporting Information form [www.medicareaustralia.gov.au] which
includes the results on which approval for the first application for PBS-subsidised PAH agent was granted; and

(3) the date of the first application for PBS-subsidised treatment with a PAH agent; and

(4) the results of the patient's response to treatment with their last course of PBS-subsidised PAH agent.

Where fewer than 3 tests (see requirement 2 above) are able to be performed on clinical grounds, a patient specific reason outlining why the
particular test/s could not be conducted must be provided with the authority application [see Note for test requirements].

The maximum quantity authorised will be limited to provide sufficient supply for 1 month of treatment, based on the dosage recommendations in
the TGA-approved Product Information. A maximum of 5 repeats may be requested. Where fewer than 5 repeats are requested at the time of
application, authority approvals for sufficient repeats to complete a maximum of 6 months of treatment may be requested by telephone by
contacting Medicare Australia on 1800 700 270 (hours of operation 8 a.m. to 5 p.m. EST Monday to Friday).

Authority required

Continuing treatment (all patients)

Continuing PBS-subsidised treatment with ambrisentan of patients who have received approval for initial PBS-subsidised treatment with
ambrisentan and who have been assessed by a physician from a designated hospital to have achieved a response to their most recent course of
ambrisentan treatment [see Note for definition of response].

Applications for authorisation must be in writing and must include:

(1) a completed authority prescription form; and

(2) a completed Pulmonary Arterial Hypertension PBS Authority Application - Supporting Information form [www.medicareaustralia.gov.au] which
includes results from the 3 tests below, where available:

(i) RHC composite assessment; and
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(ii)) ECHO composite assessment; and
(iii) GBMWT.

The results of the same tests as conducted at baseline should be provided with each written continuing treatment application (i.e. every 6 months),
except for patients who were able to undergo all 3 tests at baseline, and whose subsequent ECHO and 6MWT results demonstrate disease stability
or improvement, in which case RHC can be omitted. In all other patients, where the same test(s) conducted at baseline cannot be performed for
assessment of response on clinical grounds, a patient specific reason why the test(s) could not be conducted must be provided with the application.

The maximum quantity authorised will be limited to provide sufficient supply for 1 month of treatment, based on the dosage recommendations in
the TGA-approved Product Information. A maximum of 5 repeats will be authorised. Where fewer than 5 repeats are initially requested under this
criterion, authority approvals for sufficient repeats to complete a maximum of 6 months of treatment may be requested by telephone by contacting
Medicare Australia on 1800 700 270 (hours of operation 8 a.m. to 5 p.m. EST Monday to Friday).

Note

Special Pricing Arrangements apply.
5607D Tablet 5 mg 30 . . 4035.00 Volibris GK
5608E Tablet 10 mg 30 . . 4035.00 Volibris GK

BOSENTAN MONOHYDRATE

Caution

Bosentan monohydrate is a category X drug and must not be given to pregnant women. Pregnancy must be avoided during treatment and for at
least 3 months following cessation of treatment with this drug.

Note
Any queries concerning the arrangements to prescribe bosentan monohydrate may be directed to Medicare Australia on 1800 700 270 (hours of
operation 8 a.m. to 5 p.m. EST Monday to Friday).

Written applications for authority to prescribe PAH agents should be forwarded to:

Medicare Australia

Prior Written Approval of Specialised Drugs
Reply Paid 9826

GPO Box 9826

HOBART TAS 7001,

Note

The following information applies to the prescribing under the Pharmaceutical Benefits Scheme (PBS) of agents for primary pulmonary hypertension
and pulmonary arterial hypertension. Where the term PAH agents appears in the following notes and restrictions it refers to bosentan monohydrate,
iloprost trometamol, epoprostenol sodium, sildenafil citrate, ambrisentan and tadalafil.

Patients are eligible for PBS-subsidised treatment with only 1 of the above PAH agents at any 1 time. Eligible patients may only swap between PAH
agents if they have not failed prior PBS-subsidised treatment with that agent.

PAH agents are not PBS-subsidised for patients with pulmonary hypertension secondary to interstitial lung disease associated with connective tissue
disease, where the total lung capacity is less than 70% of that predicted.

The following provides some explanatory notes regarding the availability of PBS-subsidised treatment of patients with:

(a) bosentan monohydrate, of primary pulmonary hypertension or pulmonary arterial hypertension secondary to connective tissue disease, or
pulmonary arterial hypertension associated with a congential systemic-to-pulmonary shunt (including Eisenmenger's physiology), in patients with
disease of WHO Functional Class Il or IV severity; AND

(b) iloprost trometamol, of:

— primary pulmonary hypertension, or pulmonary arterial hypertension secondary to connective tissue disease, in patients with disease of WHO
Functional Class Ill severity and who have failed to respond to prior PBS-subsidised treatment with an alternate PAH agent; AND

— primary pulmonary hypertension, or pulmonary arterial hypertension secondary to connective tissue disease, in patients with disease of WHO
Functional Class IV severity; AND

— drug-induced pulmonary arterial hypertension, in patients with disease of WHO Functional Class lll and IV severity; AND

(c) epoprostenol sodium, of:

— primary pulmonary hypertension, or pulmonary arterial hypertension secondary to connective tissue disease, in patients with disease of WHO
Functional Class Ill severity and who have failed to respond to prior PBS-subsidised treatment with an alternate PAH agent; AND

— primary pulmonary hypertension, or pulmonary arterial hypertension secondary to connective tissue disease, in patients with disease of WHO
Functional Class IV severity; AND

(d) sildenafil citrate, of primary pulmonary hypertension or pulmonary arterial hypertension secondary to connective tissue disease, in patients with
disease of WHO Functional Class Il severity; AND

(e) ambrisentan, of primary pulmonary hypertension or pulmonary arterial hypertension secondary to connective tissue disease, in patients with
disease of WHO Functional Class Il or IV severity; AND

(f) tadalafil, of primary pulmonary hypertension or pulmonary arterial hypertension secondary to connective tissue disease, in patients with disease
of WHO Functional Class Il severity.
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From 1 April 2012, patients can access PAH agents through the PBS according to the relevant restrictions. Once these patients are approved initial
treatment with 1 of these 6 drugs, they may swap between PAH agents at any time without having to re-qualify for treatment with the alternate
agent. This means that patients may commence treatment with the alternate agent, subject to that agent's restriction, irrespective of the severity of
their disease at the time the application to swap therapy is submitted. It also means that no new baseline measurements will be necessary. (New
baselines may be submitted where the patient has failed to respond to their current treatment.)

1. Definition of primary pulmonary hypertension, drug-induced pulmonary arterial hypertension, pulmonary arterial hypertension secondary to
connective tissue disease, including scleroderma, or pulmonary arterial hypertension associated with a congenital systemic-to-pulmonary shunt
(including Eisenmenger's physiology).

Primary pulmonary hypertension, drug-induced pulmonary arterial hypertension, pulmonary arterial hypertension secondary to connective tissue
disease, including scleroderma, or pulmonary arterial hypertension associated with a congenital systemic-to-pulmonary shunt (including
Eisenmenger's physiology) are defined as follows:

(i) mean pulmonary artery pressure (mPAP) greater than 25 mmHg at rest and pulmonary capillary wedge pressure (PCWP) less than 18 mmHg; or
(i) mPAP greater than 30 mmHg with exercise and PCWP less than 18 mmHg; or

(iii) where a right heart catheter cannot be performed on clinical grounds, right ventricular systolic pressure (RVSP), assessed by echocardiography
(ECHO), greater than 40 mmHg, with normal left ventricular function.

2. Definition of WHO Functional Class Ill or IV disease severity.

(a) WHO Functional Class Ill disease severity is defined as follows:

Patients with pulmonary hypertension resulting in marked limitation of physical activity who are comfortable at rest and on ordinary physical
activity experience dyspnoea or fatigue, chest pain or near syncope.

(b) WHO Functional Class IV disease severity is defined as follows:

Patients with the inability to carry out any physical activity without symptoms. These patients manifest signs of right heart failure. Dyspnoea and/or
fatigue may even be present at rest. Discomfort is increased by any physical activity.

3. Designated hospitals.
Refer to the Medicare Australia website at www.medicareaustralia.gov.au for a list of designated hospitals.
4. Test requirements to establish baseline for initiation of treatment and response to treatment for continuation of treatment.

(a) Initiation of treatment.

The first written application for PBS-subsidised treatment with the first PAH agent should be accompanied by the results of a right heart catheter
(RHC) composite assessment, plus an echocardiograph (ECHO) composite assessment, plus a 6 minute walk test (6MWT) to establish the patient's
baseline measurements.

Where it is not possible to perform all 3 tests above on clinical grounds, the following list outlines the preferred test combination, in descending
order, for the purposes of initiation of PBS-subsidised treatment:

(1) RHC plus ECHO composite assessments;

(2) RHC composite assessment plus 6MWT;

(3) RHC composite assessment only.

In circumstances where a RHC cannot be performed on clinical grounds, applications may be submitted to Medicare Australia for consideration
based on the results of the following test combinations, which are listed in descending order of preference:

(1) ECHO composite assessment plus 6MWT;

(2) ECHO composite assessment only.

Where fewer than 3 tests are able to be performed on clinical grounds, a patient specific reason outlining why the particular test/s could not be
conducted must be provided with the authority application.

(b) Continuation of treatment.

The following list outlines the preferred test combination, in descending order, for the purposes of continuation of PBS-subsidised treatment:
(1) RHC plus ECHO composite assessments plus 6MWT;

(2) RHC plus ECHO composite assessments;

(3) RHC composite assessment plus 6MWT;

(4) ECHO composite assessment plus 6MWT;

(5) RHC composite assessment only;

(6) ECHO composite assessment only.

The results of the same tests as conducted at baseline should be provided with each written continuing treatment application (i.e. every 6 months),
except for patients who were able to undergo all 3 tests at baseline, and whose subsequent ECHO and 6MWT results demonstrate disease stability
or improvement, in which case RHC can be omitted. In all other patients, where the same test(s) conducted at baseline cannot be performed for
assessment of response on clinical grounds, a patient specific reason why the test(s) could not be conducted must be provided with the application.
The test(s) results provided with the application for continuing treatment must be no more than 2 months old at the time of application.
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Note
5. Definition of response to a PAH agent or prior vasodilator treatment.

For adult patients with 2 or more baseline tests, response to treatment is defined as 2 or more tests demonstrating stability or improvement of
disease, as assessed by a physician from a designated hospital.

For adult patients with a RHC composite assessment alone at baseline, response to treatment is defined as a RHC result demonstrating stability or
improvement of disease, as assessed by a physician from a designated hospital.

For adult patients with an ECHO composite assessment alone at baseline, response to treatment is defined as an ECHO result demonstrating stability
or improvement of disease, as assessed by a physician from a designated hospital.

For patients aged less than 18 years, response to treatment is defined as at least 1 of the baseline tests demonstrating stability or improvement of
disease, as assessed by a physician from a designated hospital.

6. Authority approval requirements.

(a) Initiation of PBS-subsidised treatment with a PAH agent, where the patient has not received prior PBS-subsidised treatment with that agent.
All applications for initial treatment must be made in writing, must include a completed authority prescription and must be submitted to Medicare
Australia for authorisation. The total duration of initial PBS-subsidised treatment that will be approved with this first written application is up to 6
months, based on the dosage recommendations in the TGA-approved Product Information.

Bosentan only:

Approvals for the first authority prescription will be limited to 1 month of therapy with the 62.5 mg strength tablet, with the quantity approved
based on the dosage recommendations in the Therapeutic Goods Administration (TGA)-approved Product Information. No repeats will be
authorised for this prescription. The second authority prescription may be written for either the 62.5 mg tablet or the 125 mg tablet strengths.
Where the 62.5 mg tablet strength is required, please contact Medicare Australia on 1800 700 270 (hours of operation 8 a.m. to 5 p.m. EST Monday
to Friday) for further advice. Approvals for the second authority prescription will be limited to 1 month of treatment, with the quantity approved
based on the dosage recommendations in the TGA-approved Product Information, and a maximum of 4 repeats. The approved second authority
prescription will be returned to the prescriber by Medicare Australia 2 weeks after the date of the approval of the first authority prescription, to
allow for the uninterrupted completion of the 6 month initial treatment course. Medicare Australia will contact prescribers prior to dispatch of the
second authority prescription to confirm the tablet strength required for the patient.

(b) Continuation of treatment.

Written applications for continuing treatment for patients who have demonstrated an adequate response to their current treatment must be
submitted to Medicare Australia for authorisation every 6 months. Approvals will be limited to provide sufficient supply for up to a maximum of 6
months of treatment, based on the dosage recommendations in the TGA-approved Product Information.

The assessment of the patient's response to the first and subsequent 6 month courses of treatment should be made following the preceding 5
months of treatment, in order to allow sufficient time for a response to be demonstrated. Applications for continuing treatment with a PAH agent
should be made prior to the completion of the 6 month treatment course to ensure continuity for those patients who respond to treatment, as
assessed by the treating physician.

(c) Swapping between PAH agents.

For eligible patients, applications to swap between these 6 drugs must be made under the relevant initial treatment restriction. Patients should be
assessed for response to the treatment they are ceasing at the time the application to swap therapy is being made. Patients who fail to demonstrate
a response or for whom no assessment results are submitted with the application to swap therapy may not re-commence PBS-subsidised treatment
with the drug they are ceasing.

It is important that patients are assessed for response to every course of treatment approved within the timeframes specified in the relevant
restriction, in order to maximise the choice of treatment.

To avoid confusion, applications for patients who wish to swap to an alternate treatment should be accompanied by the previously approved
authority prescription, or remaining repeats, for the treatment the patient is ceasing.

(d) Cessation of treatment — bosentan patients only.

Patients who fail to demonstrate a response to PBS-subsidised bosentan monohydrate treatment at the time where an assessment is required must
cease PBS-subsidised bosentan monohydrate therapy.

For patients ceasing treatment, approval will only be granted to provide sufficient supply of the 62.5 mg tablet strength to allow gradual dose
reduction over a period of no more than 1 month duration. Prescribers should telephone Medicare Australia on 1800 700 270 (hours of operation

8 a.m. to 5 p.m. EST Monday to Friday) to receive authorisation for this final supply and to ensure no unintended break in treatment occurs.

7. Re-treatment with a PAH agent.

Patients who do not respond to treatment are not eligible to receive further PBS-subsidised treatment with that agent under any circumstances.

8. Further information.
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A tabulated representation of the above information and the restriction can be obtained from the Medicare Australia website at
www.medicareaustralia.gov.au.

Authority required

Initial (new patients)

Application for initial PBS-subsidised treatment with bosentan monohydrate of patients who have not received prior PBS-subsidised treatment with
a PAH agent and who have been assessed by a physician from a designated hospital to have:

(a) WHO Functional Class Il primary pulmonary hypertension and a mean right atrial pressure of 8 mmHg or less, as measured by RHC, or, where a
RHC cannot be performed on clinical grounds, right ventricular function as assessed by ECHO; OR

(b) WHO Functional Class Ill pulmonary arterial hypertension secondary to connective tissue disease and a mean right atrial pressure of 8 mmHg or
less, as measured by RHC, or, where a RHC cannot be performed on clinical grounds, right ventricular function as assessed by ECHO.

Patients must have failed to respond [see Note for definition of response] to 6 or more weeks of appropriate vasodilator treatment unless
intolerance or a contraindication to such treatment exists.

Applications for authorisation must be in writing and must include:

(1) two completed authority prescription forms [see Note for authority approval requirements]; and

(2) a completed Pulmonary Arterial Hypertension PBS Authority Application - Supporting Information form [www.medicareaustralia.gov.au] which
includes results from the 3 tests below, where available:

(i) RHC composite assessment; and

(ii)) ECHO composite assessment; and

(iii) 6MWT; and

(3) a signed patient acknowledgment form.

Details of prior vasodilator treatment, including the dose and duration of treatment, must be provided at the time of application. Where the patient
has an adverse event to a vasodilator or where vasodilator treatment is contraindicated, details on the nature of the adverse event or
contraindication according to the TGA-approved Product Information must also be provided with the application.

Where fewer than 3 tests (see requirement 2 above) are able to be performed on clinical grounds, a patient specific reason outlining why the
particular test/s could not be conducted must be provided with the authority application [see Note for test requirements].

The maximum quantity authorised will be limited to provide sufficient supply for 1 month of treatment, based on the dosage recommendations in
the TGA-approved Product Information. No repeats will be authorised for the first authority prescription issued under this criterion [see Note for full
details of authority approval requirements]. A maximum of 4 repeats will be authorised for the second authority prescription issued under this
criterion. Where fewer than 4 repeats are initially requested with the second authority prescription, authority approvals for sufficient repeats to
complete a maximum of 6 months of treatment may be requested by telephone by contacting Medicare Australia on 1800 700 270 (hours of
operation 8 a.m. to 5 p.m. EST Monday to Friday).

Authority required

Initial (new patients)

Application for initial PBS-subsidised treatment with bosentan monohydrate of adult patients who have not received prior PBS-subsidised treatment
with a PAH agent and who have been assessed by a physician from a designated hospital to have:

(a) WHO Functional Class Il primary pulmonary hypertension and a mean right atrial pressure greater than 8 mmHg, as measured by RHC, or, where
a RHC cannot be performed on clinical grounds, right ventricular function as assessed by ECHO; OR

(b) WHO Functional Class Ill pulmonary arterial hypertension secondary to connective tissue disease and a mean right atrial pressure greater than

8 mmHg, as measured by RHC, or, where a RHC cannot be performed on clinical grounds, right ventricular function as assessed by ECHO; OR

(c) WHO Functional Class IV primary pulmonary hypertension; OR

(d) WHO Functional Class IV pulmonary arterial hypertension secondary to connective tissue disease; OR

(e) WHO Functional Class Il or IV pulmonary arterial hypertension associated with a congenital systemic-to-pulmonary shunt (including
Eisenmenger's physiology).

Applications for authorisation must be in writing and must include:

(1) two completed authority prescription forms [see Note for authority approval requirements]; and

(2) a completed Pulmonary Arterial Hypertension PBS Authority Application - Supporting Information form [www.medicareaustralia.gov.au] which
includes results from the 3 tests below, where available:

(i) RHC composite assessment; and

(ii) ECHO composite assessment; and

(iii) 6MWT; and

(3) a signed patient acknowledgment form.

Where fewer than 3 tests (see requirement 2 above) are able to be performed on clinical grounds, a patient specific reason outlining why the
particular test/s could not be conducted must be provided with the authority application [see Note for test requirements].

The maximum quantity authorised will be limited to provide sufficient supply for 1 month of treatment, based on the dosage recommendations in
the TGA-approved Product Information. No repeats will be authorised for the first authority prescription issued under this criterion [see Note for full
details of authority approval requirements]. A maximum of 4 repeats will be authorised for the second authority prescription issued under this
criterion. Where fewer than 4 repeats are initially requested with the second authority prescription, authority approvals for sufficient repeats to
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complete a maximum of 6 months of treatment may be requested by telephone by contacting Medicare Australia on 1800 700 270 (hours of
operation 8 a.m. to 5 p.m. EST Monday to Friday).

Authority required

Initial (change or re-commencement for all patients)

Application for initial treatment with bosentan monohydrate of patients with one of the following:

(a) primary pulmonary hypertension or pulmonary arterial hypertension secondary to connective tissue disease, or pulmonary arterial hypertension
associated with a congenital systemic-to-pulmonary shunt (including Eisenmenger's physiology), who wish to re-commence PBS-subsidised bosentan
monohydrate after a break in therapy and who have demonstrated a response to their most recent course of PBS-subsidised treatment with
bosentan monohydrate; OR

(b) primary pulmonary hypertension or pulmonary arterial hypertension secondary to connective tissue disease and whose most recent course of
PBS-subsidised treatment was with an alternate PAH agent other than bosentan monohydrate.

Applications for authorisation must be in writing and must include:

(1) two completed authority prescription forms [see Note for authority approval requirements]; and

(2) a completed Pulmonary Arterial Hypertension PBS Authority Application - Supporting Information form [www.medicareaustralia.gov.au] which
includes the results on which approval for the first application for PBS-subsidised PAH agent was granted; and

(3) the date of the first application for PBS-subsidised treatment with a PAH agent; and

(4) the results of the patient's response to treatment with their last course of PBS-subsidised PAH agent.

Where fewer than 3 tests (see requirement 2 above) are able to be performed on clinical grounds, a patient specific reason outlining why the
particular test/s could not be conducted must be provided with the authority application [see Note for test requirements].

The maximum quantity authorised will be limited to provide sufficient supply for 1 month of treatment, based on the dosage recommendations in
the TGA-approved Product Information. No repeats will be authorised for the first authority prescription issued under this criterion [see Note for full
details of authority approval requirements]. A maximum of 4 repeats will be authorised for the second authority prescription issued under this
criterion. Where fewer than 4 repeats are initially requested with the second authority prescription, authority approvals for sufficient repeats to
complete a maximum of 6 months of treatment may be requested by telephone by contacting Medicare Australia on 1800 700 270 (hours of
operation 8 a.m. to 5 p.m. EST Monday to Friday).

Authority required

Continuing treatment (all patients)

Continuing PBS-subsidised treatment with bosentan monohydrate of patients who have received approval for initial PBS-subsidised treatment with
bosentan monohydrate and who have been assessed by a physician from a designated hospital to have achieved a response to their most recent
course of bosentan monohydrate treatment [see Note for definition of response].

Applications for authorisation must be in writing and must include:

(1) a completed authority prescription form; and

(2) a completed Pulmonary Arterial Hypertension PBS Authority Application - Supporting Information form [www.medicareaustralia.gov.au] which
includes results from the 3 tests below, where available:

(i) RHC composite assessment; and

(ii)) ECHO composite assessment; and

(iiii) 6MWT.

The results of the same tests as conducted at baseline should be provided with each written continuing treatment application (i.e. every 6 months),
except for patients who were able to undergo all 3 tests at baseline, and whose subsequent ECHO and 6MWT results demonstrate disease stability
or improvement, in which case RHC can be omitted. In all other patients, where the same test(s) conducted at baseline cannot be performed for
assessment of response on clinical grounds, a patient specific reason why the test(s) could not be conducted must be provided with the application.

The maximum quantity authorised will be limited to provide sufficient supply for 1 month of treatment, based on the dosage recommendations in
the TGA-approved Product Information. A maximum of 5 repeats will be authorised.

Where fewer than 5 repeats are initially requested under this criterion, authority approvals for sufficient repeats to complete a maximum of 6
months of treatment may be requested by telephone by contacting Medicare Australia on 1800 700 270 (hours of operation 8 a.m. to 5 p.m. EST
Monday to Friday).

Authority required

Cessation of treatment (all patients)

Final PBS-subsidised supply for patients with WHO Functional Class Ill or IV primary pulmonary hypertension or WHO Functional Class Ill or IV
pulmonary arterial hypertension secondary to connective tissue disease or WHO Functional Class Ill or IV pulmonary arterial hypertension
associated with a congenital systemic-to-pulmonary shunt (including Eisenmenger's physiology), who have not responded to bosentan monohydrate
therapy [see Note for definition of response], to allow for gradual cessation of treatment.

Applications for authorisation under this criterion should be made on the telephone by contacting Medicare Australia on 1800 700 270 (hours of
operation 8 a.m. to 5 p.m. EST Monday to Friday) [see Note on authority approval requirements].

Approval will only be granted for the 62.5 mg tablet strength. The maximum quantity authorised will be limited to provide sufficient supply for 1
month of treatment.

Under no circumstances will telephone approvals be granted for treatment that would extend the final treatment period beyond 1 month.
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5618Q Tablet 62.5 mg (base) 60 . . 4035.00 Tracleer AT
5619R Tablet 125 mg (base) 60 . . 4035.00 Tracleer AT

EPOPROSTENOL SODIUM

Note

Any queries concerning the arrangements to prescribe epoprostenol sodium may be directed to Medicare Australia on 1800 700 270 (hours of
operation 8 a.m. to 5 p.m. EST Monday to Friday).

Written applications for authority to prescribe PAH agents should be forwarded to:

Medicare Australia

Prior Written Approval of Specialised Drugs
Reply Paid 9826

GPO Box 9826

HOBART TAS 7001;

Note

The following information applies to the prescribing under the Pharmaceutical Benefits Scheme (PBS) of agents for primary pulmonary hypertension
and pulmonary arterial hypertension. Where the term PAH agents appears in the following notes and restrictions it refers to bosentan monohydrate,
iloprost trometamol, epoprostenol sodium, sildenafil citrate, ambrisentan and tadalafil.

Patients are eligible for PBS-subsidised treatment with only 1 of the above PAH agents at any 1 time. Eligible patients may only swap between PAH
agents if they have not failed prior PBS-subsidised treatment with that agent.

PAH agents are not PBS-subsidised for patients with pulmonary hypertension secondary to interstitial lung disease associated with connective tissue
disease, where the total lung capacity is less than 70% of that predicted.

The following provides some explanatory notes regarding the availability of PBS-subsidised treatment of patients with:

(a) bosentan monohydrate, of primary pulmonary hypertension or pulmonary arterial hypertension secondary to connective tissue disease, or
pulmonary arterial hypertension associated with a congential systemic-to-pulmonary shunt (including Eisenmenger's physiology), in patients with
disease of WHO Functional Class Il or IV severity; AND

(b) iloprost trometamol, of:

— primary pulmonary hypertension, or pulmonary arterial hypertension secondary to connective tissue disease, in patients with disease of WHO
Functional Class Ill severity and who have failed to respond to prior PBS-subsidised treatment with an alternate PAH agent; AND

— primary pulmonary hypertension, or pulmonary arterial hypertension secondary to connective tissue disease, in patients with disease of WHO
Functional Class IV severity; AND

— drug-induced pulmonary arterial hypertension, in patients with disease of WHO Functional Class lll and IV severity; AND

(c) epoprostenol sodium, of:

— primary pulmonary hypertension, or pulmonary arterial hypertension secondary to connective tissue disease, in patients with disease of WHO
Functional Class Ill severity and who have failed to respond to prior PBS-subsidised treatment with an alternate PAH agent; AND

— primary pulmonary hypertension, or pulmonary arterial hypertension secondary to connective tissue disease, in patients with disease of WHO
Functional Class IV severity; AND

(d) sildenafil citrate, of primary pulmonary hypertension or pulmonary arterial hypertension secondary to connective tissue disease, in patients with
disease of WHO Functional Class Il severity; AND

(e) ambrisentan, of primary pulmonary hypertension or pulmonary arterial hypertension secondary to connective tissue disease, in patients with
disease of WHO Functional Class Ill or IV severity; AND

(f) tadalafil, of primary pulmonary hypertension or pulmonary arterial hypertension secondary to connective tissue disease, in patients with disease
of WHO Functional Class Il severity.

From 1 April 2012, patients can access PAH agents through the PBS according to the relevant restrictions. Once these patients are approved initial
treatment with 1 of these 6 drugs, they may swap between PAH agents at any time without having to re-qualify for treatment with the alternate
agent. This means that patients may commence treatment with the alternate agent, subject to that agent's restriction, irrespective of the severity of
their disease at the time the application to swap therapy is submitted. It also means that no new baseline measurements will be necessary. (New
baselines may be submitted where the patient has failed to respond to their current treatment.)

1. Definition of primary pulmonary hypertension, drug-induced pulmonary arterial hypertension, pulmonary arterial hypertension secondary to
connective tissue disease, including scleroderma, or pulmonary arterial hypertension associated with a congenital systemic-to-pulmonary shunt
(including Eisenmenger's physiology).

Primary pulmonary hypertension, drug-induced pulmonary arterial hypertension, pulmonary arterial hypertension secondary to connective tissue
disease, including scleroderma, or pulmonary arterial hypertension associated with a congenital systemic-to-pulmonary shunt (including
Eisenmenger's physiology) are defined as follows:

(i) mean pulmonary artery pressure (mPAP) greater than 25 mmHg at rest and pulmonary capillary wedge pressure (PCWP) less than 18 mmHg; or
(i) mPAP greater than 30 mmHg with exercise and PCWP less than 18 mmHg; or

(iii) where a right heart catheter cannot be performed on clinical grounds, right ventricular systolic pressure (RVSP), assessed by echocardiography
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(ECHO), greater than 40 mmHg, with normal left ventricular function.
2. Definition of WHO Functional Class Ill or IV disease severity.

(a) WHO Functional Class Ill disease severity is defined as follows:

Patients with pulmonary hypertension resulting in marked limitation of physical activity who are comfortable at rest and on ordinary physical
activity experience dyspnoea or fatigue, chest pain or near syncope.

(b) WHO Functional Class IV disease severity is defined as follows:

Patients with the inability to carry out any physical activity without symptoms. These patients manifest signs of right heart failure. Dyspnoea and/or
fatigue may even be present at rest. Discomfort is increased by any physical activity.

3. Designated hospitals.
Refer to the Medicare Australia website at www.medicareaustralia.gov.au for a list of designated hospitals.
4. Test requirements to establish baseline for initiation of treatment and response to treatment for continuation of treatment.

(a) Initiation of treatment.

The first written application for PBS-subsidised treatment with the first PAH agent should be accompanied by the results of a right heart catheter
(RHC) composite assessment, plus an echocardiograph (ECHO) composite assessment, plus a 6 minute walk test (6MWT) to establish the patient's
baseline measurements.

Where it is not possible to perform all 3 tests above on clinical grounds, the following list outlines the preferred test combination, in descending
order, for the purposes of initiation of PBS-subsidised treatment:

(1) RHC plus ECHO composite assessments;

(2) RHC composite assessment plus 6MWT;

(3) RHC composite assessment only.

In circumstances where a RHC cannot be performed on clinical grounds, applications may be submitted to Medicare Australia for consideration
based on the results of the following test combinations, which are listed in descending order of preference:

(1) ECHO composite assessment plus 6MWT;

(2) ECHO composite assessment only.

Where fewer than 3 tests are able to be performed on clinical grounds, a patient specific reason outlining why the particular test/s could not be
conducted must be provided with the authority application.

(b) Continuation of treatment.

The following list outlines the preferred test combination, in descending order, for the purposes of continuation of PBS-subsidised treatment:
(1) RHC plus ECHO composite assessments plus 6MWT;

(2) RHC plus ECHO composite assessments;

(3) RHC composite assessment plus 6MWT;

(4) ECHO composite assessment plus 6MWT;

(5) RHC composite assessment only;

(6) ECHO composite assessment only.

The results of the same tests as conducted at baseline should be provided with each written continuing treatment application (i.e. every 6 months),
except for patients who were able to undergo all 3 tests at baseline, and whose subsequent ECHO and 6MWT results demonstrate disease stability
or improvement, in which case RHC can be omitted. In all other patients, where the same test(s) conducted at baseline cannot be performed for
assessment of response on clinical grounds, a patient specific reason why the test(s) could not be conducted must be provided with the application.
The test(s) results provided with the application for continuing treatment must be no more than 2 months old at the time of application.

Note
5. Definition of response to a PAH agent or prior vasodilator treatment.

For adult patients with 2 or more baseline tests, response to treatment is defined as 2 or more tests demonstrating stability or improvement of
disease, as assessed by a physician from a designated hospital.

For adult patients with a RHC composite assessment alone at baseline, response to treatment is defined as a RHC result demonstrating stability or
improvement of disease, as assessed by a physician from a designated hospital.

For adult patients with an ECHO composite assessment alone at baseline, response to treatment is defined as an ECHO result demonstrating stability
or improvement of disease, as assessed by a physician from a designated hospital.

For patients aged less than 18 years, response to treatment is defined as at least 1 of the baseline tests demonstrating stability or improvement of
disease, as assessed by a physician from a designated hospital.

6. Authority approval requirements.

(a) Initiation of PBS-subsidised treatment with a PAH agent, where the patient has not received prior PBS-subsidised treatment with that agent.
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All applications for initial treatment must be made in writing, must include a completed authority prescription and must be submitted to Medicare
Australia for authorisation. The total duration of initial PBS-subsidised treatment that will be approved with this first written application is up to 6
months, based on the dosage recommendations in the TGA-approved Product Information.

Bosentan only:

Approvals for the first authority prescription will be limited to 1 month of therapy with the 62.5 mg strength tablet, with the quantity approved
based on the dosage recommendations in the Therapeutic Goods Administration (TGA)-approved Product Information. No repeats will be
authorised for this prescription. The second authority prescription may be written for either the 62.5 mg tablet or the 125 mg tablet strengths.
Where the 62.5 mg tablet strength is required, please contact Medicare Australia on 1800 700 270 (hours of operation 8 a.m. to 5 p.m. EST Monday
to Friday) for further advice. Approvals for the second authority prescription will be limited to 1 month of treatment, with the quantity approved
based on the dosage recommendations in the TGA-approved Product Information, and a maximum of 4 repeats. The approved second authority
prescription will be returned to the prescriber by Medicare Australia 2 weeks after the date of the approval of the first authority prescription, to
allow for the uninterrupted completion of the 6 month initial treatment course. Medicare Australia will contact prescribers prior to dispatch of the
second authority prescription to confirm the tablet strength required for the patient.

(b) Continuation of treatment.

Written applications for continuing treatment for patients who have demonstrated an adequate response to their current treatment must be
submitted to Medicare Australia for authorisation every 6 months. Approvals will be limited to provide sufficient supply for up to a maximum of 6
months of treatment, based on the dosage recommendations in the TGA-approved Product Information.

The assessment of the patient's response to the first and subsequent 6 month courses of treatment should be made following the preceding 5
months of treatment, in order to allow sufficient time for a response to be demonstrated. Applications for continuing treatment with a PAH agent
should be made prior to the completion of the 6 month treatment course to ensure continuity for those patients who respond to treatment, as
assessed by the treating physician.

(c) Swapping between PAH agents.

For eligible patients, applications to swap between these 6 drugs must be made under the relevant initial treatment restriction. Patients should be
assessed for response to the treatment they are ceasing at the time the application to swap therapy is being made. Patients who fail to demonstrate
a response or for whom no assessment results are submitted with the application to swap therapy may not re-commence PBS-subsidised treatment
with the drug they are ceasing.

It is important that patients are assessed for response to every course of treatment approved within the timeframes specified in the relevant
restriction, in order to maximise the choice of treatment.

To avoid confusion, applications for patients who wish to swap to an alternate treatment should be accompanied by the previously approved
authority prescription, or remaining repeats, for the treatment the patient is ceasing.

(d) Cessation of treatment — bosentan patients only.
Patients who fail to demonstrate a response to PBS-subsidised bosentan monohydrate treatment at the time where an assessment is required must
cease PBS-subsidised bosentan monohydrate therapy.

For patients ceasing treatment, approval will only be granted to provide sufficient supply of the 62.5 mg tablet strength to allow gradual dose
reduction over a period of no more than 1 month duration. Prescribers should telephone Medicare Australia on 1800 700 270 (hours of operation
8 a.m. to 5 p.m. EST Monday to Friday) to receive authorisation for this final supply and to ensure no unintended break in treatment occurs.

7. Re-treatment with a PAH agent.
Patients who do not respond to treatment are not eligible to receive further PBS-subsidised treatment with that agent under any circumstances.
8. Further information.

A tabulated representation of the above information and the restriction can be obtained from the Medicare Australia website at
www.medicareaustralia.gov.au.

Authority required

Initial (new patients)

Application for initial PBS-subsidised treatment with epoprostenol sodium of patients who have not received prior PBS-subsidised treatment with a
PAH agent and who have been assessed by a physician from a designated hospital to have:

(a) WHO Functional Class IV primary pulmonary hypertension; OR

(b) WHO Functional Class IV pulmonary arterial hypertension secondary to connective tissue disease.

Applications for authorisation must be in writing and must include:

(1) a completed authority prescription form; and

(2) a completed Pulmonary Arterial Hypertension PBS Authority Application - Supporting Information form [www.medicareaustralia.gov.au] which
includes results from the 3 tests below, where available:

(i) RHC composite assessment; and

(ii)) ECHO composite assessment; and

(iii) 6MWT; and

(3) a signed patient acknowledgment form.
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Where fewer than 3 tests (see requirement 2 above) are able to be performed on clinical grounds, a patient specific reason outlining why the
particular test/s could not be conducted must be provided with the authority application [see Note for test requirements].
The maximum quantity authorised will be limited to provide sufficient supply for 1 month of treatment, based on the dosage recommendations in
the TGA-approved Product Information. A maximum of 5 repeats may be requested. Where fewer than 5 repeats are requested at the time of
application, authority approvals for sufficient repeats to complete a maximum of 6 months of treatment may be requested by telephone by
contacting Medicare Australia on 1800 700 270 (hours of operation 8 a.m. to 5 p.m. EST Monday to Friday).
Authority required
Initial (change or re-commencement for all patients)
Application for initial PBS-subsidised treatment with epoprostenol sodium of patients with one of the following:
(a) primary pulmonary hypertension or pulmonary arterial hypertension secondary to connective tissue disease who wish to re-commence PBS-
subsidised epoprostenol sodium after a break in therapy and who have demonstrated a response to their most recent course of PBS-subsidised
treatment with epoprostenol sodium; OR
(b) WHO Functional Class IV primary pulmonary hypertension or pulmonary arterial hypertension secondary to connective tissue disease and who
have received prior treatment with a PBS-subsidised PAH agent other than epoprostenol sodium; OR
(c) WHO Functional Class Il primary pulmonary hypertension or pulmonary arterial hypertension secondary to connective tissue disease and who
have failed to respond to a prior PBS-subsidised PAH agent.
Applications for authorisation must be in writing and must include:
(1) a completed authority prescription form; and
(2) a completed Pulmonary Arterial Hypertension PBS Authority Application - Supporting Information form [www.medicareaustralia.gov.au] which
includes the results on which approval for the first application for PBS-subsidised PAH agent was granted; and
(3) the date of the first application for PBS-subsidised treatment with a PAH agent; and
(4) the results of the patient's response to treatment with their last course of PBS-subsidised PAH agent; and
(5) for WHO Functional Class Il patients, where this is the first application for epoprostenol sodium, assessment details of the PBS-subsidised PAH
agent they have failed to respond to.
Where fewer than 3 tests (see requirement 2 above) are able to be performed on clinical grounds, a patient specific reason outlining why the
particular test/s could not be conducted must be provided with the authority application [see Note for test requirements].
The maximum quantity authorised will be limited to provide sufficient supply for 1 month of treatment, based on the dosage recommendations in
the TGA-approved Product Information. A maximum of 5 repeats may be requested. Where fewer than 5 repeats are requested at the time of
application, authority approvals for sufficient repeats to complete a maximum of 6 months of treatment may be requested by telephone by
contacting Medicare Australia on 1800 700 270 (hours of operation 8 a.m. to 5 p.m. EST Monday to Friday).
Authority required
Continuing treatment (all patients)
Continuing PBS-subsidised treatment with epoprostenol sodium of patients who have received approval for initial PBS-subsidised treatment with
epoprostenol sodium, and who have been assessed by a physician from a designated hospital to have achieved a response to their most recent
course of epoprostenol sodium treatment [see Note for definition of response].
Applications for authorisation must be in writing and must include:
(1) a completed authority prescription form; and
(2) a completed Pulmonary Arterial Hypertension PBS Authority Application - Supporting Information form [www.medicareaustralia.gov.au] which
includes results from the 3 tests below, where available:
(i) RHC composite assessment; and
(ii) ECHO composite assessment; and
(iii) BMWT.
The results of the same tests as conducted at baseline should be provided with each written continuing treatment application (i.e. every 6 months),
except for patients who were able to undergo all 3 tests at baseline, and whose subsequent ECHO and 6MWT results demonstrate disease stability
or improvement, in which case RHC can be omitted. In all other patients, where the same test(s) conducted at baseline cannot be performed for
assessment of response on clinical grounds, a patient specific reason why the test(s) could not be conducted must be provided with the application.
The maximum quantity authorised will be limited to provide sufficient supply for 1 month of treatment, based on the dosage recommendations in
the TGA-approved Product Information. A maximum of 5 repeats may be requested. Where fewer than 5 repeats are requested at the time of
application, authority approvals for sufficient repeats to complete a maximum of 6 months of treatment may be requested by telephone by
contacting Medicare Australia on 1800 700 270 (hours of operation 8 a.m. to 5 p.m. EST Monday to Friday).
5030R Powder for I.V. infusion 500 micrograms (base) infusion 1 . . 41.69 Flolan Kit GK
administration set
5035B Powder for L.V. infusion 1.5 mg (base) infusion administration 1 . . 83.37 Flolan Kit GK

set



85

HIGHLY SPECIALISED DRUGS PROGRAM (Public Hospital)

Code

Dispensed
Price for
Name, Restriction, Max. No. of Premium Max. Qty
Manner of Administration and Form Qty Rpts S S Brand Name and Manufacturer

ILOPROST TROMETAMOL

Note

Any queries concerning the arrangements to prescribe iloprost trometamol may be directed to Medicare Australia on 1800 700 270 (hours of
operation 8 a.m. to 5 p.m. EST Monday to Friday).

Written applications for authority to prescribe PAH agents should be forwarded to:

Medicare Australia

Prior Written Approval of Specialised Drugs
Reply Paid 9826

GPO Box 9826

HOBART TAS 7001;

Note

The following information applies to the prescribing under the Pharmaceutical Benefits Scheme (PBS) of agents for primary pulmonary hypertension
and pulmonary arterial hypertension. Where the term PAH agents appears in the following notes and restrictions it refers to bosentan monohydrate,
iloprost trometamol, epoprostenol sodium, sildenafil citrate, ambrisentan and tadalafil.

Patients are eligible for PBS-subsidised treatment with only 1 of the above PAH agents at any 1 time. Eligible patients may only swap between PAH
agents if they have not failed prior PBS-subsidised treatment with that agent.

PAH agents are not PBS-subsidised for patients with pulmonary hypertension secondary to interstitial lung disease associated with connective tissue
disease, where the total lung capacity is less than 70% of that predicted.

The following provides some explanatory notes regarding the availability of PBS-subsidised treatment of patients with:

(a) bosentan monohydrate, of primary pulmonary hypertension or pulmonary arterial hypertension secondary to connective tissue disease, or
pulmonary arterial hypertension associated with a congential systemic-to-pulmonary shunt (including Eisenmenger's physiology), in patients with
disease of WHO Functional Class Il or IV severity; AND

(b) iloprost trometamol, of:

— primary pulmonary hypertension, or pulmonary arterial hypertension secondary to connective tissue disease, in patients with disease of WHO
Functional Class Ill severity and who have failed to respond to prior PBS-subsidised treatment with an alternate PAH agent; AND

— primary pulmonary hypertension, or pulmonary arterial hypertension secondary to connective tissue disease, in patients with disease of WHO
Functional Class IV severity; AND

— drug-induced pulmonary arterial hypertension, in patients with disease of WHO Functional Class Ill and IV severity; AND

(c) epoprostenol sodium, of:

— primary pulmonary hypertension, or pulmonary arterial hypertension secondary to connective tissue disease, in patients with disease of WHO
Functional Class Ill severity and who have failed to respond to prior PBS-subsidised treatment with an alternate PAH agent; AND

— primary pulmonary hypertension, or pulmonary arterial hypertension secondary to connective tissue disease, in patients with disease of WHO
Functional Class IV severity; AND

(d) sildenafil citrate, of primary pulmonary hypertension or pulmonary arterial hypertension secondary to connective tissue disease, in patients with
disease of WHO Functional Class Il severity; AND

(e) ambrisentan, of primary pulmonary hypertension or pulmonary arterial hypertension secondary to connective tissue disease, in patients with
disease of WHO Functional Class Il or IV severity; AND

(f) tadalafil, of primary pulmonary hypertension or pulmonary arterial hypertension secondary to connective tissue disease, in patients with disease
of WHO Functional Class Il severity.

From 1 April 2012, patients can access PAH agents through the PBS according to the relevant restrictions. Once these patients are approved initial
treatment with 1 of these 6 drugs, they may swap between PAH agents at any time without having to re-qualify for treatment with the alternate
agent. This means that patients may commence treatment with the alternate agent, subject to that agent's restriction, irrespective of the severity of
their disease at the time the application to swap therapy is submitted. It also means that no new baseline measurements will be necessary. (New
baselines may be submitted where the patient has failed to respond to their current treatment.)

1. Definition of primary pulmonary hypertension, drug-induced pulmonary arterial hypertension, pulmonary arterial hypertension secondary to
connective tissue disease, including scleroderma, or pulmonary arterial hypertension associated with a congenital systemic-to-pulmonary shunt
(including Eisenmenger's physiology).

Primary pulmonary hypertension, drug-induced pulmonary arterial hypertension, pulmonary arterial hypertension secondary to connective tissue
disease, including scleroderma, or pulmonary arterial hypertension associated with a congenital systemic-to-pulmonary shunt (including
Eisenmenger's physiology) are defined as follows:

(i) mean pulmonary artery pressure (mPAP) greater than 25 mmHg at rest and pulmonary capillary wedge pressure (PCWP) less than 18 mmHg; or
(ii)) mPAP greater than 30 mmHg with exercise and PCWP less than 18 mmHg; or

(iii) where a right heart catheter cannot be performed on clinical grounds, right ventricular systolic pressure (RVSP), assessed by echocardiography
(ECHO), greater than 40 mmHg, with normal left ventricular function.

2. Definition of WHO Functional Class Ill or IV disease severity.
(a) WHO Functional Class Ill disease severity is defined as follows:

Patients with pulmonary hypertension resulting in marked limitation of physical activity who are comfortable at rest and on ordinary physical
activity experience dyspnoea or fatigue, chest pain or near syncope.
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(b) WHO Functional Class IV disease severity is defined as follows:
Patients with the inability to carry out any physical activity without symptoms. These patients manifest signs of right heart failure. Dyspnoea and/or
fatigue may even be present at rest. Discomfort is increased by any physical activity.

3. Designated hospitals.
Refer to the Medicare Australia website at www.medicareaustralia.gov.au for a list of designated hospitals.
4. Test requirements to establish baseline for initiation of treatment and response to treatment for continuation of treatment.

(a) Initiation of treatment.

The first written application for PBS-subsidised treatment with the first PAH agent should be accompanied by the results of a right heart catheter
(RHC) composite assessment, plus an echocardiograph (ECHO) composite assessment, plus a 6 minute walk test (6MWT) to establish the patient's
baseline measurements.

Where it is not possible to perform all 3 tests above on clinical grounds, the following list outlines the preferred test combination, in descending
order, for the purposes of initiation of PBS-subsidised treatment:

(1) RHC plus ECHO composite assessments;

(2) RHC composite assessment plus 6MWT;

(3) RHC composite assessment only.

In circumstances where a RHC cannot be performed on clinical grounds, applications may be submitted to Medicare Australia for consideration
based on the results of the following test combinations, which are listed in descending order of preference:

(1) ECHO composite assessment plus 6MWT;

(2) ECHO composite assessment only.

Where fewer than 3 tests are able to be performed on clinical grounds, a patient specific reason outlining why the particular test/s could not be
conducted must be provided with the authority application.

(b) Continuation of treatment.

The following list outlines the preferred test combination, in descending order, for the purposes of continuation of PBS-subsidised treatment:
(1) RHC plus ECHO composite assessments plus 6MWT;

(2) RHC plus ECHO composite assessments;

(3) RHC composite assessment plus 6MWT;

(4) ECHO composite assessment plus 6MWT;

(5) RHC composite assessment only;

(6) ECHO composite assessment only.

The results of the same tests as conducted at baseline should be provided with each written continuing treatment application (i.e. every 6 months),
except for patients who were able to undergo all 3 tests at baseline, and whose subsequent ECHO and 6MWT results demonstrate disease stability
or improvement, in which case RHC can be omitted. In all other patients, where the same test(s) conducted at baseline cannot be performed for
assessment of response on clinical grounds, a patient specific reason why the test(s) could not be conducted must be provided with the application.
The test(s) results provided with the application for continuing treatment must be no more than 2 months old at the time of application.

Note
5. Definition of response to a PAH agent or prior vasodilator treatment.

For adult patients with 2 or more baseline tests, response to treatment is defined as 2 or more tests demonstrating stability or improvement of
disease, as assessed by a physician from a designated hospital.

For adult patients with a RHC composite assessment alone at baseline, response to treatment is defined as a RHC result demonstrating stability or
improvement of disease, as assessed by a physician from a designated hospital.

For adult patients with an ECHO composite assessment alone at baseline, response to treatment is defined as an ECHO result demonstrating stability
or improvement of disease, as assessed by a physician from a designated hospital.

For patients aged less than 18 years, response to treatment is defined as at least 1 of the baseline tests demonstrating stability or improvement of
disease, as assessed by a physician from a designated hospital.

6. Authority approval requirements.

(a) Initiation of PBS-subsidised treatment with a PAH agent, where the patient has not received prior PBS-subsidised treatment with that agent.
All applications for initial treatment must be made in writing, must include a completed authority prescription and must be submitted to Medicare
Australia for authorisation. The total duration of initial PBS-subsidised treatment that will be approved with this first written application is up to 6
months, based on the dosage recommendations in the TGA-approved Product Information.

Bosentan only:
Approvals for the first authority prescription will be limited to 1 month of therapy with the 62.5 mg strength tablet, with the quantity approved
based on the dosage recommendations in the Therapeutic Goods Administration (TGA)-approved Product Information. No repeats will be
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authorised for this prescription. The second authority prescription may be written for either the 62.5 mg tablet or the 125 mg tablet strengths.
Where the 62.5 mg tablet strength is required, please contact Medicare Australia on 1800 700 270 (hours of operation 8 a.m. to 5 p.m. EST Monday
to Friday) for further advice. Approvals for the second authority prescription will be limited to 1 month of treatment, with the quantity approved
based on the dosage recommendations in the TGA-approved Product Information, and a maximum of 4 repeats. The approved second authority
prescription will be returned to the prescriber by Medicare Australia 2 weeks after the date of the approval of the first authority prescription, to
allow for the uninterrupted completion of the 6 month initial treatment course. Medicare Australia will contact prescribers prior to dispatch of the
second authority prescription to confirm the tablet strength required for the patient.

(b) Continuation of treatment.

Written applications for continuing treatment for patients who have demonstrated an adequate response to their current treatment must be
submitted to Medicare Australia for authorisation every 6 months. Approvals will be limited to provide sufficient supply for up to a maximum of 6
months of treatment, based on the dosage recommendations in the TGA-approved Product Information.

The assessment of the patient's response to the first and subsequent 6 month courses of treatment should be made following the preceding 5
months of treatment, in order to allow sufficient time for a response to be demonstrated. Applications for continuing treatment with a PAH agent
should be made prior to the completion of the 6 month treatment course to ensure continuity for those patients who respond to treatment, as
assessed by the treating physician.

(c) Swapping between PAH agents.

For eligible patients, applications to swap between these 6 drugs must be made under the relevant initial treatment restriction. Patients should be
assessed for response to the treatment they are ceasing at the time the application to swap therapy is being made. Patients who fail to demonstrate
a response or for whom no assessment results are submitted with the application to swap therapy may not re-commence PBS-subsidised treatment
with the drug they are ceasing.

It is important that patients are assessed for response to every course of treatment approved within the timeframes specified in the relevant
restriction, in order to maximise the choice of treatment.

To avoid confusion, applications for patients who wish to swap to an alternate treatment should be accompanied by the previously approved
authority prescription, or remaining repeats, for the treatment the patient is ceasing.

(d) Cessation of treatment — bosentan patients only.
Patients who fail to demonstrate a response to PBS-subsidised bosentan monohydrate treatment at the time where an assessment is required must
cease PBS-subsidised bosentan monohydrate therapy.

For patients ceasing treatment, approval will only be granted to provide sufficient supply of the 62.5 mg tablet strength to allow gradual dose
reduction over a period of no more than 1 month duration. Prescribers should telephone Medicare Australia on 1800 700 270 (hours of operation
8 a.m. to 5 p.m. EST Monday to Friday) to receive authorisation for this final supply and to ensure no unintended break in treatment occurs.

7. Re-treatment with a PAH agent.
Patients who do not respond to treatment are not eligible to receive further PBS-subsidised treatment with that agent under any circumstances.
8. Further information.

A tabulated representation of the above information and the restriction can be obtained from the Medicare Australia website at
www.medicareaustralia.gov.au.

Authority required

Initial (new patients)

Application for initial PBS-subsidised treatment with iloprost trometamol of patients who have not received prior PBS-subsidised treatment with
iloprost and who have been assessed by a physician from a designated hospital to have:

WHO Functional Class Il drug-induced pulmonary arterial hypertension and a mean right atrial pressure of 8 mmHg or less, as measured by RHC, or,
where a RHC cannot be performed on clinical grounds, right ventricular function as assessed by ECHO.

Patients must have failed to respond [see Note for definition of response] to 6 or more weeks of appropriate vasodilator treatment unless
intolerance or a contraindication to such treatment exists.

Applications for authorisation must be in writing and must include:

(1) a completed authority prescription form; and

(2) a completed Pulmonary Arterial Hypertension PBS Authority Application - Supporting Information form [www.medicareaustralia.gov.au] which
includes results from the 3 tests below, where available:

(i) RHC composite assessment; and

(ii) ECHO composite assessment; and

(iii) BMWT; and

(3) a signed patient acknowledgment form.

Details of prior vasodilator treatment, including the dose and duration of treatment, must be provided at the time of application. Where the patient
has an adverse event to a vasodilator or where vasodilator treatment is contraindicated, details on the nature of the adverse event or
contraindication according to the TGA-approved Product Information must also be provided with the application.
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Where fewer than 3 tests (see requirement 2 above) are able to be performed on clinical grounds, a patient specific reason outlining why the
particular test/s could not be conducted must be provided with the authority application [see Note for test requirements].

The maximum quantity authorised will be limited to provide sufficient supply for 1 month of treatment, based on the dosage recommendations in
the TGA-approved Product Information. A maximum of 5 repeats may be requested. Where fewer than 5 repeats are requested at the time of
application, authority approvals for sufficient repeats to complete a maximum of 6 months of treatment may be requested by telephone by
contacting Medicare Australia on 1800 700 270 (hours of operation 8 a.m. to 5 p.m. EST Monday to Friday).

Authority required

Initial (new patients)

Application for initial PBS-subsidised treatment with iloprost trometamol of patients who have not received prior PBS-subsidised treatment with a
PAH agent and who have been assessed by a physician from a designated hospital to have:

(a) WHO Functional Class Ill drug-induced pulmonary arterial hypertension and a mean right atrial pressure greater than 8 mmHg, as measured by
RHC, or, where a RHC cannot be performed on clinical grounds, right ventricular function as assessed by ECHO; OR

(b) WHO Functional Class IV primary pulmonary hypertension; OR

(c) WHO Functional Class IV pulmonary arterial hypertension secondary to connective tissue disease; OR

(d) WHO Functional Class IV drug-induced pulmonary arterial hypertension.

Applications for authorisation must be in writing and must include:

(1) a completed authority prescription form; and

(2) a completed Pulmonary Arterial Hypertension PBS Authority Application - Supporting Information form [www.medicareaustralia.gov.au] which
includes results from the 3 tests below, where available:

(i) RHC composite assessment; and

(ii)) ECHO composite assessment; and

(iii) 6MWT; and

(3) a signed patient acknowledgment form.

Where fewer than 3 tests (see requirement 2 above) are able to be performed on clinical grounds, a patient specific reason outlining why the
particular test/s could not be conducted must be provided with the authority application [see Note for test requirements].

The maximum quantity authorised will be limited to provide sufficient supply for 1 month of treatment, based on the dosage recommendations in
the TGA-approved Product Information. A maximum of 5 repeats may be requested. Where fewer than 5 repeats are requested at the time of
application, authority approvals for sufficient repeats to complete a maximum of 6 months of treatment may be requested by telephone by
contacting Medicare Australia on 1800 700 270 (hours of operation 8 a.m. to 5 p.m. EST Monday to Friday).

Authority required

Initial (change or re-commencement for all patients)

Application for initial PBS-subsidised treatment with iloprost trometamol of patients with one of the following:

(a) primary pulmonary hypertension or pulmonary arterial hypertension secondary to connective tissue disease who wish to re-commence PBS-
subsidised iloprost trometamol after a break in therapy and who have demonstrated a response to their most recent course of PBS-subsidised
treatment with iloprost trometamol; OR

(b) WHO Functional Class IV primary pulmonary hypertension or pulmonary arterial hypertension secondary to connective tissue disease and who
have received prior treatment with a PBS-subsidised PAH agent other than iloprost trometamol; OR

(c) WHO Functional Class Il primary pulmonary hypertension or pulmonary arterial hypertension secondary to connective tissue disease and who
have failed to respond to a prior PBS-subsidised PAH agent.

Applications for authorisation must be in writing and must include:

(1) a completed authority prescription form; and

(2) a completed Pulmonary Arterial Hypertension PBS Authority Application - Supporting Information form [www.medicareaustralia.gov.au] which
includes the results on which approval for the first application for PBS-subsidised PAH agent was granted; and

(3) the date of the first application for PBS-subsidised treatment with a PAH agent; and

(4) the results of the patient's response to treatment with their last course of PBS-subsidised PAH agent; and

(5) for WHO Functional Class Il patients, where this is the first application for iloprost trometamol, assessment details of the PBS-subsidised PAH
agent they have failed to respond to.

Where fewer than 3 tests (see requirement 2 above) are able to be performed on clinical grounds, a patient specific reason outlining why the
particular test/s could not be conducted must be provided with the authority application [see Note for test requirements].

The maximum quantity authorised will be limited to provide sufficient supply for 1 month of treatment, based on the dosage recommendations in
the TGA-approved Product Information. A maximum of 5 repeats may be requested. Where fewer than 5 repeats are requested at the time of
application, authority approvals for sufficient repeats to complete a maximum of 6 months of treatment may be requested by telephone by
contacting Medicare Australia on 1800 700 270 (hours of operation 8 a.m. to 5 p.m. EST Monday to Friday).

Authority required

Continuing treatment (all patients)

Continuing PBS-subsidised treatment with iloprost trometamol of patients who have received approval for initial PBS-subsidised treatment with
iloprost trometamol, and who have been assessed by a physician from a designated hospital to have achieved a response to their most recent
course of iloprost trometamol treatment [see Note for definition of response].
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Applications for authorisation must be in writing and must include:
(1) a completed authority prescription form; and
(2) a completed Pulmonary Arterial Hypertension PBS Authority Application - Supporting Information form [www.medicareaustralia.gov.au] which
includes results from the 3 tests below, where available:
(i) RHC composite assessment; and
(ii) ECHO composite assessment; and
(iiii) 6MWT.
The results of the same tests as conducted at baseline should be provided with each written continuing treatment application (i.e. every 6 months),
except for patients who were able to undergo all 3 tests at baseline, and whose subsequent ECHO and 6MWT results demonstrate disease stability
or improvement, in which case RHC can be omitted. In all other patients, where the same test(s) conducted at baseline cannot be performed for
assessment of response on clinical grounds, a patient specific reason why the test(s) could not be conducted must be provided with the application.
The maximum quantity authorised will be limited to provide sufficient supply for 1 month of treatment, based on the dosage recommendations in
the TGA-approved Product Information. A maximum of 5 repeats may be requested. Where fewer than 5 repeats are requested at the time of
application, authority approvals for sufficient repeats to complete a maximum of 6 months of treatment may be requested by telephone by
contacting Medicare Australia on 1800 700 270 (hours of operation 8 a.m. to 5 p.m. EST Monday to Friday).
Note
Special Pricing Arrangements apply.
5751Q Solution for inhalation 20 micrograms (base) in 2 mL 30 . . 1076.00 Ventavis BN
INFLIXIMAB
Note

Any queries concerning the arrangements to prescribe infliximab may be directed to Medicare Australia on 1800 700 270 (hours of operation 8 a.m.
to 5 p.m. EST Monday to Friday).

Prescribing information (including Authority Application Forms) is available on the Medicare Australia website at www.medicareaustralia.gov.au.
Written applications for authority to prescribe infliximab should be forwarded to:

Medicare Australia

Prior Written Approval of Specialised Drugs
Reply Paid 9826

GPO Box 9826

HOBART TAS 7001

Note
TREATMENT OF ADULT PATIENTS WITH SEVERE ACTIVE RHEUMATOID ARTHRITIS

The following information applies to the prescribing under the Pharmaceutical Benefits Scheme (PBS) of the biological disease modifying anti-
rheumatic drugs (0 DMARDs) for adults with severe active rheumatoid arthritis. Where the term bDMARD appears in the following notes and
restrictions it refers to the tumour necrosis factor (TNF) alfa antagonists (adalimumab, certolizumab pegol, etanercept, golimumab, infliximab), the
chimeric anti-CD20 monoclonal antibody (rituximab), the interleukin-6 inhibitor (tocilizumab) and the T-cell co-stimulation modulator (abatacept).

Patients are eligible for PBS-subsidised treatment with only 1 of the above biological disease modifying anti-rheumatic drugs at any 1 time.

PBS-subsidised abatacept, golimumab, infliximab and rituximab must be used in combination with methotrexate at a dose of at least 7.5 mg weekly.
Where a patient cannot tolerate 7.5 mg of methotrexate weekly, they are eligible to receive PBS-subsidised adalimumab, certolizumab pegol,
etanercept and tocilizumab.

In order to be eligible to receive PBS-subsidised treatment with rituximab, a patient must have already failed to demonstrate a response to at least 1
course of treatment with a PBS-subsidised TNF-alfa antagonist.

A patient receiving PBS-subsidised bDMARD therapy may swap to an alternate bDMARD without having to experience a disease flare. Under these
interchangeability arrangements:

— a patient may continue to receive long-term treatment with a PBS-subsidised bDMARD while they continue to show a response to therapy,

— a patient cannot trial and fail, or cease to respond to, the same PBS-subsidised bDMARD more than once, and

— once a patient has either failed or ceased to respond to treatment 5 times, they will not be eligible to receive further PBS-subsidised bDMARDs
for the treatment of rheumatoid arthritis.

For patients who have failed PBS-subsidised treatment with 2 or 3 TNF-alfa antagonists prior to 1 August 2010 please contact Medicare Australia on
1800 700 270.

A patient whose most recent course of PBS-subsidised therapy was with rituximab and whose response to this treatment is sustained for more than
12 months, may apply for a further course of rituximab under the Continuing treatment restriction. A patient who has failed fewer than 5 bDMARDs
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and who has a break in therapy of less than 24 months may commence a further course of treatment with a bDMARD without having to requalify
under the Initial 1 treatment restriction. A patient who has failed fewer than 5 bDMARDs and who has had a break in therapy of longer than 24
months must requalify for treatment under the Initial 1 treatment restriction.

The length of a treatment break is measured from the date the most recent treatment with PBS-subsidised bDMARD treatment is stopped to the
date of the new application for treatment with a bDMARD.

(1) How to prescribe PBS-subsidised bDMARD therapy after 1 August 2010.

(a) Initial treatment.

Applications for initial treatment should be made where:

(i) a patient has received no prior PBS-subsidised bDMARD treatment and wishes to commence such therapy, excluding rituximab (Initial 1); or

(i) a patient wishes to re-commence treatment with a bDMARD following a break in PBS-subsidised therapy of more than 24 months (Initial 1); or
(iii) a patient has received prior PBS-subsidised (initial or continuing) bDMARD therapy and wishes to trial an alternate agent (Initial 2) [further
details are under 'Swapping therapy' below]; or

(iv) a patient wishes to re-commence treatment with a specific bDMARD following a break of less than 24 months in PBS-subsidised therapy with
that agent (Initial 2).

Initial applications for new or re-commencing patients (Initial 1) must include a joint count and ESR and/or CRP measured at the completion of the 6
month intensive DMARD trial, but prior to ceasing DMARD therapy.

Initial treatment authorisations will be limited to provide a maximum of 16 weeks of therapy for abatacept, adalimumab, etanercept, golimumab
and tocilizumab, 18 to 20 weeks of therapy with certolizumab pegol (depending upon the dosing regimen), 22 weeks of therapy for infliximab and 2
infusions of rituximab.

A patient must be assessed for response to any course of initial PBS-subsidised treatment (excluding rituximab) following a minimum of 12 weeks of
therapy and this assessment must be submitted to Medicare Australia no later than 4 weeks from the date that course was ceased.

Rituximab patients must be assessed following a minimum of 12 weeks after the first infusion, and this assessment must be submitted to Medicare
Australia within 4 weeks.

Where a response assessment is not submitted to Medicare Australia within these timeframes, the patient will be deemed to have failed to respond
to treatment with that bDMARD.

For second and subsequent courses of PBS-subsidised bDMARD (excluding rituximab) treatment it is recommended that a patient is reviewed in the
month prior to completing their current course of treatment and that an application is submitted to Medicare Australia no later than 2 weeks prior
to the patient completing their current treatment course.

Abatacept patients:

Patients are eligible to receive one I.V. loading dose when commencing treatment with the subcutaneous formulation. For these patients two
prescriptions are required, the first prescription for the I.V. loading dose for sufficient vials for one dose based on the patient's weight with no
repeats. The second prescription for the pre-filled syringes, with a maximum quantity of 4 and up to 3 repeats, must be submitted with the initial
application.

Rituximab patients:
A further application may be submitted to Medicare Australia 24 weeks after the first infusion. New baselines may be submitted with this
application if appropriate.

(b) Continuing treatment.

Following the completion of an initial treatment course with a specific bLDMARD (excluding rituximab), a patient may qualify to receive up to 24
weeks of continuing treatment with that drug providing they have demonstrated an adequate response to treatment. The patient remains eligible to
receive continuing bDMARD treatment with the same drug in courses of up to 24 weeks providing they continue to sustain the response.

Itis recommended that a patient be reviewed in the month prior to completing their current course of treatment to ensure uninterrupted bDMARD
supply.

Assessments of response to a course of PBS-subsidised therapy must be submitted to Medicare Australia no later than 4 weeks from the date that
course was ceased.

Rituximab patients:

A patient may qualify to receive a further course of treatment (every 24 weeks) with this agent providing they have demonstrated an adequate
response to treatment following a minimum of 12 weeks after the first infusion of their most recent treatment with rituximab. The patient remains
eligible to receive a course of rituximab every 24 weeks providing they continue to demonstrate a response as specified in the restriction.

Where a response assessment is not submitted to Medicare Australia within these timeframes, the patient will be deemed to have failed to respond
to treatment with that bDMARD.

(2) Swapping therapy.
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Once initial treatment with the first PBS-subsidised bDMARD is approved, a patient may swap to an alternate bDMARD without having to requalify
with respect to the indices of disease severity (i.e. the erythrocyte sedimentation rate (ESR), the C-reactive protein (CRP) levels and the joint count)
or the prior non-bDMARD therapy requirements, except if the patient has had a break in therapy of more than 24 months. However the
requirement for concomitant treatment with methotrexate, where it applies, must be met for each bDMARD trialled.

Patients who are not able to complete a minimum of 12 weeks of an initial treatment course will be deemed to have failed treatment with that
agent.

A patient may trial an alternate bDMARD at any time, regardless of whether they are receiving therapy (initial or continuing) with a bDMARD at the
time of the application. However, they cannot swap to a particular bDMARD if they have failed to respond to prior treatment with that drug.

Abatacept patients:
Patients swapping from I.V. abatacept to subcutaneous abatacept will not be eligible for an I.V. loading dose when commencing treatment with the
subcutaneous formulation.

In order to trial rituximab, a patient must have trialled and failed to demonstrate a response to at least 1 PBS-subsidised TNF-alfa antagonist
treatment.

To ensure a patient receives the maximum treatment opportunities allowed under the interchangeability arrangements, it is important that they are
assessed for response to every course of treatment approved, within the timeframes specified in the relevant restriction.

PBS subsidy does not allow for patients to receive treatment with another PBS-subsidised biological agent during the required treatment-free period
applying to patients who have demonstrated a response to their most recent course of rituximab. This means that patients who have demonstrated
a response to a course of rituximab must have a PBS-subsidised biological therapy treatment-free period of at least 22 weeks, immediately following
the second infusion, before swapping to an alternate bDMARD. Patients who fail to respond to rituximab and who qualify and wish to trial a course
of an alternate bDMARD may do so without having to have any treatment-free period.

To avoid confusion, an application for a patient who wishes to swap to an alternate bDMARD should be accompanied by the approved authority
prescription or remaining repeats for the bDMARD the patient is ceasing.

Note
(3) Baseline measurements to determine response.

Medicare Australia will determine whether a response to treatment has been demonstrated based on the baseline measurements of the joint count,
ESR and/or CRP submitted with the first authority application for a bDMARD. However, prescribers may provide new baseline measurements any
time that an initial treatment authority application is submitted and Medicare Australia will assess response according to these revised baseline
measurements.

To ensure consistency in determining response, the same indices of disease severity used to establish baseline at the commencement of treatment
with each initial treatment application must be provided for all subsequent continuing treatment applications. Therefore, where only an ESR or CRP
level is provided at baseline, an ESR or CRP level respectively must be provided to determine response. Similarly, where the baseline active joint
count is based on total active joints (i.e. more than 20 active joints), response will be determined according to the reduction in the total number of
active joints. Where the baseline is determined on total number of major joints, the response must be demonstrated on the total number of major
joints.

Except as specified under the Initial 1 treatment restriction, a baseline joint count and ESR and/or CRP should be performed whilst the patient is still
on treatment or within 1 month of ceasing prior treatment. Applications under the Initial 1 treatment restriction for new or re-commencing patients
must include a joint count and ESR and/or CRP measured at the completion of the 6 month intensive DMARD trial, but prior to ceasing DMARD
therapy.

Authority required
Initial 1 (new patient or patient re-commencing after a break of more than 24 months)

Initial PBS-subsidised treatment with infliximab, in combination with methotrexate at a dose of at least 7.5 mg weekly, by a rheumatologist or
clinical immunologist with expertise in the management of rheumatoid arthritis, of adults who:

(a) have severe active rheumatoid arthritis; and

(b) have received no PBS-subsidised treatment with a bDMARD for this condition in the previous 24 months; and

(c) have failed, in the 24 months immediately prior to the date of application, to achieve an adequate response to at least 6 months of intensive
treatment with disease modifying anti-rheumatic drugs (DMARDs), which must include at least 3 months continuous treatment with each of at least
2 DMARDs, one of which must be methotrexate at a dose of at least 20 mg weekly and one of which must be:

— hydroxychloroquine at a dose of at least 200 mg daily; or

— leflunomide at a dose of at least 10 mg daily; or

— sulfasalazine at a dose of at least 2 g daily.

If methotrexate is contraindicated according to the TGA-approved product information or cannot be tolerated at a 20 mg weekly dose, then the 6
months of intensive DMARD treatment must include at least 3 months continuous treatment with each of at least 2 of the DMARDs:
— hydroxychloroquine at a dose of at least 200 mg daily; and/or
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— leflunomide at a dose of at least 10 mg daily; and/or
— sulfasalazine at a dose of at least 2 g daily.

The application must include details of the contraindication or intolerance to methotrexate. Details of the toxicities, including severity, which will be
accepted for the purposes of exempting a patient from the requirement to undertake a minimum 3 month trial of methotrexate at a 20 mg weekly
dose can be found on the Medicare Australia website [www.medicareaustralia.gov.au]. The maximum tolerated dose of methotrexate must be
documented in the application, if applicable.

If 3 or more of methotrexate, hydroxychloroquine, leflunomide and sulfasalazine are contraindicated according to the relevant TGA-approved
product information or cannot be tolerated at the doses specified above, then one or more of the following DMARDs may be used in place of these
agents in order to satisfy the requirement for a trial of 6 months of intensive DMARD therapy with at least 2 DMARDs taken continuously for at least
3 months each:

— azathioprine at a dose of at least 1 mg/kg per day; and/or

— cyclosporin at a dose of at least 2 mg/kg/day; and/or

— sodium aurothiomalate at a dose of 50 mg weekly.

The application must include details of the DMARDs trialled, their doses and duration of treatment, and all relevant contraindications and/or
intolerances. Details of the toxicities, including severity, which will be accepted as a reason for substituting azathioprine, cyclosporin or sodium
aurothiomalate for another DMARD as part of the 6 month intensive DMARD trial can be found on the Medicare Australia website
[www.medicareaustralia.gov.au].

The requirement to trial at least 2 DMARDs for periods of at least 3 months each can be met using single agents sequentially or by using one or more
combinations of DMARDs.

If the requirement to trial 6 months of intensive DMARD therapy with at least 2 DMARDs cannot be met because of contraindications and/or
intolerances of a severity necessitating permanent treatment withdrawal to all of the DMARDs specified above, details of the contraindication or
intolerance and dose for each DMARD must be provided in the authority application. Details of the toxicities, including severity, which will be
accepted for the purposes of exempting a patient from the requirement for a 6 month trial of intensive DMARD therapy can be found on the
Medicare Australia website [www.medicareaustralia.gov.au].

The following criteria indicate failure to achieve an adequate response and must be demonstrated in all patients at the time of the initial application:
an elevated erythrocyte sedimentation rate (ESR) greater than 25 mm per hour or a C-reactive protein (CRP) level greater than 15 mg per L;

AND either

(i) a total active joint count of at least 20 active (swollen and tender) joints; or

(i) at least 4 active joints from the following list of major joints:

— elbow, wrist, knee and/or ankle (assessed as swollen and tender); and/or

— shoulder and/or hip (assessed as pain in passive movement and restriction of passive movement, where pain and limitation of movement are due
to active disease and not irreversible damage such as joint destruction or bony overgrowth).

The joint count and ESR and/or CRP must be determined at the completion of the 6 month intensive DMARD trial, but prior to ceasing DMARD
therapy. All measures must be no more than one month old at the time of initial application.

If the above requirement to demonstrate an elevated ESR or CRP cannot be met, the application must state the reason this criterion cannot be
satisfied.

Where the baseline active joint count is based on total active joints (i.e. more than 20 active joints), response will be determined according to the
reduction in the total number of active joints. Where the baseline is determined on total number of major joints, the response must be
demonstrated on the total number of major joints. If only an ESR or CRP level is provided with the initial application, the same marker will be used to
determine response.

The authority application must be made in writing and must include:

(1) a completed authority prescription form; and

(2) a completed Rheumatoid Arthritis PBS Authority Application - Supporting Information Form [may be downloaded from the Medicare Australia
website (www.medicareaustralia.gov.au)]; and

(3) a signed patient acknowledgement.

A maximum of 22 weeks of treatment will be authorised under this restriction.

At the time of the authority application, medical practitioners should request the appropriate quantity of vials, based on the weight of the patient,
to provide sufficient for a single infusion at a dose of 3 mg per kg. Up to a maximum of 3 repeats may be authorised.

Where fewer than 3 repeats are requested at the time of the initial application, authority approvals for sufficient repeats to complete a maximum of
22 weeks of treatment may be requested by telephone by contacting Medicare Australia on 1800 700 270 (hours of operation 8 a.m. to 5 p.m. EST
Monday to Friday).

Assessment of a patient's response to an initial course of treatment must be made after at least 12 weeks of treatment so that there is adequate
time for a response to be demonstrated. This assessment, which will be used to determine eligibility for continuing treatment, must be submitted to
Medicare Australia no later than 1 month from the date of completion of this initial course of treatment. Where a response assessment is not
undertaken and submitted to Medicare Australia within these timeframes, the patient will be deemed to have failed to respond to treatment with
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infliximab.

Patients who fail to demonstrate a response to treatment with infliximab under this restriction will not be eligible to receive further PBS-subsidised
treatment with this drug for this condition.

Authority required
Initial 2 (change or re-commencement after break of less than 24 months)

Initial course of PBS-subsidised treatment with infliximab, in combination with methotrexate at a dose of at least 7.5 mg weekly, by a
rheumatologist or clinical immunologist with expertise in the management of rheumatoid arthritis, of adults who:

(a) have a documented history of severe active rheumatoid arthritis; and

(b) have received prior PBS-subsidised bDMARD treatment for this condition and are eligible to receive further bDMARD therapy.

The authority application must be made in writing and must include:

(1) a completed authority prescription form; and

(2) a completed Rheumatoid Arthritis PBS Authority Application - Supporting Information Form [may be downloaded from the Medicare Australia
website (www.medicareaustralia.gov.au)].

Applications for patients who have received PBS-subsidised treatment with infliximab and who wish to re-commence therapy with this drug, must
be accompanied by evidence of a response to the patient's most recent course of PBS-subsidised infliximab treatment, within the timeframes
specified below.

A maximum of 22 weeks of treatment will be authorised under this restriction.

At the time of the authority application, medical practitioners should request the appropriate quantity of vials, based on the weight of the patient,
to provide sufficient for a single infusion at a dose of 3 mg per kg. Up to a maximum of 3 repeats may be authorised.

Where fewer than 3 repeats are requested at the time of the initial application, authority approvals for sufficient repeats to complete a maximum of
22 weeks of treatment may be requested by telephone by contacting Medicare Australia on 1800 700 270 (hours of operation 8 a.m. to 5 p.m. EST
Monday to Friday).

Where the most recent course of PBS-subsidised infliximab treatment was approved under either of the initial 1 or 2 treatment restrictions, patients
must have been assessed for response following a minimum of 12 weeks of therapy. This assessment must be provided to Medicare Australia no
later than 4 weeks from the date that course was ceased.

Where the most recent course of PBS-subsidised infliximab treatment was approved under the continuing treatment criteria, patients must have
been assessed for response, and the assessment must be submitted to Medicare Australia no later than 4 weeks from the date that course was
ceased.

Patients who fail to demonstrate a response to treatment with infliximab under this restriction will not be eligible to receive further PBS-subsidised
treatment with this drug for this condition.

Authority required

Continuing treatment

Continuing PBS-subsidised treatment with infliximab, in combination with methotrexate at a dose of at least 7.5 mg weekly, by a rheumatologist or
clinical immunologist with expertise in the management of rheumatoid arthritis, of adults:

(a) who have a documented history of severe active rheumatoid arthritis; and

(b) who have demonstrated an adequate response to treatment with infliximab; and

(c) whose most recent course of PBS-subsidised bDMARD treatment was with infliximab.

An adequate response to treatment is defined as:

an ESR no greater than 25 mm per hour or a CRP level no greater than 15 mg per L or either marker reduced by at least 20% from baseline;

AND either of the following:

(i) a reduction in the total active (swollen and tender) joint count by at least 50% from baseline, where baseline is at least 20 active joints; or

(i) a reduction in the number of the following major active joints, from at least 4, by at least 50%:

— elbow, wrist, knee and/or ankle (assessed as swollen and tender); and/or

— shoulder and/or hip (assessed as pain in passive movement and restriction of passive movement, where pain and limitation of movement are due
to active disease and not irreversible damage such as joint destruction or bony overgrowth).

The authority application must be made in writing and must include:

(1) a completed authority prescription form; and

(2) a completed Rheumatoid Arthritis PBS Authority Application - Supporting Information Form [may be downloaded from the Medicare Australia
website (www.medicareaustralia.gov.au)].

A maximum of 24 weeks of treatment will be approved under this restriction.

At the time of the authority application, medical practitioners should request the appropriate quantity of vials, based on the weight of the patient,
to provide sufficient for a single infusion at a dose of 3 mg per kg. Up to a maximum of 2 repeats may be authorised.

Where fewer than 2 repeats are requested at the time of the application, authority approvals for sufficient repeats to complete a maximum of 24
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weeks of treatment may be requested by telephone by contacting Medicare Australia on 1800 700 270 (hours of operation 8 a.m. to 5 p.m. EST
Monday to Friday).
All applications for continuing treatment with infliximab must include a measurement of response to the prior course of therapy. This assessment
must be provided to Medicare Australia no later than 4 weeks from the cessation of that treatment course. If the application is the first application
for continuing treatment with infliximab, it must be accompanied by an assessment of response to a minimum of 12 weeks of treatment with an
initial treatment course.
Patients who fail to demonstrate a response to treatment with infliximab under this restriction will not be eligible to receive further PBS-subsidised
treatment with this drug for this condition.
Note
Special Pricing Arrangements apply.
5757B Powder for L.V. infusion 100 mg 1 . . 751.70 Remicade JC
NEVIRAPINE
Authority required (STREAMLINED)
3995
Initial treatment of HIV infection in combination with other antiretroviral agents in a patient who has been stabilised on nevirapine immediate
release with a CD4 count of less than 500 per cubic millimetre or symptomatic HIV disease;
3589
Continuing treatment of HIV infection in combination with other antiretroviral agents where the patient has previously received PBS-subsidised
therapy for HIV infection.
1132N Tablet 400 mg (extended release) 60 5 . *543.16 Viramune XR BY
RILPIVIRINE
Authority required (STREAMLINED)
3588
Initial treatment of HIV infection in combination with other antiretroviral agents in a patient with a CD4 count of less than 500 per cubic millimetre
or symptomatic HIV disease;
3589
Continuing treatment of HIV infection in combination with other antiretroviral agents where the patient has previously received PBS-subsidised
therapy for HIV infection.
1173R Tablet 25 mg (as hydrochloride) 60 5 . *543.16 Edurant ]C
RITUXIMAB
Note

Any queries concerning the arrangements to prescribe rituximab may be directed to Medicare Australia on 1800 700 270 (hours of operation 8 a.m.
to 5 p.m. EST Monday to Friday).

Further prescribing information (including Authority Application Forms) is on the Medicare Australia website at www.medicareaustralia.gov.au.
Written applications for authority to prescribe rituximab should be forwarded to:

Medicare Australia

Prior Written Approval of Specialised Drugs
Reply Paid 9826

GPO Box 9826

HOBART TAS 7001;

Note
TREATMENT OF ADULT PATIENTS WITH SEVERE ACTIVE RHEUMATOID ARTHRITIS

The following information applies to the prescribing under the Pharmaceutical Benefits Scheme (PBS) of the biological disease modifying anti-
rheumatic drugs (0DMARDs) for adults with severe active rheumatoid arthritis. Where the term bDMARD appears in the following notes and
restrictions it refers to the tumour necrosis factor (TNF) alfa antagonists (adalimumab, certolizumab pegol, etanercept, golimumab, infliximab), the
chimeric anti-CD20 monoclonal antibody (rituximab), the interleukin-6 inhibitor (tocilizumab) and the T-cell co-stimulation modulator (abatacept).

Patients are eligible for PBS-subsidised treatment with only 1 of the above biological disease modifying anti-rheumatic drugs at any 1 time.
PBS-subsidised abatacept, golimumab, infliximab and rituximab must be used in combination with methotrexate at a dose of at least 7.5 mg weekly.

Where a patient cannot tolerate 7.5 mg of methotrexate weekly, they are eligible to receive PBS-subsidised adalimumab, certolizumab pegol,
etanercept and tocilizumab.
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In order to be eligible to receive PBS-subsidised treatment with rituximab, a patient must have already failed to demonstrate a response to at least 1
course of treatment with a PBS-subsidised TNF-alfa antagonist.

A patient receiving PBS-subsidised bDMARD therapy may swap to an alternate bDMARD without having to experience a disease flare. Under these
interchangeability arrangements:

— a patient may continue to receive long-term treatment with a PBS-subsidised bDMARD while they continue to show a response to therapy,

— a patient cannot trial and fail, or cease to respond to, the same PBS-subsidised bDMARD more than once, and

— once a patient has either failed or ceased to respond to treatment 5 times, they will not be eligible to receive further PBS-subsidised bDMARDs
for the treatment of rheumatoid arthritis.

For patients who have failed PBS-subsidised treatment with 2 or 3 TNF-alfa antagonists prior to 1 August 2010 please contact Medicare Australia on
1800 700 270.

A patient whose most recent course of PBS-subsidised therapy was with rituximab and whose response to this treatment is sustained for more than
12 months, may apply for a further course of rituximab under the Continuing treatment restriction. A patient who has failed fewer than 5 bDMARDs
and who has a break in therapy of less than 24 months may commence a further course of treatment with a bDMARD without having to requalify
under the Initial 1 treatment restriction. A patient who has failed fewer than 5 bDMARDs and who has had a break in therapy of longer than 24
months must requalify for treatment under the Initial 1 treatment restriction.

The length of a treatment break is measured from the date the most recent treatment with PBS-subsidised bDMARD treatment is stopped to the
date of the new application for treatment with a bDMARD.

(1) How to prescribe PBS-subsidised bDMARD therapy after 1 August 2010.

(a) Initial treatment.

Applications for initial treatment should be made where:

(i) a patient has received no prior PBS-subsidised bDMARD treatment and wishes to commence such therapy, excluding rituximab (Initial 1); or

(i) a patient wishes to re-commence treatment with a bDMARD following a break in PBS-subsidised therapy of more than 24 months (Initial 1); or
(iii) a patient has received prior PBS-subsidised (initial or continuing) bDMARD therapy and wishes to trial an alternate agent (Initial 2) [further
details are under 'Swapping therapy' below]; or

(iv) a patient wishes to re-commence treatment with a specific bDMARD following a break of less than 24 months in PBS-subsidised therapy with
that agent (Initial 2).

Initial applications for new or re-commencing patients (Initial 1) must include a joint count and ESR and/or CRP measured at the completion of the 6
month intensive DMARD trial, but prior to ceasing DMARD therapy.

Initial treatment authorisations will be limited to provide a maximum of 16 weeks of therapy for abatacept, adalimumab, etanercept, golimumab
and tocilizumab, 18 to 20 weeks of therapy with certolizumab pegol (depending upon the dosing regimen), 22 weeks of therapy for infliximab and 2
infusions of rituximab.

A patient must be assessed for response to any course of initial PBS-subsidised treatment (excluding rituximab) following a minimum of 12 weeks of
therapy and this assessment must be submitted to Medicare Australia no later than 4 weeks from the date that course was ceased.

Rituximab patients must be assessed following a minimum of 12 weeks after the first infusion, and this assessment must be submitted to Medicare
Australia within 4 weeks.

Where a response assessment is not submitted to Medicare Australia within these timeframes, the patient will be deemed to have failed to respond
to treatment with that bDMARD.

For second and subsequent courses of PBS-subsidised bDMARD (excluding rituximab) treatment it is recommended that a patient is reviewed in the
month prior to completing their current course of treatment and that an application is submitted to Medicare Australia no later than 2 weeks prior
to the patient completing their current treatment course.

Abatacept patients:

Patients are eligible to receive one I.V. loading dose when commencing treatment with the subcutaneous formulation. For these patients two
prescriptions are required, the first prescription for the I.V. loading dose for sufficient vials for one dose based on the patient's weight with no
repeats. The second prescription for the pre-filled syringes, with a maximum quantity of 4 and up to 3 repeats, must be submitted with the initial
application.

Rituximab patients:
A further application may be submitted to Medicare Australia 24 weeks after the first infusion. New baselines may be submitted with this
application if appropriate.

(b) Continuing treatment.

Following the completion of an initial treatment course with a specific bDMARD (excluding rituximab), a patient may qualify to receive up to 24
weeks of continuing treatment with that drug providing they have demonstrated an adequate response to treatment. The patient remains eligible to
receive continuing bDMARD treatment with the same drug in courses of up to 24 weeks providing they continue to sustain the response.
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It is recommended that a patient be reviewed in the month prior to completing their current course of treatment to ensure uninterrupted bDMARD
supply.

Assessments of response to a course of PBS-subsidised therapy must be submitted to Medicare Australia no later than 4 weeks from the date that
course was ceased.

Rituximab patients:

A patient may qualify to receive a further course of treatment (every 24 weeks) with this agent providing they have demonstrated an adequate
response to treatment following a minimum of 12 weeks after the first infusion of their most recent treatment with rituximab. The patient remains
eligible to receive a course of rituximab every 24 weeks providing they continue to demonstrate a response as specified in the restriction.

Where a response assessment is not submitted to Medicare Australia within these timeframes, the patient will be deemed to have failed to respond
to treatment with that bDMARD.

(2) Swapping therapy.

Once initial treatment with the first PBS-subsidised bDMARD is approved, a patient may swap to an alternate bDMARD without having to requalify
with respect to the indices of disease severity (i.e. the erythrocyte sedimentation rate (ESR), the C-reactive protein (CRP) levels and the joint count)
or the prior non-bDMARD therapy requirements, except if the patient has had a break in therapy of more than 24 months. However the
requirement for concomitant treatment with methotrexate, where it applies, must be met for each bDMARD trialled.

Patients who are not able to complete a minimum of 12 weeks of an initial treatment course will be deemed to have failed treatment with that
agent.

A patient may trial an alternate bDMARD at any time, regardless of whether they are receiving therapy (initial or continuing) with a bDMARD at the
time of the application. However, they cannot swap to a particular b DMARD if they have failed to respond to prior treatment with that drug.

Abatacept patients:
Patients swapping from I.V. abatacept to subcutaneous abatacept will not be eligible for an I.V. loading dose when commencing treatment with the
subcutaneous formulation.

In order to trial rituximab, a patient must have trialled and failed to demonstrate a response to at least 1 PBS-subsidised TNF-alfa antagonist
treatment.

To ensure a patient receives the maximum treatment opportunities allowed under the interchangeability arrangements, it is important that they are
assessed for response to every course of treatment approved, within the timeframes specified in the relevant restriction.

PBS subsidy does not allow for patients to receive treatment with another PBS-subsidised biological agent during the required treatment-free period
applying to patients who have demonstrated a response to their most recent course of rituximab. This means that patients who have demonstrated
a response to a course of rituximab must have a PBS-subsidised biological therapy treatment-free period of at least 22 weeks, immediately following
the second infusion, before swapping to an alternate bDMARD. Patients who fail to respond to rituximab and who qualify and wish to trial a course
of an alternate bDMARD may do so without having to have any treatment-free period.

To avoid confusion, an application for a patient who wishes to swap to an alternate bDMARD should be accompanied by the approved authority
prescription or remaining repeats for the bDMARD the patient is ceasing.

Note
(3) Baseline measurements to determine response.

Medicare Australia will determine whether a response to treatment has been demonstrated based on the baseline measurements of the joint count,
ESR and/or CRP submitted with the first authority application for a bDMARD. However, prescribers may provide new baseline measurements any
time that an initial treatment authority application is submitted and Medicare Australia will assess response according to these revised baseline
measurements.

To ensure consistency in determining response, the same indices of disease severity used to establish baseline at the commencement of treatment
with each initial treatment application must be provided for all subsequent continuing treatment applications. Therefore, where only an ESR or CRP
level is provided at baseline, an ESR or CRP level respectively must be provided to determine response. Similarly, where the baseline active joint
count is based on total active joints (i.e. more than 20 active joints), response will be determined according to the reduction in the total number of
active joints. Where the baseline is determined on total number of major joints, the response must be demonstrated on the total number of major
joints.

Except as specified under the Initial 1 treatment restriction, a baseline joint count and ESR and/or CRP should be performed whilst the patient is still
on treatment or within 1 month of ceasing prior treatment. Applications under the Initial 1 treatment restriction for new or re-commencing patients
must include a joint count and ESR and/or CRP measured at the completion of the 6 month intensive DMARD trial, but prior to ceasing DMARD
therapy.
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Authority required
Initial 1 (patient re-commencing after a break of more than 24 months)

Initial PBS-subsidised treatment with rituximab, in combination with methotrexate at a dose of at least 7.5 mg weekly, by a rheumatologist or
clinical immunologist with expertise in the management of rheumatoid arthritis, of adults who:

(a) have severe active rheumatoid arthritis; and

(b) have failed to respond to at least 1 PBS-subsidised TNF-alfa antagonist; and

(c) have received no PBS-subsidised treatment with a bDMARD for this condition in the previous 24 months; and

(d) have failed, in the 24 months immediately prior to the date of application, to achieve an adequate response to at least 6 months of intensive
treatment with disease modifying anti-rheumatic drugs (DMARDs), which must include at least 3 months continuous treatment with each of at least
2 DMARDs, one of which must be methotrexate at a dose of at least 20 mg weekly and one of which must be:

— hydroxychloroquine at a dose of at least 200 mg daily; or

— leflunomide at a dose of at least 10 mg daily; or

— sulfasalazine at a dose of at least 2 g daily.

If methotrexate is contraindicated according to the TGA-approved product information or cannot be tolerated at a 20 mg weekly dose, then the 6
months of intensive DMARD treatment must include at least 3 months continuous treatment with each of at least 2 of the DMARDs:

— hydroxychloroquine at a dose of at least 200 mg daily; and/or

— leflunomide at a dose of at least 10 mg daily; and/or

— sulfasalazine at a dose of at least 2 g daily.

The application must include details of the contraindication or intolerance to methotrexate. Details of the toxicities, including severity, which will be
accepted for the purposes of exempting a patient from the requirement to undertake a minimum 3 month trial of methotrexate at a 20 mg weekly
dose can be found on the Medicare Australia website [www.medicareaustralia.gov.au]. The maximum tolerated dose of methotrexate must be
documented in the application, if applicable.

If 3 or more of methotrexate, hydroxychloroquine, leflunomide and sulfasalazine are contraindicated according to the relevant TGA-approved
product information or cannot be tolerated at the doses specified above, then one or more of the following DMARDs may be used in place of these
agents in order to satisfy the requirement for a trial of 6 months of intensive DMARD therapy with at least 2 DMARDs taken continuously for at least
3 months each:

— azathioprine at a dose of at least 1 mg/kg per day; and/or

— cyclosporin at a dose of at least 2 mg/kg/day; and/or

— sodium aurothiomalate at a dose of 50 mg weekly.

The application must include details of the DMARDs trialled, their doses and duration of treatment, and all relevant contraindications and/or
intolerances. Details of the toxicities, including severity, which will be accepted as a reason for substituting azathioprine, cyclosporin or sodium
aurothiomalate for another DMARD as part of the 6 month intensive DMARD trial can be found on the Medicare Australia website
[www.medicareaustralia.gov.au].

The requirement to trial at least 2 DMARDs for periods of at least 3 months each can be met using single agents sequentially or by using one or more
combinations of DMARDs.

If the requirement to trial 6 months of intensive DMARD therapy with at least 2 DMARDs cannot be met because of contraindications and/or
intolerances of a severity necessitating permanent treatment withdrawal to all of the DMARDs specified above, details of the contraindication or
intolerance and dose for each DMARD must be provided in the authority application. Details of the toxicities, including severity, which will be
accepted for the purposes of exempting a patient from the requirement for a 6 month trial of intensive DMARD therapy can be found on the
Medicare Australia website [www.medicareaustralia.gov.au].

The following criteria indicate failure to achieve an adequate response and must be demonstrated in all patients at the time of the initial application:
an elevated erythrocyte sedimentation rate (ESR) greater than 25 mm per hour or a C-reactive protein (CRP) level greater than 15 mg per L;

AND either

(i) a total active joint count of at least 20 active (swollen and tender) joints; or

(i) at least 4 active joints from the following list of major joints:

— elbow, wrist, knee and/or ankle (assessed as swollen and tender); and/or

— shoulder and/or hip (assessed as pain in passive movement and restriction of passive movement, where pain and limitation of movement are due
to active disease and not irreversible damage such as joint destruction or bony overgrowth).

The joint count and ESR and/or CRP must be determined at the completion of the 6 month intensive DMARD trial, but prior to ceasing DMARD
therapy. All measures must be no more than one month old at the time of initial application.

If the above requirement to demonstrate an elevated ESR or CRP cannot be met, the application must state the reason this criterion cannot be
satisfied.

Where the baseline active joint count is based on total active joints (i.e. more than 20 active joints), response will be determined according to the
reduction in the total number of active joints. Where the baseline is determined on total number of major joints, the response must be
demonstrated on the total number of major joints. If only an ESR or CRP level is provided with the initial application, the same marker will be used to
determine response.
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The authority application must be made in writing and must include:

(1) a completed authority prescription form; and

(2) a completed Rheumatoid Arthritis PBS Authority Application - Supporting Information Form [may be downloaded from the Medicare Australia
website (www.medicareaustralia.gov.au)]; and

(3) a signed patient acknowledgement.

A maximum of two infusions will be authorised under this restriction.

Assessment of a patient's response to an initial course of treatment must be made at least 12 weeks after the first infusion so that there is adequate
time for a response to be demonstrated. This assessment, which will be used to determine eligibility for continuing treatment, must be submitted to
Medicare Australia within 4 weeks of the date it was conducted.

Where a response assessment is not undertaken and submitted to Medicare Australia within these timeframes, the patient will be deemed to have
failed to respond to treatment with rituximab.

A patient whose most recent course of PBS-subsidised therapy was with rituximab and whose response to this treatment is sustained for more than
12 months, may apply for a further course of rituximab under the Continuing treatment restriction.

Patients who fail to demonstrate a response to treatment with rituximab under this restriction will not be eligible to receive further PBS-subsidised
treatment with this drug for this condition.

Patients who fail to demonstrate a response to rituximab treatment and who qualify to trial an alternate bDMARD according to the
interchangeability arrangements for bDMARDs for the treatment of severe rheumatoid arthritis, may do so without having to have a 22 week
treatment-free period.

Authority required
Initial 2 (change or re-commencement after break of less than 24 months)

Initial course of PBS-subsidised treatment with rituximab, in combination with methotrexate at a dose of at least 7.5 mg weekly, by a rheumatologist
or clinical immunologist with expertise in the management of rheumatoid arthritis, of adults who:

(a) have a documented history of severe active rheumatoid arthritis; and

(b) have failed to respond to at least 1 PBS-subsidised TNF-alfa antagonist; and

(c) have received prior PBS-subsidised bDMARD treatment for this condition and are eligible to receive further bDMARD therapy.

The authority application must be made in writing and must include:

(1) a completed authority prescription form; and

(2) a completed Rheumatoid Arthritis PBS Authority Application - Supporting Information Form [may be downloaded from the Medicare Australia
website (www.medicareaustralia.gov.au)].

Applications for patients who have received PBS-subsidised treatment with rituximab and who wish to re-commence therapy with this drug, must be
accompanied by evidence of a response to the patient's most recent course of PBS-subsidised rituximab treatment, within the timeframes specified
below.

A maximum of two infusions will be authorised under this restriction.

Where the most recent course of PBS-subsidised rituximab treatment was approved under either of the initial 1 or 2 treatment restrictions patients
must be assessed for response at least 12 weeks after the first infusion. This assessment must be provided to Medicare Australia no later than 4
weeks from the date of assessment.

A patient may qualify to receive a further course of treatment (every 24 weeks) with this agent provided they have demonstrated an adequate
response to treatment following a minimum of 12 weeks after the first infusion of their most recent treatment with rituximab. The demonstration of
response must be submitted to Medicare Australia within 4 weeks of assessment.

A patient whose most recent course of PBS-subsidised therapy was with rituximab and whose response to this treatment is sustained for more than
12 months, may apply for a further course of rituximab under the Continuing treatment restriction.

Patients who fail to demonstrate a response to treatment with rituximab under this restriction will not be eligible to receive further PBS-subsidised
treatment with this drug for this condition.

Patients who fail to demonstrate a response to rituximab treatment and who qualify to trial an alternate bDMARD according to the
interchangeability arrangements for bDMARDSs for the treatment of severe rheumatoid arthritis, may do so without having to have a 22 week
treatment-free period.

Authority required

Continuing treatment

Continuing PBS-subsidised treatment with rituximab, in combination with methotrexate at a dose of at least 7.5 mg weekly, by a rheumatologist or
clinical immunologist with expertise in the management of rheumatoid arthritis, of adults:

(a) who have a documented history of severe active rheumatoid arthritis; and

(b) who have demonstrated an adequate response to treatment with rituximab; and

(c) whose most recent course of PBS-subsidised bDMARD treatment was with rituximab.
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An adequate response to treatment is defined as:
an ESR no greater than 25 mm per hour or a CRP level no greater than 15 mg per L or either marker reduced by at least 20% from baseline;
AND either of the following:
(i) a reduction in the total active (swollen and tender) joint count by at least 50% from baseline, where baseline is at least 20 active joints; or
(ii) a reduction in the number of the following major active joints, from at least 4, by at least 50%:
— elbow, wrist, knee and/or ankle (assessed as swollen and tender); and/or
— shoulder and/or hip (assessed as pain in passive movement and restriction of passive movement, where pain and limitation of movement are due
to active disease and not irreversible damage such as joint destruction or bony overgrowth).
The authority application must be made in writing and must include:
(1) a completed authority prescription form; and
(2) a completed Rheumatoid Arthritis PBS Authority Application - Supporting Information Form [may be downloaded from the Medicare Australia
website (www.medicareaustralia.gov.au)].
A maximum of two infusions will be authorised under this restriction.
Patients may qualify to receive a further course of treatment (every 24 weeks) with this agent providing they have demonstrated an adequate
response to treatment following a minimum of 12 weeks after the first infusion of their most recent treatment with rituximab. The demonstration of
response must be submitted to Medicare Australia within 4 weeks of assessment.
A patient whose most recent course of PBS-subsidised therapy was with rituximab and whose response to this treatment is sustained for more than
12 months, may apply for a further course of rituximab under the Continuing treatment restriction.
Patients who fail to demonstrate a response to treatment with rituximab under this restriction will not be eligible to receive further PBS-subsidised
treatment with this drug for this condition.
Note
Special Pricing Arrangements apply.
9544H Solution for I.V. infusion 500 mg in 50 mL 1 . . 2263.57 Mabthera RO
SILDENAFIL CITRATE
Note

Any queries concerning the arrangements to prescribe sildenafil citrate may be directed to Medicare Australia on 1800 700 270 (hours of operation
8 a.m. to 5 p.m. EST Monday to Friday).

Written applications for authority to prescribe PAH agents should be forwarded to:

Medicare Australia

Prior Written Approval of Specialised Drugs
Reply Paid 9826

GPO Box 9826

HOBART TAS 7001;

Note

The following information applies to the prescribing under the Pharmaceutical Benefits Scheme (PBS) of agents for primary pulmonary hypertension
and pulmonary arterial hypertension. Where the term PAH agents appears in the following notes and restrictions it refers to bosentan monohydrate,
iloprost trometamol, epoprostenol sodium, sildenafil citrate, ambrisentan and tadalafil.

Patients are eligible for PBS-subsidised treatment with only 1 of the above PAH agents at any 1 time. Eligible patients may only swap between PAH
agents if they have not failed prior PBS-subsidised treatment with that agent.

PAH agents are not PBS-subsidised for patients with pulmonary hypertension secondary to interstitial lung disease associated with connective tissue
disease, where the total lung capacity is less than 70% of that predicted.

The following provides some explanatory notes regarding the availability of PBS-subsidised treatment of patients with:

(a) bosentan monohydrate, of primary pulmonary hypertension or pulmonary arterial hypertension secondary to connective tissue disease, or
pulmonary arterial hypertension associated with a congential systemic-to-pulmonary shunt (including Eisenmenger's physiology), in patients with
disease of WHO Functional Class Il or IV severity; AND

(b) iloprost trometamol, of:

— primary pulmonary hypertension, or pulmonary arterial hypertension secondary to connective tissue disease, in patients with disease of WHO
Functional Class Ill severity and who have failed to respond to prior PBS-subsidised treatment with an alternate PAH agent; AND

— primary pulmonary hypertension, or pulmonary arterial hypertension secondary to connective tissue disease, in patients with disease of WHO
Functional Class IV severity; AND

— drug-induced pulmonary arterial hypertension, in patients with disease of WHO Functional Class Ill and IV severity; AND

(c) epoprostenol sodium, of:

— primary pulmonary hypertension, or pulmonary arterial hypertension secondary to connective tissue disease, in patients with disease of WHO
Functional Class Ill severity and who have failed to respond to prior PBS-subsidised treatment with an alternate PAH agent; AND
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— primary pulmonary hypertension, or pulmonary arterial hypertension secondary to connective tissue disease, in patients with disease of WHO
Functional Class IV severity; AND

(d) sildenafil citrate, of primary pulmonary hypertension or pulmonary arterial hypertension secondary to connective tissue disease, in patients with
disease of WHO Functional Class Ill severity; AND

(e) ambrisentan, of primary pulmonary hypertension or pulmonary arterial hypertension secondary to connective tissue disease, in patients with
disease of WHO Functional Class Ill or IV severity; AND

(f) tadalafil, of primary pulmonary hypertension or pulmonary arterial hypertension secondary to connective tissue disease, in patients with disease
of WHO Functional Class Il severity.

From 1 April 2012, patients can access PAH agents through the PBS according to the relevant restrictions. Once these patients are approved initial
treatment with 1 of these 6 drugs, they may swap between PAH agents at any time without having to re-qualify for treatment with the alternate
agent. This means that patients may commence treatment with the alternate agent, subject to that agent's restriction, irrespective of the severity of
their disease at the time the application to swap therapy is submitted. It also means that no new baseline measurements will be necessary. (New
baselines may be submitted where the patient has failed to respond to their current treatment.)

1. Definition of primary pulmonary hypertension, drug-induced pulmonary arterial hypertension, pulmonary arterial hypertension secondary to
connective tissue disease, including scleroderma, or pulmonary arterial hypertension associated with a congenital systemic-to-pulmonary shunt
(including Eisenmenger's physiology).

Primary pulmonary hypertension, drug-induced pulmonary arterial hypertension, pulmonary arterial hypertension secondary to connective tissue
disease, including scleroderma, or pulmonary arterial hypertension associated with a congenital systemic-to-pulmonary shunt (including
Eisenmenger's physiology) are defined as follows:

(i) mean pulmonary artery pressure (mPAP) greater than 25 mmHg at rest and pulmonary capillary wedge pressure (PCWP) less than 18 mmHg; or
(ii)) mPAP greater than 30 mmHg with exercise and PCWP less than 18 mmHg; or

(iii) where a right heart catheter cannot be performed on clinical grounds, right ventricular systolic pressure (RVSP), assessed by echocardiography
(ECHO), greater than 40 mmHg, with normal left ventricular function.

2. Definition of WHO Functional Class Ill or IV disease severity.

(a) WHO Functional Class Ill disease severity is defined as follows:

Patients with pulmonary hypertension resulting in marked limitation of physical activity who are comfortable at rest and on ordinary physical
activity experience dyspnoea or fatigue, chest pain or near syncope.

(b) WHO Functional Class IV disease severity is defined as follows:

Patients with the inability to carry out any physical activity without symptoms. These patients manifest signs of right heart failure. Dyspnoea and/or
fatigue may even be present at rest. Discomfort is increased by any physical activity.

3. Designated hospitals.
Refer to the Medicare Australia website at www.medicareaustralia.gov.au for a list of designated hospitals.
4. Test requirements to establish baseline for initiation of treatment and response to treatment for continuation of treatment.

(a) Initiation of treatment.

The first written application for PBS-subsidised treatment with the first PAH agent should be accompanied by the results of a right heart catheter
(RHC) composite assessment, plus an echocardiograph (ECHO) composite assessment, plus a 6 minute walk test (6MWT) to establish the patient's
baseline measurements.

Where it is not possible to perform all 3 tests above on clinical grounds, the following list outlines the preferred test combination, in descending
order, for the purposes of initiation of PBS-subsidised treatment:

(1) RHC plus ECHO composite assessments;

(2) RHC composite assessment plus 6MWT;

(3) RHC composite assessment only.

In circumstances where a RHC cannot be performed on clinical grounds, applications may be submitted to Medicare Australia for consideration
based on the results of the following test combinations, which are listed in descending order of preference:

(1) ECHO composite assessment plus 6MWT;

(2) ECHO composite assessment only.

Where fewer than 3 tests are able to be performed on clinical grounds, a patient specific reason outlining why the particular test/s could not be
conducted must be provided with the authority application.

(b) Continuation of treatment.

The following list outlines the preferred test combination, in descending order, for the purposes of continuation of PBS-subsidised treatment:
(1) RHC plus ECHO composite assessments plus 6MWT;

(2) RHC plus ECHO composite assessments;

(3) RHC composite assessment plus 6MWT;

(4) ECHO composite assessment plus 6MWT;

(5) RHC composite assessment only;

(6) ECHO composite assessment only.
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The results of the same tests as conducted at baseline should be provided with each written continuing treatment application (i.e. every 6 months),
except for patients who were able to undergo all 3 tests at baseline, and whose subsequent ECHO and 6MWT results demonstrate disease stability
or improvement, in which case RHC can be omitted. In all other patients, where the same test(s) conducted at baseline cannot be performed for
assessment of response on clinical grounds, a patient specific reason why the test(s) could not be conducted must be provided with the application.
The test(s) results provided with the application for continuing treatment must be no more than 2 months old at the time of application.

Note
5. Definition of response to a PAH agent or prior vasodilator treatment.

For adult patients with 2 or more baseline tests, response to treatment is defined as 2 or more tests demonstrating stability or improvement of
disease, as assessed by a physician from a designated hospital.

For adult patients with a RHC composite assessment alone at baseline, response to treatment is defined as a RHC result demonstrating stability or
improvement of disease, as assessed by a physician from a designated hospital.

For adult patients with an ECHO composite assessment alone at baseline, response to treatment is defined as an ECHO result demonstrating stability
or improvement of disease, as assessed by a physician from a designated hospital.

For patients aged less than 18 years, response to treatment is defined as at least 1 of the baseline tests demonstrating stability or improvement of
disease, as assessed by a physician from a designated hospital.

6. Authority approval requirements.

(a) Initiation of PBS-subsidised treatment with a PAH agent, where the patient has not received prior PBS-subsidised treatment with that agent.
All applications for initial treatment must be made in writing, must include a completed authority prescription and must be submitted to Medicare
Australia for authorisation. The total duration of initial PBS-subsidised treatment that will be approved with this first written application is up to 6
months, based on the dosage recommendations in the TGA-approved Product Information.

Bosentan only:

Approvals for the first authority prescription will be limited to 1 month of therapy with the 62.5 mg strength tablet, with the quantity approved
based on the dosage recommendations in the Therapeutic Goods Administration (TGA)-approved Product Information. No repeats will be
authorised for this prescription. The second authority prescription may be written for either the 62.5 mg tablet or the 125 mg tablet strengths.
Where the 62.5 mg tablet strength is required, please contact Medicare Australia on 1800 700 270 (hours of operation 8 a.m. to 5 p.m. EST Monday
to Friday) for further advice. Approvals for the second authority prescription will be limited to 1 month of treatment, with the quantity approved
based on the dosage recommendations in the TGA-approved Product Information, and a maximum of 4 repeats. The approved second authority
prescription will be returned to the prescriber by Medicare Australia 2 weeks after the date of the approval of the first authority prescription, to
allow for the uninterrupted completion of the 6 month initial treatment course. Medicare Australia will contact prescribers prior to dispatch of the
second authority prescription to confirm the tablet strength required for the patient.

(b) Continuation of treatment.

Written applications for continuing treatment for patients who have demonstrated an adequate response to their current treatment must be
submitted to Medicare Australia for authorisation every 6 months. Approvals will be limited to provide sufficient supply for up to a maximum of 6
months of treatment, based on the dosage recommendations in the TGA-approved Product Information.

The assessment of the patient's response to the first and subsequent 6 month courses of treatment should be made following the preceding 5
months of treatment, in order to allow sufficient time for a response to be demonstrated. Applications for continuing treatment with a PAH agent
should be made prior to the completion of the 6 month treatment course to ensure continuity for those patients who respond to treatment, as
assessed by the treating physician.

(c) Swapping between PAH agents.

For eligible patients, applications to swap between these 6 drugs must be made under the relevant initial treatment restriction. Patients should be
assessed for response to the treatment they are ceasing at the time the application to swap therapy is being made. Patients who fail to demonstrate
a response or for whom no assessment results are submitted with the application to swap therapy may not re-commence PBS-subsidised treatment
with the drug they are ceasing.

It is important that patients are assessed for response to every course of treatment approved within the timeframes specified in the relevant
restriction, in order to maximise the choice of treatment.

To avoid confusion, applications for patients who wish to swap to an alternate treatment should be accompanied by the previously approved
authority prescription, or remaining repeats, for the treatment the patient is ceasing.

(d) Cessation of treatment — bosentan patients only.
Patients who fail to demonstrate a response to PBS-subsidised bosentan monohydrate treatment at the time where an assessment is required must
cease PBS-subsidised bosentan monohydrate therapy.

For patients ceasing treatment, approval will only be granted to provide sufficient supply of the 62.5 mg tablet strength to allow gradual dose
reduction over a period of no more than 1 month duration. Prescribers should telephone Medicare Australia on 1800 700 270 (hours of operation
8 a.m. to 5 p.m. EST Monday to Friday) to receive authorisation for this final supply and to ensure no unintended break in treatment occurs.
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7. Re-treatment with a PAH agent.
Patients who do not respond to treatment are not eligible to receive further PBS-subsidised treatment with that agent under any circumstances.
8. Further information.

A tabulated representation of the above information and the restriction can be obtained from the Medicare Australia website at
www.medicareaustralia.gov.au.

Authority required

Initial (new patients)

Application for initial PBS-subsidised treatment with sildenafil citrate of patients who have not received prior PBS-subsidised treatment with a PAH
agent and who have been assessed by a physician from a designated hospital to have:

(a) WHO Functional Class Il primary pulmonary hypertension and a mean right atrial pressure of 8 mmHg or less, as measured by RHC, or, where a
RHC cannot be performed on clinical grounds, right ventricular function as assessed by ECHO; OR

(b) WHO Functional Class Ill pulmonary arterial hypertension secondary to connective tissue disease and a mean right atrial pressure of 8 mmHg or
less, as measured by RHC, or, where a RHC cannot be performed on clinical grounds, right ventricular function as assessed by ECHO.

Patients must have failed to respond [see Note for definition of response] to 6 or more weeks of appropriate vasodilator treatment unless
intolerance or a contraindication to such treatment exists.

Applications for authorisation must be in writing and must include:

(1) a completed authority prescription form; and

(2) a completed Pulmonary Arterial Hypertension PBS Authority Application - Supporting Information form [www.medicareaustralia.gov.au] which
includes results from the 3 tests below, where available:

(i) RHC composite assessment; and

(ii) ECHO composite assessment; and

(iii)) BMWT; and

(3) a signed patient acknowledgment form.

Details of prior vasodilator treatment, including the dose and duration of treatment, must be provided at the time of application. Where the patient
has an adverse event to a vasodilator or where vasodilator treatment is contraindicated, details on the nature of the adverse event or
contraindication according to the TGA-approved Product Information must also be provided with the application.

Where fewer than 3 tests (see requirement 2 above) are able to be performed on clinical grounds, a patient specific reason outlining why the
particular test/s could not be conducted must be provided with the authority application [see Note for test requirements].

The maximum quantity authorised will be limited to provide sufficient supply for 1 month of treatment, based on the dosage recommendations in
the TGA-approved Product Information. A maximum of 5 repeats may be requested. Where fewer than 5 repeats are requested at the time of
application, authority approvals for sufficient repeats to complete a maximum of 6 months of treatment may be requested by telephone by
contacting Medicare Australia on 1800 700 270 (hours of operation 8 a.m. to 5 p.m. EST Monday to Friday).

Authority required

Initial (new patients)

Application for initial PBS-subsidised treatment with sildenafil citrate of patients who have not received prior PBS-subsidised treatment with a PAH
agent and who have been assessed by a physician from a designated hospital to have:

(a) WHO Functional Class lll primary pulmonary hypertension and a mean right atrial pressure greater than 8 mmHg, as measured by RHC, or, where
a RHC cannot be performed on clinical grounds, right ventricular function as assessed by ECHO; OR

(b) WHO Functional Class Ill pulmonary arterial hypertension secondary to connective tissue disease and a mean right atrial pressure greater than

8 mmHg, as measured by RHC, or, where a RHC cannot be performed on clinical grounds, right ventricular function as assessed by ECHO.

Applications for authorisation must be in writing and must include:

(1) a completed authority prescription form; and

(2) a completed Pulmonary Arterial Hypertension PBS Authority Application - Supporting Information form [www.medicareaustralia.gov.au] which
includes results from the 3 tests below, where available:

(i) RHC composite assessment; and

(ii)) ECHO composite assessment; and

(iii) 6MWT; and

(3) a signed patient acknowledgment form.

Where fewer than 3 tests (see requirement 2 above) are able to be performed on clinical grounds, a patient specific reason outlining why the
particular test/s could not be conducted must be provided with the authority application [see Note for test requirements].

The maximum quantity authorised will be limited to provide sufficient supply for 1 month of treatment, based on the dosage recommendations in
the TGA-approved Product Information. A maximum of 5 repeats may be requested. Where fewer than 5 repeats are requested at the time of
application, authority approvals for sufficient repeats to complete a maximum of 6 months of treatment may be requested by telephone by
contacting Medicare Australia on 1800 700 270 (hours of operation 8 a.m. to 5 p.m. EST Monday to Friday).
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Authority required
Initial (change or re-commencement for all patients)
Application for initial PBS-subsidised treatment with sildenafil citrate of patients with one of the following:
(a) WHO Functional Class Ill primary pulmonary hypertension or pulmonary arterial hypertension secondary to connective tissue disease who wish
to re-commence PBS-subsidised sildenafil citrate after a break in therapy and who have demonstrated a response to their most recent course of
PBS-subsidised treatment with sildenafil citrate; OR
(b) WHO Functional Class Ill primary pulmonary hypertension or pulmonary arterial hypertension secondary to connective tissue disease and whose
most recent course of PBS-subsidised treatment was with a PAH agent other than sildenafil citrate.
Applications for authorisation must be in writing and must include:
(1) a completed authority prescription form; and
(2) a completed Pulmonary Arterial Hypertension PBS Authority Application - Supporting Information form [www.medicareaustralia.gov.au] which
includes the results on which approval for the first application for PBS-subsidised PAH agent was granted; and
(3) the date of the first application for PBS-subsidised treatment with a PAH agent; and
(4) the results of the patient's response to treatment with their last course of PBS-subsidised PAH agent.
Where fewer than 3 tests (see requirement 2 above) are able to be performed on clinical grounds, a patient specific reason outlining why the
particular test/s could not be conducted must be provided with the authority application [see Note for test requirements].
The maximum quantity authorised will be limited to provide sufficient supply for 1 month of treatment, based on the dosage recommendations in
the TGA-approved Product Information. A maximum of 5 repeats may be requested. Where fewer than 5 repeats are requested at the time of
application, authority approvals for sufficient repeats to complete a maximum of 6 months of treatment may be requested by telephone by
contacting Medicare Australia on 1800 700 270 (hours of operation 8 a.m. to 5 p.m. EST Monday to Friday).
Authority required
Continuing treatment (all patients)
Continuing PBS-subsidised treatment with sildenafil citrate of patients who have received approval for initial PBS-subsidised treatment with
sildenafil citrate, and who have been assessed by a physician from a designated hospital to have achieved a response to their most recent course of
sildenafil citrate treatment [see Note for definition of response].
Applications for authorisation must be in writing and must include:
(1) a completed authority prescription form; and
(2) a completed Pulmonary Arterial Hypertension PBS Authority Application - Supporting Information form [www.medicareaustralia.gov.au] which
includes results from the 3 tests below, where available:
(i) RHC composite assessment; and
(ii) ECHO composite assessment; and
(iii) BMWT.
The results of the same tests as conducted at baseline should be provided with each written continuing treatment application (i.e. every 6 months),
except for patients who were able to undergo all 3 tests at baseline, and whose subsequent ECHO and 6MWT results demonstrate disease stability
or improvement, in which case RHC can be omitted. In all other patients, where the same test(s) conducted at baseline cannot be performed for
assessment of response on clinical grounds, a patient specific reason why the test(s) could not be conducted must be provided with the application.
The maximum quantity authorised will be limited to provide sufficient supply for 1 month of treatment, based on the dosage recommendations in
the TGA-approved Product Information. A maximum of 5 repeats may be requested. Where fewer than 5 repeats are requested at the time of
application, authority approvals for sufficient repeats to complete a maximum of 6 months of treatment may be requested by telephone by
contacting Medicare Australia on 1800 700 270 (hours of operation 8 a.m. to 5 p.m. EST Monday to Friday).
9547L Tablet 20 mg (base) 90 . . 898.43 Revatio PF
TADALAFIL
Note

Any queries concerning the arrangements to prescribe tadalafil may be directed to Medicare Australia on 1800 700 270 (hours of operation 8 a.m. to
5 p.m. EST Monday to Friday).

Written applications for authority to prescribe PAH agents should be forwarded to:

Medicare Australia

Prior Written Approval of Specialised Drugs
Reply Paid 9826

GPO Box 9826

HOBART TAS 7001;

Note

The following information applies to the prescribing under the Pharmaceutical Benefits Scheme (PBS) of agents for primary pulmonary hypertension
and pulmonary arterial hypertension. Where the term PAH agents appears in the following notes and restrictions it refers to bosentan monohydrate,
iloprost trometamol, epoprostenol sodium, sildenafil citrate, ambrisentan and tadalafil.

Patients are eligible for PBS-subsidised treatment with only 1 of the above PAH agents at any 1 time. Eligible patients may only swap between PAH
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agents if they have not failed prior PBS-subsidised treatment with that agent.

PAH agents are not PBS-subsidised for patients with pulmonary hypertension secondary to interstitial lung disease associated with connective tissue
disease, where the total lung capacity is less than 70% of that predicted.

The following provides some explanatory notes regarding the availability of PBS-subsidised treatment of patients with:

(a) bosentan monohydrate, of primary pulmonary hypertension or pulmonary arterial hypertension secondary to connective tissue disease, or
pulmonary arterial hypertension associated with a congential systemic-to-pulmonary shunt (including Eisenmenger's physiology), in patients with
disease of WHO Functional Class Ill or IV severity; AND

(b) iloprost trometamol, of:

— primary pulmonary hypertension, or pulmonary arterial hypertension secondary to connective tissue disease, in patients with disease of WHO
Functional Class Ill severity and who have failed to respond to prior PBS-subsidised treatment with an alternate PAH agent; AND

— primary pulmonary hypertension, or pulmonary arterial hypertension secondary to connective tissue disease, in patients with disease of WHO
Functional Class IV severity; AND

— drug-induced pulmonary arterial hypertension, in patients with disease of WHO Functional Class Il and IV severity; AND

(c) epoprostenol sodium, of:

— primary pulmonary hypertension, or pulmonary arterial hypertension secondary to connective tissue disease, in patients with disease of WHO
Functional Class Ill severity and who have failed to respond to prior PBS-subsidised treatment with an alternate PAH agent; AND

— primary pulmonary hypertension, or pulmonary arterial hypertension secondary to connective tissue disease, in patients with disease of WHO
Functional Class IV severity; AND

(d) sildenafil citrate, of primary pulmonary hypertension or pulmonary arterial hypertension secondary to connective tissue disease, in patients with
disease of WHO Functional Class Ill severity; AND

(e) ambrisentan, of primary pulmonary hypertension or pulmonary arterial hypertension secondary to connective tissue disease, in patients with
disease of WHO Functional Class Il or IV severity; AND

(f) tadalafil, of primary pulmonary hypertension or pulmonary arterial hypertension secondary to connective tissue disease, in patients with disease
of WHO Functional Class Il severity.

From 1 April 2012, patients can access PAH agents through the PBS according to the relevant restrictions. Once these patients are approved initial
treatment with 1 of these 6 drugs, they may swap between PAH agents at any time without having to re-qualify for treatment with the alternate
agent. This means that patients may commence treatment with the alternate agent, subject to that agent's restriction, irrespective of the severity of
their disease at the time the application to swap therapy is submitted. It also means that no new baseline measurements will be necessary. (New
baselines may be submitted where the patient has failed to respond to their current treatment.)

1. Definition of primary pulmonary hypertension, drug-induced pulmonary arterial hypertension, pulmonary arterial hypertension secondary to
connective tissue disease, including scleroderma, or pulmonary arterial hypertension associated with a congenital systemic-to-pulmonary shunt
(including Eisenmenger's physiology).

Primary pulmonary hypertension, drug-induced pulmonary arterial hypertension, pulmonary arterial hypertension secondary to connective tissue
disease, including scleroderma, or pulmonary arterial hypertension associated with a congenital systemic-to-pulmonary shunt (including
Eisenmenger's physiology) are defined as follows:

(i) mean pulmonary artery pressure (mPAP) greater than 25 mmHg at rest and pulmonary capillary wedge pressure (PCWP) less than 18 mmHg; or
(ii) mPAP greater than 30 mmHg with exercise and PCWP less than 18 mmHg; or

(iii) where a right heart catheter cannot be performed on clinical grounds, right ventricular systolic pressure (RVSP), assessed by echocardiography
(ECHO), greater than 40 mmHg, with normal left ventricular function.

2. Definition of WHO Functional Class Ill or IV disease severity.

(a) WHO Functional Class Ill disease severity is defined as follows:

Patients with pulmonary hypertension resulting in marked limitation of physical activity who are comfortable at rest and on ordinary physical
activity experience dyspnoea or fatigue, chest pain or near syncope.

(b) WHO Functional Class IV disease severity is defined as follows:

Patients with the inability to carry out any physical activity without symptoms. These patients manifest signs of right heart failure. Dyspnoea and/or
fatigue may even be present at rest. Discomfort is increased by any physical activity.

3. Designated hospitals.
Refer to the Medicare Australia website at www.medicareaustralia.gov.au for a list of designated hospitals.
4. Test requirements to establish baseline for initiation of treatment and response to treatment for continuation of treatment.

(a) Initiation of treatment.

The first written application for PBS-subsidised treatment with the first PAH agent should be accompanied by the results of a right heart catheter
(RHC) composite assessment, plus an echocardiograph (ECHO) composite assessment, plus a 6 minute walk test (6MWT) to establish the patient's
baseline measurements.

Where it is not possible to perform all 3 tests above on clinical grounds, the following list outlines the preferred test combination, in descending
order, for the purposes of initiation of PBS-subsidised treatment:

(1) RHC plus ECHO composite assessments;

(2) RHC composite assessment plus 6MWT;
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(3) RHC composite assessment only.

In circumstances where a RHC cannot be performed on clinical grounds, applications may be submitted to Medicare Australia for consideration
based on the results of the following test combinations, which are listed in descending order of preference:

(1) ECHO composite assessment plus 6MWT;

(2) ECHO composite assessment only.

Where fewer than 3 tests are able to be performed on clinical grounds, a patient specific reason outlining why the particular test/s could not be
conducted must be provided with the authority application.

(b) Continuation of treatment.

The following list outlines the preferred test combination, in descending order, for the purposes of continuation of PBS-subsidised treatment:
(1) RHC plus ECHO composite assessments plus 6MWT;

(2) RHC plus ECHO composite assessments;

(3) RHC composite assessment plus 6MWT;

(4) ECHO composite assessment plus 6MWT;

(5) RHC composite assessment only;

(6) ECHO composite assessment only.

The results of the same tests as conducted at baseline should be provided with each written continuing treatment application (i.e. every 6 months),
except for patients who were able to undergo all 3 tests at baseline, and whose subsequent ECHO and 6MWT results demonstrate disease stability
or improvement, in which case RHC can be omitted. In all other patients, where the same test(s) conducted at baseline cannot be performed for
assessment of response on clinical grounds, a patient specific reason why the test(s) could not be conducted must be provided with the application.
The test(s) results provided with the application for continuing treatment must be no more than 2 months old at the time of application.

Note
5. Definition of response to a PAH agent or prior vasodilator treatment.

For adult patients with 2 or more baseline tests, response to treatment is defined as 2 or more tests demonstrating stability or improvement of
disease, as assessed by a physician from a designated hospital.

For adult patients with a RHC composite assessment alone at baseline, response to treatment is defined as a RHC result demonstrating stability or
improvement of disease, as assessed by a physician from a designated hospital.

For adult patients with an ECHO composite assessment alone at baseline, response to treatment is defined as an ECHO result demonstrating stability
or improvement of disease, as assessed by a physician from a designated hospital.

For patients aged less than 18 years, response to treatment is defined as at least 1 of the baseline tests demonstrating stability or improvement of
disease, as assessed by a physician from a designated hospital.

6. Authority approval requirements.

(a) Initiation of PBS-subsidised treatment with a PAH agent, where the patient has not received prior PBS-subsidised treatment with that agent.
All applications for initial treatment must be made in writing, must include a completed authority prescription and must be submitted to Medicare
Australia for authorisation. The total duration of initial PBS-subsidised treatment that will be approved with this first written application is up to 6
months, based on the dosage recommendations in the TGA-approved Product Information.

Bosentan only:

Approvals for the first authority prescription will be limited to 1 month of therapy with the 62.5 mg strength tablet, with the quantity approved
based on the dosage recommendations in the Therapeutic Goods Administration (TGA)-approved Product Information. No repeats will be
authorised for this prescription. The second authority prescription may be written for either the 62.5 mg tablet or the 125 mg tablet strengths.
Where the 62.5 mg tablet strength is required, please contact Medicare Australia on 1800 700 270 (hours of operation 8 a.m. to 5 p.m. EST Monday
to Friday) for further advice. Approvals for the second authority prescription will be limited to 1 month of treatment, with the quantity approved
based on the dosage recommendations in the TGA-approved Product Information, and a maximum of 4 repeats. The approved second authority
prescription will be returned to the prescriber by Medicare Australia 2 weeks after the date of the approval of the first authority prescription, to
allow for the uninterrupted completion of the 6 month initial treatment course. Medicare Australia will contact prescribers prior to dispatch of the
second authority prescription to confirm the tablet strength required for the patient.

(b) Continuation of treatment.

Written applications for continuing treatment for patients who have demonstrated an adequate response to their current treatment must be
submitted to Medicare Australia for authorisation every 6 months. Approvals will be limited to provide sufficient supply for up to a maximum of 6
months of treatment, based on the dosage recommendations in the TGA-approved Product Information.

The assessment of the patient's response to the first and subsequent 6 month courses of treatment should be made following the preceding 5
months of treatment, in order to allow sufficient time for a response to be demonstrated. Applications for continuing treatment with a PAH agent
should be made prior to the completion of the 6 month treatment course to ensure continuity for those patients who respond to treatment, as
assessed by the treating physician.

(c) Swapping between PAH agents.
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For eligible patients, applications to swap between these 6 drugs must be made under the relevant initial treatment restriction. Patients should be
assessed for response to the treatment they are ceasing at the time the application to swap therapy is being made. Patients who fail to demonstrate
a response or for whom no assessment results are submitted with the application to swap therapy may not re-commence PBS-subsidised treatment
with the drug they are ceasing.

It is important that patients are assessed for response to every course of treatment approved within the timeframes specified in the relevant
restriction, in order to maximise the choice of treatment.

To avoid confusion, applications for patients who wish to swap to an alternate treatment should be accompanied by the previously approved
authority prescription, or remaining repeats, for the treatment the patient is ceasing.

(d) Cessation of treatment — bosentan patients only.
Patients who fail to demonstrate a response to PBS-subsidised bosentan monohydrate treatment at the time where an assessment is required must
cease PBS-subsidised bosentan monohydrate therapy.

For patients ceasing treatment, approval will only be granted to provide sufficient supply of the 62.5 mg tablet strength to allow gradual dose
reduction over a period of no more than 1 month duration. Prescribers should telephone Medicare Australia on 1800 700 270 (hours of operation
8 a.m. to 5 p.m. EST Monday to Friday) to receive authorisation for this final supply and to ensure no unintended break in treatment occurs.

7. Re-treatment with a PAH agent.
Patients who do not respond to treatment are not eligible to receive further PBS-subsidised treatment with that agent under any circumstances.
8. Further information.

A tabulated representation of the above information and the restriction can be obtained from the Medicare Australia website at
www.medicareaustralia.gov.au.

Authority required

Initial (new patients)

Application for initial PBS-subsidised treatment with tadalafil of patients who have not received prior PBS-subsidised treatment with a PAH agent
and who have been assessed by a physician from a designated hospital to have:

(@) WHO Functional Class Ill primary pulmonary hypertension and a mean right atrial pressure of 8 mmHg or less, as measured by RHC, or, where a
RHC cannot be performed on clinical grounds, right ventricular function as assessed by ECHO; OR

(b) WHO Functional Class Ill pulmonary arterial hypertension secondary to connective tissue disease and a mean right atrial pressure of 8 mmHg or
less, as measured by RHC, or, where a RHC cannot be performed on clinical grounds, right ventricular function as assessed by ECHO.

Patients must have failed to respond [see Note for definition of response] to 6 or more weeks of appropriate vasodilator treatment unless
intolerance or a contraindication to such treatment exists.

Applications for authorisation must be in writing and must include:

(1) a completed authority prescription form; and

(2) a completed Pulmonary Arterial Hypertension PBS Authority Application - Supporting Information form [www.medicareaustralia.gov.au] which
includes results from the 3 tests below, where available:

(i) RHC composite assessment; and

(ii) ECHO composite assessment; and

(iii) BMWT; and

(3) a signed patient acknowledgment form.

Details of prior vasodilator treatment, including the dose and duration of treatment, must be provided at the time of application. Where the patient
has an adverse event to a vasodilator or where vasodilator treatment is contraindicated, details on the nature of the adverse event or
contraindication according to the TGA-approved Product Information must also be provided with the application.

Where fewer than 3 tests (see requirement 2 above) are able to be performed on clinical grounds, a patient specific reason outlining why the
particular test/s could not be conducted must be provided with the authority application [see Note for test requirements].

The maximum quantity authorised will be limited to provide sufficient supply for 1 month of treatment, based on the dosage recommendations in
the TGA-approved Product Information. A maximum of 5 repeats may be requested. Where fewer than 5 repeats are requested at the time of
application, authority approvals for sufficient repeats to complete a maximum of 6 months of treatment may be requested by telephone by
contacting Medicare Australia on 1800 700 270 (hours of operation 8 a.m. to 5 p.m. EST Monday to Friday).

Authority required

Initial (new patients)

Application for initial PBS-subsidised treatment with tadalafil of patients who have not received prior PBS-subsidised treatment with a PAH agent
and who have been assessed by a physician from a designated hospital to have:

(a) WHO Functional Class Ill primary pulmonary hypertension and a mean right atrial pressure greater than 8 mmHg, as measured by RHC, or, where
a RHC cannot be performed on clinical grounds, right ventricular function as assessed by ECHO; OR

(b) WHO Functional Class Ill pulmonary arterial hypertension secondary to connective tissue disease and a mean right atrial pressure greater than

8 mmHg, as measured by RHC, or, where a RHC cannot be performed on clinical grounds, right ventricular function as assessed by ECHO;
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Applications for authorisation must be in writing and must include:
(1) a completed authority prescription form; and
(2) a completed Pulmonary Arterial Hypertension PBS Authority Application - Supporting Information form [www.medicareaustralia.gov.au] which
includes results from the 3 tests below, where available:
(i) RHC composite assessment; and
(ii) ECHO composite assessment; and
(iii) 6MWT; and
(3) a signed patient acknowledgment form.
Where fewer than 3 tests (see requirement 2 above) are able to be performed on clinical grounds, a patient specific reason outlining why the
particular test/s could not be conducted must be provided with the authority application [see Note for test requirements].
The maximum quantity authorised will be limited to provide sufficient supply for 1 month of treatment, based on the dosage recommendations in
the TGA-approved Product Information. A maximum of 5 repeats may be requested. Where fewer than 5 repeats are requested at the time of
application, authority approvals for sufficient repeats to complete a maximum of 6 months of treatment may be requested by telephone by
contacting Medicare Australia on 1800 700 270 (hours of operation 8 a.m. to 5 p.m. EST Monday to Friday).
Authority required
Initial (change or re-commencement for all patients)
Application for initial treatment with tadalafil of patients with one of the following:
(a) WHO Functional Class Il primary pulmonary hypertension or pulmonary arterial hypertension secondary to connective tissue disease who wish
to re-commence PBS-subsidised tadalafil after a break in therapy and who have demonstrated a response to their most recent course of PBS-
subsidised treatment with tadalafil; OR
(b) WHO Functional Class Il primary pulmonary hypertension or pulmonary arterial hypertension secondary to connective tissue disease and whose
most recent course of PBS-subsidised treatment was with a PAH agent other than tadalafil.
Applications for authorisation must be in writing and must include:
(1) a completed authority prescription form; and
(2) a completed Pulmonary Arterial Hypertension PBS Authority Application - Supporting Information form [www.medicareaustralia.gov.au] which
includes the results on which approval for the first application for PBS-subsidised PAH agent was granted; and
(3) the date of the first application for PBS-subsidised treatment with a PAH agent; and
(4) the results of the patient's response to treatment with their last course of PBS-subsidised PAH agent.
Where fewer than 3 tests (see requirement 2 above) are able to be performed on clinical grounds, a patient specific reason outlining why the
particular test/s could not be conducted must be provided with the authority application [see Note for test requirements].
The maximum quantity authorised will be limited to provide sufficient supply for 1 month of treatment, based on the dosage recommendations in
the TGA-approved Product Information. A maximum of 5 repeats may be requested. Where fewer than 5 repeats are requested at the time of
application, authority approvals for sufficient repeats to complete a maximum of 6 months of treatment may be requested by telephone by
contacting Medicare Australia on 1800 700 270 (hours of operation 8 a.m. to 5 p.m. EST Monday to Friday).
Authority required
Continuing treatment (all patients)
Continuing PBS-subsidised treatment with tadalafil of patients who have received approval for initial PBS-subsidised treatment with tadalafil, and
who have been assessed by a physician from a designated hospital to have achieved a response to their most recent course of tadalafil treatment
[see Note for definition of response].
Applications for authorisation must be in writing and must include:
(1) a completed authority prescription form; and
(2) a completed Pulmonary Arterial Hypertension PBS Authority Application - Supporting Information form [www.medicareaustralia.gov.au] which
includes results from the 3 tests below, where available:
(i) RHC composite assessment; and
(ii) ECHO composite assessment; and
(iii) GBMWT.
The results of the same tests as conducted at baseline should be provided with each written continuing treatment application (i.e. every 6 months),
except for patients who were able to undergo all 3 tests at baseline, and whose subsequent ECHO and 6MWT results demonstrate disease stability
or improvement, in which case RHC can be omitted. In all other patients, where the same test(s) conducted at baseline cannot be performed for
assessment of response on clinical grounds, a patient specific reason why the test(s) could not be conducted must be provided with the application.
The maximum quantity authorised will be limited to provide sufficient supply for 1 month of treatment, based on the dosage recommendations in
the TGA-approved Product Information. A maximum of 5 repeats will be authorised. Where fewer than 5 repeats are initially requested under this
criterion, authority approvals for sufficient repeats to complete a maximum of 6 months of treatment may be requested by telephone by contacting
Medicare Australia on 1800 700 270 (hours of operation 8 a.m. to 5 p.m. EST Monday to Friday).
1308W Tablet 20 mg 56 . . 838.53 Adcirca LY
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TOCILIZUMAB

Note

Any queries concerning the arrangements to prescribe tocilizumab may be directed to Medicare Australia on 1800 700 270 (hours of operation
8 a.m. to 5 p.m. EST Monday to Friday).

Further prescribing information (including Authority Application Forms) is available on the Medicare Australia website at
www.medicareaustralia.gov.au.

Written applications for authority to prescribe tocilizumab should be forwarded to:

Medicare Australia

Prior Written Approval of Specialised Drugs
Reply Paid 9826

GPO Box 9826

HOBART TAS 7001,

Note
TREATMENT OF ADULT PATIENTS WITH SEVERE ACTIVE RHEUMATOID ARTHRITIS

The following information applies to the prescribing under the Pharmaceutical Benefits Scheme (PBS) of the biological disease modifying anti-
rheumatic drugs (0DMARDs) for adults with severe active rheumatoid arthritis. Where the term bDMARD appears in the following notes and
restrictions it refers to the tumour necrosis factor (TNF) alfa antagonists (adalimumab, certolizumab pegol, etanercept, golimumab, infliximab), the
chimeric anti-CD20 monoclonal antibody (rituximab), the interleukin-6 inhibitor (tocilizumab) and the T-cell co-stimulation modulator (abatacept).

Patients are eligible for PBS-subsidised treatment with only 1 of the above biological disease modifying anti-rheumatic drugs at any 1 time.

PBS-subsidised abatacept, golimumab, infliximab and rituximab must be used in combination with methotrexate at a dose of at least 7.5 mg weekly.
Where a patient cannot tolerate 7.5 mg of methotrexate weekly, they are eligible to receive PBS-subsidised adalimumab, certolizumab pegol,
etanercept and tocilizumab.

In order to be eligible to receive PBS-subsidised treatment with rituximab, a patient must have already failed to demonstrate a response to at least 1
course of treatment with a PBS-subsidised TNF-alfa antagonist.

A patient receiving PBS-subsidised bDMARD therapy may swap to an alternate bDMARD without having to experience a disease flare. Under these
interchangeability arrangements:

— a patient may continue to receive long-term treatment with a PBS-subsidised bDMARD while they continue to show a response to therapy,

— a patient cannot trial and fail, or cease to respond to, the same PBS-subsidised bDMARD more than once, and

— once a patient has either failed or ceased to respond to treatment 5 times, they will not be eligible to receive further PBS-subsidised bDMARDs
for the treatment of rheumatoid arthritis.

For patients who have failed PBS-subsidised treatment with 2 or 3 TNF-alfa antagonists prior to 1 August 2010 please contact Medicare Australia on
1800 700 270.

A patient whose most recent course of PBS-subsidised therapy was with rituximab and whose response to this treatment is sustained for more than
12 months, may apply for a further course of rituximab under the Continuing treatment restriction. A patient who has failed fewer than 5 bDMARDs
and who has a break in therapy of less than 24 months may commence a further course of treatment with a bDMARD without having to requalify
under the Initial 1 treatment restriction. A patient who has failed fewer than 5 bDMARDs and who has had a break in therapy of longer than 24
months must requalify for treatment under the Initial 1 treatment restriction.

The length of a treatment break is measured from the date the most recent treatment with PBS-subsidised bDMARD treatment is stopped to the
date of the new application for treatment with a bDMARD.

(1) How to prescribe PBS-subsidised bDMARD therapy after 1 August 2010.

(a) Initial treatment.

Applications for initial treatment should be made where:

(i) a patient has received no prior PBS-subsidised bDMARD treatment and wishes to commence such therapy, excluding rituximab (Initial 1); or

(i) a patient wishes to re-commence treatment with a bDMARD following a break in PBS-subsidised therapy of more than 24 months (Initial 1); or
(iii) a patient has received prior PBS-subsidised (initial or continuing) bDMARD therapy and wishes to trial an alternate agent (Initial 2) [further
details are under 'Swapping therapy' below]; or

(iv) a patient wishes to re-commence treatment with a specific bDMARD following a break of less than 24 months in PBS-subsidised therapy with
that agent (Initial 2).

Initial applications for new or re-commencing patients (Initial 1) must include a joint count and ESR and/or CRP measured at the completion of the 6
month intensive DMARD trial, but prior to ceasing DMARD therapy.

Initial treatment authorisations will be limited to provide a maximum of 16 weeks of therapy for abatacept, adalimumab, etanercept, golimumab
and tocilizumab, 18 to 20 weeks of therapy with certolizumab pegol (depending upon the dosing regimen), 22 weeks of therapy for infliximab and 2
infusions of rituximab.
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A patient must be assessed for response to any course of initial PBS-subsidised treatment (excluding rituximab) following a minimum of 12 weeks of
therapy and this assessment must be submitted to Medicare Australia no later than 4 weeks from the date that course was ceased.

Rituximab patients must be assessed following a minimum of 12 weeks after the first infusion, and this assessment must be submitted to Medicare
Australia within 4 weeks.

Where a response assessment is not submitted to Medicare Australia within these timeframes, the patient will be deemed to have failed to respond
to treatment with that bDMARD.

For second and subsequent courses of PBS-subsidised bDMARD (excluding rituximab) treatment it is recommended that a patient is reviewed in the
month prior to completing their current course of treatment and that an application is submitted to Medicare Australia no later than 2 weeks prior
to the patient completing their current treatment course.

Abatacept patients:

Patients are eligible to receive one I.V. loading dose when commencing treatment with the subcutaneous formulation. For these patients two
prescriptions are required, the first prescription for the 1.V. loading dose for sufficient vials for one dose based on the patient's weight with no
repeats. The second prescription for the pre-filled syringes, with a maximum quantity of 4 and up to 3 repeats, must be submitted with the initial
application.

Rituximab patients:
A further application may be submitted to Medicare Australia 24 weeks after the first infusion. New baselines may be submitted with this
application if appropriate.

(b) Continuing treatment.

Following the completion of an initial treatment course with a specific bLDMARD (excluding rituximab), a patient may qualify to receive up to 24
weeks of continuing treatment with that drug providing they have demonstrated an adequate response to treatment. The patient remains eligible to
receive continuing bDMARD treatment with the same drug in courses of up to 24 weeks providing they continue to sustain the response.

It is recommended that a patient be reviewed in the month prior to completing their current course of treatment to ensure uninterrupted bDMARD
supply.

Assessments of response to a course of PBS-subsidised therapy must be submitted to Medicare Australia no later than 4 weeks from the date that
course was ceased.

Rituximab patients:

A patient may qualify to receive a further course of treatment (every 24 weeks) with this agent providing they have demonstrated an adequate
response to treatment following a minimum of 12 weeks after the first infusion of their most recent treatment with rituximab. The patient remains
eligible to receive a course of rituximab every 24 weeks providing they continue to demonstrate a response as specified in the restriction.

Where a response assessment is not submitted to Medicare Australia within these timeframes, the patient will be deemed to have failed to respond
to treatment with that bDMARD.

(2) Swapping therapy.

Once initial treatment with the first PBS-subsidised bDMARD is approved, a patient may swap to an alternate bDMARD without having to requalify
with respect to the indices of disease severity (i.e. the erythrocyte sedimentation rate (ESR), the C-reactive protein (CRP) levels and the joint count)
or the prior non-bDMARD therapy requirements, except if the patient has had a break in therapy of more than 24 months. However the
requirement for concomitant treatment with methotrexate, where it applies, must be met for each bDMARD trialled.

Patients who are not able to complete a minimum of 12 weeks of an initial treatment course will be deemed to have failed treatment with that
agent.

A patient may trial an alternate bDMARD at any time, regardless of whether they are receiving therapy (initial or continuing) with a bDMARD at the
time of the application. However, they cannot swap to a particular bDMARD if they have failed to respond to prior treatment with that drug.

Abatacept patients:
Patients swapping from I.V. abatacept to subcutaneous abatacept will not be eligible for an I.V. loading dose when commencing treatment with the
subcutaneous formulation.

In order to trial rituximab, a patient must have trialled and failed to demonstrate a response to at least 1 PBS-subsidised TNF-alfa antagonist
treatment.

To ensure a patient receives the maximum treatment opportunities allowed under the interchangeability arrangements, it is important that they are
assessed for response to every course of treatment approved, within the timeframes specified in the relevant restriction.

PBS subsidy does not allow for patients to receive treatment with another PBS-subsidised biological agent during the required treatment-free period
applying to patients who have demonstrated a response to their most recent course of rituximab. This means that patients who have demonstrated
a response to a course of rituximab must have a PBS-subsidised biological therapy treatment-free period of at least 22 weeks, immediately following
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the second infusion, before swapping to an alternate bDMARD. Patients who fail to respond to rituximab and who qualify and wish to trial a course
of an alternate bDMARD may do so without having to have any treatment-free period.

To avoid confusion, an application for a patient who wishes to swap to an alternate bDMARD should be accompanied by the approved authority
prescription or remaining repeats for the bDMARD the patient is ceasing.

Note
(3) Baseline measurements to determine response.

Medicare Australia will determine whether a response to treatment has been demonstrated based on the baseline measurements of the joint count,
ESR and/or CRP submitted with the first authority application for a bDMARD. However, prescribers may provide new baseline measurements any
time that an initial treatment authority application is submitted and Medicare Australia will assess response according to these revised baseline
measurements.

To ensure consistency in determining response, the same indices of disease severity used to establish baseline at the commencement of treatment
with each initial treatment application must be provided for all subsequent continuing treatment applications. Therefore, where only an ESR or CRP
level is provided at baseline, an ESR or CRP level respectively must be provided to determine response. Similarly, where the baseline active joint
count is based on total active joints (i.e. more than 20 active joints), response will be determined according to the reduction in the total number of
active joints. Where the baseline is determined on total number of major joints, the response must be demonstrated on the total number of major
joints.

Except as specified under the Initial 1 treatment restriction, a baseline joint count and ESR and/or CRP should be performed whilst the patient is still
on treatment or within 1 month of ceasing prior treatment. Applications under the Initial 1 treatment restriction for new or re-commencing patients
must include a joint count and ESR and/or CRP measured at the completion of the 6 month intensive DMARD trial, but prior to ceasing DMARD
therapy.

Authority required
Initial 1 (new patient or patient re-commencing after a break of more than 24 months)

Initial PBS-subsidised treatment with tocilizumab, by a rheumatologist or clinical immunologist with expertise in the management of rheumatoid
arthritis, of adults who:

(a) have severe active rheumatoid arthritis; and

(b) have received no PBS-subsidised treatment with a bDMARD for this condition in the previous 24 months; and

(c) have failed, in the 24 months immediately prior to the date of application, to achieve an adequate response to at least 6 months of intensive
treatment with disease modifying anti-rheumatic drugs (DMARDs), which must include at least 3 months continuous treatment with each of at least
2 DMARDs, one of which must be methotrexate at a dose of at least 20 mg weekly and one of which must be:

— hydroxychloroquine at a dose of at least 200 mg daily; or

— leflunomide at a dose of at least 10 mg daily; or

— sulfasalazine at a dose of at least 2 g daily.

If methotrexate is contraindicated according to the TGA-approved product information or cannot be tolerated at a 20 mg weekly dose, then the 6
months of intensive DMARD treatment must include at least 3 months continuous treatment with each of at least 2 of the DMARDs:

— hydroxychloroquine at a dose of at least 200 mg daily; and/or

— leflunomide at a dose of at least 10 mg daily; and/or

— sulfasalazine at a dose of at least 2 g daily.

The application must include details of the contraindication or intolerance to methotrexate. Details of the toxicities, including severity, which will be
accepted for the purposes of exempting a patient from the requirement to undertake a minimum 3 month trial of methotrexate at a 20 mg weekly
dose can be found on the Medicare Australia website [www.medicareaustralia.gov.au]. The maximum tolerated dose of methotrexate must be
documented in the application, if applicable.

If 3 or more of methotrexate, hydroxychloroquine, leflunomide and sulfasalazine are contraindicated according to the relevant TGA-approved
product information or cannot be tolerated at the doses specified above, then one or more of the following DMARDs may be used in place of these
agents in order to satisfy the requirement for a trial of 6 months of intensive DMARD therapy with at least 2 DMARDs taken continuously for at least
3 months each:

— azathioprine at a dose of at least 1 mg/kg per day; and/or

— cyclosporin at a dose of at least 2 mg/kg/day; and/or

— sodium aurothiomalate at a dose of 50 mg weekly.

The application must include details of the DMARDs trialled, their doses and duration of treatment, and all relevant contraindications and/or
intolerances. Details of the toxicities, including severity, which will be accepted as a reason for substituting azathioprine, cyclosporin or sodium
aurothiomalate for another DMARD as part of the 6 month intensive DMARD trial can be found on the Medicare Australia website
[www.medicareaustralia.gov.au].

The requirement to trial at least 2 DMARDs for periods of at least 3 months each can be met using single agents sequentially or by using one or more
combinations of DMARDs.
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If the requirement to trial 6 months of intensive DMARD therapy with at least 2 DMARDs cannot be met because of contraindications and/or
intolerances of a severity necessitating permanent treatment withdrawal to all of the DMARDs specified above, details of the contraindication or
intolerance and dose for each DMARD must be provided in the authority application. Details of the toxicities, including severity, which will be
accepted for the purposes of exempting a patient from the requirement for a 6 month trial of intensive DMARD therapy can be found on the
Medicare Australia website [www.medicareaustralia.gov.au].

The following criteria indicate failure to achieve an adequate response and must be demonstrated in all patients at the time of the initial application:
an elevated erythrocyte sedimentation rate (ESR) greater than 25 mm per hour or a C-reactive protein (CRP) level greater than 15 mg per L;

AND either

(i) a total active joint count of at least 20 active (swollen and tender) joints; or

(ii) at least 4 active joints from the following list of major joints:

— elbow, wrist, knee and/or ankle (assessed as swollen and tender); and/or

— shoulder and/or hip (assessed as pain in passive movement and restriction of passive movement, where pain and limitation of movement are due
to active disease and not irreversible damage such as joint destruction or bony overgrowth).

The joint count and ESR and/or CRP must be determined at the completion of the 6 month intensive DMARD trial, but prior to ceasing DMARD
therapy. All measures must be no more than one month old at the time of initial application.

If the above requirement to demonstrate an elevated ESR or CRP cannot be met, the application must state the reason this criterion cannot be
satisfied.

Where the baseline active joint count is based on total active joints (i.e. more than 20 active joints), response will be determined according to the
reduction in the total number of active joints. Where the baseline is determined on total number of major joints, the response must be
demonstrated on the total number of major joints. If only an ESR or CRP level is provided with the initial application, the same marker will be used to
determine response.

The authority application must be made in writing and must include:

(1) a completed authority prescription form(s); and

(2) a completed Rheumatoid Arthritis PBS Authority Application - Supporting Information Form [may be downloaded from the Medicare Australia
website (www.medicareaustralia.gov.au)]; and

(3) a signed patient acknowledgement.

A maximum of 16 weeks of treatment will be authorised under this restriction.

At the time of the authority application, medical practitioners should request the appropriate quantity of vials of appropriate strength, based on the
weight of the patient, to provide sufficient for a single infusion at a dose of 8 mg per kg. A separate authority prescription form must be completed
for each strength requested.

Up to a maximum of 3 repeats of each strength may be authorised.

Where fewer than 3 repeats are requested at the time of the initial application, authority approvals for sufficient repeats to complete a maximum of
16 weeks of treatment may be requested by telephone by contacting Medicare Australia on 1800 700 270 (hours of operation 8 a.m. to 5 p.m. EST
Monday to Friday).

Assessment of a patient's response to an initial course of treatment must be made after at least 12 weeks of treatment so that there is adequate
time for a response to be demonstrated. This assessment, which will be used to determine eligibility for continuing treatment, must be submitted to
Medicare Australia no later than 1 month from the date of completion of this initial course of treatment. Where a response assessment is not
undertaken and submitted to Medicare Australia within these timeframes, the patient will be deemed to have failed to respond to treatment with
tocilizumab.

Patients who fail to demonstrate a response to treatment with tocilizumab under this restriction will not be eligible to receive further PBS-
subsidised treatment with this drug for this condition.

Authority required
Initial 2 (change or re-commencement after break of less than 24 months)

Initial course of PBS-subsidised treatment with tocilizumab, by a rheumatologist or clinical immunologist with expertise in the management of
rheumatoid arthritis, of adults who:

(a) have a documented history of severe active rheumatoid arthritis; and

(b) have received prior PBS-subsidised bDMARD treatment for this condition and are eligible to receive further bDMARD therapy.

The authority application must be made in writing and must include:

(1) a completed authority prescription form(s); and

(2) a completed Rheumatoid Arthritis PBS Authority Application - Supporting Information Form [may be downloaded from the Medicare Australia
website (www.medicareaustralia.gov.au)].

Applications for patients who have received PBS-subsidised treatment with tocilizumab and who wish to re-commence therapy with this drug, must
be accompanied by evidence of a response to the patient's most recent course of PBS-subsidised tocilizumab treatment, within the timeframes
specified below.



112

HIGHLY SPECIALISED DRUGS PROGRAM (Public Hospital)

Dispensed
Price for
Name, Restriction, Max. No. of Premium Max. Qty
Code Manner of Administration and Form Qty Rpts S S Brand Name and Manufacturer
A maximum of 16 weeks of treatment will be authorised under this restriction.
At the time of the authority application, medical practitioners should request the appropriate quantity of vials of appropriate strength, based on the
weight of the patient, to provide sufficient for a single infusion at a dose of 8 mg per kg. A separate authority prescription form must be completed
for each strength requested. Up to a maximum of 3 repeats of each strength may be authorised.
Where fewer than 3 repeats are requested at the time of the initial application, authority approvals for sufficient repeats to complete a maximum of
16 weeks of treatment may be requested by telephone by contacting Medicare Australia on 1800 700 270 (hours of operation 8 a.m. to 5 p.m. EST
Monday to Friday).
Where the most recent course of PBS-subsidised tocilizumab treatment was approved under either of the initial 1 or 2 treatment restrictions,
patients must have been assessed for response following a minimum of 12 weeks of therapy. This assessment must be provided to Medicare
Australia no later than 4 weeks from the date that course was ceased.
Where the most recent course of PBS-subsidised tocilizumab treatment was approved under the continuing treatment criteria, patients must have
been assessed for response, and the assessment must be submitted to Medicare Australia no later than 4 weeks from the date that course was
ceased.
Patients who fail to demonstrate a response to treatment with tocilizumab under this restriction will not be eligible to receive further PBS-
subsidised treatment with this drug for this condition.
Authority required
Continuing treatment
Continuing PBS-subsidised treatment with tocilizumab, by a rheumatologist or clinical immunologist with expertise in the management of
rheumatoid arthritis, of adults:
(a) who have a documented history of severe active rheumatoid arthritis; and
(b) who have demonstrated an adequate response to treatment with tocilizumab; and
(c) whose most recent course of PBS-subsidised bDMARD treatment was with tocilizumab.
An adequate response to treatment is defined as:
an ESR no greater than 25 mm per hour or a CRP level no greater than 15 mg per L or either marker reduced by at least 20% from baseline;
AND either of the following:
(i) a reduction in the total active (swollen and tender) joint count by at least 50% from baseline, where baseline is at least 20 active joints; or
(i) a reduction in the number of the following major active joints, from at least 4, by at least 50%:
— elbow, wrist, knee and/or ankle (assessed as swollen and tender); and/or
— shoulder and/or hip (assessed as pain in passive movement and restriction of passive movement, where pain and limitation of movement are due
to active disease and not irreversible damage such as joint destruction or bony overgrowth).
The authority application must be made in writing and must include:
(1) a completed authority prescription form(s); and
(2) a completed Rheumatoid Arthritis PBS Authority Application - Supporting Information Form [may be downloaded from the Medicare Australia
website (www.medicareaustralia.gov.au)].
A maximum of 24 weeks of treatment will be approved under this restriction.
At the time of the authority application, medical practitioners should request the appropriate quantity of vials of appropriate strength, based on the
weight of the patient, to provide sufficient for a single infusion at a dose of 8 mg per kg. A separate authority prescription form must be completed
for each strength requested. Up to a maximum of 5 repeats of each strength may be authorised.
Where fewer than 5 repeats are requested at the time of the application, authority approvals for sufficient repeats to complete a maximum of 24
weeks of treatment may be requested by telephone by contacting Medicare Australia on 1800 700 270 (hours of operation 8 a.m. to 5 p.m. EST
Monday to Friday).
All applications for continuing treatment with tocilizumab must include a measurement of response to the prior course of therapy. This assessment
must be provided to Medicare Australia no later than 4 weeks from the cessation of that treatment course. If the application is the first application
for continuing treatment with tocilizumab, it must be accompanied by an assessment of response to a minimum of 12 weeks of treatment with an
initial treatment course.
Patients who fail to demonstrate a response to treatment with tocilizumab under this restriction will not be eligible to receive further PBS-
subsidised treatment with this drug for this condition.
Note
Special Pricing Arrangements apply.
9657G Concentrate for injection 80 mg in 4 mL 1 . . 186.88 Actemra RO
9658H Concentrate for injection 200 mg in 10 mL 1 . . 467.20 Actemra RO
9659) Concentrate for injection 400 mg in 20 mL 1 . . 934.40 Actemra RO
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ABATACEPT

Note

Any queries concerning the arrangements to prescribe abatacept may be directed to Medicare Australia on 1800 700 270 (hours of operation 8 a.m.
to 5 p.m. EST Monday to Friday).

Further prescribing information (including Authority Application Forms) is on the Medicare Australia website at www.medicareaustralia.gov.au.
Written applications for authority to prescribe abatacept should be forwarded to:

Medicare Australia

Prior Written Approval of Specialised Drugs
Reply Paid 9826

GPO Box 9826

HOBART TAS 7001;

Note
TREATMENT OF ADULT PATIENTS WITH SEVERE ACTIVE RHEUMATOID ARTHRITIS

The following information applies to the prescribing under the Pharmaceutical Benefits Scheme (PBS) of the biological disease modifying anti-
rheumatic drugs (0DMARDs) for adults with severe active rheumatoid arthritis. Where the term bDMARD appears in the following notes and
restrictions it refers to the tumour necrosis factor (TNF) alfa antagonists (adalimumab, certolizumab pegol, etanercept, golimumab, infliximab), the
chimeric anti-CD20 monoclonal antibody (rituximab), the interleukin-6 inhibitor (tocilizumab) and the T-cell co-stimulation modulator (abatacept).

Patients are eligible for PBS-subsidised treatment with only 1 of the above biological disease modifying anti-rheumatic drugs at any 1 time.

PBS-subsidised abatacept, golimumab, infliximab and rituximab must be used in combination with methotrexate at a dose of at least 7.5 mg weekly.
Where a patient cannot tolerate 7.5 mg of methotrexate weekly, they are eligible to receive PBS-subsidised adalimumab, certolizumab pegol,
etanercept and tocilizumab.

In order to be eligible to receive PBS-subsidised treatment with rituximab, a patient must have already failed to demonstrate a response to at least 1
course of treatment with a PBS-subsidised TNF-alfa antagonist.

A patient receiving PBS-subsidised bDMARD therapy may swap to an alternate bDMARD without having to experience a disease flare. Under these
interchangeability arrangements:

— a patient may continue to receive long-term treatment with a PBS-subsidised bDMARD while they continue to show a response to therapy,

— a patient cannot trial and fail, or cease to respond to, the same PBS-subsidised bDMARD more than once, and

— once a patient has either failed or ceased to respond to treatment 5 times, they will not be eligible to receive further PBS-subsidised bDMARDs
for the treatment of rheumatoid arthritis.

For patients who have failed PBS-subsidised treatment with 2 or 3 TNF-alfa antagonists prior to 1 August 2010 please contact Medicare Australia on
1800 700 270.

A patient whose most recent course of PBS-subsidised therapy was with rituximab and whose response to this treatment is sustained for more than
12 months, may apply for a further course of rituximab under the Continuing treatment restriction. A patient who has failed fewer than 5 bDMARDs
and who has a break in therapy of less than 24 months may commence a further course of treatment with a bDMARD without having to requalify
under the Initial 1 treatment restriction. A patient who has failed fewer than 5 bDMARDs and who has had a break in therapy of longer than 24
months must requalify for treatment under the Initial 1 treatment restriction.

The length of a treatment break is measured from the date the most recent treatment with PBS-subsidised bDMARD treatment is stopped to the
date of the new application for treatment with a bDMARD.

(1) How to prescribe PBS-subsidised bDMARD therapy after 1 August 2010.

(a) Initial treatment.

Applications for initial treatment should be made where:

(i) a patient has received no prior PBS-subsidised bDMARD treatment and wishes to commence such therapy, excluding rituximab (Initial 1); or

(i) a patient wishes to re-commence treatment with a bDMARD following a break in PBS-subsidised therapy of more than 24 months (Initial 1); or
(iii) a patient has received prior PBS-subsidised (initial or continuing) bDMARD therapy and wishes to trial an alternate agent (Initial 2) [further
details are under 'Swapping therapy' below]; or

(iv) a patient wishes to re-commence treatment with a specific b(DMARD following a break of less than 24 months in PBS-subsidised therapy with
that agent (Initial 2).

Initial applications for new or re-commencing patients (Initial 1) must include a joint count and ESR and/or CRP measured at the completion of the 6
month intensive DMARD trial, but prior to ceasing DMARD therapy.

Initial treatment authorisations will be limited to provide a maximum of 16 weeks of therapy for abatacept, adalimumab, etanercept, golimumab
and tocilizumab, 18 to 20 weeks of therapy with certolizumab pegol (depending upon the dosing regimen), 22 weeks of therapy for infliximab and 2
infusions of rituximab.
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A patient must be assessed for response to any course of initial PBS-subsidised treatment (excluding rituximab) following a minimum of 12 weeks of
therapy and this assessment must be submitted to Medicare Australia no later than 4 weeks from the date that course was ceased.

Rituximab patients must be assessed following a minimum of 12 weeks after the first infusion, and this assessment must be submitted to Medicare
Australia within 4 weeks.

Where a response assessment is not submitted to Medicare Australia within these timeframes, the patient will be deemed to have failed to respond
to treatment with that bDMARD.

For second and subsequent courses of PBS-subsidised bDMARD (excluding rituximab) treatment it is recommended that a patient is reviewed in the
month prior to completing their current course of treatment and that an application is submitted to Medicare Australia no later than 2 weeks prior
to the patient completing their current treatment course.

Abatacept patients:

Patients are eligible to receive one I.V. loading dose when commencing treatment with the subcutaneous formulation. For these patients two
prescriptions are required, the first prescription for the 1.V. loading dose for sufficient vials for one dose based on the patient's weight with no
repeats. The second prescription for the pre-filled syringes, with a maximum quantity of 4 and up to 3 repeats, must be submitted with the initial
application.

Rituximab patients:
A further application may be submitted to Medicare Australia 24 weeks after the first infusion. New baselines may be submitted with this
application if appropriate.

(b) Continuing treatment.

Following the completion of an initial treatment course with a specific bLDMARD (excluding rituximab), a patient may qualify to receive up to 24
weeks of continuing treatment with that drug providing they have demonstrated an adequate response to treatment. The patient remains eligible to
receive continuing bDMARD treatment with the same drug in courses of up to 24 weeks providing they continue to sustain the response.

Itis recommended that a patient be reviewed in the month prior to completing their current course of treatment to ensure uninterrupted bDMARD
supply.

Assessments of response to a course of PBS-subsidised therapy must be submitted to Medicare Australia no later than 4 weeks from the date that
course was ceased.

Rituximab patients:

A patient may qualify to receive a further course of treatment (every 24 weeks) with this agent providing they have demonstrated an adequate
response to treatment following a minimum of 12 weeks after the first infusion of their most recent treatment with rituximab. The patient remains
eligible to receive a course of rituximab every 24 weeks providing they continue to demonstrate a response as specified in the restriction.

Where a response assessment is not submitted to Medicare Australia within these timeframes, the patient will be deemed to have failed to respond
to treatment with that bDMARD.

(2) Swapping therapy.

Once initial treatment with the first PBS-subsidised bDMARD is approved, a patient may swap to an alternate bDMARD without having to requalify
with respect to the indices of disease severity (i.e. the erythrocyte sedimentation rate (ESR), the C-reactive protein (CRP) levels and the joint count)
or the prior non-bDMARD therapy requirements, except if the patient has had a break in therapy of more than 24 months. However the
requirement for concomitant treatment with methotrexate, where it applies, must be met for each bDMARD trialled.

Patients who are not able to complete a minimum of 12 weeks of an initial treatment course will be deemed to have failed treatment with that
agent.

A patient may trial an alternate bDMARD at any time, regardless of whether they are receiving therapy (initial or continuing) with a bDMARD at the
time of the application. However, they cannot swap to a particular bDMARD if they have failed to respond to prior treatment with that drug.

Abatacept patients:
Patients swapping from I.V. abatacept to subcutaneous abatacept will not be eligible for an I.V. loading dose when commencing treatment with the
subcutaneous formulation.

In order to trial rituximab, a patient must have trialled and failed to demonstrate a response to at least 1 PBS-subsidised TNF-alfa antagonist
treatment.

To ensure a patient receives the maximum treatment opportunities allowed under the interchangeability arrangements, it is important that they are
assessed for response to every course of treatment approved, within the timeframes specified in the relevant restriction.

PBS subsidy does not allow for patients to receive treatment with another PBS-subsidised biological agent during the required treatment-free period
applying to patients who have demonstrated a response to their most recent course of rituximab. This means that patients who have demonstrated
a response to a course of rituximab must have a PBS-subsidised biological therapy treatment-free period of at least 22 weeks, immediately following
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the second infusion, before swapping to an alternate bDMARD. Patients who fail to respond to rituximab and who qualify and wish to trial a course
of an alternate bDMARD may do so without having to have any treatment-free period.

To avoid confusion, an application for a patient who wishes to swap to an alternate bDMARD should be accompanied by the approved authority
prescription or remaining repeats for the bDMARD the patient is ceasing.

Note
(3) Baseline measurements to determine response.

Medicare Australia will determine whether a response to treatment has been demonstrated based on the baseline measurements of the joint count,
ESR and/or CRP submitted with the first authority application for a bDMARD. However, prescribers may provide new baseline measurements any
time that an initial treatment authority application is submitted and Medicare Australia will assess response according to these revised baseline
measurements.

To ensure consistency in determining response, the same indices of disease severity used to establish baseline at the commencement of treatment
with each initial treatment application must be provided for all subsequent continuing treatment applications. Therefore, where only an ESR or CRP
level is provided at baseline, an ESR or CRP level respectively must be provided to determine response. Similarly, where the baseline active joint
count is based on total active joints (i.e. more than 20 active joints), response will be determined according to the reduction in the total number of
active joints. Where the baseline is determined on total number of major joints, the response must be demonstrated on the total number of major
joints.

Except as specified under the Initial 1 treatment restriction, a baseline joint count and ESR and/or CRP should be performed whilst the patient is still
on treatment or within 1 month of ceasing prior treatment. Applications under the Initial 1 treatment restriction for new or re-commencing patients
must include a joint count and ESR and/or CRP measured at the completion of the 6 month intensive DMARD trial, but prior to ceasing DMARD
therapy.

Authority required
Initial 1 (new patient or patient re-commencing after a break of more than 24 months)

Initial PBS-subsidised treatment with abatacept, in combination with methotrexate at a dose of at least 7.5 mg weekly, by a rheumatologist or
clinical immunologist with expertise in the management of rheumatoid arthritis, of adults who:

(a) have severe active rheumatoid arthritis; and

(b) have received no PBS-subsidised treatment with a bDMARD for this condition in the previous 24 months; and

(c) have failed, in the 24 months immediately prior to the date of application, to achieve an adequate response to at least 6 months of intensive
treatment with disease modifying anti-rheumatic drugs (DMARDs), which must include at least 3 months continuous treatment with each of at least
2 DMARDs, one of which must be methotrexate at a dose of at least 20 mg weekly and one of which must be:

— hydroxychloroquine at a dose of at least 200 mg daily; or

— leflunomide at a dose of at least 10 mg daily; or

— sulfasalazine at a dose of at least 2 g daily.

If methotrexate is contraindicated according to the TGA-approved product information or cannot be tolerated at a 20 mg weekly dose, then the 6
months of intensive DMARD treatment must include at least 3 months continuous treatment with each of at least 2 of the DMARDs:

— hydroxychloroquine at a dose of at least 200 mg daily; and/or

— leflunomide at a dose of at least 10 mg daily; and/or

— sulfasalazine at a dose of at least 2 g daily.

The application must include details of the contraindication or intolerance to methotrexate. Details of the toxicities, including severity, which will be
accepted for the purposes of exempting a patient from the requirement to undertake a minimum 3 month trial of methotrexate at a 20 mg weekly
dose can be found on the Medicare Australia website [www.medicareaustralia.gov.au]. The maximum tolerated dose of methotrexate must be
documented in the application, if applicable.

If 3 or more of methotrexate, hydroxychloroquine, leflunomide and sulfasalazine are contraindicated according to the relevant TGA-approved
product information or cannot be tolerated at the doses specified above, then one or more of the following DMARDs may be used in place of these
agents in order to satisfy the requirement for a trial of 6 months of intensive DMARD therapy with at least 2 DMARDs taken continuously for at least
3 months each:

— azathioprine at a dose of at least 1 mg/kg per day; and/or

— cyclosporin at a dose of at least 2 mg/kg/day; and/or

— sodium aurothiomalate at a dose of 50 mg weekly.

The application must include details of the DMARDs trialled, their doses and duration of treatment, and all relevant contraindications and/or
intolerances. Details of the toxicities, including severity, which will be accepted as a reason for substituting azathioprine, cyclosporin or sodium
aurothiomalate for another DMARD as part of the 6 month intensive DMARD trial can be found on the Medicare Australia website
[www.medicareaustralia.gov.au].

The requirement to trial at least 2 DMARDs for periods of at least 3 months each can be met using single agents sequentially or by using one or more
combinations of DMARDs.
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If the requirement to trial 6 months of intensive DMARD therapy with at least 2 DMARDs cannot be met because of contraindications and/or
intolerances of a severity necessitating permanent treatment withdrawal to all of the DMARDs specified above, details of the contraindication or
intolerance and dose for each DMARD must be provided in the authority application. Details of the toxicities, including severity, which will be
accepted for the purposes of exempting a patient from the requirement for a 6 month trial of intensive DMARD therapy can be found on the
Medicare Australia website [www.medicareaustralia.gov.au].

The following criteria indicate failure to achieve an adequate response and must be demonstrated in all patients at the time of the initial application:
an elevated erythrocyte sedimentation rate (ESR) greater than 25 mm per hour or a C-reactive protein (CRP) level greater than 15 mg per L;

AND either

(i) a total active joint count of at least 20 active (swollen and tender) joints; or

(ii) at least 4 active joints from the following list of major joints:

— elbow, wrist, knee and/or ankle (assessed as swollen and tender); and/or

— shoulder and/or hip (assessed as pain in passive movement and restriction of passive movement, where pain and limitation of movement are due
to active disease and not irreversible damage such as joint destruction or bony overgrowth).

The joint count and ESR and/or CRP must be determined at the completion of the 6 month intensive DMARD trial, but prior to ceasing DMARD
therapy. All measures must be no more than one month old at the time of initial application.

If the above requirement to demonstrate an elevated ESR or CRP cannot be met, the application must state the reason this criterion cannot be
satisfied.

Where the baseline active joint count is based on total active joints (i.e. more than 20 active joints), response will be determined according to the
reduction in the total number of active joints. Where the baseline is determined on total number of major joints, the response must be
demonstrated on the total number of major joints. If only an ESR or CRP level is provided with the initial application, the same marker will be used to
determine response.

The authority application must be made in writing and must include:

(1) a completed authority prescription form; and

(2) a completed Rheumatoid Arthritis PBS Authority Application - Supporting Information Form [may be downloaded from the Medicare Australia
website (www.medicareaustralia.gov.au)]; and

(3) a signed patient acknowledgement.

A maximum of 16 weeks of treatment will be authorised under this restriction.

At the time of the authority application, medical practitioners should request the appropriate quantity of vials, based on the weight of the patient,
to provide sufficient for a single infusion. Up to a maximum of 4 repeats may be authorised.

Where fewer than 4 repeats are requested at the time of the initial application, authority approvals for sufficient repeats to complete a maximum of
16 weeks of treatment may be requested by telephone by contacting Medicare Australia on 1800 700 270 (hours of operation 8 a.m. to 5 p.m. EST
Monday to Friday).

Assessment of a patient's response to an initial course of treatment must be made after at least 12 weeks of treatment so that there is adequate
time for a response to be demonstrated. This assessment, which will be used to determine eligibility for continuing treatment, must be submitted to
Medicare Australia no later than 1 month from the date of completion of this initial course of treatment. Where a response assessment is not
undertaken and submitted to Medicare Australia within these timeframes, the patient will be deemed to have failed to respond to treatment with
abatacept.

Patients who fail to demonstrate a response to treatment with abatacept under this restriction will not be eligible to receive further PBS-subsidised
treatment with this drug for this condition.

Authority required
Initial 2 (change or re-commencement after break of less than 24 months)

Initial course of PBS-subsidised treatment with abatacept, in combination with methotrexate at a dose of at least 7.5 mg weekly, by a
rheumatologist or clinical immunologist with expertise in the management of rheumatoid arthritis, of adults who:

(a) have a documented history of severe active rheumatoid arthritis; and

(b) have received prior PBS-subsidised bDMARD treatment for this condition and are eligible to receive further bDMARD therapy.

The authority application must be made in writing and must include:

(1) a completed authority prescription form; and

(2) a completed Rheumatoid Arthritis PBS Authority Application - Supporting Information Form [may be downloaded from the Medicare Australia
website (www.medicareaustralia.gov.au)].

Applications for patients who have received PBS-subsidised treatment with abatacept and who wish to re-commence therapy with this drug, must
be accompanied by evidence of a response to the patient's most recent course of PBS-subsidised abatacept treatment, within the timeframes
specified below.

A maximum of 16 weeks of treatment will be authorised under this restriction.

At the time of the authority application, medical practitioners should request the appropriate quantity of vials, based on the weight of the patient,
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to provide sufficient for a single infusion. Up to a maximum of 4 repeats may be authorised.
Where fewer than 4 repeats are requested at the time of the initial application, authority approvals for sufficient repeats to complete a maximum of
16 weeks of treatment may be requested by telephone by contacting Medicare Australia on 1800 700 270 (hours of operation 8 a.m. to 5 p.m. EST
Monday to Friday).
Where the most recent course of PBS-subsidised abatacept treatment was approved under either of the initial 1 or 2 treatment restrictions, patients
must have been assessed for response following a minimum of 12 weeks of therapy. This assessment must be provided to Medicare Australia no
later than 4 weeks from the date that course was ceased.
Where the most recent course of PBS-subsidised abatacept treatment was approved under the continuing treatment criteria, patients must have
been assessed for response, and the assessment must be submitted to Medicare Australia no later than 4 weeks from the date that course was
ceased.
Patients who fail to demonstrate a response to treatment with abatacept under this restriction will not be eligible to receive further PBS-subsidised
treatment with this drug for this condition.
Authority required
Continuing treatment
Continuing PBS-subsidised treatment with abatacept, in combination with methotrexate at a dose of at least 7.5 mg weekly, by a rheumatologist or
clinical immunologist with expertise in the management of rheumatoid arthritis, of adults:
(a) who have a documented history of severe active rheumatoid arthritis; and
(b) who have demonstrated an adequate response to treatment with abatacept; and
(c) whose most recent course of PBS-subsidised bDMARD treatment was with abatacept.
An adequate response to treatment is defined as:
an ESR no greater than 25 mm per hour or a CRP level no greater than 15 mg per L or either marker reduced by at least 20% from baseline;
AND either of the following:
(i) a reduction in the total active (swollen and tender) joint count by at least 50% from baseline, where baseline is at least 20 active joints; or
(i) a reduction in the number of the following major active joints, from at least 4, by at least 50%:
— elbow, wrist, knee and/or ankle (assessed as swollen and tender); and/or
— shoulder and/or hip (assessed as pain in passive movement and restriction of passive movement, where pain and limitation of movement are due
to active disease and not irreversible damage such as joint destruction or bony overgrowth).
The authority application must be made in writing and must include:
(1) a completed authority prescription form; and
(2) a completed Rheumatoid Arthritis PBS Authority Application - Supporting Information Form [may be downloaded from the Medicare Australia
website (www.medicareaustralia.gov.au)].
A maximum of 24 weeks of treatment will be approved under this restriction.
At the time of the authority application, medical practitioners should request the appropriate quantity of vials, based on the weight of the patient,
to provide sufficient for a single infusion. Up to a maximum of 5 repeats may be authorised.
Where fewer than 5 repeats are requested at the time of the application, authority approvals for sufficient repeats to complete a maximum of 24
weeks of treatment may be requested by telephone by contacting Medicare Australia on 1800 700 270 (hours of operation 8 a.m. to 5 p.m. EST
Monday to Friday).
All applications for continuing treatment with abatacept must include a measurement of response to the prior course of therapy. This assessment
must be provided to Medicare Australia no later than 4 weeks from the cessation of that treatment course. If the application is the first application
for continuing treatment with abatacept, it must be accompanied by an assessment of response to a minimum of 12 weeks of treatment with an
initial treatment course.
Patients who fail to demonstrate a response to treatment with abatacept under this restriction will not be eligible to receive further PBS-subsidised
treatment with this drug for this condition.
Note
Special Pricing Arrangements apply.
9621) Powder for L.V. infusion 250 mg 1 . . 531.03 Orencia BQ
AMBRISENTAN
Caution

Ambrisentan is a category X drug and must not be given to pregnant women. Pregnancy must be avoided during treatment and for at least 3 months
following cessation of treatment with this drug.

Note
Any queries concerning the arrangements to prescribe ambrisentan may be directed to Medicare Australia on 1800 700 270 (hours of operation
8 a.m. to 5 p.m. EST Monday to Friday).
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Written applications for authority to prescribe PAH agents should be forwarded to:

Medicare Australia

Prior Written Approval of Specialised Drugs
Reply Paid 9826

GPO Box 9826

HOBART TAS 7001;

Note

The following information applies to the prescribing under the Pharmaceutical Benefits Scheme (PBS) of agents for primary pulmonary hypertension
and pulmonary arterial hypertension. Where the term PAH agents appears in the following notes and restrictions it refers to bosentan monohydrate,
iloprost trometamol, epoprostenol sodium, sildenafil citrate, ambrisentan and tadalafil.

Patients are eligible for PBS-subsidised treatment with only 1 of the above PAH agents at any 1 time. Eligible patients may only swap between PAH
agents if they have not failed prior PBS-subsidised treatment with that agent.

PAH agents are not PBS-subsidised for patients with pulmonary hypertension secondary to interstitial lung disease associated with connective tissue
disease, where the total lung capacity is less than 70% of that predicted.

The following provides some explanatory notes regarding the availability of PBS-subsidised treatment of patients with:

(a) bosentan monohydrate, of primary pulmonary hypertension or pulmonary arterial hypertension secondary to connective tissue disease, or
pulmonary arterial hypertension associated with a congential systemic-to-pulmonary shunt (including Eisenmenger's physiology), in patients with
disease of WHO Functional Class Il or IV severity; AND

(b) iloprost trometamol, of:

— primary pulmonary hypertension, or pulmonary arterial hypertension secondary to connective tissue disease, in patients with disease of WHO
Functional Class Ill severity and who have failed to respond to prior PBS-subsidised treatment with an alternate PAH agent; AND

— primary pulmonary hypertension, or pulmonary arterial hypertension secondary to connective tissue disease, in patients with disease of WHO
Functional Class IV severity; AND

— drug-induced pulmonary arterial hypertension, in patients with disease of WHO Functional Class lll and IV severity; AND

(c) epoprostenol sodium, of:

— primary pulmonary hypertension, or pulmonary arterial hypertension secondary to connective tissue disease, in patients with disease of WHO
Functional Class Ill severity and who have failed to respond to prior PBS-subsidised treatment with an alternate PAH agent; AND

— primary pulmonary hypertension, or pulmonary arterial hypertension secondary to connective tissue disease, in patients with disease of WHO
Functional Class IV severity; AND

(d) sildenafil citrate, of primary pulmonary hypertension or pulmonary arterial hypertension secondary to connective tissue disease, in patients with
disease of WHO Functional Class Il severity; AND

(e) ambrisentan, of primary pulmonary hypertension or pulmonary arterial hypertension secondary to connective tissue disease, in patients with
disease of WHO Functional Class Il or IV severity; AND

(f) tadalafil, of primary pulmonary hypertension or pulmonary arterial hypertension secondary to connective tissue disease, in patients with disease
of WHO Functional Class Il severity.

From 1 April 2012, patients can access PAH agents through the PBS according to the relevant restrictions. Once these patients are approved initial
treatment with 1 of these 6 drugs, they may swap between PAH agents at any time without having to re-qualify for treatment with the alternate
agent. This means that patients may commence treatment with the alternate agent, subject to that agent's restriction, irrespective of the severity of
their disease at the time the application to swap therapy is submitted. It also means that no new baseline measurements will be necessary. (New
baselines may be submitted where the patient has failed to respond to their current treatment.)

1. Definition of primary pulmonary hypertension, drug-induced pulmonary arterial hypertension, pulmonary arterial hypertension secondary to
connective tissue disease, including scleroderma, or pulmonary arterial hypertension associated with a congenital systemic-to-pulmonary shunt
(including Eisenmenger's physiology).

Primary pulmonary hypertension, drug-induced pulmonary arterial hypertension, pulmonary arterial hypertension secondary to connective tissue
disease, including scleroderma, or pulmonary arterial hypertension associated with a congenital systemic-to-pulmonary shunt (including
Eisenmenger's physiology) are defined as follows:

(i) mean pulmonary artery pressure (mPAP) greater than 25 mmHg at rest and pulmonary capillary wedge pressure (PCWP) less than 18 mmHg; or
(i) mPAP greater than 30 mmHg with exercise and PCWP less than 18 mmHg; or

(iii) where a right heart catheter cannot be performed on clinical grounds, right ventricular systolic pressure (RVSP), assessed by echocardiography
(ECHO), greater than 40 mmHg, with normal left ventricular function.

2. Definition of WHO Functional Class Ill or IV disease severity.

(a) WHO Functional Class Ill disease severity is defined as follows:

Patients with pulmonary hypertension resulting in marked limitation of physical activity who are comfortable at rest and on ordinary physical
activity experience dyspnoea or fatigue, chest pain or near syncope.

(b) WHO Functional Class IV disease severity is defined as follows:

Patients with the inability to carry out any physical activity without symptoms. These patients manifest signs of right heart failure. Dyspnoea and/or
fatigue may even be present at rest. Discomfort is increased by any physical activity.
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3. Designated hospitals.
Refer to the Medicare Australia website at www.medicareaustralia.gov.au for a list of designated hospitals.
4. Test requirements to establish baseline for initiation of treatment and response to treatment for continuation of treatment.

(a) Initiation of treatment.

The first written application for PBS-subsidised treatment with the first PAH agent should be accompanied by the results of a right heart catheter
(RHC) composite assessment, plus an echocardiograph (ECHO) composite assessment, plus a 6 minute walk test (6MWT) to establish the patient's
baseline measurements.

Where it is not possible to perform all 3 tests above on clinical grounds, the following list outlines the preferred test combination, in descending
order, for the purposes of initiation of PBS-subsidised treatment:

(1) RHC plus ECHO composite assessments;

(2) RHC composite assessment plus 6MWT;

(3) RHC composite assessment only.

In circumstances where a RHC cannot be performed on clinical grounds, applications may be submitted to Medicare Australia for consideration
based on the results of the following test combinations, which are listed in descending order of preference:

(1) ECHO composite assessment plus 6MWT;

(2) ECHO composite assessment only.

Where fewer than 3 tests are able to be performed on clinical grounds, a patient specific reason outlining why the particular test/s could not be
conducted must be provided with the authority application.

(b) Continuation of treatment.

The following list outlines the preferred test combination, in descending order, for the purposes of continuation of PBS-subsidised treatment:
(1) RHC plus ECHO composite assessments plus 6MWT;

(2) RHC plus ECHO composite assessments;

(3) RHC composite assessment plus 6MWT;

(4) ECHO composite assessment plus 6MWT;

(5) RHC composite assessment only;

(6) ECHO composite assessment only.

The results of the same tests as conducted at baseline should be provided with each written continuing treatment application (i.e. every 6 months),
except for patients who were able to undergo all 3 tests at baseline, and whose subsequent ECHO and 6MWT results demonstrate disease stability
or improvement, in which case RHC can be omitted. In all other patients, where the same test(s) conducted at baseline cannot be performed for
assessment of response on clinical grounds, a patient specific reason why the test(s) could not be conducted must be provided with the application.
The test(s) results provided with the application for continuing treatment must be no more than 2 months old at the time of application.

Note
5. Definition of response to a PAH agent or prior vasodilator treatment.

For adult patients with 2 or more baseline tests, response to treatment is defined as 2 or more tests demonstrating stability or improvement of
disease, as assessed by a physician from a designated hospital.

For adult patients with a RHC composite assessment alone at baseline, response to treatment is defined as a RHC result demonstrating stability or
improvement of disease, as assessed by a physician from a designated hospital.

For adult patients with an ECHO composite assessment alone at baseline, response to treatment is defined as an ECHO result demonstrating stability
or improvement of disease, as assessed by a physician from a designated hospital.

For patients aged less than 18 years, response to treatment is defined as at least 1 of the baseline tests demonstrating stability or improvement of
disease, as assessed by a physician from a designated hospital.

6. Authority approval requirements.

(a) Initiation of PBS-subsidised treatment with a PAH agent, where the patient has not received prior PBS-subsidised treatment with that agent.
All applications for initial treatment must be made in writing, must include a completed authority prescription and must be submitted to Medicare
Australia for authorisation. The total duration of initial PBS-subsidised treatment that will be approved with this first written application is up to 6
months, based on the dosage recommendations in the TGA-approved Product Information.

Bosentan only:

Approvals for the first authority prescription will be limited to 1 month of therapy with the 62.5 mg strength tablet, with the quantity approved
based on the dosage recommendations in the Therapeutic Goods Administration (TGA)-approved Product Information. No repeats will be
authorised for this prescription. The second authority prescription may be written for either the 62.5 mg tablet or the 125 mg tablet strengths.
Where the 62.5 mg tablet strength is required, please contact Medicare Australia on 1800 700 270 (hours of operation 8 a.m. to 5 p.m. EST Monday
to Friday) for further advice. Approvals for the second authority prescription will be limited to 1 month of treatment, with the quantity approved
based on the dosage recommendations in the TGA-approved Product Information, and a maximum of 4 repeats. The approved second authority
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prescription will be returned to the prescriber by Medicare Australia 2 weeks after the date of the approval of the first authority prescription, to
allow for the uninterrupted completion of the 6 month initial treatment course. Medicare Australia will contact prescribers prior to dispatch of the
second authority prescription to confirm the tablet strength required for the patient.

(b) Continuation of treatment.

Written applications for continuing treatment for patients who have demonstrated an adequate response to their current treatment must be
submitted to Medicare Australia for authorisation every 6 months. Approvals will be limited to provide sufficient supply for up to a maximum of 6
months of treatment, based on the dosage recommendations in the TGA-approved Product Information.

The assessment of the patient's response to the first and subsequent 6 month courses of treatment should be made following the preceding 5
months of treatment, in order to allow sufficient time for a response to be demonstrated. Applications for continuing treatment with a PAH agent
should be made prior to the completion of the 6 month treatment course to ensure continuity for those patients who respond to treatment, as
assessed by the treating physician.

(c) Swapping between PAH agents.

For eligible patients, applications to swap between these 6 drugs must be made under the relevant initial treatment restriction. Patients should be
assessed for response to the treatment they are ceasing at the time the application to swap therapy is being made. Patients who fail to demonstrate
a response or for whom no assessment results are submitted with the application to swap therapy may not re-commence PBS-subsidised treatment
with the drug they are ceasing.

It is important that patients are assessed for response to every course of treatment approved within the timeframes specified in the relevant
restriction, in order to maximise the choice of treatment.

To avoid confusion, applications for patients who wish to swap to an alternate treatment should be accompanied by the previously approved
authority prescription, or remaining repeats, for the treatment the patient is ceasing.

(d) Cessation of treatment — bosentan patients only.
Patients who fail to demonstrate a response to PBS-subsidised bosentan monohydrate treatment at the time where an assessment is required must
cease PBS-subsidised bosentan monohydrate therapy.

For patients ceasing treatment, approval will only be granted to provide sufficient supply of the 62.5 mg tablet strength to allow gradual dose
reduction over a period of no more than 1 month duration. Prescribers should telephone Medicare Australia on 1800 700 270 (hours of operation
8 a.m. to 5 p.m. EST Monday to Friday) to receive authorisation for this final supply and to ensure no unintended break in treatment occurs.

7. Re-treatment with a PAH agent.
Patients who do not respond to treatment are not eligible to receive further PBS-subsidised treatment with that agent under any circumstances.
8. Further information.

A tabulated representation of the above information and the restriction can be obtained from the Medicare Australia website at
www.medicareaustralia.gov.au.

Authority required

Initial (new patients)

Application for initial PBS-subsidised treatment with ambrisentan of patients who have not received prior PBS-subsidised treatment with a PAH
agent and who have been assessed by a physician from a designated hospital to have:

(a) WHO Functional Class Il primary pulmonary hypertension and a mean right atrial pressure of 8 mmHg or less, as measured by RHC, or, where a
RHC cannot be performed on clinical grounds, right ventricular function as assessed by ECHO; OR

(b) WHO Functional Class Ill pulmonary arterial hypertension secondary to connective tissue disease and a mean right atrial pressure of 8 mmHg or
less, as measured by RHC, or, where a RHC cannot be performed on clinical grounds, right ventricular function as assessed by ECHO.

Patients must have failed to respond [see Note for definition of response] to 6 or more weeks of appropriate vasodilator treatment unless
intolerance or a contraindication to such treatment exists.

Applications for authorisation must be in writing and must include:

(1) a completed authority prescription form; and

(2) a completed Pulmonary Arterial Hypertension PBS Authority Application - Supporting Information form [www.medicareaustralia.gov.au] which
includes results from the 3 tests below, where available:

(i) RHC composite assessment; and

(ii)) ECHO composite assessment; and

(iii) 6MWT; and

(3) a signed patient acknowledgment form.

Details of prior vasodilator treatment, including the dose and duration of treatment, must be provided at the time of application. Where the patient
has an adverse event to a vasodilator or where vasodilator treatment is contraindicated, details on the nature of the adverse event or

contraindication according to the TGA-approved Product Information must also be provided with the application.

Where fewer than 3 tests (see requirement 2 above) are able to be performed on clinical grounds, a patient specific reason outlining why the
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particular test/s could not be conducted must be provided with the authority application [see Note for test requirements].

The maximum quantity authorised will be limited to provide sufficient supply for 1 month of treatment, based on the dosage recommendations in
the TGA-approved Product Information. A maximum of 5 repeats may be requested. Where fewer than 5 repeats are requested at the time of
application, authority approvals for sufficient repeats to complete a maximum of 6 months of treatment may be requested by telephone by
contacting Medicare Australia on 1800 700 270 (hours of operation 8 a.m. to 5 p.m. EST Monday to Friday).

Authority required

Initial (new patients)

Application for initial PBS-subsidised treatment with ambrisentan of patients who have not received prior PBS-subsidised treatment with a PAH
agent and who have been assessed by a physician from a designated hospital to have:

(a) WHO Functional Class Il primary pulmonary hypertension and a mean right atrial pressure greater than 8 mmHg, as measured by RHC, or, where
a RHC cannot be performed on clinical grounds, right ventricular function as assessed by ECHO; OR

(b) WHO Functional Class Ill pulmonary arterial hypertension secondary to connective tissue disease and a mean right atrial pressure greater than

8 mmHg, as measured by RHC, or, where a RHC cannot be performed on clinical grounds, right ventricular function as assessed by ECHO; OR

(c) WHO Functional Class IV primary pulmonary hypertension; OR

(d) WHO Functional Class IV pulmonary arterial hypertension secondary to connective tissue disease.

Applications for authorisation must be in writing and must include:

(1) a completed authority prescription form; and

(2) a completed Pulmonary Arterial Hypertension PBS Authority Application - Supporting Information form [www.medicareaustralia.gov.au] which
includes results from the 3 tests below, where available:

(i) RHC composite assessment; and

(ii) ECHO composite assessment; and

(iii) BMWT; and

(3) a signed patient acknowledgment form.

Where fewer than 3 tests (see requirement 2 above) are able to be performed on clinical grounds, a patient specific reason outlining why the
particular test/s could not be conducted must be provided with the authority application [see Note for test requirements].

The maximum quantity authorised will be limited to provide sufficient supply for 1 month of treatment, based on the dosage recommendations in
the TGA-approved Product Information. A maximum of 5 repeats may be requested. Where fewer than 5 repeats are requested at the time of
application, authority approvals for sufficient repeats to complete a maximum of 6 months of treatment may be requested by telephone by
contacting Medicare Australia on 1800 700 270 (hours of operation 8 a.m. to 5 p.m. EST Monday to Friday).

Authority required

Initial (change or re-commencement for all patients)

Application for initial treatment with ambrisentan of patients with one of the following:

(a) primary pulmonary hypertension or pulmonary arterial hypertension secondary to connective tissue disease who wish to re-commence PBS-
subsidised ambrisentan after a break in therapy and who have demonstrated a response to their most recent course of PBS-subsidised treatment
with ambrisentan; OR

(b) primary pulmonary hypertension or pulmonary arterial hypertension secondary to connective tissue disease and whose most recent course of
PBS-subsidised treatment was with an alternate PAH agent other than ambrisentan.

Applications for authorisation must be in writing and must include:

(1) a completed authority prescription form; and

(2) a completed Pulmonary Arterial Hypertension PBS Authority Application - Supporting Information form [www.medicareaustralia.gov.au] which
includes the results on which approval for the first application for PBS-subsidised PAH agent was granted; and

(3) the date of the first application for PBS-subsidised treatment with a PAH agent; and

(4) the results of the patient's response to treatment with their last course of PBS-subsidised PAH agent.

Where fewer than 3 tests (see requirement 2 above) are able to be performed on clinical grounds, a patient specific reason outlining why the
particular test/s could not be conducted must be provided with the authority application [see Note for test requirements].

The maximum quantity authorised will be limited to provide sufficient supply for 1 month of treatment, based on the dosage recommendations in
the TGA-approved Product Information. A maximum of 5 repeats may be requested. Where fewer than 5 repeats are requested at the time of
application, authority approvals for sufficient repeats to complete a maximum of 6 months of treatment may be requested by telephone by
contacting Medicare Australia on 1800 700 270 (hours of operation 8 a.m. to 5 p.m. EST Monday to Friday).

Authority required

Continuing treatment (all patients)

Continuing PBS-subsidised treatment with ambrisentan of patients who have received approval for initial PBS-subsidised treatment with
ambrisentan and who have been assessed by a physician from a designated hospital to have achieved a response to their most recent course of
ambrisentan treatment [see Note for definition of response].

Applications for authorisation must be in writing and must include:

(1) a completed authority prescription form; and

(2) a completed Pulmonary Arterial Hypertension PBS Authority Application - Supporting Information form [www.medicareaustralia.gov.au] which
includes results from the 3 tests below, where available:

(i) RHC composite assessment; and
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(ii)) ECHO composite assessment; and
(iii) GBMWT.

The results of the same tests as conducted at baseline should be provided with each written continuing treatment application (i.e. every 6 months),
except for patients who were able to undergo all 3 tests at baseline, and whose subsequent ECHO and 6MWT results demonstrate disease stability
or improvement, in which case RHC can be omitted. In all other patients, where the same test(s) conducted at baseline cannot be performed for
assessment of response on clinical grounds, a patient specific reason why the test(s) could not be conducted must be provided with the application.

The maximum quantity authorised will be limited to provide sufficient supply for 1 month of treatment, based on the dosage recommendations in
the TGA-approved Product Information. A maximum of 5 repeats will be authorised. Where fewer than 5 repeats are initially requested under this
criterion, authority approvals for sufficient repeats to complete a maximum of 6 months of treatment may be requested by telephone by contacting
Medicare Australia on 1800 700 270 (hours of operation 8 a.m. to 5 p.m. EST Monday to Friday).

Note

Special Pricing Arrangements apply.
9648T Tablet 5 mg 30 . . 4081.42 Volibris GK
9649W Tablet 10 mg 30 . . 4081.42 Volibris GK

BOSENTAN MONOHYDRATE

Caution

Bosentan monohydrate is a category X drug and must not be given to pregnant women. Pregnancy must be avoided during treatment and for at
least 3 months following cessation of treatment with this drug.

Note
Any queries concerning the arrangements to prescribe bosentan monohydrate may be directed to Medicare Australia on 1800 700 270 (hours of
operation 8 a.m. to 5 p.m. EST Monday to Friday).

Written applications for authority to prescribe PAH agents should be forwarded to:

Medicare Australia

Prior Written Approval of Specialised Drugs
Reply Paid 9826

GPO Box 9826

HOBART TAS 7001,

Note

The following information applies to the prescribing under the Pharmaceutical Benefits Scheme (PBS) of agents for primary pulmonary hypertension
and pulmonary arterial hypertension. Where the term PAH agents appears in the following notes and restrictions it refers to bosentan monohydrate,
iloprost trometamol, epoprostenol sodium, sildenafil citrate, ambrisentan and tadalafil.

Patients are eligible for PBS-subsidised treatment with only 1 of the above PAH agents at any 1 time. Eligible patients may only swap between PAH
agents if they have not failed prior PBS-subsidised treatment with that agent.

PAH agents are not PBS-subsidised for patients with pulmonary hypertension secondary to interstitial lung disease associated with connective tissue
disease, where the total lung capacity is less than 70% of that predicted.

The following provides some explanatory notes regarding the availability of PBS-subsidised treatment of patients with:

(a) bosentan monohydrate, of primary pulmonary hypertension or pulmonary arterial hypertension secondary to connective tissue disease, or
pulmonary arterial hypertension associated with a congential systemic-to-pulmonary shunt (including Eisenmenger's physiology), in patients with
disease of WHO Functional Class Il or IV severity; AND

(b) iloprost trometamol, of:

— primary pulmonary hypertension, or pulmonary arterial hypertension secondary to connective tissue disease, in patients with disease of WHO
Functional Class Ill severity and who have failed to respond to prior PBS-subsidised treatment with an alternate PAH agent; AND

— primary pulmonary hypertension, or pulmonary arterial hypertension secondary to connective tissue disease, in patients with disease of WHO
Functional Class IV severity; AND

— drug-induced pulmonary arterial hypertension, in patients with disease of WHO Functional Class lll and IV severity; AND

(c) epoprostenol sodium, of:

— primary pulmonary hypertension, or pulmonary arterial hypertension secondary to connective tissue disease, in patients with disease of WHO
Functional Class Ill severity and who have failed to respond to prior PBS-subsidised treatment with an alternate PAH agent; AND

— primary pulmonary hypertension, or pulmonary arterial hypertension secondary to connective tissue disease, in patients with disease of WHO
Functional Class IV severity; AND

(d) sildenafil citrate, of primary pulmonary hypertension or pulmonary arterial hypertension secondary to connective tissue disease, in patients with
disease of WHO Functional Class Il severity; AND

(e) ambrisentan, of primary pulmonary hypertension or pulmonary arterial hypertension secondary to connective tissue disease, in patients with
disease of WHO Functional Class Il or IV severity; AND

(f) tadalafil, of primary pulmonary hypertension or pulmonary arterial hypertension secondary to connective tissue disease, in patients with disease
of WHO Functional Class Il severity.
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From 1 April 2012, patients can access PAH agents through the PBS according to the relevant restrictions. Once these patients are approved initial
treatment with 1 of these 6 drugs, they may swap between PAH agents at any time without having to re-qualify for treatment with the alternate
agent. This means that patients may commence treatment with the alternate agent, subject to that agent's restriction, irrespective of the severity of
their disease at the time the application to swap therapy is submitted. It also means that no new baseline measurements will be necessary. (New
baselines may be submitted where the patient has failed to respond to their current treatment.)

1. Definition of primary pulmonary hypertension, drug-induced pulmonary arterial hypertension, pulmonary arterial hypertension secondary to
connective tissue disease, including scleroderma, or pulmonary arterial hypertension associated with a congenital systemic-to-pulmonary shunt
(including Eisenmenger's physiology).

Primary pulmonary hypertension, drug-induced pulmonary arterial hypertension, pulmonary arterial hypertension secondary to connective tissue
disease, including scleroderma, or pulmonary arterial hypertension associated with a congenital systemic-to-pulmonary shunt (including
Eisenmenger's physiology) are defined as follows:

(i) mean pulmonary artery pressure (mPAP) greater than 25 mmHg at rest and pulmonary capillary wedge pressure (PCWP) less than 18 mmHg; or
(i) mPAP greater than 30 mmHg with exercise and PCWP less than 18 mmHg; or

(iii) where a right heart catheter cannot be performed on clinical grounds, right ventricular systolic pressure (RVSP), assessed by echocardiography
(ECHO), greater than 40 mmHg, with normal left ventricular function.

2. Definition of WHO Functional Class Ill or IV disease severity.

(a) WHO Functional Class Ill disease severity is defined as follows:

Patients with pulmonary hypertension resulting in marked limitation of physical activity who are comfortable at rest and on ordinary physical
activity experience dyspnoea or fatigue, chest pain or near syncope.

(b) WHO Functional Class IV disease severity is defined as follows:

Patients with the inability to carry out any physical activity without symptoms. These patients manifest signs of right heart failure. Dyspnoea and/or
fatigue may even be present at rest. Discomfort is increased by any physical activity.

3. Designated hospitals.
Refer to the Medicare Australia website at www.medicareaustralia.gov.au for a list of designated hospitals.
4. Test requirements to establish baseline for initiation of treatment and response to treatment for continuation of treatment.

(a) Initiation of treatment.

The first written application for PBS-subsidised treatment with the first PAH agent should be accompanied by the results of a right heart catheter
(RHC) composite assessment, plus an echocardiograph (ECHO) composite assessment, plus a 6 minute walk test (6MWT) to establish the patient's
baseline measurements.

Where it is not possible to perform all 3 tests above on clinical grounds, the following list outlines the preferred test combination, in descending
order, for the purposes of initiation of PBS-subsidised treatment:

(1) RHC plus ECHO composite assessments;

(2) RHC composite assessment plus 6MWT;

(3) RHC composite assessment only.

In circumstances where a RHC cannot be performed on clinical grounds, applications may be submitted to Medicare Australia for consideration
based on the results of the following test combinations, which are listed in descending order of preference:

(1) ECHO composite assessment plus 6MWT;

(2) ECHO composite assessment only.

Where fewer than 3 tests are able to be performed on clinical grounds, a patient specific reason outlining why the particular test/s could not be
conducted must be provided with the authority application.

(b) Continuation of treatment.

The following list outlines the preferred test combination, in descending order, for the purposes of continuation of PBS-subsidised treatment:
(1) RHC plus ECHO composite assessments plus 6MWT;

(2) RHC plus ECHO composite assessments;

(3) RHC composite assessment plus 6MWT;

(4) ECHO composite assessment plus 6MWT;

(5) RHC composite assessment only;

(6) ECHO composite assessment only.

The results of the same tests as conducted at baseline should be provided with each written continuing treatment application (i.e. every 6 months),
except for patients who were able to undergo all 3 tests at baseline, and whose subsequent ECHO and 6MWT results demonstrate disease stability
or improvement, in which case RHC can be omitted. In all other patients, where the same test(s) conducted at baseline cannot be performed for
assessment of response on clinical grounds, a patient specific reason why the test(s) could not be conducted must be provided with the application.
The test(s) results provided with the application for continuing treatment must be no more than 2 months old at the time of application.
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Note
5. Definition of response to a PAH agent or prior vasodilator treatment.

For adult patients with 2 or more baseline tests, response to treatment is defined as 2 or more tests demonstrating stability or improvement of
disease, as assessed by a physician from a designated hospital.

For adult patients with a RHC composite assessment alone at baseline, response to treatment is defined as a RHC result demonstrating stability or
improvement of disease, as assessed by a physician from a designated hospital.

For adult patients with an ECHO composite assessment alone at baseline, response to treatment is defined as an ECHO result demonstrating stability
or improvement of disease, as assessed by a physician from a designated hospital.

For patients aged less than 18 years, response to treatment is defined as at least 1 of the baseline tests demonstrating stability or improvement of
disease, as assessed by a physician from a designated hospital.

6. Authority approval requirements.

(a) Initiation of PBS-subsidised treatment with a PAH agent, where the patient has not received prior PBS-subsidised treatment with that agent.
All applications for initial treatment must be made in writing, must include a completed authority prescription and must be submitted to Medicare
Australia for authorisation. The total duration of initial PBS-subsidised treatment that will be approved with this first written application is up to 6
months, based on the dosage recommendations in the TGA-approved Product Information.

Bosentan only:

Approvals for the first authority prescription will be limited to 1 month of therapy with the 62.5 mg strength tablet, with the quantity approved
based on the dosage recommendations in the Therapeutic Goods Administration (TGA)-approved Product Information. No repeats will be
authorised for this prescription. The second authority prescription may be written for either the 62.5 mg tablet or the 125 mg tablet strengths.
Where the 62.5 mg tablet strength is required, please contact Medicare Australia on 1800 700 270 (hours of operation 8 a.m. to 5 p.m. EST Monday
to Friday) for further advice. Approvals for the second authority prescription will be limited to 1 month of treatment, with the quantity approved
based on the dosage recommendations in the TGA-approved Product Information, and a maximum of 4 repeats. The approved second authority
prescription will be returned to the prescriber by Medicare Australia 2 weeks after the date of the approval of the first authority prescription, to
allow for the uninterrupted completion of the 6 month initial treatment course. Medicare Australia will contact prescribers prior to dispatch of the
second authority prescription to confirm the tablet strength required for the patient.

(b) Continuation of treatment.

Written applications for continuing treatment for patients who have demonstrated an adequate response to their current treatment must be
submitted to Medicare Australia for authorisation every 6 months. Approvals will be limited to provide sufficient supply for up to a maximum of 6
months of treatment, based on the dosage recommendations in the TGA-approved Product Information.

The assessment of the patient's response to the first and subsequent 6 month courses of treatment should be made following the preceding 5
months of treatment, in order to allow sufficient time for a response to be demonstrated. Applications for continuing treatment with a PAH agent
should be made prior to the completion of the 6 month treatment course to ensure continuity for those patients who respond to treatment, as
assessed by the treating physician.

(c) Swapping between PAH agents.

For eligible patients, applications to swap between these 6 drugs must be made under the relevant initial treatment restriction. Patients should be
assessed for response to the treatment they are ceasing at the time the application to swap therapy is being made. Patients who fail to demonstrate
a response or for whom no assessment results are submitted with the application to swap therapy may not re-commence PBS-subsidised treatment
with the drug they are ceasing.

It is important that patients are assessed for response to every course of treatment approved within the timeframes specified in the relevant
restriction, in order to maximise the choice of treatment.

To avoid confusion, applications for patients who wish to swap to an alternate treatment should be accompanied by the previously approved
authority prescription, or remaining repeats, for the treatment the patient is ceasing.

(d) Cessation of treatment — bosentan patients only.

Patients who fail to demonstrate a response to PBS-subsidised bosentan monohydrate treatment at the time where an assessment is required must
cease PBS-subsidised bosentan monohydrate therapy.

For patients ceasing treatment, approval will only be granted to provide sufficient supply of the 62.5 mg tablet strength to allow gradual dose
reduction over a period of no more than 1 month duration. Prescribers should telephone Medicare Australia on 1800 700 270 (hours of operation

8 a.m. to 5 p.m. EST Monday to Friday) to receive authorisation for this final supply and to ensure no unintended break in treatment occurs.

7. Re-treatment with a PAH agent.

Patients who do not respond to treatment are not eligible to receive further PBS-subsidised treatment with that agent under any circumstances.

8. Further information.
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A tabulated representation of the above information and the restriction can be obtained from the Medicare Australia website at
www.medicareaustralia.gov.au.

Authority required

Initial (new patients)

Application for initial PBS-subsidised treatment with bosentan monohydrate of patients who have not received prior PBS-subsidised treatment with
a PAH agent and who have been assessed by a physician from a designated hospital to have:

(a) WHO Functional Class Il primary pulmonary hypertension and a mean right atrial pressure of 8 mmHg or less, as measured by RHC, or, where a
RHC cannot be performed on clinical grounds, right ventricular function as assessed by ECHO; OR

(b) WHO Functional Class Ill pulmonary arterial hypertension secondary to connective tissue disease and a mean right atrial pressure of 8 mmHg or
less, as measured by RHC, or, where a RHC cannot be performed on clinical grounds, right ventricular function as assessed by ECHO.

Patients must have failed to respond [see Note for definition of response] to 6 or more weeks of appropriate vasodilator treatment unless
intolerance or a contraindication to such treatment exists.

Applications for authorisation must be in writing and must include:

(1) two completed authority prescription forms [see Note for authority approval requirements]; and

(2) a completed Pulmonary Arterial Hypertension PBS Authority Application - Supporting Information form [www.medicareaustralia.gov.au] which
includes results from the 3 tests below, where available:

(i) RHC composite assessment; and

(ii)) ECHO composite assessment; and

(iii) 6MWT; and

(3) a signed patient acknowledgment form.

Details of prior vasodilator treatment, including the dose and duration of treatment, must be provided at the time of application. Where the patient
has an adverse event to a vasodilator or where vasodilator treatment is contraindicated, details on the nature of the adverse event or
contraindication according to the TGA-approved Product Information must also be provided with the application.

Where fewer than 3 tests (see requirement 2 above) are able to be performed on clinical grounds, a patient specific reason outlining why the
particular test/s could not be conducted must be provided with the authority application [see Note for test requirements].

The maximum quantity authorised will be limited to provide sufficient supply for 1 month of treatment, based on the dosage recommendations in
the TGA-approved Product Information. No repeats will be authorised for the first authority prescription issued under this criterion [see Note for full
details of authority approval requirements]. A maximum of 4 repeats will be authorised for the second authority prescription issued under this
criterion. Where fewer than 4 repeats are initially requested with the second authority prescription, authority approvals for sufficient repeats to
complete a maximum of 6 months of treatment may be requested by telephone by contacting Medicare Australia on 1800 700 270 (hours of
operation 8 a.m. to 5 p.m. EST Monday to Friday).

Authority required

Initial (new patients)

Application for initial PBS-subsidised treatment with bosentan monohydrate of adult patients who have not received prior PBS-subsidised treatment
with a PAH agent and who have been assessed by a physician from a designated hospital to have:

(a) WHO Functional Class Il primary pulmonary hypertension and a mean right atrial pressure greater than 8 mmHg, as measured by RHC, or, where
a RHC cannot be performed on clinical grounds, right ventricular function as assessed by ECHO; OR

(b) WHO Functional Class Ill pulmonary arterial hypertension secondary to connective tissue disease and a mean right atrial pressure greater than

8 mmHg, as measured by RHC, or, where a RHC cannot be performed on clinical grounds, right ventricular function as assessed by ECHO; OR

(c) WHO Functional Class IV primary pulmonary hypertension; OR

(d) WHO Functional Class IV pulmonary arterial hypertension secondary to connective tissue disease; OR

(e) WHO Functional Class Il or IV pulmonary arterial hypertension associated with a congenital systemic-to-pulmonary shunt (including
Eisenmenger's physiology).

Applications for authorisation must be in writing and must include:

(1) two completed authority prescription forms [see Note for authority approval requirements]; and

(2) a completed Pulmonary Arterial Hypertension PBS Authority Application - Supporting Information form [www.medicareaustralia.gov.au] which
includes results from the 3 tests below, where available:

(i) RHC composite assessment; and

(ii) ECHO composite assessment; and

(iii) 6MWT; and

(3) a signed patient acknowledgment form.

Where fewer than 3 tests (see requirement 2 above) are able to be performed on clinical grounds, a patient specific reason outlining why the
particular test/s could not be conducted must be provided with the authority application [see Note for test requirements].

The maximum quantity authorised will be limited to provide sufficient supply for 1 month of treatment, based on the dosage recommendations in
the TGA-approved Product Information. No repeats will be authorised for the first authority prescription issued under this criterion [see Note for full
details of authority approval requirements]. A maximum of 4 repeats will be authorised for the second authority prescription issued under this
criterion. Where fewer than 4 repeats are initially requested with the second authority prescription, authority approvals for sufficient repeats to
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complete a maximum of 6 months of treatment may be requested by telephone by contacting Medicare Australia on 1800 700 270 (hours of
operation 8 a.m. to 5 p.m. EST Monday to Friday).

Authority required

Initial (change or re-commencement for all patients)

Application for initial treatment with bosentan monohydrate of patients with one of the following:

(a) primary pulmonary hypertension or pulmonary arterial hypertension secondary to connective tissue disease, or pulmonary arterial hypertension
associated with a congenital systemic-to-pulmonary shunt (including Eisenmenger's physiology), who wish to re-commence PBS-subsidised bosentan
monohydrate after a break in therapy and who have demonstrated a response to their most recent course of PBS-subsidised treatment with
bosentan monohydrate; OR

(b) primary pulmonary hypertension or pulmonary arterial hypertension secondary to connective tissue disease and whose most recent course of
PBS-subsidised treatment was with an alternate PAH agent other than bosentan monohydrate.

Applications for authorisation must be in writing and must include:

(1) two completed authority prescription forms [see Note for authority approval requirements]; and

(2) a completed Pulmonary Arterial Hypertension PBS Authority Application - Supporting Information form [www.medicareaustralia.gov.au] which
includes the results on which approval for the first application for PBS-subsidised PAH agent was granted; and

(3) the date of the first application for PBS-subsidised treatment with a PAH agent; and

(4) the results of the patient's response to treatment with their last course of PBS-subsidised PAH agent.

Where fewer than 3 tests (see requirement 2 above) are able to be performed on clinical grounds, a patient specific reason outlining why the
particular test/s could not be conducted must be provided with the authority application [see Note for test requirements].

The maximum quantity authorised will be limited to provide sufficient supply for 1 month of treatment, based on the dosage recommendations in
the TGA-approved Product Information. No repeats will be authorised for the first authority prescription issued under this criterion [see Note for full
details of authority approval requirements]. A maximum of 4 repeats will be authorised for the second authority prescription issued under this
criterion. Where fewer than 4 repeats are initially requested with the second authority prescription, authority approvals for sufficient repeats to
complete a maximum of 6 months of treatment may be requested by telephone by contacting Medicare Australia on 1800 700 270 (hours of
operation 8 a.m. to 5 p.m. EST Monday to Friday).

Authority required

Continuing treatment (all patients)

Continuing PBS-subsidised treatment with bosentan monohydrate of patients who have received approval for initial PBS-subsidised treatment with
bosentan monohydrate and who have been assessed by a physician from a designated hospital to have achieved a response to their most recent
course of bosentan monohydrate treatment [see Note for definition of response].

Applications for authorisation must be in writing and must include:

(1) a completed authority prescription form; and

(2) a completed Pulmonary Arterial Hypertension PBS Authority Application - Supporting Information form [www.medicareaustralia.gov.au] which
includes results from the 3 tests below, where available:

(i) RHC composite assessment; and

(ii)) ECHO composite assessment; and

(iiii) 6MWT.

The results of the same tests as conducted at baseline should be provided with each written continuing treatment application (i.e. every 6 months),
except for patients who were able to undergo all 3 tests at baseline, and whose subsequent ECHO and 6MWT results demonstrate disease stability
or improvement, in which case RHC can be omitted. In all other patients, where the same test(s) conducted at baseline cannot be performed for
assessment of response on clinical grounds, a patient specific reason why the test(s) could not be conducted must be provided with the application.

The maximum quantity authorised will be limited to provide sufficient supply for 1 month of treatment, based on the dosage recommendations in
the TGA-approved Product Information. A maximum of 5 repeats will be authorised.

Where fewer than 5 repeats are initially requested under this criterion, authority approvals for sufficient repeats to complete a maximum of 6
months of treatment may be requested by telephone by contacting Medicare Australia on 1800 700 270 (hours of operation 8 a.m. to 5 p.m. EST
Monday to Friday).

Authority required

Cessation of treatment (all patients)

Final PBS-subsidised supply for patients with WHO Functional Class Ill or IV primary pulmonary hypertension or WHO Functional Class Ill or IV
pulmonary arterial hypertension secondary to connective tissue disease or WHO Functional Class Ill or IV pulmonary arterial hypertension
associated with a congenital systemic-to-pulmonary shunt (including Eisenmenger's physiology), who have not responded to bosentan monohydrate
therapy [see Note for definition of response], to allow for gradual cessation of treatment.

Applications for authorisation under this criterion should be made on the telephone by contacting Medicare Australia on 1800 700 270 (hours of
operation 8 a.m. to 5 p.m. EST Monday to Friday) [see Note on authority approval requirements].

Approval will only be granted for the 62.5 mg tablet strength. The maximum quantity authorised will be limited to provide sufficient supply for 1
month of treatment.

Under no circumstances will telephone approvals be granted for treatment that would extend the final treatment period beyond 1 month.
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6429) Tablet 62.5 mg (base) 60 . . 4081.42 Tracleer AT
6430K Tablet 125 mg (base) 60 . . 4081.42 Tracleer AT

EPOPROSTENOL SODIUM

Note

Any queries concerning the arrangements to prescribe epoprostenol sodium may be directed to Medicare Australia on 1800 700 270 (hours of
operation 8 a.m. to 5 p.m. EST Monday to Friday).

Written applications for authority to prescribe PAH agents should be forwarded to:

Medicare Australia

Prior Written Approval of Specialised Drugs
Reply Paid 9826

GPO Box 9826

HOBART TAS 7001;

Note

The following information applies to the prescribing under the Pharmaceutical Benefits Scheme (PBS) of agents for primary pulmonary hypertension
and pulmonary arterial hypertension. Where the term PAH agents appears in the following notes and restrictions it refers to bosentan monohydrate,
iloprost trometamol, epoprostenol sodium, sildenafil citrate, ambrisentan and tadalafil.

Patients are eligible for PBS-subsidised treatment with only 1 of the above PAH agents at any 1 time. Eligible patients may only swap between PAH
agents if they have not failed prior PBS-subsidised treatment with that agent.

PAH agents are not PBS-subsidised for patients with pulmonary hypertension secondary to interstitial lung disease associated with connective tissue
disease, where the total lung capacity is less than 70% of that predicted.

The following provides some explanatory notes regarding the availability of PBS-subsidised treatment of patients with:

(a) bosentan monohydrate, of primary pulmonary hypertension or pulmonary arterial hypertension secondary to connective tissue disease, or
pulmonary arterial hypertension associated with a congential systemic-to-pulmonary shunt (including Eisenmenger's physiology), in patients with
disease of WHO Functional Class Il or IV severity; AND

(b) iloprost trometamol, of:

— primary pulmonary hypertension, or pulmonary arterial hypertension secondary to connective tissue disease, in patients with disease of WHO
Functional Class Ill severity and who have failed to respond to prior PBS-subsidised treatment with an alternate PAH agent; AND

— primary pulmonary hypertension, or pulmonary arterial hypertension secondary to connective tissue disease, in patients with disease of WHO
Functional Class IV severity; AND

— drug-induced pulmonary arterial hypertension, in patients with disease of WHO Functional Class lll and IV severity; AND

(c) epoprostenol sodium, of:

— primary pulmonary hypertension, or pulmonary arterial hypertension secondary to connective tissue disease, in patients with disease of WHO
Functional Class Ill severity and who have failed to respond to prior PBS-subsidised treatment with an alternate PAH agent; AND

— primary pulmonary hypertension, or pulmonary arterial hypertension secondary to connective tissue disease, in patients with disease of WHO
Functional Class IV severity; AND

(d) sildenafil citrate, of primary pulmonary hypertension or pulmonary arterial hypertension secondary to connective tissue disease, in patients with
disease of WHO Functional Class Il severity; AND

(e) ambrisentan, of primary pulmonary hypertension or pulmonary arterial hypertension secondary to connective tissue disease, in patients with
disease of WHO Functional Class Ill or IV severity; AND

(f) tadalafil, of primary pulmonary hypertension or pulmonary arterial hypertension secondary to connective tissue disease, in patients with disease
of WHO Functional Class Il severity.

From 1 April 2012, patients can access PAH agents through the PBS according to the relevant restrictions. Once these patients are approved initial
treatment with 1 of these 6 drugs, they may swap between PAH agents at any time without having to re-qualify for treatment with the alternate
agent. This means that patients may commence treatment with the alternate agent, subject to that agent's restriction, irrespective of the severity of
their disease at the time the application to swap therapy is submitted. It also means that no new baseline measurements will be necessary. (New
baselines may be submitted where the patient has failed to respond to their current treatment.)

1. Definition of primary pulmonary hypertension, drug-induced pulmonary arterial hypertension, pulmonary arterial hypertension secondary to
connective tissue disease, including scleroderma, or pulmonary arterial hypertension associated with a congenital systemic-to-pulmonary shunt
(including Eisenmenger's physiology).

Primary pulmonary hypertension, drug-induced pulmonary arterial hypertension, pulmonary arterial hypertension secondary to connective tissue
disease, including scleroderma, or pulmonary arterial hypertension associated with a congenital systemic-to-pulmonary shunt (including
Eisenmenger's physiology) are defined as follows:

(i) mean pulmonary artery pressure (mPAP) greater than 25 mmHg at rest and pulmonary capillary wedge pressure (PCWP) less than 18 mmHg; or
(i) mPAP greater than 30 mmHg with exercise and PCWP less than 18 mmHg; or

(iii) where a right heart catheter cannot be performed on clinical grounds, right ventricular systolic pressure (RVSP), assessed by echocardiography
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(ECHO), greater than 40 mmHg, with normal left ventricular function.
2. Definition of WHO Functional Class Ill or IV disease severity.

(a) WHO Functional Class Ill disease severity is defined as follows:

Patients with pulmonary hypertension resulting in marked limitation of physical activity who are comfortable at rest and on ordinary physical
activity experience dyspnoea or fatigue, chest pain or near syncope.

(b) WHO Functional Class IV disease severity is defined as follows:

Patients with the inability to carry out any physical activity without symptoms. These patients manifest signs of right heart failure. Dyspnoea and/or
fatigue may even be present at rest. Discomfort is increased by any physical activity.

3. Designated hospitals.
Refer to the Medicare Australia website at www.medicareaustralia.gov.au for a list of designated hospitals.
4. Test requirements to establish baseline for initiation of treatment and response to treatment for continuation of treatment.

(a) Initiation of treatment.

The first written application for PBS-subsidised treatment with the first PAH agent should be accompanied by the results of a right heart catheter
(RHC) composite assessment, plus an echocardiograph (ECHO) composite assessment, plus a 6 minute walk test (6MWT) to establish the patient's
baseline measurements.

Where it is not possible to perform all 3 tests above on clinical grounds, the following list outlines the preferred test combination, in descending
order, for the purposes of initiation of PBS-subsidised treatment:

(1) RHC plus ECHO composite assessments;

(2) RHC composite assessment plus 6MWT;

(3) RHC composite assessment only.

In circumstances where a RHC cannot be performed on clinical grounds, applications may be submitted to Medicare Australia for consideration
based on the results of the following test combinations, which are listed in descending order of preference:

(1) ECHO composite assessment plus 6MWT;

(2) ECHO composite assessment only.

Where fewer than 3 tests are able to be performed on clinical grounds, a patient specific reason outlining why the particular test/s could not be
conducted must be provided with the authority application.

(b) Continuation of treatment.

The following list outlines the preferred test combination, in descending order, for the purposes of continuation of PBS-subsidised treatment:
(1) RHC plus ECHO composite assessments plus 6MWT;

(2) RHC plus ECHO composite assessments;

(3) RHC composite assessment plus 6MWT;

(4) ECHO composite assessment plus 6MWT;

(5) RHC composite assessment only;

(6) ECHO composite assessment only.

The results of the same tests as conducted at baseline should be provided with each written continuing treatment application (i.e. every 6 months),
except for patients who were able to undergo all 3 tests at baseline, and whose subsequent ECHO and 6MWT results demonstrate disease stability
or improvement, in which case RHC can be omitted. In all other patients, where the same test(s) conducted at baseline cannot be performed for
assessment of response on clinical grounds, a patient specific reason why the test(s) could not be conducted must be provided with the application.
The test(s) results provided with the application for continuing treatment must be no more than 2 months old at the time of application.

Note
5. Definition of response to a PAH agent or prior vasodilator treatment.

For adult patients with 2 or more baseline tests, response to treatment is defined as 2 or more tests demonstrating stability or improvement of
disease, as assessed by a physician from a designated hospital.

For adult patients with a RHC composite assessment alone at baseline, response to treatment is defined as a RHC result demonstrating stability or
improvement of disease, as assessed by a physician from a designated hospital.

For adult patients with an ECHO composite assessment alone at baseline, response to treatment is defined as an ECHO result demonstrating stability
or improvement of disease, as assessed by a physician from a designated hospital.

For patients aged less than 18 years, response to treatment is defined as at least 1 of the baseline tests demonstrating stability or improvement of
disease, as assessed by a physician from a designated hospital.

6. Authority approval requirements.

(a) Initiation of PBS-subsidised treatment with a PAH agent, where the patient has not received prior PBS-subsidised treatment with that agent.
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All applications for initial treatment must be made in writing, must include a completed authority prescription and must be submitted to Medicare
Australia for authorisation. The total duration of initial PBS-subsidised treatment that will be approved with this first written application is up to 6
months, based on the dosage recommendations in the TGA-approved Product Information.

Bosentan only:

Approvals for the first authority prescription will be limited to 1 month of therapy with the 62.5 mg strength tablet, with the quantity approved
based on the dosage recommendations in the Therapeutic Goods Administration (TGA)-approved Product Information. No repeats will be
authorised for this prescription. The second authority prescription may be written for either the 62.5 mg tablet or the 125 mg tablet strengths.
Where the 62.5 mg tablet strength is required, please contact Medicare Australia on 1800 700 270 (hours of operation 8 a.m. to 5 p.m. EST Monday
to Friday) for further advice. Approvals for the second authority prescription will be limited to 1 month of treatment, with the quantity approved
based on the dosage recommendations in the TGA-approved Product Information, and a maximum of 4 repeats. The approved second authority
prescription will be returned to the prescriber by Medicare Australia 2 weeks after the date of the approval of the first authority prescription, to
allow for the uninterrupted completion of the 6 month initial treatment course. Medicare Australia will contact prescribers prior to dispatch of the
second authority prescription to confirm the tablet strength required for the patient.

(b) Continuation of treatment.

Written applications for continuing treatment for patients who have demonstrated an adequate response to their current treatment must be
submitted to Medicare Australia for authorisation every 6 months. Approvals will be limited to provide sufficient supply for up to a maximum of 6
months of treatment, based on the dosage recommendations in the TGA-approved Product Information.

The assessment of the patient's response to the first and subsequent 6 month courses of treatment should be made following the preceding 5
months of treatment, in order to allow sufficient time for a response to be demonstrated. Applications for continuing treatment with a PAH agent
should be made prior to the completion of the 6 month treatment course to ensure continuity for those patients who respond to treatment, as
assessed by the treating physician.

(c) Swapping between PAH agents.

For eligible patients, applications to swap between these 6 drugs must be made under the relevant initial treatment restriction. Patients should be
assessed for response to the treatment they are ceasing at the time the application to swap therapy is being made. Patients who fail to demonstrate
a response or for whom no assessment results are submitted with the application to swap therapy may not re-commence PBS-subsidised treatment
with the drug they are ceasing.

It is important that patients are assessed for response to every course of treatment approved within the timeframes specified in the relevant
restriction, in order to maximise the choice of treatment.

To avoid confusion, applications for patients who wish to swap to an alternate treatment should be accompanied by the previously approved
authority prescription, or remaining repeats, for the treatment the patient is ceasing.

(d) Cessation of treatment — bosentan patients only.
Patients who fail to demonstrate a response to PBS-subsidised bosentan monohydrate treatment at the time where an assessment is required must
cease PBS-subsidised bosentan monohydrate therapy.

For patients ceasing treatment, approval will only be granted to provide sufficient supply of the 62.5 mg tablet strength to allow gradual dose
reduction over a period of no more than 1 month duration. Prescribers should telephone Medicare Australia on 1800 700 270 (hours of operation
8 a.m. to 5 p.m. EST Monday to Friday) to receive authorisation for this final supply and to ensure no unintended break in treatment occurs.

7. Re-treatment with a PAH agent.
Patients who do not respond to treatment are not eligible to receive further PBS-subsidised treatment with that agent under any circumstances.
8. Further information.

A tabulated representation of the above information and the restriction can be obtained from the Medicare Australia website at
www.medicareaustralia.gov.au.

Authority required

Initial (new patients)

Application for initial PBS-subsidised treatment with epoprostenol sodium of patients who have not received prior PBS-subsidised treatment with a
PAH agent and who have been assessed by a physician from a designated hospital to have:

(a) WHO Functional Class IV primary pulmonary hypertension; OR

(b) WHO Functional Class IV pulmonary arterial hypertension secondary to connective tissue disease.

Applications for authorisation must be in writing and must include:

(1) a completed authority prescription form; and

(2) a completed Pulmonary Arterial Hypertension PBS Authority Application - Supporting Information form [www.medicareaustralia.gov.au] which
includes results from the 3 tests below, where available:

(i) RHC composite assessment; and

(ii)) ECHO composite assessment; and

(iii) 6MWT; and

(3) a signed patient acknowledgment form.
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Where fewer than 3 tests (see requirement 2 above) are able to be performed on clinical grounds, a patient specific reason outlining why the
particular test/s could not be conducted must be provided with the authority application [see Note for test requirements].
The maximum quantity authorised will be limited to provide sufficient supply for 1 month of treatment, based on the dosage recommendations in
the TGA-approved Product Information. A maximum of 5 repeats may be requested. Where fewer than 5 repeats are requested at the time of
application, authority approvals for sufficient repeats to complete a maximum of 6 months of treatment may be requested by telephone by
contacting Medicare Australia on 1800 700 270 (hours of operation 8 a.m. to 5 p.m. EST Monday to Friday).
Authority required
Initial (change or re-commencement for all patients)
Application for initial PBS-subsidised treatment with epoprostenol sodium of patients with one of the following:
(a) primary pulmonary hypertension or pulmonary arterial hypertension secondary to connective tissue disease who wish to re-commence PBS-
subsidised epoprostenol sodium after a break in therapy and who have demonstrated a response to their most recent course of PBS-subsidised
treatment with epoprostenol sodium; OR
(b) WHO Functional Class IV primary pulmonary hypertension or pulmonary arterial hypertension secondary to connective tissue disease and who
have received prior treatment with a PBS-subsidised PAH agent other than epoprostenol sodium; OR
(c) WHO Functional Class Il primary pulmonary hypertension or pulmonary arterial hypertension secondary to connective tissue disease and who
have failed to respond to a prior PBS-subsidised PAH agent.
Applications for authorisation must be in writing and must include:
(1) a completed authority prescription form; and
(2) a completed Pulmonary Arterial Hypertension PBS Authority Application - Supporting Information form [www.medicareaustralia.gov.au] which
includes the results on which approval for the first application for PBS-subsidised PAH agent was granted; and
(3) the date of the first application for PBS-subsidised treatment with a PAH agent; and
(4) the results of the patient's response to treatment with their last course of PBS-subsidised PAH agent; and
(5) for WHO Functional Class Il patients, where this is the first application for epoprostenol sodium, assessment details of the PBS-subsidised PAH
agent they have failed to respond to.
Where fewer than 3 tests (see requirement 2 above) are able to be performed on clinical grounds, a patient specific reason outlining why the
particular test/s could not be conducted must be provided with the authority application [see Note for test requirements].
The maximum quantity authorised will be limited to provide sufficient supply for 1 month of treatment, based on the dosage recommendations in
the TGA-approved Product Information. A maximum of 5 repeats may be requested. Where fewer than 5 repeats are requested at the time of
application, authority approvals for sufficient repeats to complete a maximum of 6 months of treatment may be requested by telephone by
contacting Medicare Australia on 1800 700 270 (hours of operation 8 a.m. to 5 p.m. EST Monday to Friday).
Authority required
Continuing treatment (all patients)
Continuing PBS-subsidised treatment with epoprostenol sodium of patients who have received approval for initial PBS-subsidised treatment with
epoprostenol sodium, and who have been assessed by a physician from a designated hospital to have achieved a response to their most recent
course of epoprostenol sodium treatment [see Note for definition of response].
Applications for authorisation must be in writing and must include:
(1) a completed authority prescription form; and
(2) a completed Pulmonary Arterial Hypertension PBS Authority Application - Supporting Information form [www.medicareaustralia.gov.au] which
includes results from the 3 tests below, where available:
(i) RHC composite assessment; and
(ii) ECHO composite assessment; and
(iii) BMWT.
The results of the same tests as conducted at baseline should be provided with each written continuing treatment application (i.e. every 6 months),
except for patients who were able to undergo all 3 tests at baseline, and whose subsequent ECHO and 6MWT results demonstrate disease stability
or improvement, in which case RHC can be omitted. In all other patients, where the same test(s) conducted at baseline cannot be performed for
assessment of response on clinical grounds, a patient specific reason why the test(s) could not be conducted must be provided with the application.
The maximum quantity authorised will be limited to provide sufficient supply for 1 month of treatment, based on the dosage recommendations in
the TGA-approved Product Information. A maximum of 5 repeats may be requested. Where fewer than 5 repeats are requested at the time of
application, authority approvals for sufficient repeats to complete a maximum of 6 months of treatment may be requested by telephone by
contacting Medicare Australia on 1800 700 270 (hours of operation 8 a.m. to 5 p.m. EST Monday to Friday).

5036C Powder for I.V. infusion 500 micrograms (base) infusion 1 . . 52.11 Flolan Kit GK

administration set
5042) Powder for L.V. infusion 1.5 mg (base) infusion administration 1 . . 93.79 Flolan Kit GK

set
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ILOPROST TROMETAMOL

Note

Any queries concerning the arrangements to prescribe iloprost trometamol may be directed to Medicare Australia on 1800 700 270 (hours of
operation 8 a.m. to 5 p.m. EST Monday to Friday).

Written applications for authority to prescribe PAH agents should be forwarded to:

Medicare Australia

Prior Written Approval of Specialised Drugs
Reply Paid 9826

GPO Box 9826

HOBART TAS 7001;

Note

The following information applies to the prescribing under the Pharmaceutical Benefits Scheme (PBS) of agents for primary pulmonary hypertension
and pulmonary arterial hypertension. Where the term PAH agents appears in the following notes and restrictions it refers to bosentan monohydrate,
iloprost trometamol, epoprostenol sodium, sildenafil citrate, ambrisentan and tadalafil.

Patients are eligible for PBS-subsidised treatment with only 1 of the above PAH agents at any 1 time. Eligible patients may only swap between PAH
agents if they have not failed prior PBS-subsidised treatment with that agent.

PAH agents are not PBS-subsidised for patients with pulmonary hypertension secondary to interstitial lung disease associated with connective tissue
disease, where the total lung capacity is less than 70% of that predicted.

The following provides some explanatory notes regarding the availability of PBS-subsidised treatment of patients with:

(a) bosentan monohydrate, of primary pulmonary hypertension or pulmonary arterial hypertension secondary to connective tissue disease, or
pulmonary arterial hypertension associated with a congential systemic-to-pulmonary shunt (including Eisenmenger's physiology), in patients with
disease of WHO Functional Class Il or IV severity; AND

(b) iloprost trometamol, of:

— primary pulmonary hypertension, or pulmonary arterial hypertension secondary to connective tissue disease, in patients with disease of WHO
Functional Class Ill severity and who have failed to respond to prior PBS-subsidised treatment with an alternate PAH agent; AND

— primary pulmonary hypertension, or pulmonary arterial hypertension secondary to connective tissue disease, in patients with disease of WHO
Functional Class IV severity; AND

— drug-induced pulmonary arterial hypertension, in patients with disease of WHO Functional Class Ill and IV severity; AND

(c) epoprostenol sodium, of:

— primary pulmonary hypertension, or pulmonary arterial hypertension secondary to connective tissue disease, in patients with disease of WHO
Functional Class Ill severity and who have failed to respond to prior PBS-subsidised treatment with an alternate PAH agent; AND

— primary pulmonary hypertension, or pulmonary arterial hypertension secondary to connective tissue disease, in patients with disease of WHO
Functional Class IV severity; AND

(d) sildenafil citrate, of primary pulmonary hypertension or pulmonary arterial hypertension secondary to connective tissue disease, in patients with
disease of WHO Functional Class Il severity; AND

(e) ambrisentan, of primary pulmonary hypertension or pulmonary arterial hypertension secondary to connective tissue disease, in patients with
disease of WHO Functional Class Il or IV severity; AND

(f) tadalafil, of primary pulmonary hypertension or pulmonary arterial hypertension secondary to connective tissue disease, in patients with disease
of WHO Functional Class Il severity.

From 1 April 2012, patients can access PAH agents through the PBS according to the relevant restrictions. Once these patients are approved initial
treatment with 1 of these 6 drugs, they may swap between PAH agents at any time without having to re-qualify for treatment with the alternate
agent. This means that patients may commence treatment with the alternate agent, subject to that agent's restriction, irrespective of the severity of
their disease at the time the application to swap therapy is submitted. It also means that no new baseline measurements will be necessary. (New
baselines may be submitted where the patient has failed to respond to their current treatment.)

1. Definition of primary pulmonary hypertension, drug-induced pulmonary arterial hypertension, pulmonary arterial hypertension secondary to
connective tissue disease, including scleroderma, or pulmonary arterial hypertension associated with a congenital systemic-to-pulmonary shunt
(including Eisenmenger's physiology).

Primary pulmonary hypertension, drug-induced pulmonary arterial hypertension, pulmonary arterial hypertension secondary to connective tissue
disease, including scleroderma, or pulmonary arterial hypertension associated with a congenital systemic-to-pulmonary shunt (including
Eisenmenger's physiology) are defined as follows:

(i) mean pulmonary artery pressure (mPAP) greater than 25 mmHg at rest and pulmonary capillary wedge pressure (PCWP) less than 18 mmHg; or
(ii)) mPAP greater than 30 mmHg with exercise and PCWP less than 18 mmHg; or

(iii) where a right heart catheter cannot be performed on clinical grounds, right ventricular systolic pressure (RVSP), assessed by echocardiography
(ECHO), greater than 40 mmHg, with normal left ventricular function.

2. Definition of WHO Functional Class Ill or IV disease severity.
(a) WHO Functional Class Ill disease severity is defined as follows:

Patients with pulmonary hypertension resulting in marked limitation of physical activity who are comfortable at rest and on ordinary physical
activity experience dyspnoea or fatigue, chest pain or near syncope.
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(b) WHO Functional Class IV disease severity is defined as follows:
Patients with the inability to carry out any physical activity without symptoms. These patients manifest signs of right heart failure. Dyspnoea and/or
fatigue may even be present at rest. Discomfort is increased by any physical activity.

3. Designated hospitals.
Refer to the Medicare Australia website at www.medicareaustralia.gov.au for a list of designated hospitals.
4. Test requirements to establish baseline for initiation of treatment and response to treatment for continuation of treatment.

(a) Initiation of treatment.

The first written application for PBS-subsidised treatment with the first PAH agent should be accompanied by the results of a right heart catheter
(RHC) composite assessment, plus an echocardiograph (ECHO) composite assessment, plus a 6 minute walk test (6MWT) to establish the patient's
baseline measurements.

Where it is not possible to perform all 3 tests above on clinical grounds, the following list outlines the preferred test combination, in descending
order, for the purposes of initiation of PBS-subsidised treatment:

(1) RHC plus ECHO composite assessments;

(2) RHC composite assessment plus 6MWT;

(3) RHC composite assessment only.

In circumstances where a RHC cannot be performed on clinical grounds, applications may be submitted to Medicare Australia for consideration
based on the results of the following test combinations, which are listed in descending order of preference:

(1) ECHO composite assessment plus 6MWT;

(2) ECHO composite assessment only.

Where fewer than 3 tests are able to be performed on clinical grounds, a patient specific reason outlining why the particular test/s could not be
conducted must be provided with the authority application.

(b) Continuation of treatment.

The following list outlines the preferred test combination, in descending order, for the purposes of continuation of PBS-subsidised treatment:
(1) RHC plus ECHO composite assessments plus 6MWT;

(2) RHC plus ECHO composite assessments;

(3) RHC composite assessment plus 6MWT;

(4) ECHO composite assessment plus 6MWT;

(5) RHC composite assessment only;

(6) ECHO composite assessment only.

The results of the same tests as conducted at baseline should be provided with each written continuing treatment application (i.e. every 6 months),
except for patients who were able to undergo all 3 tests at baseline, and whose subsequent ECHO and 6MWT results demonstrate disease stability
or improvement, in which case RHC can be omitted. In all other patients, where the same test(s) conducted at baseline cannot be performed for
assessment of response on clinical grounds, a patient specific reason why the test(s) could not be conducted must be provided with the application.
The test(s) results provided with the application for continuing treatment must be no more than 2 months old at the time of application.

Note
5. Definition of response to a PAH agent or prior vasodilator treatment.

For adult patients with 2 or more baseline tests, response to treatment is defined as 2 or more tests demonstrating stability or improvement of
disease, as assessed by a physician from a designated hospital.

For adult patients with a RHC composite assessment alone at baseline, response to treatment is defined as a RHC result demonstrating stability or
improvement of disease, as assessed by a physician from a designated hospital.

For adult patients with an ECHO composite assessment alone at baseline, response to treatment is defined as an ECHO result demonstrating stability
or improvement of disease, as assessed by a physician from a designated hospital.

For patients aged less than 18 years, response to treatment is defined as at least 1 of the baseline tests demonstrating stability or improvement of
disease, as assessed by a physician from a designated hospital.

6. Authority approval requirements.

(a) Initiation of PBS-subsidised treatment with a PAH agent, where the patient has not received prior PBS-subsidised treatment with that agent.
All applications for initial treatment must be made in writing, must include a completed authority prescription and must be submitted to Medicare
Australia for authorisation. The total duration of initial PBS-subsidised treatment that will be approved with this first written application is up to 6
months, based on the dosage recommendations in the TGA-approved Product Information.

Bosentan only:
Approvals for the first authority prescription will be limited to 1 month of therapy with the 62.5 mg strength tablet, with the quantity approved
based on the dosage recommendations in the Therapeutic Goods Administration (TGA)-approved Product Information. No repeats will be
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authorised for this prescription. The second authority prescription may be written for either the 62.5 mg tablet or the 125 mg tablet strengths.
Where the 62.5 mg tablet strength is required, please contact Medicare Australia on 1800 700 270 (hours of operation 8 a.m. to 5 p.m. EST Monday
to Friday) for further advice. Approvals for the second authority prescription will be limited to 1 month of treatment, with the quantity approved
based on the dosage recommendations in the TGA-approved Product Information, and a maximum of 4 repeats. The approved second authority
prescription will be returned to the prescriber by Medicare Australia 2 weeks after the date of the approval of the first authority prescription, to
allow for the uninterrupted completion of the 6 month initial treatment course. Medicare Australia will contact prescribers prior to dispatch of the
second authority prescription to confirm the tablet strength required for the patient.

(b) Continuation of treatment.

Written applications for continuing treatment for patients who have demonstrated an adequate response to their current treatment must be
submitted to Medicare Australia for authorisation every 6 months. Approvals will be limited to provide sufficient supply for up to a maximum of 6
months of treatment, based on the dosage recommendations in the TGA-approved Product Information.

The assessment of the patient's response to the first and subsequent 6 month courses of treatment should be made following the preceding 5
months of treatment, in order to allow sufficient time for a response to be demonstrated. Applications for continuing treatment with a PAH agent
should be made prior to the completion of the 6 month treatment course to ensure continuity for those patients who respond to treatment, as
assessed by the treating physician.

(c) Swapping between PAH agents.

For eligible patients, applications to swap between these 6 drugs must be made under the relevant initial treatment restriction. Patients should be
assessed for response to the treatment they are ceasing at the time the application to swap therapy is being made. Patients who fail to demonstrate
a response or for whom no assessment results are submitted with the application to swap therapy may not re-commence PBS-subsidised treatment
with the drug they are ceasing.

It is important that patients are assessed for response to every course of treatment approved within the timeframes specified in the relevant
restriction, in order to maximise the choice of treatment.

To avoid confusion, applications for patients who wish to swap to an alternate treatment should be accompanied by the previously approved
authority prescription, or remaining repeats, for the treatment the patient is ceasing.

(d) Cessation of treatment — bosentan patients only.
Patients who fail to demonstrate a response to PBS-subsidised bosentan monohydrate treatment at the time where an assessment is required must
cease PBS-subsidised bosentan monohydrate therapy.

For patients ceasing treatment, approval will only be granted to provide sufficient supply of the 62.5 mg tablet strength to allow gradual dose
reduction over a period of no more than 1 month duration. Prescribers should telephone Medicare Australia on 1800 700 270 (hours of operation
8 a.m. to 5 p.m. EST Monday to Friday) to receive authorisation for this final supply and to ensure no unintended break in treatment occurs.

7. Re-treatment with a PAH agent.
Patients who do not respond to treatment are not eligible to receive further PBS-subsidised treatment with that agent under any circumstances.
8. Further information.

A tabulated representation of the above information and the restriction can be obtained from the Medicare Australia website at
www.medicareaustralia.gov.au.

Authority required

Initial (new patients)

Application for initial PBS-subsidised treatment with iloprost trometamol of patients who have not received prior PBS-subsidised treatment with
iloprost and who have been assessed by a physician from a designated hospital to have:

WHO Functional Class Il drug-induced pulmonary arterial hypertension and a mean right atrial pressure of 8 mmHg or less, as measured by RHC, or,
where a RHC cannot be performed on clinical grounds, right ventricular function as assessed by ECHO.

Patients must have failed to respond [see Note for definition of response] to 6 or more weeks of appropriate vasodilator treatment unless
intolerance or a contraindication to such treatment exists.

Applications for authorisation must be in writing and must include:

(1) a completed authority prescription form; and

(2) a completed Pulmonary Arterial Hypertension PBS Authority Application - Supporting Information form [www.medicareaustralia.gov.au] which
includes results from the 3 tests below, where available:

(i) RHC composite assessment; and

(ii) ECHO composite assessment; and

(iii) BMWT; and

(3) a signed patient acknowledgment form.

Details of prior vasodilator treatment, including the dose and duration of treatment, must be provided at the time of application. Where the patient
has an adverse event to a vasodilator or where vasodilator treatment is contraindicated, details on the nature of the adverse event or
contraindication according to the TGA-approved Product Information must also be provided with the application.
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Where fewer than 3 tests (see requirement 2 above) are able to be performed on clinical grounds, a patient specific reason outlining why the
particular test/s could not be conducted must be provided with the authority application [see Note for test requirements].

The maximum quantity authorised will be limited to provide sufficient supply for 1 month of treatment, based on the dosage recommendations in
the TGA-approved Product Information. A maximum of 5 repeats may be requested. Where fewer than 5 repeats are requested at the time of
application, authority approvals for sufficient repeats to complete a maximum of 6 months of treatment may be requested by telephone by
contacting Medicare Australia on 1800 700 270 (hours of operation 8 a.m. to 5 p.m. EST Monday to Friday).

Authority required

Initial (new patients)

Application for initial PBS-subsidised treatment with iloprost trometamol of patients who have not received prior PBS-subsidised treatment with a
PAH agent and who have been assessed by a physician from a designated hospital to have:

(a) WHO Functional Class Ill drug-induced pulmonary arterial hypertension and a mean right atrial pressure greater than 8 mmHg, as measured by
RHC, or, where a RHC cannot be performed on clinical grounds, right ventricular function as assessed by ECHO; OR

(b) WHO Functional Class IV primary pulmonary hypertension; OR

(c) WHO Functional Class IV pulmonary arterial hypertension secondary to connective tissue disease; OR

(d) WHO Functional Class IV drug-induced pulmonary arterial hypertension.

Applications for authorisation must be in writing and must include:

(1) a completed authority prescription form; and

(2) a completed Pulmonary Arterial Hypertension PBS Authority Application - Supporting Information form [www.medicareaustralia.gov.au] which
includes results from the 3 tests below, where available:

(i) RHC composite assessment; and

(ii)) ECHO composite assessment; and

(iii) 6MWT; and

(3) a signed patient acknowledgment form.

Where fewer than 3 tests (see requirement 2 above) are able to be performed on clinical grounds, a patient specific reason outlining why the
particular test/s could not be conducted must be provided with the authority application [see Note for test requirements].

The maximum quantity authorised will be limited to provide sufficient supply for 1 month of treatment, based on the dosage recommendations in
the TGA-approved Product Information. A maximum of 5 repeats may be requested. Where fewer than 5 repeats are requested at the time of
application, authority approvals for sufficient repeats to complete a maximum of 6 months of treatment may be requested by telephone by
contacting Medicare Australia on 1800 700 270 (hours of operation 8 a.m. to 5 p.m. EST Monday to Friday).

Authority required

Initial (change or re-commencement for all patients)

Application for initial PBS-subsidised treatment with iloprost trometamol of patients with one of the following:

(a) primary pulmonary hypertension or pulmonary arterial hypertension secondary to connective tissue disease who wish to re-commence PBS-
subsidised iloprost trometamol after a break in therapy and who have demonstrated a response to their most recent course of PBS-subsidised
treatment with iloprost trometamol; OR

(b) WHO Functional Class IV primary pulmonary hypertension or pulmonary arterial hypertension secondary to connective tissue disease and who
have received prior treatment with a PBS-subsidised PAH agent other than iloprost trometamol; OR

(c) WHO Functional Class Il primary pulmonary hypertension or pulmonary arterial hypertension secondary to connective tissue disease and who
have failed to respond to a prior PBS-subsidised PAH agent.

Applications for authorisation must be in writing and must include:

(1) a completed authority prescription form; and

(2) a completed Pulmonary Arterial Hypertension PBS Authority Application - Supporting Information form [www.medicareaustralia.gov.au] which
includes the results on which approval for the first application for PBS-subsidised PAH agent was granted; and

(3) the date of the first application for PBS-subsidised treatment with a PAH agent; and

(4) the results of the patient's response to treatment with their last course of PBS-subsidised PAH agent; and

(5) for WHO Functional Class Il patients, where this is the first application for iloprost trometamol, assessment details of the PBS-subsidised PAH
agent they have failed to respond to.

Where fewer than 3 tests (see requirement 2 above) are able to be performed on clinical grounds, a patient specific reason outlining why the
particular test/s could not be conducted must be provided with the authority application [see Note for test requirements].

The maximum quantity authorised will be limited to provide sufficient supply for 1 month of treatment, based on the dosage recommendations in
the TGA-approved Product Information. A maximum of 5 repeats may be requested. Where fewer than 5 repeats are requested at the time of
application, authority approvals for sufficient repeats to complete a maximum of 6 months of treatment may be requested by telephone by
contacting Medicare Australia on 1800 700 270 (hours of operation 8 a.m. to 5 p.m. EST Monday to Friday).

Authority required

Continuing treatment (all patients)

Continuing PBS-subsidised treatment with iloprost trometamol of patients who have received approval for initial PBS-subsidised treatment with
iloprost trometamol, and who have been assessed by a physician from a designated hospital to have achieved a response to their most recent
course of iloprost trometamol treatment [see Note for definition of response].
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Applications for authorisation must be in writing and must include:
(1) a completed authority prescription form; and
(2) a completed Pulmonary Arterial Hypertension PBS Authority Application - Supporting Information form [www.medicareaustralia.gov.au] which
includes results from the 3 tests below, where available:
(i) RHC composite assessment; and
(ii) ECHO composite assessment; and
(iiii) 6MWT.
The results of the same tests as conducted at baseline should be provided with each written continuing treatment application (i.e. every 6 months),
except for patients who were able to undergo all 3 tests at baseline, and whose subsequent ECHO and 6MWT results demonstrate disease stability
or improvement, in which case RHC can be omitted. In all other patients, where the same test(s) conducted at baseline cannot be performed for
assessment of response on clinical grounds, a patient specific reason why the test(s) could not be conducted must be provided with the application.
The maximum quantity authorised will be limited to provide sufficient supply for 1 month of treatment, based on the dosage recommendations in
the TGA-approved Product Information. A maximum of 5 repeats may be requested. Where fewer than 5 repeats are requested at the time of
application, authority approvals for sufficient repeats to complete a maximum of 6 months of treatment may be requested by telephone by
contacting Medicare Australia on 1800 700 270 (hours of operation 8 a.m. to 5 p.m. EST Monday to Friday).
Note
Special Pricing Arrangements apply.
6456T Solution for inhalation 20 micrograms (base) in 2 mL 30 . . 1122.42 Ventavis BN

INFLIXIMAB
Note

Any queries concerning the arrangements to prescribe infliximab may be directed to Medicare Australia on 1800 700 270 (hours of operation 8 a.m.
to 5 p.m. EST Monday to Friday).

Prescribing information (including Authority Application Forms) is available on the Medicare Australia website at www.medicareaustralia.gov.au.
Written applications for authority to prescribe infliximab should be forwarded to:

Medicare Australia

Prior Written Approval of Specialised Drugs
Reply Paid 9826

GPO Box 9826

HOBART TAS 7001

Note
TREATMENT OF ADULT PATIENTS WITH SEVERE ACTIVE RHEUMATOID ARTHRITIS

The following information applies to the prescribing under the Pharmaceutical Benefits Scheme (PBS) of the biological disease modifying anti-
rheumatic drugs (0 DMARDs) for adults with severe active rheumatoid arthritis. Where the term bDMARD appears in the following notes and
restrictions it refers to the tumour necrosis factor (TNF) alfa antagonists (adalimumab, certolizumab pegol, etanercept, golimumab, infliximab), the
chimeric anti-CD20 monoclonal antibody (rituximab), the interleukin-6 inhibitor (tocilizumab) and the T-cell co-stimulation modulator (abatacept).

Patients are eligible for PBS-subsidised treatment with only 1 of the above biological disease modifying anti-rheumatic drugs at any 1 time.

PBS-subsidised abatacept, golimumab, infliximab and rituximab must be used in combination with methotrexate at a dose of at least 7.5 mg weekly.
Where a patient cannot tolerate 7.5 mg of methotrexate weekly, they are eligible to receive PBS-subsidised adalimumab, certolizumab pegol,
etanercept and tocilizumab.

In order to be eligible to receive PBS-subsidised treatment with rituximab, a patient must have already failed to demonstrate a response to at least 1
course of treatment with a PBS-subsidised TNF-alfa antagonist.

A patient receiving PBS-subsidised bDMARD therapy may swap to an alternate bDMARD without having to experience a disease flare. Under these
interchangeability arrangements:

— a patient may continue to receive long-term treatment with a PBS-subsidised bDMARD while they continue to show a response to therapy,

— a patient cannot trial and fail, or cease to respond to, the same PBS-subsidised bDMARD more than once, and

— once a patient has either failed or ceased to respond to treatment 5 times, they will not be eligible to receive further PBS-subsidised bDMARDs
for the treatment of rheumatoid arthritis.

For patients who have failed PBS-subsidised treatment with 2 or 3 TNF-alfa antagonists prior to 1 August 2010 please contact Medicare Australia on
1800 700 270.

A patient whose most recent course of PBS-subsidised therapy was with rituximab and whose response to this treatment is sustained for more than
12 months, may apply for a further course of rituximab under the Continuing treatment restriction. A patient who has failed fewer than 5 bDMARDs
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and who has a break in therapy of less than 24 months may commence a further course of treatment with a bDMARD without having to requalify
under the Initial 1 treatment restriction. A patient who has failed fewer than 5 bDMARDs and who has had a break in therapy of longer than 24
months must requalify for treatment under the Initial 1 treatment restriction.

The length of a treatment break is measured from the date the most recent treatment with PBS-subsidised bDMARD treatment is stopped to the
date of the new application for treatment with a bDMARD.

(1) How to prescribe PBS-subsidised bDMARD therapy after 1 August 2010.

(a) Initial treatment.

Applications for initial treatment should be made where:

(i) a patient has received no prior PBS-subsidised bDMARD treatment and wishes to commence such therapy, excluding rituximab (Initial 1); or

(i) a patient wishes to re-commence treatment with a bDMARD following a break in PBS-subsidised therapy of more than 24 months (Initial 1); or
(iii) a patient has received prior PBS-subsidised (initial or continuing) bDMARD therapy and wishes to trial an alternate agent (Initial 2) [further
details are under 'Swapping therapy' below]; or

(iv) a patient wishes to re-commence treatment with a specific bDMARD following a break of less than 24 months in PBS-subsidised therapy with
that agent (Initial 2).

Initial applications for new or re-commencing patients (Initial 1) must include a joint count and ESR and/or CRP measured at the completion of the 6
month intensive DMARD trial, but prior to ceasing DMARD therapy.

Initial treatment authorisations will be limited to provide a maximum of 16 weeks of therapy for abatacept, adalimumab, etanercept, golimumab
and tocilizumab, 18 to 20 weeks of therapy with certolizumab pegol (depending upon the dosing regimen), 22 weeks of therapy for infliximab and 2
infusions of rituximab.

A patient must be assessed for response to any course of initial PBS-subsidised treatment (excluding rituximab) following a minimum of 12 weeks of
therapy and this assessment must be submitted to Medicare Australia no later than 4 weeks from the date that course was ceased.

Rituximab patients must be assessed following a minimum of 12 weeks after the first infusion, and this assessment must be submitted to Medicare
Australia within 4 weeks.

Where a response assessment is not submitted to Medicare Australia within these timeframes, the patient will be deemed to have failed to respond
to treatment with that bDMARD.

For second and subsequent courses of PBS-subsidised bDMARD (excluding rituximab) treatment it is recommended that a patient is reviewed in the
month prior to completing their current course of treatment and that an application is submitted to Medicare Australia no later than 2 weeks prior
to the patient completing their current treatment course.

Abatacept patients:

Patients are eligible to receive one I.V. loading dose when commencing treatment with the subcutaneous formulation. For these patients two
prescriptions are required, the first prescription for the I.V. loading dose for sufficient vials for one dose based on the patient's weight with no
repeats. The second prescription for the pre-filled syringes, with a maximum quantity of 4 and up to 3 repeats, must be submitted with the initial
application.

Rituximab patients:
A further application may be submitted to Medicare Australia 24 weeks after the first infusion. New baselines may be submitted with this
application if appropriate.

(b) Continuing treatment.

Following the completion of an initial treatment course with a specific bLDMARD (excluding rituximab), a patient may qualify to receive up to 24
weeks of continuing treatment with that drug providing they have demonstrated an adequate response to treatment. The patient remains eligible to
receive continuing bDMARD treatment with the same drug in courses of up to 24 weeks providing they continue to sustain the response.

Itis recommended that a patient be reviewed in the month prior to completing their current course of treatment to ensure uninterrupted bDMARD
supply.

Assessments of response to a course of PBS-subsidised therapy must be submitted to Medicare Australia no later than 4 weeks from the date that
course was ceased.

Rituximab patients:

A patient may qualify to receive a further course of treatment (every 24 weeks) with this agent providing they have demonstrated an adequate
response to treatment following a minimum of 12 weeks after the first infusion of their most recent treatment with rituximab. The patient remains
eligible to receive a course of rituximab every 24 weeks providing they continue to demonstrate a response as specified in the restriction.

Where a response assessment is not submitted to Medicare Australia within these timeframes, the patient will be deemed to have failed to respond
to treatment with that bDMARD.

(2) Swapping therapy.
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Once initial treatment with the first PBS-subsidised bDMARD is approved, a patient may swap to an alternate bDMARD without having to requalify
with respect to the indices of disease severity (i.e. the erythrocyte sedimentation rate (ESR), the C-reactive protein (CRP) levels and the joint count)
or the prior non-bDMARD therapy requirements, except if the patient has had a break in therapy of more than 24 months. However the
requirement for concomitant treatment with methotrexate, where it applies, must be met for each bDMARD trialled.

Patients who are not able to complete a minimum of 12 weeks of an initial treatment course will be deemed to have failed treatment with that
agent.

A patient may trial an alternate bDMARD at any time, regardless of whether they are receiving therapy (initial or continuing) with a bDMARD at the
time of the application. However, they cannot swap to a particular bDMARD if they have failed to respond to prior treatment with that drug.

Abatacept patients:
Patients swapping from I.V. abatacept to subcutaneous abatacept will not be eligible for an I.V. loading dose when commencing treatment with the
subcutaneous formulation.

In order to trial rituximab, a patient must have trialled and failed to demonstrate a response to at least 1 PBS-subsidised TNF-alfa antagonist
treatment.

To ensure a patient receives the maximum treatment opportunities allowed under the interchangeability arrangements, it is important that they are
assessed for response to every course of treatment approved, within the timeframes specified in the relevant restriction.

PBS subsidy does not allow for patients to receive treatment with another PBS-subsidised biological agent during the required treatment-free period
applying to patients who have demonstrated a response to their most recent course of rituximab. This means that patients who have demonstrated
a response to a course of rituximab must have a PBS-subsidised biological therapy treatment-free period of at least 22 weeks, immediately following
the second infusion, before swapping to an alternate bDMARD. Patients who fail to respond to rituximab and who qualify and wish to trial a course
of an alternate bDMARD may do so without having to have any treatment-free period.

To avoid confusion, an application for a patient who wishes to swap to an alternate bDMARD should be accompanied by the approved authority
prescription or remaining repeats for the bDMARD the patient is ceasing.

Note
(3) Baseline measurements to determine response.

Medicare Australia will determine whether a response to treatment has been demonstrated based on the baseline measurements of the joint count,
ESR and/or CRP submitted with the first authority application for a bDMARD. However, prescribers may provide new baseline measurements any
time that an initial treatment authority application is submitted and Medicare Australia will assess response according to these revised baseline
measurements.

To ensure consistency in determining response, the same indices of disease severity used to establish baseline at the commencement of treatment
with each initial treatment application must be provided for all subsequent continuing treatment applications. Therefore, where only an ESR or CRP
level is provided at baseline, an ESR or CRP level respectively must be provided to determine response. Similarly, where the baseline active joint
count is based on total active joints (i.e. more than 20 active joints), response will be determined according to the reduction in the total number of
active joints. Where the baseline is determined on total number of major joints, the response must be demonstrated on the total number of major
joints.

Except as specified under the Initial 1 treatment restriction, a baseline joint count and ESR and/or CRP should be performed whilst the patient is still
on treatment or within 1 month of ceasing prior treatment. Applications under the Initial 1 treatment restriction for new or re-commencing patients
must include a joint count and ESR and/or CRP measured at the completion of the 6 month intensive DMARD trial, but prior to ceasing DMARD
therapy.

Authority required
Initial 1 (new patient or patient re-commencing after a break of more than 24 months)

Initial PBS-subsidised treatment with infliximab, in combination with methotrexate at a dose of at least 7.5 mg weekly, by a rheumatologist or
clinical immunologist with expertise in the management of rheumatoid arthritis, of adults who:

(a) have severe active rheumatoid arthritis; and

(b) have received no PBS-subsidised treatment with a bDMARD for this condition in the previous 24 months; and

(c) have failed, in the 24 months immediately prior to the date of application, to achieve an adequate response to at least 6 months of intensive
treatment with disease modifying anti-rheumatic drugs (DMARDs), which must include at least 3 months continuous treatment with each of at least
2 DMARDs, one of which must be methotrexate at a dose of at least 20 mg weekly and one of which must be:

— hydroxychloroquine at a dose of at least 200 mg daily; or

— leflunomide at a dose of at least 10 mg daily; or

— sulfasalazine at a dose of at least 2 g daily.

If methotrexate is contraindicated according to the TGA-approved product information or cannot be tolerated at a 20 mg weekly dose, then the 6
months of intensive DMARD treatment must include at least 3 months continuous treatment with each of at least 2 of the DMARDs:
— hydroxychloroquine at a dose of at least 200 mg daily; and/or
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— leflunomide at a dose of at least 10 mg daily; and/or
— sulfasalazine at a dose of at least 2 g daily.

The application must include details of the contraindication or intolerance to methotrexate. Details of the toxicities, including severity, which will be
accepted for the purposes of exempting a patient from the requirement to undertake a minimum 3 month trial of methotrexate at a 20 mg weekly
dose can be found on the Medicare Australia website [www.medicareaustralia.gov.au]. The maximum tolerated dose of methotrexate must be
documented in the application, if applicable.

If 3 or more of methotrexate, hydroxychloroquine, leflunomide and sulfasalazine are contraindicated according to the relevant TGA-approved
product information or cannot be tolerated at the doses specified above, then one or more of the following DMARDs may be used in place of these
agents in order to satisfy the requirement for a trial of 6 months of intensive DMARD therapy with at least 2 DMARDs taken continuously for at least
3 months each:

— azathioprine at a dose of at least 1 mg/kg per day; and/or

— cyclosporin at a dose of at least 2 mg/kg/day; and/or

— sodium aurothiomalate at a dose of 50 mg weekly.

The application must include details of the DMARDs trialled, their doses and duration of treatment, and all relevant contraindications and/or
intolerances. Details of the toxicities, including severity, which will be accepted as a reason for substituting azathioprine, cyclosporin or sodium
aurothiomalate for another DMARD as part of the 6 month intensive DMARD trial can be found on the Medicare Australia website
[www.medicareaustralia.gov.au].

The requirement to trial at least 2 DMARDs for periods of at least 3 months each can be met using single agents sequentially or by using one or more
combinations of DMARDs.

If the requirement to trial 6 months of intensive DMARD therapy with at least 2 DMARDs cannot be met because of contraindications and/or
intolerances of a severity necessitating permanent treatment withdrawal to all of the DMARDs specified above, details of the contraindication or
intolerance and dose for each DMARD must be provided in the authority application. Details of the toxicities, including severity, which will be
accepted for the purposes of exempting a patient from the requirement for a 6 month trial of intensive DMARD therapy can be found on the
Medicare Australia website [www.medicareaustralia.gov.au].

The following criteria indicate failure to achieve an adequate response and must be demonstrated in all patients at the time of the initial application:
an elevated erythrocyte sedimentation rate (ESR) greater than 25 mm per hour or a C-reactive protein (CRP) level greater than 15 mg per L;

AND either

(i) a total active joint count of at least 20 active (swollen and tender) joints; or

(i) at least 4 active joints from the following list of major joints:

— elbow, wrist, knee and/or ankle (assessed as swollen and tender); and/or

— shoulder and/or hip (assessed as pain in passive movement and restriction of passive movement, where pain and limitation of movement are due
to active disease and not irreversible damage such as joint destruction or bony overgrowth).

The joint count and ESR and/or CRP must be determined at the completion of the 6 month intensive DMARD trial, but prior to ceasing DMARD
therapy. All measures must be no more than one month old at the time of initial application.

If the above requirement to demonstrate an elevated ESR or CRP cannot be met, the application must state the reason this criterion cannot be
satisfied.

Where the baseline active joint count is based on total active joints (i.e. more than 20 active joints), response will be determined according to the
reduction in the total number of active joints. Where the baseline is determined on total number of major joints, the response must be
demonstrated on the total number of major joints. If only an ESR or CRP level is provided with the initial application, the same marker will be used to
determine response.

The authority application must be made in writing and must include:

(1) a completed authority prescription form; and

(2) a completed Rheumatoid Arthritis PBS Authority Application - Supporting Information Form [may be downloaded from the Medicare Australia
website (www.medicareaustralia.gov.au)]; and

(3) a signed patient acknowledgement.

A maximum of 22 weeks of treatment will be authorised under this restriction.

At the time of the authority application, medical practitioners should request the appropriate quantity of vials, based on the weight of the patient,
to provide sufficient for a single infusion at a dose of 3 mg per kg. Up to a maximum of 3 repeats may be authorised.

Where fewer than 3 repeats are requested at the time of the initial application, authority approvals for sufficient repeats to complete a maximum of
22 weeks of treatment may be requested by telephone by contacting Medicare Australia on 1800 700 270 (hours of operation 8 a.m. to 5 p.m. EST
Monday to Friday).

Assessment of a patient's response to an initial course of treatment must be made after at least 12 weeks of treatment so that there is adequate
time for a response to be demonstrated. This assessment, which will be used to determine eligibility for continuing treatment, must be submitted to
Medicare Australia no later than 1 month from the date of completion of this initial course of treatment. Where a response assessment is not
undertaken and submitted to Medicare Australia within these timeframes, the patient will be deemed to have failed to respond to treatment with
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infliximab.

Patients who fail to demonstrate a response to treatment with infliximab under this restriction will not be eligible to receive further PBS-subsidised
treatment with this drug for this condition.

Authority required
Initial 2 (change or re-commencement after break of less than 24 months)

Initial course of PBS-subsidised treatment with infliximab, in combination with methotrexate at a dose of at least 7.5 mg weekly, by a
rheumatologist or clinical immunologist with expertise in the management of rheumatoid arthritis, of adults who:

(a) have a documented history of severe active rheumatoid arthritis; and

(b) have received prior PBS-subsidised bDMARD treatment for this condition and are eligible to receive further bDMARD therapy.

The authority application must be made in writing and must include:

(1) a completed authority prescription form; and

(2) a completed Rheumatoid Arthritis PBS Authority Application - Supporting Information Form [may be downloaded from the Medicare Australia
website (www.medicareaustralia.gov.au)].

Applications for patients who have received PBS-subsidised treatment with infliximab and who wish to re-commence therapy with this drug, must
be accompanied by evidence of a response to the patient's most recent course of PBS-subsidised infliximab treatment, within the timeframes
specified below.

A maximum of 22 weeks of treatment will be authorised under this restriction.

At the time of the authority application, medical practitioners should request the appropriate quantity of vials, based on the weight of the patient,
to provide sufficient for a single infusion at a dose of 3 mg per kg. Up to a maximum of 3 repeats may be authorised.

Where fewer than 3 repeats are requested at the time of the initial application, authority approvals for sufficient repeats to complete a maximum of
22 weeks of treatment may be requested by telephone by contacting Medicare Australia on 1800 700 270 (hours of operation 8 a.m. to 5 p.m. EST
Monday to Friday).

Where the most recent course of PBS-subsidised infliximab treatment was approved under either of the initial 1 or 2 treatment restrictions, patients
must have been assessed for response following a minimum of 12 weeks of therapy. This assessment must be provided to Medicare Australia no
later than 4 weeks from the date that course was ceased.

Where the most recent course of PBS-subsidised infliximab treatment was approved under the continuing treatment criteria, patients must have
been assessed for response, and the assessment must be submitted to Medicare Australia no later than 4 weeks from the date that course was
ceased.

Patients who fail to demonstrate a response to treatment with infliximab under this restriction will not be eligible to receive further PBS-subsidised
treatment with this drug for this condition.

Authority required

Continuing treatment

Continuing PBS-subsidised treatment with infliximab, in combination with methotrexate at a dose of at least 7.5 mg weekly, by a rheumatologist or
clinical immunologist with expertise in the management of rheumatoid arthritis, of adults:

(a) who have a documented history of severe active rheumatoid arthritis; and

(b) who have demonstrated an adequate response to treatment with infliximab; and

(c) whose most recent course of PBS-subsidised bDMARD treatment was with infliximab.

An adequate response to treatment is defined as:

an ESR no greater than 25 mm per hour or a CRP level no greater than 15 mg per L or either marker reduced by at least 20% from baseline;

AND either of the following:

(i) a reduction in the total active (swollen and tender) joint count by at least 50% from baseline, where baseline is at least 20 active joints; or

(i) a reduction in the number of the following major active joints, from at least 4, by at least 50%:

— elbow, wrist, knee and/or ankle (assessed as swollen and tender); and/or

— shoulder and/or hip (assessed as pain in passive movement and restriction of passive movement, where pain and limitation of movement are due
to active disease and not irreversible damage such as joint destruction or bony overgrowth).

The authority application must be made in writing and must include:

(1) a completed authority prescription form; and

(2) a completed Rheumatoid Arthritis PBS Authority Application - Supporting Information Form [may be downloaded from the Medicare Australia
website (www.medicareaustralia.gov.au)].

A maximum of 24 weeks of treatment will be approved under this restriction.

At the time of the authority application, medical practitioners should request the appropriate quantity of vials, based on the weight of the patient,
to provide sufficient for a single infusion at a dose of 3 mg per kg. Up to a maximum of 2 repeats may be authorised.

Where fewer than 2 repeats are requested at the time of the application, authority approvals for sufficient repeats to complete a maximum of 24
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weeks of treatment may be requested by telephone by contacting Medicare Australia on 1800 700 270 (hours of operation 8 a.m. to 5 p.m. EST
Monday to Friday).
All applications for continuing treatment with infliximab must include a measurement of response to the prior course of therapy. This assessment
must be provided to Medicare Australia no later than 4 weeks from the cessation of that treatment course. If the application is the first application
for continuing treatment with infliximab, it must be accompanied by an assessment of response to a minimum of 12 weeks of treatment with an
initial treatment course.
Patients who fail to demonstrate a response to treatment with infliximab under this restriction will not be eligible to receive further PBS-subsidised
treatment with this drug for this condition.
Note
Special Pricing Arrangements apply.
6397Q Powder for L.V. infusion 100 mg 1 . . 788.19 Remicade JC
NEVIRAPINE
Authority required
Initial treatment of HIV infection in combination with other antiretroviral agents in a patient who has been stabilised on nevirapine immediate
release with a CD4 count of less than 500 per cubic millimetre or symptomatic HIV disease;
Continuing treatment of HIV infection in combination with other antiretroviral agents where the patient has previously received PBS-subsidised
therapy for HIV infection.
1129K Tablet 400 mg (extended release) 60 5 . *571.30 Viramune XR BY
RILPIVIRINE
Authority required
Initial treatment of HIV infection in combination with other antiretroviral agents in a patient with a CD4 count of less than 500 per cubic millimetre
or symptomatic HIV disease;
Continuing treatment of HIV infection in combination with other antiretroviral agents where the patient has previously received PBS-subsidised
therapy for HIV infection.
1170N Tablet 25 mg (as hydrochloride) 60 5 . *571.30 Edurant JC
RITUXIMAB
Note

Any queries concerning the arrangements to prescribe rituximab may be directed to Medicare Australia on 1800 700 270 (hours of operation 8 a.m.
to 5 p.m. EST Monday to Friday).

Further prescribing information (including Authority Application Forms) is on the Medicare Australia website at www.medicareaustralia.gov.au.
Written applications for authority to prescribe rituximab should be forwarded to:

Medicare Australia

Prior Written Approval of Specialised Drugs
Reply Paid 9826

GPO Box 9826

HOBART TAS 7001,

Note
TREATMENT OF ADULT PATIENTS WITH SEVERE ACTIVE RHEUMATOID ARTHRITIS

The following information applies to the prescribing under the Pharmaceutical Benefits Scheme (PBS) of the biological disease modifying anti-
rheumatic drugs (0DMARDs) for adults with severe active rheumatoid arthritis. Where the term bDMARD appears in the following notes and
restrictions it refers to the tumour necrosis factor (TNF) alfa antagonists (adalimumab, certolizumab pegol, etanercept, golimumab, infliximab), the
chimeric anti-CD20 monoclonal antibody (rituximab), the interleukin-6 inhibitor (tocilizumab) and the T-cell co-stimulation modulator (abatacept).

Patients are eligible for PBS-subsidised treatment with only 1 of the above biological disease modifying anti-rheumatic drugs at any 1 time.
PBS-subsidised abatacept, golimumab, infliximab and rituximab must be used in combination with methotrexate at a dose of at least 7.5 mg weekly.
Where a patient cannot tolerate 7.5 mg of methotrexate weekly, they are eligible to receive PBS-subsidised adalimumab, certolizumab pegol,

etanercept and tocilizumab.

In order to be eligible to receive PBS-subsidised treatment with rituximab, a patient must have already failed to demonstrate a response to at least 1
course of treatment with a PBS-subsidised TNF-alfa antagonist.
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A patient receiving PBS-subsidised bDMARD therapy may swap to an alternate bDMARD without having to experience a disease flare. Under these
interchangeability arrangements:

— a patient may continue to receive long-term treatment with a PBS-subsidised bDMARD while they continue to show a response to therapy,

— a patient cannot trial and fail, or cease to respond to, the same PBS-subsidised bDMARD more than once, and

— once a patient has either failed or ceased to respond to treatment 5 times, they will not be eligible to receive further PBS-subsidised bDMARDs
for the treatment of rheumatoid arthritis.

For patients who have failed PBS-subsidised treatment with 2 or 3 TNF-alfa antagonists prior to 1 August 2010 please contact Medicare Australia on
1800 700 270.

A patient whose most recent course of PBS-subsidised therapy was with rituximab and whose response to this treatment is sustained for more than
12 months, may apply for a further course of rituximab under the Continuing treatment restriction. A patient who has failed fewer than 5 bDMARDs
and who has a break in therapy of less than 24 months may commence a further course of treatment with a bDMARD without having to requalify
under the Initial 1 treatment restriction. A patient who has failed fewer than 5 bDMARDs and who has had a break in therapy of longer than 24
months must requalify for treatment under the Initial 1 treatment restriction.

The length of a treatment break is measured from the date the most recent treatment with PBS-subsidised bDMARD treatment is stopped to the
date of the new application for treatment with a bDMARD.

(1) How to prescribe PBS-subsidised bDMARD therapy after 1 August 2010.

(a) Initial treatment.

Applications for initial treatment should be made where:

(i) a patient has received no prior PBS-subsidised bDMARD treatment and wishes to commence such therapy, excluding rituximab (Initial 1); or

(ii) a patient wishes to re-commence treatment with a bDMARD following a break in PBS-subsidised therapy of more than 24 months (Initial 1); or
(iii) a patient has received prior PBS-subsidised (initial or continuing) bDMARD therapy and wishes to trial an alternate agent (Initial 2) [further
details are under 'Swapping therapy' below]; or

(iv) a patient wishes to re-commence treatment with a specific bDMARD following a break of less than 24 months in PBS-subsidised therapy with
that agent (Initial 2).

Initial applications for new or re-commencing patients (Initial 1) must include a joint count and ESR and/or CRP measured at the completion of the 6
month intensive DMARD trial, but prior to ceasing DMARD therapy.

Initial treatment authorisations will be limited to provide a maximum of 16 weeks of therapy for abatacept, adalimumab, etanercept, golimumab
and tocilizumab, 18 to 20 weeks of therapy with certolizumab pegol (depending upon the dosing regimen), 22 weeks of therapy for infliximab and 2
infusions of rituximab.

A patient must be assessed for response to any course of initial PBS-subsidised treatment (excluding rituximab) following a minimum of 12 weeks of
therapy and this assessment must be submitted to Medicare Australia no later than 4 weeks from the date that course was ceased.

Rituximab patients must be assessed following a minimum of 12 weeks after the first infusion, and this assessment must be submitted to Medicare
Australia within 4 weeks.

Where a response assessment is not submitted to Medicare Australia within these timeframes, the patient will be deemed to have failed to respond
to treatment with that bDMARD.

For second and subsequent courses of PBS-subsidised bDMARD (excluding rituximab) treatment it is recommended that a patient is reviewed in the
month prior to completing their current course of treatment and that an application is submitted to Medicare Australia no later than 2 weeks prior
to the patient completing their current treatment course.

Abatacept patients:

Patients are eligible to receive one I.V. loading dose when commencing treatment with the subcutaneous formulation. For these patients two
prescriptions are required, the first prescription for the 1.V. loading dose for sufficient vials for one dose based on the patient's weight with no
repeats. The second prescription for the pre-filled syringes, with a maximum quantity of 4 and up to 3 repeats, must be submitted with the initial
application.

Rituximab patients:
A further application may be submitted to Medicare Australia 24 weeks after the first infusion. New baselines may be submitted with this
application if appropriate.

(b) Continuing treatment.

Following the completion of an initial treatment course with a specific bDMARD (excluding rituximab), a patient may qualify to receive up to 24
weeks of continuing treatment with that drug providing they have demonstrated an adequate response to treatment. The patient remains eligible to
receive continuing bDMARD treatment with the same drug in courses of up to 24 weeks providing they continue to sustain the response.

It is recommended that a patient be reviewed in the month prior to completing their current course of treatment to ensure uninterrupted bDMARD
supply.

Assessments of response to a course of PBS-subsidised therapy must be submitted to Medicare Australia no later than 4 weeks from the date that
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course was ceased.

Rituximab patients:

A patient may qualify to receive a further course of treatment (every 24 weeks) with this agent providing they have demonstrated an adequate
response to treatment following a minimum of 12 weeks after the first infusion of their most recent treatment with rituximab. The patient remains
eligible to receive a course of rituximab every 24 weeks providing they continue to demonstrate a response as specified in the restriction.

Where a response assessment is not submitted to Medicare Australia within these timeframes, the patient will be deemed to have failed to respond
to treatment with that bDMARD.

(2) Swapping therapy.

Once initial treatment with the first PBS-subsidised bDMARD is approved, a patient may swap to an alternate bDMARD without having to requalify
with respect to the indices of disease severity (i.e. the erythrocyte sedimentation rate (ESR), the C-reactive protein (CRP) levels and the joint count)
or the prior non-bDMARD therapy requirements, except if the patient has had a break in therapy of more than 24 months. However the
requirement for concomitant treatment with methotrexate, where it applies, must be met for each bDMARD trialled.

Patients who are not able to complete a minimum of 12 weeks of an initial treatment course will be deemed to have failed treatment with that
agent.

A patient may trial an alternate bDMARD at any time, regardless of whether they are receiving therapy (initial or continuing) with a bDMARD at the
time of the application. However, they cannot swap to a particular b DMARD if they have failed to respond to prior treatment with that drug.

Abatacept patients:
Patients swapping from I.V. abatacept to subcutaneous abatacept will not be eligible for an I.V. loading dose when commencing treatment with the
subcutaneous formulation.

In order to trial rituximab, a patient must have trialled and failed to demonstrate a response to at least 1 PBS-subsidised TNF-alfa antagonist
treatment.

To ensure a patient receives the maximum treatment opportunities allowed under the interchangeability arrangements, it is important that they are
assessed for response to every course of treatment approved, within the timeframes specified in the relevant restriction.

PBS subsidy does not allow for patients to receive treatment with another PBS-subsidised biological agent during the required treatment-free period
applying to patients who have demonstrated a response to their most recent course of rituximab. This means that patients who have demonstrated
a response to a course of rituximab must have a PBS-subsidised biological therapy treatment-free period of at least 22 weeks, immediately following
the second infusion, before swapping to an alternate bDMARD. Patients who fail to respond to rituximab and who qualify and wish to trial a course
of an alternate bDMARD may do so without having to have any treatment-free period.

To avoid confusion, an application for a patient who wishes to swap to an alternate bDMARD should be accompanied by the approved authority
prescription or remaining repeats for the bDMARD the patient is ceasing.

Note
(3) Baseline measurements to determine response.

Medicare Australia will determine whether a response to treatment has been demonstrated based on the baseline measurements of the joint count,
ESR and/or CRP submitted with the first authority application for a bDMARD. However, prescribers may provide new baseline measurements any
time that an initial treatment authority application is submitted and Medicare Australia will assess response according to these revised baseline
measurements.

To ensure consistency in determining response, the same indices of disease severity used to establish baseline at the commencement of treatment
with each initial treatment application must be provided for all subsequent continuing treatment applications. Therefore, where only an ESR or CRP
level is provided at baseline, an ESR or CRP level respectively must be provided to determine response. Similarly, where the baseline active joint
count is based on total active joints (i.e. more than 20 active joints), response will be determined according to the reduction in the total number of
active joints. Where the baseline is determined on total number of major joints, the response must be demonstrated on the total number of major
joints.

Except as specified under the Initial 1 treatment restriction, a baseline joint count and ESR and/or CRP should be performed whilst the patient is still
on treatment or within 1 month of ceasing prior treatment. Applications under the Initial 1 treatment restriction for new or re-commencing patients
must include a joint count and ESR and/or CRP measured at the completion of the 6 month intensive DMARD trial, but prior to ceasing DMARD
therapy.

Authority required
Initial 1 (patient re-commencing after a break of more than 24 months)

Initial PBS-subsidised treatment with rituximab, in combination with methotrexate at a dose of at least 7.5 mg weekly, by a rheumatologist or
clinical immunologist with expertise in the management of rheumatoid arthritis, of adults who:
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(a) have severe active rheumatoid arthritis; and

(b) have failed to respond to at least 1 PBS-subsidised TNF-alfa antagonist; and

(c) have received no PBS-subsidised treatment with a bDMARD for this condition in the previous 24 months; and

(d) have failed, in the 24 months immediately prior to the date of application, to achieve an adequate response to at least 6 months of intensive
treatment with disease modifying anti-rheumatic drugs (DMARDs), which must include at least 3 months continuous treatment with each of at least
2 DMARDs, one of which must be methotrexate at a dose of at least 20 mg weekly and one of which must be:

— hydroxychloroquine at a dose of at least 200 mg daily; or

— leflunomide at a dose of at least 10 mg daily; or

— sulfasalazine at a dose of at least 2 g daily.

If methotrexate is contraindicated according to the TGA-approved product information or cannot be tolerated at a 20 mg weekly dose, then the 6
months of intensive DMARD treatment must include at least 3 months continuous treatment with each of at least 2 of the DMARDs:

— hydroxychloroquine at a dose of at least 200 mg daily; and/or

— leflunomide at a dose of at least 10 mg daily; and/or

— sulfasalazine at a dose of at least 2 g daily.

The application must include details of the contraindication or intolerance to methotrexate. Details of the toxicities, including severity, which will be
accepted for the purposes of exempting a patient from the requirement to undertake a minimum 3 month trial of methotrexate at a 20 mg weekly
dose can be found on the Medicare Australia website [www.medicareaustralia.gov.au]. The maximum tolerated dose of methotrexate must be
documented in the application, if applicable.

If 3 or more of methotrexate, hydroxychloroquine, leflunomide and sulfasalazine are contraindicated according to the relevant TGA-approved
product information or cannot be tolerated at the doses specified above, then one or more of the following DMARDs may be used in place of these
agents in order to satisfy the requirement for a trial of 6 months of intensive DMARD therapy with at least 2 DMARDs taken continuously for at least
3 months each:

— azathioprine at a dose of at least 1 mg/kg per day; and/or

— cyclosporin at a dose of at least 2 mg/kg/day; and/or

— sodium aurothiomalate at a dose of 50 mg weekly.

The application must include details of the DMARDs trialled, their doses and duration of treatment, and all relevant contraindications and/or
intolerances. Details of the toxicities, including severity, which will be accepted as a reason for substituting azathioprine, cyclosporin or sodium
aurothiomalate for another DMARD as part of the 6 month intensive DMARD trial can be found on the Medicare Australia website
[www.medicareaustralia.gov.au].

The requirement to trial at least 2 DMARDs for periods of at least 3 months each can be met using single agents sequentially or by using one or more
combinations of DMARDs.

If the requirement to trial 6 months of intensive DMARD therapy with at least 2 DMARDs cannot be met because of contraindications and/or
intolerances of a severity necessitating permanent treatment withdrawal to all of the DMARDs specified above, details of the contraindication or
intolerance and dose for each DMARD must be provided in the authority application. Details of the toxicities, including severity, which will be
accepted for the purposes of exempting a patient from the requirement for a 6 month trial of intensive DMARD therapy can be found on the
Medicare Australia website [www.medicareaustralia.gov.au].

The following criteria indicate failure to achieve an adequate response and must be demonstrated in all patients at the time of the initial application:
an elevated erythrocyte sedimentation rate (ESR) greater than 25 mm per hour or a C-reactive protein (CRP) level greater than 15 mg per L;

AND either

(i) a total active joint count of at least 20 active (swollen and tender) joints; or

(ii) at least 4 active joints from the following list of major joints:

— elbow, wrist, knee and/or ankle (assessed as swollen and tender); and/or

— shoulder and/or hip (assessed as pain in passive movement and restriction of passive movement, where pain and limitation of movement are due
to active disease and not irreversible damage such as joint destruction or bony overgrowth).

The joint count and ESR and/or CRP must be determined at the completion of the 6 month intensive DMARD trial, but prior to ceasing DMARD
therapy. All measures must be no more than one month old at the time of initial application.

If the above requirement to demonstrate an elevated ESR or CRP cannot be met, the application must state the reason this criterion cannot be
satisfied.

Where the baseline active joint count is based on total active joints (i.e. more than 20 active joints), response will be determined according to the
reduction in the total number of active joints. Where the baseline is determined on total number of major joints, the response must be
demonstrated on the total number of major joints. If only an ESR or CRP level is provided with the initial application, the same marker will be used to
determine response.

The authority application must be made in writing and must include:

(1) a completed authority prescription form; and

(2) a completed Rheumatoid Arthritis PBS Authority Application - Supporting Information Form [may be downloaded from the Medicare Australia
website (www.medicareaustralia.gov.au)]; and

(3) a signed patient acknowledgement.
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A maximum of two infusions will be authorised under this restriction.

Assessment of a patient's response to an initial course of treatment must be made at least 12 weeks after the first infusion so that there is adequate
time for a response to be demonstrated. This assessment, which will be used to determine eligibility for continuing treatment, must be submitted to
Medicare Australia within 4 weeks of the date it was conducted.

Where a response assessment is not undertaken and submitted to Medicare Australia within these timeframes, the patient will be deemed to have
failed to respond to treatment with rituximab.

A patient whose most recent course of PBS-subsidised therapy was with rituximab and whose response to this treatment is sustained for more than
12 months, may apply for a further course of rituximab under the Continuing treatment restriction.

Patients who fail to demonstrate a response to treatment with rituximab under this restriction will not be eligible to receive further PBS-subsidised
treatment with this drug for this condition.

Patients who fail to demonstrate a response to rituximab treatment and who qualify to trial an alternate bDMARD according to the
interchangeability arrangements for bDMARDSs for the treatment of severe rheumatoid arthritis, may do so without having to have a 22 week
treatment-free period.

Authority required
Initial 2 (change or re-commencement after break of less than 24 months)

Initial course of PBS-subsidised treatment with rituximab, in combination with methotrexate at a dose of at least 7.5 mg weekly, by a rheumatologist
or clinical immunologist with expertise in the management of rheumatoid arthritis, of adults who:

(a) have a documented history of severe active rheumatoid arthritis; and

(b) have failed to respond to at least 1 PBS-subsidised TNF-alfa antagonist; and

(c) have received prior PBS-subsidised bDMARD treatment for this condition and are eligible to receive further bDMARD therapy.

The authority application must be made in writing and must include:

(1) a completed authority prescription form; and

(2) a completed Rheumatoid Arthritis PBS Authority Application - Supporting Information Form [may be downloaded from the Medicare Australia
website (www.medicareaustralia.gov.au)].

Applications for patients who have received PBS-subsidised treatment with rituximab and who wish to re-commence therapy with this drug, must be
accompanied by evidence of a response to the patient's most recent course of PBS-subsidised rituximab treatment, within the timeframes specified
below.

A maximum of two infusions will be authorised under this restriction.

Where the most recent course of PBS-subsidised rituximab treatment was approved under either of the initial 1 or 2 treatment restrictions patients
must be assessed for response at least 12 weeks after the first infusion. This assessment must be provided to Medicare Australia no later than 4
weeks from the date of assessment.

A patient may qualify to receive a further course of treatment (every 24 weeks) with this agent provided they have demonstrated an adequate
response to treatment following a minimum of 12 weeks after the first infusion of their most recent treatment with rituximab. The demonstration of
response must be submitted to Medicare Australia within 4 weeks of assessment.

A patient whose most recent course of PBS-subsidised therapy was with rituximab and whose response to this treatment is sustained for more than
12 months, may apply for a further course of rituximab under the Continuing treatment restriction.

Patients who fail to demonstrate a response to treatment with rituximab under this restriction will not be eligible to receive further PBS-subsidised
treatment with this drug for this condition.

Patients who fail to demonstrate a response to rituximab treatment and who qualify to trial an alternate bDMARD according to the
interchangeability arrangements for bDMARDs for the treatment of severe rheumatoid arthritis, may do so without having to have a 22 week
treatment-free period.

Authority required

Continuing treatment

Continuing PBS-subsidised treatment with rituximab, in combination with methotrexate at a dose of at least 7.5 mg weekly, by a rheumatologist or
clinical immunologist with expertise in the management of rheumatoid arthritis, of adults:

(a) who have a documented history of severe active rheumatoid arthritis; and

(b) who have demonstrated an adequate response to treatment with rituximab; and

(c) whose most recent course of PBS-subsidised bDMARD treatment was with rituximab.

An adequate response to treatment is defined as:

an ESR no greater than 25 mm per hour or a CRP level no greater than 15 mg per L or either marker reduced by at least 20% from baseline;
AND either of the following:

(i) a reduction in the total active (swollen and tender) joint count by at least 50% from baseline, where baseline is at least 20 active joints; or
(ii) a reduction in the number of the following major active joints, from at least 4, by at least 50%:



146

HIGHLY SPECIALISED DRUGS PROGRAM (Private Hospital)

Dispensed
Price for
Name, Restriction, Max. No. of Premium Max. Qty
Code Manner of Administration and Form Qty Rpts S S Brand Name and Manufacturer
— elbow, wrist, knee and/or ankle (assessed as swollen and tender); and/or
— shoulder and/or hip (assessed as pain in passive movement and restriction of passive movement, where pain and limitation of movement are due
to active disease and not irreversible damage such as joint destruction or bony overgrowth).
The authority application must be made in writing and must include:
(1) a completed authority prescription form; and
(2) a completed Rheumatoid Arthritis PBS Authority Application - Supporting Information Form [may be downloaded from the Medicare Australia
website (www.medicareaustralia.gov.au)].
A maximum of two infusions will be authorised under this restriction.
Patients may qualify to receive a further course of treatment (every 24 weeks) with this agent providing they have demonstrated an adequate
response to treatment following a minimum of 12 weeks after the first infusion of their most recent treatment with rituximab. The demonstration of
response must be submitted to Medicare Australia within 4 weeks of assessment.
A patient whose most recent course of PBS-subsidised therapy was with rituximab and whose response to this treatment is sustained for more than
12 months, may apply for a further course of rituximab under the Continuing treatment restriction.
Patients who fail to demonstrate a response to treatment with rituximab under this restriction will not be eligible to receive further PBS-subsidised
treatment with this drug for this condition.
Note
Special Pricing Arrangements apply.
9611W Solution for I.V. infusion 500 mg in 50 mL 1 . . 2309.99 Mabthera RO
SILDENAFIL CITRATE
Note

Any queries concerning the arrangements to prescribe sildenafil citrate may be directed to Medicare Australia on 1800 700 270 (hours of operation
8 a.m. to 5 p.m. EST Monday to Friday).

Written applications for authority to prescribe PAH agents should be forwarded to:

Medicare Australia

Prior Written Approval of Specialised Drugs
Reply Paid 9826

GPO Box 9826

HOBART TAS 7001;

Note

The following information applies to the prescribing under the Pharmaceutical Benefits Scheme (PBS) of agents for primary pulmonary hypertension
and pulmonary arterial hypertension. Where the term PAH agents appears in the following notes and restrictions it refers to bosentan monohydrate,
iloprost trometamol, epoprostenol sodium, sildenafil citrate, ambrisentan and tadalafil.

Patients are eligible for PBS-subsidised treatment with only 1 of the above PAH agents at any 1 time. Eligible patients may only swap between PAH
agents if they have not failed prior PBS-subsidised treatment with that agent.

PAH agents are not PBS-subsidised for patients with pulmonary hypertension secondary to interstitial lung disease associated with connective tissue
disease, where the total lung capacity is less than 70% of that predicted.

The following provides some explanatory notes regarding the availability of PBS-subsidised treatment of patients with:

(a) bosentan monohydrate, of primary pulmonary hypertension or pulmonary arterial hypertension secondary to connective tissue disease, or
pulmonary arterial hypertension associated with a congential systemic-to-pulmonary shunt (including Eisenmenger's physiology), in patients with
disease of WHO Functional Class Il or IV severity; AND

(b) iloprost trometamol, of:

— primary pulmonary hypertension, or pulmonary arterial hypertension secondary to connective tissue disease, in patients with disease of WHO
Functional Class Ill severity and who have failed to respond to prior PBS-subsidised treatment with an alternate PAH agent; AND

— primary pulmonary hypertension, or pulmonary arterial hypertension secondary to connective tissue disease, in patients with disease of WHO
Functional Class IV severity; AND

— drug-induced pulmonary arterial hypertension, in patients with disease of WHO Functional Class lll and IV severity; AND

(c) epoprostenol sodium, of:

— primary pulmonary hypertension, or pulmonary arterial hypertension secondary to connective tissue disease, in patients with disease of WHO
Functional Class Ill severity and who have failed to respond to prior PBS-subsidised treatment with an alternate PAH agent; AND

— primary pulmonary hypertension, or pulmonary arterial hypertension secondary to connective tissue disease, in patients with disease of WHO
Functional Class IV severity; AND

(d) sildenafil citrate, of primary pulmonary hypertension or pulmonary arterial hypertension secondary to connective tissue disease, in patients with
disease of WHO Functional Class Il severity; AND

(e) ambrisentan, of primary pulmonary hypertension or pulmonary arterial hypertension secondary to connective tissue disease, in patients with
disease of WHO Functional Class Il or IV severity; AND
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(f) tadalafil, of primary pulmonary hypertension or pulmonary arterial hypertension secondary to connective tissue disease, in patients with disease
of WHO Functional Class Il severity.

From 1 April 2012, patients can access PAH agents through the PBS according to the relevant restrictions. Once these patients are approved initial
treatment with 1 of these 6 drugs, they may swap between PAH agents at any time without having to re-qualify for treatment with the alternate
agent. This means that patients may commence treatment with the alternate agent, subject to that agent's restriction, irrespective of the severity of
their disease at the time the application to swap therapy is submitted. It also means that no new baseline measurements will be necessary. (New
baselines may be submitted where the patient has failed to respond to their current treatment.)

1. Definition of primary pulmonary hypertension, drug-induced pulmonary arterial hypertension, pulmonary arterial hypertension secondary to
connective tissue disease, including scleroderma, or pulmonary arterial hypertension associated with a congenital systemic-to-pulmonary shunt
(including Eisenmenger's physiology).

Primary pulmonary hypertension, drug-induced pulmonary arterial hypertension, pulmonary arterial hypertension secondary to connective tissue
disease, including scleroderma, or pulmonary arterial hypertension associated with a congenital systemic-to-pulmonary shunt (including
Eisenmenger's physiology) are defined as follows:

(i) mean pulmonary artery pressure (mPAP) greater than 25 mmHg at rest and pulmonary capillary wedge pressure (PCWP) less than 18 mmHg; or
(i) mPAP greater than 30 mmHg with exercise and PCWP less than 18 mmHg; or

(iii) where a right heart catheter cannot be performed on clinical grounds, right ventricular systolic pressure (RVSP), assessed by echocardiography
(ECHO), greater than 40 mmHg, with normal left ventricular function.

2. Definition of WHO Functional Class Ill or IV disease severity.

(a) WHO Functional Class Ill disease severity is defined as follows:

Patients with pulmonary hypertension resulting in marked limitation of physical activity who are comfortable at rest and on ordinary physical
activity experience dyspnoea or fatigue, chest pain or near syncope.

(b) WHO Functional Class IV disease severity is defined as follows:

Patients with the inability to carry out any physical activity without symptoms. These patients manifest signs of right heart failure. Dyspnoea and/or
fatigue may even be present at rest. Discomfort is increased by any physical activity.

3. Designated hospitals.
Refer to the Medicare Australia website at www.medicareaustralia.gov.au for a list of designated hospitals.
4. Test requirements to establish baseline for initiation of treatment and response to treatment for continuation of treatment.

(a) Initiation of treatment.

The first written application for PBS-subsidised treatment with the first PAH agent should be accompanied by the results of a right heart catheter
(RHC) composite assessment, plus an echocardiograph (ECHO) composite assessment, plus a 6 minute walk test (6MWT) to establish the patient's
baseline measurements.

Where it is not possible to perform all 3 tests above on clinical grounds, the following list outlines the preferred test combination, in descending
order, for the purposes of initiation of PBS-subsidised treatment:

(1) RHC plus ECHO composite assessments;

(2) RHC composite assessment plus 6MWT;

(3) RHC composite assessment only.

In circumstances where a RHC cannot be performed on clinical grounds, applications may be submitted to Medicare Australia for consideration
based on the results of the following test combinations, which are listed in descending order of preference:

(1) ECHO composite assessment plus 6MWT;

(2) ECHO composite assessment only.

Where fewer than 3 tests are able to be performed on clinical grounds, a patient specific reason outlining why the particular test/s could not be
conducted must be provided with the authority application.

(b) Continuation of treatment.

The following list outlines the preferred test combination, in descending order, for the purposes of continuation of PBS-subsidised treatment:
(1) RHC plus ECHO composite assessments plus 6MWT;

(2) RHC plus ECHO composite assessments;

(3) RHC composite assessment plus 6MWT;

(4) ECHO composite assessment plus 6MWT;

(5) RHC composite assessment only;

(6) ECHO composite assessment only.

The results of the same tests as conducted at baseline should be provided with each written continuing treatment application (i.e. every 6 months),
except for patients who were able to undergo all 3 tests at baseline, and whose subsequent ECHO and 6MWT results demonstrate disease stability
or improvement, in which case RHC can be omitted. In all other patients, where the same test(s) conducted at baseline cannot be performed for
assessment of response on clinical grounds, a patient specific reason why the test(s) could not be conducted must be provided with the application.
The test(s) results provided with the application for continuing treatment must be no more than 2 months old at the time of application.
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Note
5. Definition of response to a PAH agent or prior vasodilator treatment.

For adult patients with 2 or more baseline tests, response to treatment is defined as 2 or more tests demonstrating stability or improvement of
disease, as assessed by a physician from a designated hospital.

For adult patients with a RHC composite assessment alone at baseline, response to treatment is defined as a RHC result demonstrating stability or
improvement of disease, as assessed by a physician from a designated hospital.

For adult patients with an ECHO composite assessment alone at baseline, response to treatment is defined as an ECHO result demonstrating stability
or improvement of disease, as assessed by a physician from a designated hospital.

For patients aged less than 18 years, response to treatment is defined as at least 1 of the baseline tests demonstrating stability or improvement of
disease, as assessed by a physician from a designated hospital.

6. Authority approval requirements.

(a) Initiation of PBS-subsidised treatment with a PAH agent, where the patient has not received prior PBS-subsidised treatment with that agent.
All applications for initial treatment must be made in writing, must include a completed authority prescription and must be submitted to Medicare
Australia for authorisation. The total duration of initial PBS-subsidised treatment that will be approved with this first written application is up to 6
months, based on the dosage recommendations in the TGA-approved Product Information.

Bosentan only:

Approvals for the first authority prescription will be limited to 1 month of therapy with the 62.5 mg strength tablet, with the quantity approved
based on the dosage recommendations in the Therapeutic Goods Administration (TGA)-approved Product Information. No repeats will be
authorised for this prescription. The second authority prescription may be written for either the 62.5 mg tablet or the 125 mg tablet strengths.
Where the 62.5 mg tablet strength is required, please contact Medicare Australia on 1800 700 270 (hours of operation 8 a.m. to 5 p.m. EST Monday
to Friday) for further advice. Approvals for the second authority prescription will be limited to 1 month of treatment, with the quantity approved
based on the dosage recommendations in the TGA-approved Product Information, and a maximum of 4 repeats. The approved second authority
prescription will be returned to the prescriber by Medicare Australia 2 weeks after the date of the approval of the first authority prescription, to
allow for the uninterrupted completion of the 6 month initial treatment course. Medicare Australia will contact prescribers prior to dispatch of the
second authority prescription to confirm the tablet strength required for the patient.

(b) Continuation of treatment.

Written applications for continuing treatment for patients who have demonstrated an adequate response to their current treatment must be
submitted to Medicare Australia for authorisation every 6 months. Approvals will be limited to provide sufficient supply for up to a maximum of 6
months of treatment, based on the dosage recommendations in the TGA-approved Product Information.

The assessment of the patient's response to the first and subsequent 6 month courses of treatment should be made following the preceding 5
months of treatment, in order to allow sufficient time for a response to be demonstrated. Applications for continuing treatment with a PAH agent
should be made prior to the completion of the 6 month treatment course to ensure continuity for those patients who respond to treatment, as
assessed by the treating physician.

(c) Swapping between PAH agents.

For eligible patients, applications to swap between these 6 drugs must be made under the relevant initial treatment restriction. Patients should be
assessed for response to the treatment they are ceasing at the time the application to swap therapy is being made. Patients who fail to demonstrate
a response or for whom no assessment results are submitted with the application to swap therapy may not re-commence PBS-subsidised treatment
with the drug they are ceasing.

It is important that patients are assessed for response to every course of treatment approved within the timeframes specified in the relevant
restriction, in order to maximise the choice of treatment.

To avoid confusion, applications for patients who wish to swap to an alternate treatment should be accompanied by the previously approved
authority prescription, or remaining repeats, for the treatment the patient is ceasing.

(d) Cessation of treatment — bosentan patients only.

Patients who fail to demonstrate a response to PBS-subsidised bosentan monohydrate treatment at the time where an assessment is required must
cease PBS-subsidised bosentan monohydrate therapy.

For patients ceasing treatment, approval will only be granted to provide sufficient supply of the 62.5 mg tablet strength to allow gradual dose
reduction over a period of no more than 1 month duration. Prescribers should telephone Medicare Australia on 1800 700 270 (hours of operation

8 a.m. to 5 p.m. EST Monday to Friday) to receive authorisation for this final supply and to ensure no unintended break in treatment occurs.

7. Re-treatment with a PAH agent.

Patients who do not respond to treatment are not eligible to receive further PBS-subsidised treatment with that agent under any circumstances.

8. Further information.
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A tabulated representation of the above information and the restriction can be obtained from the Medicare Australia website at
www.medicareaustralia.gov.au.

Authority required

Initial (new patients)

Application for initial PBS-subsidised treatment with sildenafil citrate of patients who have not received prior PBS-subsidised treatment with a PAH
agent and who have been assessed by a physician from a designated hospital to have:

(a) WHO Functional Class Il primary pulmonary hypertension and a mean right atrial pressure of 8 mmHg or less, as measured by RHC, or, where a
RHC cannot be performed on clinical grounds, right ventricular function as assessed by ECHO; OR

(b) WHO Functional Class Ill pulmonary arterial hypertension secondary to connective tissue disease and a mean right atrial pressure of 8 mmHg or
less, as measured by RHC, or, where a RHC cannot be performed on clinical grounds, right ventricular function as assessed by ECHO.

Patients must have failed to respond [see Note for definition of response] to 6 or more weeks of appropriate vasodilator treatment unless
intolerance or a contraindication to such treatment exists.

Applications for authorisation must be in writing and must include:

(1) a completed authority prescription form; and

(2) a completed Pulmonary Arterial Hypertension PBS Authority Application - Supporting Information form [www.medicareaustralia.gov.au] which
includes results from the 3 tests below, where available:

(i) RHC composite assessment; and

(ii) ECHO composite assessment; and

(iii) 6MWT; and

(3) a signed patient acknowledgment form.

Details of prior vasodilator treatment, including the dose and duration of treatment, must be provided at the time of application. Where the patient
has an adverse event to a vasodilator or where vasodilator treatment is contraindicated, details on the nature of the adverse event or
contraindication according to the TGA-approved Product Information must also be provided with the application.

Where fewer than 3 tests (see requirement 2 above) are able to be performed on clinical grounds, a patient specific reason outlining why the
particular test/s could not be conducted must be provided with the authority application [see Note for test requirements].

The maximum quantity authorised will be limited to provide sufficient supply for 1 month of treatment, based on the dosage recommendations in
the TGA-approved Product Information. A maximum of 5 repeats may be requested. Where fewer than 5 repeats are requested at the time of
application, authority approvals for sufficient repeats to complete a maximum of 6 months of treatment may be requested by telephone by
contacting Medicare Australia on 1800 700 270 (hours of operation 8 a.m. to 5 p.m. EST Monday to Friday).

Authority required

Initial (new patients)

Application for initial PBS-subsidised treatment with sildenafil citrate of patients who have not received prior PBS-subsidised treatment with a PAH
agent and who have been assessed by a physician from a designated hospital to have:

(a) WHO Functional Class lll primary pulmonary hypertension and a mean right atrial pressure greater than 8 mmHg, as measured by RHC, or, where
a RHC cannot be performed on clinical grounds, right ventricular function as assessed by ECHO; OR

(b) WHO Functional Class Ill pulmonary arterial hypertension secondary to connective tissue disease and a mean right atrial pressure greater than

8 mmHg, as measured by RHC, or, where a RHC cannot be performed on clinical grounds, right ventricular function as assessed by ECHO.

Applications for authorisation must be in writing and must include:

(1) a completed authority prescription form; and

(2) a completed Pulmonary Arterial Hypertension PBS Authority Application - Supporting Information form [www.medicareaustralia.gov.au] which
includes results from the 3 tests below, where available:

(i) RHC composite assessment; and

(ii)) ECHO composite assessment; and

(iif) 6MWT; and

(3) a signed patient acknowledgment form.

Where fewer than 3 tests (see requirement 2 above) are able to be performed on clinical grounds, a patient specific reason outlining why the
particular test/s could not be conducted must be provided with the authority application [see Note for test requirements].

The maximum quantity authorised will be limited to provide sufficient supply for 1 month of treatment, based on the dosage recommendations in
the TGA-approved Product Information. A maximum of 5 repeats may be requested. Where fewer than 5 repeats are requested at the time of
application, authority approvals for sufficient repeats to complete a maximum of 6 months of treatment may be requested by telephone by
contacting Medicare Australia on 1800 700 270 (hours of operation 8 a.m. to 5 p.m. EST Monday to Friday).

Authority required

Initial (change or re-commencement for all patients)

Application for initial PBS-subsidised treatment with sildenafil citrate of patients with one of the following:

(a) WHO Functional Class Il primary pulmonary hypertension or pulmonary arterial hypertension secondary to connective tissue disease who wish
to re-commence PBS-subsidised sildenafil citrate after a break in therapy and who have demonstrated a response to their most recent course of
PBS-subsidised treatment with sildenafil citrate; OR

(b) WHO Functional Class Il primary pulmonary hypertension or pulmonary arterial hypertension secondary to connective tissue disease and whose
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most recent course of PBS-subsidised treatment was with a PAH agent other than sildenafil citrate.
Applications for authorisation must be in writing and must include:
(1) a completed authority prescription form; and
(2) a completed Pulmonary Arterial Hypertension PBS Authority Application - Supporting Information form [www.medicareaustralia.gov.au] which
includes the results on which approval for the first application for PBS-subsidised PAH agent was granted; and
(3) the date of the first application for PBS-subsidised treatment with a PAH agent; and
(4) the results of the patient's response to treatment with their last course of PBS-subsidised PAH agent.
Where fewer than 3 tests (see requirement 2 above) are able to be performed on clinical grounds, a patient specific reason outlining why the
particular test/s could not be conducted must be provided with the authority application [see Note for test requirements].
The maximum quantity authorised will be limited to provide sufficient supply for 1 month of treatment, based on the dosage recommendations in
the TGA-approved Product Information. A maximum of 5 repeats may be requested. Where fewer than 5 repeats are requested at the time of
application, authority approvals for sufficient repeats to complete a maximum of 6 months of treatment may be requested by telephone by
contacting Medicare Australia on 1800 700 270 (hours of operation 8 a.m. to 5 p.m. EST Monday to Friday).
Authority required
Continuing treatment (all patients)
Continuing PBS-subsidised treatment with sildenafil citrate of patients who have received approval for initial PBS-subsidised treatment with
sildenafil citrate, and who have been assessed by a physician from a designated hospital to have achieved a response to their most recent course of
sildenafil citrate treatment [see Note for definition of response].
Applications for authorisation must be in writing and must include:
(1) a completed authority prescription form; and
(2) a completed Pulmonary Arterial Hypertension PBS Authority Application - Supporting Information form [www.medicareaustralia.gov.au] which
includes results from the 3 tests below, where available:
(i) RHC composite assessment; and
(ii)) ECHO composite assessment; and
(iiii) 6MWT.
The results of the same tests as conducted at baseline should be provided with each written continuing treatment application (i.e. every 6 months),
except for patients who were able to undergo all 3 tests at baseline, and whose subsequent ECHO and 6MWT results demonstrate disease stability
or improvement, in which case RHC can be omitted. In all other patients, where the same test(s) conducted at baseline cannot be performed for
assessment of response on clinical grounds, a patient specific reason why the test(s) could not be conducted must be provided with the application.
The maximum quantity authorised will be limited to provide sufficient supply for 1 month of treatment, based on the dosage recommendations in
the TGA-approved Product Information. A maximum of 5 repeats may be requested. Where fewer than 5 repeats are requested at the time of
application, authority approvals for sufficient repeats to complete a maximum of 6 months of treatment may be requested by telephone by
contacting Medicare Australia on 1800 700 270 (hours of operation 8 a.m. to 5 p.m. EST Monday to Friday).
9605M Tablet 20 mg (base) 90 . . 940.79 Revatio PF

TADALAFIL
Note

Any queries concerning the arrangements to prescribe tadalafil may be directed to Medicare Australia on 1800 700 270 (hours of operation 8 a.m. to
5 p.m. EST Monday to Friday).

Written applications for authority to prescribe PAH agents should be forwarded to:

Medicare Australia

Prior Written Approval of Specialised Drugs
Reply Paid 9826

GPO Box 9826

HOBART TAS 7001;

Note

The following information applies to the prescribing under the Pharmaceutical Benefits Scheme (PBS) of agents for primary pulmonary hypertension
and pulmonary arterial hypertension. Where the term PAH agents appears in the following notes and restrictions it refers to bosentan monohydrate,
iloprost trometamol, epoprostenol sodium, sildenafil citrate, ambrisentan and tadalafil.

Patients are eligible for PBS-subsidised treatment with only 1 of the above PAH agents at any 1 time. Eligible patients may only swap between PAH
agents if they have not failed prior PBS-subsidised treatment with that agent.

PAH agents are not PBS-subsidised for patients with pulmonary hypertension secondary to interstitial lung disease associated with connective tissue
disease, where the total lung capacity is less than 70% of that predicted.

The following provides some explanatory notes regarding the availability of PBS-subsidised treatment of patients with:
(a) bosentan monohydrate, of primary pulmonary hypertension or pulmonary arterial hypertension secondary to connective tissue disease, or
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pulmonary arterial hypertension associated with a congential systemic-to-pulmonary shunt (including Eisenmenger's physiology), in patients with
disease of WHO Functional Class Il or IV severity; AND

(b) iloprost trometamol, of:

— primary pulmonary hypertension, or pulmonary arterial hypertension secondary to connective tissue disease, in patients with disease of WHO
Functional Class Ill severity and who have failed to respond to prior PBS-subsidised treatment with an alternate PAH agent; AND

— primary pulmonary hypertension, or pulmonary arterial hypertension secondary to connective tissue disease, in patients with disease of WHO
Functional Class IV severity; AND

— drug-induced pulmonary arterial hypertension, in patients with disease of WHO Functional Class lll and IV severity; AND

(c) epoprostenol sodium, of:

— primary pulmonary hypertension, or pulmonary arterial hypertension secondary to connective tissue disease, in patients with disease of WHO
Functional Class Ill severity and who have failed to respond to prior PBS-subsidised treatment with an alternate PAH agent; AND

— primary pulmonary hypertension, or pulmonary arterial hypertension secondary to connective tissue disease, in patients with disease of WHO
Functional Class IV severity; AND

(d) sildenafil citrate, of primary pulmonary hypertension or pulmonary arterial hypertension secondary to connective tissue disease, in patients with
disease of WHO Functional Class Il severity; AND

(e) ambrisentan, of primary pulmonary hypertension or pulmonary arterial hypertension secondary to connective tissue disease, in patients with
disease of WHO Functional Class Il or IV severity; AND

(f) tadalafil, of primary pulmonary hypertension or pulmonary arterial hypertension secondary to connective tissue disease, in patients with disease
of WHO Functional Class Il severity.

From 1 April 2012, patients can access PAH agents through the PBS according to the relevant restrictions. Once these patients are approved initial
treatment with 1 of these 6 drugs, they may swap between PAH agents at any time without having to re-qualify for treatment with the alternate
agent. This means that patients may commence treatment with the alternate agent, subject to that agent's restriction, irrespective of the severity of
their disease at the time the application to swap therapy is submitted. It also means that no new baseline measurements will be necessary. (New
baselines may be submitted where the patient has failed to respond to their current treatment.)

1. Definition of primary pulmonary hypertension, drug-induced pulmonary arterial hypertension, pulmonary arterial hypertension secondary to
connective tissue disease, including scleroderma, or pulmonary arterial hypertension associated with a congenital systemic-to-pulmonary shunt
(including Eisenmenger's physiology).

Primary pulmonary hypertension, drug-induced pulmonary arterial hypertension, pulmonary arterial hypertension secondary to connective tissue
disease, including scleroderma, or pulmonary arterial hypertension associated with a congenital systemic-to-pulmonary shunt (including
Eisenmenger's physiology) are defined as follows:

(i) mean pulmonary artery pressure (mPAP) greater than 25 mmHg at rest and pulmonary capillary wedge pressure (PCWP) less than 18 mmHg; or
(i) mPAP greater than 30 mmHg with exercise and PCWP less than 18 mmHg; or

(iii) where a right heart catheter cannot be performed on clinical grounds, right ventricular systolic pressure (RVSP), assessed by echocardiography
(ECHO), greater than 40 mmHg, with normal left ventricular function.

2. Definition of WHO Functional Class Ill or IV disease severity.

(a) WHO Functional Class Ill disease severity is defined as follows:

Patients with pulmonary hypertension resulting in marked limitation of physical activity who are comfortable at rest and on ordinary physical
activity experience dyspnoea or fatigue, chest pain or near syncope.

(b) WHO Functional Class IV disease severity is defined as follows:

Patients with the inability to carry out any physical activity without symptoms. These patients manifest signs of right heart failure. Dyspnoea and/or
fatigue may even be present at rest. Discomfort is increased by any physical activity.

3. Designated hospitals.
Refer to the Medicare Australia website at www.medicareaustralia.gov.au for a list of designated hospitals.
4. Test requirements to establish baseline for initiation of treatment and response to treatment for continuation of treatment.

(a) Initiation of treatment.

The first written application for PBS-subsidised treatment with the first PAH agent should be accompanied by the results of a right heart catheter
(RHC) composite assessment, plus an echocardiograph (ECHO) composite assessment, plus a 6 minute walk test (6MWT) to establish the patient's
baseline measurements.

Where it is not possible to perform all 3 tests above on clinical grounds, the following list outlines the preferred test combination, in descending
order, for the purposes of initiation of PBS-subsidised treatment:

(1) RHC plus ECHO composite assessments;

(2) RHC composite assessment plus 6MWT;

(3) RHC composite assessment only.

In circumstances where a RHC cannot be performed on clinical grounds, applications may be submitted to Medicare Australia for consideration
based on the results of the following test combinations, which are listed in descending order of preference:

(1) ECHO composite assessment plus 6MWT;

(2) ECHO composite assessment only.
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Where fewer than 3 tests are able to be performed on clinical grounds, a patient specific reason outlining why the particular test/s could not be
conducted must be provided with the authority application.

(b) Continuation of treatment.

The following list outlines the preferred test combination, in descending order, for the purposes of continuation of PBS-subsidised treatment:
(1) RHC plus ECHO composite assessments plus 6MWT;

(2) RHC plus ECHO composite assessments;

(3) RHC composite assessment plus 6MWT;

(4) ECHO composite assessment plus 6MWT;

(5) RHC composite assessment only;

(6) ECHO composite assessment only.

The results of the same tests as conducted at baseline should be provided with each written continuing treatment application (i.e. every 6 months),
except for patients who were able to undergo all 3 tests at baseline, and whose subsequent ECHO and 6MWT results demonstrate disease stability
or improvement, in which case RHC can be omitted. In all other patients, where the same test(s) conducted at baseline cannot be performed for
assessment of response on clinical grounds, a patient specific reason why the test(s) could not be conducted must be provided with the application.
The test(s) results provided with the application for continuing treatment must be no more than 2 months old at the time of application.

Note
5. Definition of response to a PAH agent or prior vasodilator treatment.

For adult patients with 2 or more baseline tests, response to treatment is defined as 2 or more tests demonstrating stability or improvement of
disease, as assessed by a physician from a designated hospital.

For adult patients with a RHC composite assessment alone at baseline, response to treatment is defined as a RHC result demonstrating stability or
improvement of disease, as assessed by a physician from a designated hospital.

For adult patients with an ECHO composite assessment alone at baseline, response to treatment is defined as an ECHO result demonstrating stability
or improvement of disease, as assessed by a physician from a designated hospital.

For patients aged less than 18 years, response to treatment is defined as at least 1 of the baseline tests demonstrating stability or improvement of
disease, as assessed by a physician from a designated hospital.

6. Authority approval requirements.

(a) Initiation of PBS-subsidised treatment with a PAH agent, where the patient has not received prior PBS-subsidised treatment with that agent.
All applications for initial treatment must be made in writing, must include a completed authority prescription and must be submitted to Medicare
Australia for authorisation. The total duration of initial PBS-subsidised treatment that will be approved with this first written application is up to 6
months, based on the dosage recommendations in the TGA-approved Product Information.

Bosentan only:

Approvals for the first authority prescription will be limited to 1 month of therapy with the 62.5 mg strength tablet, with the quantity approved
based on the dosage recommendations in the Therapeutic Goods Administration (TGA)-approved Product Information. No repeats will be
authorised for this prescription. The second authority prescription may be written for either the 62.5 mg tablet or the 125 mg tablet strengths.
Where the 62.5 mg tablet strength is required, please contact Medicare Australia on 1800 700 270 (hours of operation 8 a.m. to 5 p.m. EST Monday
to Friday) for further advice. Approvals for the second authority prescription will be limited to 1 month of treatment, with the quantity approved
based on the dosage recommendations in the TGA-approved Product Information, and a maximum of 4 repeats. The approved second authority
prescription will be returned to the prescriber by Medicare Australia 2 weeks after the date of the approval of the first authority prescription, to
allow for the uninterrupted completion of the 6 month initial treatment course. Medicare Australia will contact prescribers prior to dispatch of the
second authority prescription to confirm the tablet strength required for the patient.

(b) Continuation of treatment.

Written applications for continuing treatment for patients who have demonstrated an adequate response to their current treatment must be
submitted to Medicare Australia for authorisation every 6 months. Approvals will be limited to provide sufficient supply for up to a maximum of 6
months of treatment, based on the dosage recommendations in the TGA-approved Product Information.

The assessment of the patient's response to the first and subsequent 6 month courses of treatment should be made following the preceding 5
months of treatment, in order to allow sufficient time for a response to be demonstrated. Applications for continuing treatment with a PAH agent
should be made prior to the completion of the 6 month treatment course to ensure continuity for those patients who respond to treatment, as
assessed by the treating physician.

(c) Swapping between PAH agents.

For eligible patients, applications to swap between these 6 drugs must be made under the relevant initial treatment restriction. Patients should be
assessed for response to the treatment they are ceasing at the time the application to swap therapy is being made. Patients who fail to demonstrate
a response or for whom no assessment results are submitted with the application to swap therapy may not re-commence PBS-subsidised treatment
with the drug they are ceasing.

It is important that patients are assessed for response to every course of treatment approved within the timeframes specified in the relevant
restriction, in order to maximise the choice of treatment.
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To avoid confusion, applications for patients who wish to swap to an alternate treatment should be accompanied by the previously approved
authority prescription, or remaining repeats, for the treatment the patient is ceasing.

(d) Cessation of treatment — bosentan patients only.
Patients who fail to demonstrate a response to PBS-subsidised bosentan monohydrate treatment at the time where an assessment is required must
cease PBS-subsidised bosentan monohydrate therapy.

For patients ceasing treatment, approval will only be granted to provide sufficient supply of the 62.5 mg tablet strength to allow gradual dose
reduction over a period of no more than 1 month duration. Prescribers should telephone Medicare Australia on 1800 700 270 (hours of operation
8 a.m. to 5 p.m. EST Monday to Friday) to receive authorisation for this final supply and to ensure no unintended break in treatment occurs.

7. Re-treatment with a PAH agent.
Patients who do not respond to treatment are not eligible to receive further PBS-subsidised treatment with that agent under any circumstances.
8. Further information.

A tabulated representation of the above information and the restriction can be obtained from the Medicare Australia website at
www.medicareaustralia.gov.au.

Authority required

Initial (new patients)

Application for initial PBS-subsidised treatment with tadalafil of patients who have not received prior PBS-subsidised treatment with a PAH agent
and who have been assessed by a physician from a designated hospital to have:

(@) WHO Functional Class Ill primary pulmonary hypertension and a mean right atrial pressure of 8 mmHg or less, as measured by RHC, or, where a
RHC cannot be performed on clinical grounds, right ventricular function as assessed by ECHO; OR

(b) WHO Functional Class Ill pulmonary arterial hypertension secondary to connective tissue disease and a mean right atrial pressure of 8 mmHg or
less, as measured by RHC, or, where a RHC cannot be performed on clinical grounds, right ventricular function as assessed by ECHO.

Patients must have failed to respond [see Note for definition of response] to 6 or more weeks of appropriate vasodilator treatment unless
intolerance or a contraindication to such treatment exists.

Applications for authorisation must be in writing and must include:

(1) a completed authority prescription form; and

(2) a completed Pulmonary Arterial Hypertension PBS Authority Application - Supporting Information form [www.medicareaustralia.gov.au] which
includes results from the 3 tests below, where available:

(i) RHC composite assessment; and

(ii) ECHO composite assessment; and

(iii) BMWT; and

(3) a signed patient acknowledgment form.

Details of prior vasodilator treatment, including the dose and duration of treatment, must be provided at the time of application. Where the patient
has an adverse event to a vasodilator or where vasodilator treatment is contraindicated, details on the nature of the adverse event or
contraindication according to the TGA-approved Product Information must also be provided with the application.

Where fewer than 3 tests (see requirement 2 above) are able to be performed on clinical grounds, a patient specific reason outlining why the
particular test/s could not be conducted must be provided with the authority application [see Note for test requirements].

The maximum quantity authorised will be limited to provide sufficient supply for 1 month of treatment, based on the dosage recommendations in
the TGA-approved Product Information. A maximum of 5 repeats may be requested. Where fewer than 5 repeats are requested at the time of
application, authority approvals for sufficient repeats to complete a maximum of 6 months of treatment may be requested by telephone by
contacting Medicare Australia on 1800 700 270 (hours of operation 8 a.m. to 5 p.m. EST Monday to Friday).

Authority required

Initial (new patients)

Application for initial PBS-subsidised treatment with tadalafil of patients who have not received prior PBS-subsidised treatment with a PAH agent
and who have been assessed by a physician from a designated hospital to have:

(a) WHO Functional Class Il primary pulmonary hypertension and a mean right atrial pressure greater than 8 mmHg, as measured by RHC, or, where
a RHC cannot be performed on clinical grounds, right ventricular function as assessed by ECHO; OR

(b) WHO Functional Class Ill pulmonary arterial hypertension secondary to connective tissue disease and a mean right atrial pressure greater than

8 mmHg, as measured by RHC, or, where a RHC cannot be performed on clinical grounds, right ventricular function as assessed by ECHO;

Applications for authorisation must be in writing and must include:

(1) a completed authority prescription form; and

(2) a completed Pulmonary Arterial Hypertension PBS Authority Application - Supporting Information form [www.medicareaustralia.gov.au] which
includes results from the 3 tests below, where available:

(i) RHC composite assessment; and

(ii) ECHO composite assessment; and
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(iii) 6MWT; and
(3) a signed patient acknowledgment form.
Where fewer than 3 tests (see requirement 2 above) are able to be performed on clinical grounds, a patient specific reason outlining why the
particular test/s could not be conducted must be provided with the authority application [see Note for test requirements].
The maximum quantity authorised will be limited to provide sufficient supply for 1 month of treatment, based on the dosage recommendations in
the TGA-approved Product Information. A maximum of 5 repeats may be requested. Where fewer than 5 repeats are requested at the time of
application, authority approvals for sufficient repeats to complete a maximum of 6 months of treatment may be requested by telephone by
contacting Medicare Australia on 1800 700 270 (hours of operation 8 a.m. to 5 p.m. EST Monday to Friday).
Authority required
Initial (change or re-commencement for all patients)
Application for initial treatment with tadalafil of patients with one of the following:
(a) WHO Functional Class Il primary pulmonary hypertension or pulmonary arterial hypertension secondary to connective tissue disease who wish
to re-commence PBS-subsidised tadalafil after a break in therapy and who have demonstrated a response to their most recent course of PBS-
subsidised treatment with tadalafil; OR
(b) WHO Functional Class Ill primary pulmonary hypertension or pulmonary arterial hypertension secondary to connective tissue disease and whose
most recent course of PBS-subsidised treatment was with a PAH agent other than tadalafil.
Applications for authorisation must be in writing and must include:
(1) a completed authority prescription form; and
(2) a completed Pulmonary Arterial Hypertension PBS Authority Application - Supporting Information form [www.medicareaustralia.gov.au] which
includes the results on which approval for the first application for PBS-subsidised PAH agent was granted; and
(3) the date of the first application for PBS-subsidised treatment with a PAH agent; and
(4) the results of the patient's response to treatment with their last course of PBS-subsidised PAH agent.
Where fewer than 3 tests (see requirement 2 above) are able to be performed on clinical grounds, a patient specific reason outlining why the
particular test/s could not be conducted must be provided with the authority application [see Note for test requirements].
The maximum quantity authorised will be limited to provide sufficient supply for 1 month of treatment, based on the dosage recommendations in
the TGA-approved Product Information. A maximum of 5 repeats may be requested. Where fewer than 5 repeats are requested at the time of
application, authority approvals for sufficient repeats to complete a maximum of 6 months of treatment may be requested by telephone by
contacting Medicare Australia on 1800 700 270 (hours of operation 8 a.m. to 5 p.m. EST Monday to Friday).
Authority required
Continuing treatment (all patients)
Continuing PBS-subsidised treatment with tadalafil of patients who have received approval for initial PBS-subsidised treatment with tadalafil, and
who have been assessed by a physician from a designated hospital to have achieved a response to their most recent course of tadalafil treatment
[see Note for definition of response].
Applications for authorisation must be in writing and must include:
(1) a completed authority prescription form; and
(2) a completed Pulmonary Arterial Hypertension PBS Authority Application - Supporting Information form [www.medicareaustralia.gov.au] which
includes results from the 3 tests below, where available:
(i) RHC composite assessment; and
(ii) ECHO composite assessment; and
(i) GBMWT.
The results of the same tests as conducted at baseline should be provided with each written continuing treatment application (i.e. every 6 months),
except for patients who were able to undergo all 3 tests at baseline, and whose subsequent ECHO and 6MWT results demonstrate disease stability
or improvement, in which case RHC can be omitted. In all other patients, where the same test(s) conducted at baseline cannot be performed for
assessment of response on clinical grounds, a patient specific reason why the test(s) could not be conducted must be provided with the application.
The maximum quantity authorised will be limited to provide sufficient supply for 1 month of treatment, based on the dosage recommendations in
the TGA-approved Product Information. A maximum of 5 repeats will be authorised. Where fewer than 5 repeats are initially requested under this
criterion, authority approvals for sufficient repeats to complete a maximum of 6 months of treatment may be requested by telephone by contacting
Medicare Australia on 1800 700 270 (hours of operation 8 a.m. to 5 p.m. EST Monday to Friday).
1304P Tablet 20 mg 56 . . 878.49 Adcirca LY

TOCILIZUMAB
Note

Any queries concerning the arrangements to prescribe tocilizumab may be directed to Medicare Australia on 1800 700 270 (hours of operation
8 a.m. to 5 p.m. EST Monday to Friday).

Further prescribing information (including Authority Application Forms) is available on the Medicare Australia website at
www.medicareaustralia.gov.au.
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Written applications for authority to prescribe tocilizumab should be forwarded to:

Medicare Australia

Prior Written Approval of Specialised Drugs
Reply Paid 9826

GPO Box 9826

HOBART TAS 7001;

Note
TREATMENT OF ADULT PATIENTS WITH SEVERE ACTIVE RHEUMATOID ARTHRITIS

The following information applies to the prescribing under the Pharmaceutical Benefits Scheme (PBS) of the biological disease modifying anti-
rheumatic drugs (0DMARDs) for adults with severe active rheumatoid arthritis. Where the term bDMARD appears in the following notes and
restrictions it refers to the tumour necrosis factor (TNF) alfa antagonists (adalimumab, certolizumab pegol, etanercept, golimumab, infliximab), the
chimeric anti-CD20 monoclonal antibody (rituximab), the interleukin-6 inhibitor (tocilizumab) and the T-cell co-stimulation modulator (abatacept).

Patients are eligible for PBS-subsidised treatment with only 1 of the above biological disease modifying anti-rheumatic drugs at any 1 time.

PBS-subsidised abatacept, golimumab, infliximab and rituximab must be used in combination with methotrexate at a dose of at least 7.5 mg weekly.
Where a patient cannot tolerate 7.5 mg of methotrexate weekly, they are eligible to receive PBS-subsidised adalimumab, certolizumab pegol,
etanercept and tocilizumab.

In order to be eligible to receive PBS-subsidised treatment with rituximab, a patient must have already failed to demonstrate a response to at least 1
course of treatment with a PBS-subsidised TNF-alfa antagonist.

A patient receiving PBS-subsidised bDMARD therapy may swap to an alternate bDMARD without having to experience a disease flare. Under these
interchangeability arrangements:

— a patient may continue to receive long-term treatment with a PBS-subsidised bDMARD while they continue to show a response to therapy,

— a patient cannot trial and fail, or cease to respond to, the same PBS-subsidised bDMARD more than once, and

— once a patient has either failed or ceased to respond to treatment 5 times, they will not be eligible to receive further PBS-subsidised bDMARDs
for the treatment of rheumatoid arthritis.

For patients who have failed PBS-subsidised treatment with 2 or 3 TNF-alfa antagonists prior to 1 August 2010 please contact Medicare Australia on
1800 700 270.

A patient whose most recent course of PBS-subsidised therapy was with rituximab and whose response to this treatment is sustained for more than
12 months, may apply for a further course of rituximab under the Continuing treatment restriction. A patient who has failed fewer than 5 bDMARDs
and who has a break in therapy of less than 24 months may commence a further course of treatment with a bDMARD without having to requalify
under the Initial 1 treatment restriction. A patient who has failed fewer than 5 bDMARDs and who has had a break in therapy of longer than 24
months must requalify for treatment under the Initial 1 treatment restriction.

The length of a treatment break is measured from the date the most recent treatment with PBS-subsidised bDMARD treatment is stopped to the
date of the new application for treatment with a bDMARD.

(1) How to prescribe PBS-subsidised bDMARD therapy after 1 August 2010.

(a) Initial treatment.

Applications for initial treatment should be made where:

(i) a patient has received no prior PBS-subsidised bDMARD treatment and wishes to commence such therapy, excluding rituximab (Initial 1); or

(i) a patient wishes to re-commence treatment with a bDMARD following a break in PBS-subsidised therapy of more than 24 months (Initial 1); or
(iii) a patient has received prior PBS-subsidised (initial or continuing) bDMARD therapy and wishes to trial an alternate agent (Initial 2) [further
details are under 'Swapping therapy' below]; or

(iv) a patient wishes to re-commence treatment with a specific bDMARD following a break of less than 24 months in PBS-subsidised therapy with
that agent (Initial 2).

Initial applications for new or re-commencing patients (Initial 1) must include a joint count and ESR and/or CRP measured at the completion of the 6
month intensive DMARD trial, but prior to ceasing DMARD therapy.

Initial treatment authorisations will be limited to provide a maximum of 16 weeks of therapy for abatacept, adalimumab, etanercept, golimumab
and tocilizumab, 18 to 20 weeks of therapy with certolizumab pegol (depending upon the dosing regimen), 22 weeks of therapy for infliximab and 2

infusions of rituximab.

A patient must be assessed for response to any course of initial PBS-subsidised treatment (excluding rituximab) following a minimum of 12 weeks of
therapy and this assessment must be submitted to Medicare Australia no later than 4 weeks from the date that course was ceased.

Rituximab patients must be assessed following a minimum of 12 weeks after the first infusion, and this assessment must be submitted to Medicare
Australia within 4 weeks.

Where a response assessment is not submitted to Medicare Australia within these timeframes, the patient will be deemed to have failed to respond



156

HIGHLY SPECIALISED DRUGS PROGRAM (Private Hospital)

Dispensed
Price for
Name, Restriction, Max. No. of Premium Max. Qty
Code Manner of Administration and Form Qty Rpts S S Brand Name and Manufacturer

to treatment with that bDMARD.

For second and subsequent courses of PBS-subsidised bDMARD (excluding rituximab) treatment it is recommended that a patient is reviewed in the
month prior to completing their current course of treatment and that an application is submitted to Medicare Australia no later than 2 weeks prior
to the patient completing their current treatment course.

Abatacept patients:

Patients are eligible to receive one I.V. loading dose when commencing treatment with the subcutaneous formulation. For these patients two
prescriptions are required, the first prescription for the I.V. loading dose for sufficient vials for one dose based on the patient's weight with no
repeats. The second prescription for the pre-filled syringes, with a maximum quantity of 4 and up to 3 repeats, must be submitted with the initial
application.

Rituximab patients:
A further application may be submitted to Medicare Australia 24 weeks after the first infusion. New baselines may be submitted with this
application if appropriate.

(b) Continuing treatment.

Following the completion of an initial treatment course with a specific bLDMARD (excluding rituximab), a patient may qualify to receive up to 24
weeks of continuing treatment with that drug providing they have demonstrated an adequate response to treatment. The patient remains eligible to
receive continuing bDMARD treatment with the same drug in courses of up to 24 weeks providing they continue to sustain the response.

It is recommended that a patient be reviewed in the month prior to completing their current course of treatment to ensure uninterrupted bDMARD
supply.

Assessments of response to a course of PBS-subsidised therapy must be submitted to Medicare Australia no later than 4 weeks from the date that
course was ceased.

Rituximab patients:

A patient may qualify to receive a further course of treatment (every 24 weeks) with this agent providing they have demonstrated an adequate
response to treatment following a minimum of 12 weeks after the first infusion of their most recent treatment with rituximab. The patient remains
eligible to receive a course of rituximab every 24 weeks providing they continue to demonstrate a response as specified in the restriction.

Where a response assessment is not submitted to Medicare Australia within these timeframes, the patient will be deemed to have failed to respond
to treatment with that bDMARD.

(2) Swapping therapy.

Once initial treatment with the first PBS-subsidised bDMARD is approved, a patient may swap to an alternate bDMARD without having to requalify
with respect to the indices of disease severity (i.e. the erythrocyte sedimentation rate (ESR), the C-reactive protein (CRP) levels and the joint count)
or the prior non-bDMARD therapy requirements, except if the patient has had a break in therapy of more than 24 months. However the
requirement for concomitant treatment with methotrexate, where it applies, must be met for each bDMARD trialled.

Patients who are not able to complete a minimum of 12 weeks of an initial treatment course will be deemed to have failed treatment with that
agent.

A patient may trial an alternate bDMARD at any time, regardless of whether they are receiving therapy (initial or continuing) with a bDMARD at the
time of the application. However, they cannot swap to a particular bDMARD if they have failed to respond to prior treatment with that drug.

Abatacept patients:
Patients swapping from I.V. abatacept to subcutaneous abatacept will not be eligible for an I.V. loading dose when commencing treatment with the
subcutaneous formulation.

In order to trial rituximab, a patient must have trialled and failed to demonstrate a response to at least 1 PBS-subsidised TNF-alfa antagonist
treatment.

To ensure a patient receives the maximum treatment opportunities allowed under the interchangeability arrangements, it is important that they are
assessed for response to every course of treatment approved, within the timeframes specified in the relevant restriction.

PBS subsidy does not allow for patients to receive treatment with another PBS-subsidised biological agent during the required treatment-free period
applying to patients who have demonstrated a response to their most recent course of rituximab. This means that patients who have demonstrated
a response to a course of rituximab must have a PBS-subsidised biological therapy treatment-free period of at least 22 weeks, immediately following
the second infusion, before swapping to an alternate bDMARD. Patients who fail to respond to rituximab and who qualify and wish to trial a course
of an alternate bDMARD may do so without having to have any treatment-free period.

To avoid confusion, an application for a patient who wishes to swap to an alternate bDMARD should be accompanied by the approved authority
prescription or remaining repeats for the bDMARD the patient is ceasing.
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Note
(3) Baseline measurements to determine response.

Medicare Australia will determine whether a response to treatment has been demonstrated based on the baseline measurements of the joint count,
ESR and/or CRP submitted with the first authority application for a bDMARD. However, prescribers may provide new baseline measurements any
time that an initial treatment authority application is submitted and Medicare Australia will assess response according to these revised baseline
measurements.

To ensure consistency in determining response, the same indices of disease severity used to establish baseline at the commencement of treatment
with each initial treatment application must be provided for all subsequent continuing treatment applications. Therefore, where only an ESR or CRP
level is provided at baseline, an ESR or CRP level respectively must be provided to determine response. Similarly, where the baseline active joint
count is based on total active joints (i.e. more than 20 active joints), response will be determined according to the reduction in the total number of
active joints. Where the baseline is determined on total number of major joints, the response must be demonstrated on the total number of major
joints.

Except as specified under the Initial 1 treatment restriction, a baseline joint count and ESR and/or CRP should be performed whilst the patient is still
on treatment or within 1 month of ceasing prior treatment. Applications under the Initial 1 treatment restriction for new or re-commencing patients
must include a joint count and ESR and/or CRP measured at the completion of the 6 month intensive DMARD trial, but prior to ceasing DMARD
therapy.

Authority required
Initial 1 (new patient or patient re-commencing after a break of more than 24 months)

Initial PBS-subsidised treatment with tocilizumab, by a rheumatologist or clinical immunologist with expertise in the management of rheumatoid
arthritis, of adults who:

(a) have severe active rheumatoid arthritis; and

(b) have received no PBS-subsidised treatment with a bDMARD for this condition in the previous 24 months; and

(c) have failed, in the 24 months immediately prior to the date of application, to achieve an adequate response to at least 6 months of intensive
treatment with disease modifying anti-rheumatic drugs (DMARDs), which must include at least 3 months continuous treatment with each of at least
2 DMARDs, one of which must be methotrexate at a dose of at least 20 mg weekly and one of which must be:

— hydroxychloroquine at a dose of at least 200 mg daily; or

— leflunomide at a dose of at least 10 mg daily; or

— sulfasalazine at a dose of at least 2 g daily.

If methotrexate is contraindicated according to the TGA-approved product information or cannot be tolerated at a 20 mg weekly dose, then the 6
months of intensive DMARD treatment must include at least 3 months continuous treatment with each of at least 2 of the DMARDs:

— hydroxychloroquine at a dose of at least 200 mg daily; and/or

— leflunomide at a dose of at least 10 mg daily; and/or

— sulfasalazine at a dose of at least 2 g daily.

The application must include details of the contraindication or intolerance to methotrexate. Details of the toxicities, including severity, which will be
accepted for the purposes of exempting a patient from the requirement to undertake a minimum 3 month trial of methotrexate at a 20 mg weekly
dose can be found on the Medicare Australia website [www.medicareaustralia.gov.au]. The maximum tolerated dose of methotrexate must be
documented in the application, if applicable.

If 3 or more of methotrexate, hydroxychloroquine, leflunomide and sulfasalazine are contraindicated according to the relevant TGA-approved
product information or cannot be tolerated at the doses specified above, then one or more of the following DMARDs may be used in place of these
agents in order to satisfy the requirement for a trial of 6 months of intensive DMARD therapy with at least 2 DMARDs taken continuously for at least
3 months each:

— azathioprine at a dose of at least 1 mg/kg per day; and/or

— cyclosporin at a dose of at least 2 mg/kg/day; and/or

— sodium aurothiomalate at a dose of 50 mg weekly.

The application must include details of the DMARDs trialled, their doses and duration of treatment, and all relevant contraindications and/or
intolerances. Details of the toxicities, including severity, which will be accepted as a reason for substituting azathioprine, cyclosporin or sodium
aurothiomalate for another DMARD as part of the 6 month intensive DMARD trial can be found on the Medicare Australia website
[www.medicareaustralia.gov.au].

The requirement to trial at least 2 DMARDs for periods of at least 3 months each can be met using single agents sequentially or by using one or more
combinations of DMARDs.

If the requirement to trial 6 months of intensive DMARD therapy with at least 2 DMARDs cannot be met because of contraindications and/or
intolerances of a severity necessitating permanent treatment withdrawal to all of the DMARDs specified above, details of the contraindication or
intolerance and dose for each DMARD must be provided in the authority application. Details of the toxicities, including severity, which will be
accepted for the purposes of exempting a patient from the requirement for a 6 month trial of intensive DMARD therapy can be found on the
Medicare Australia website [www.medicareaustralia.gov.au].

The following criteria indicate failure to achieve an adequate response and must be demonstrated in all patients at the time of the initial application:
an elevated erythrocyte sedimentation rate (ESR) greater than 25 mm per hour or a C-reactive protein (CRP) level greater than 15 mg per L;
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AND either

(i) a total active joint count of at least 20 active (swollen and tender) joints; or

(i) at least 4 active joints from the following list of major joints:

— elbow, wrist, knee and/or ankle (assessed as swollen and tender); and/or

— shoulder and/or hip (assessed as pain in passive movement and restriction of passive movement, where pain and limitation of movement are due
to active disease and not irreversible damage such as joint destruction or bony overgrowth).

The joint count and ESR and/or CRP must be determined at the completion of the 6 month intensive DMARD trial, but prior to ceasing DMARD
therapy. All measures must be no more than one month old at the time of initial application.

If the above requirement to demonstrate an elevated ESR or CRP cannot be met, the application must state the reason this criterion cannot be
satisfied.

Where the baseline active joint count is based on total active joints (i.e. more than 20 active joints), response will be determined according to the
reduction in the total number of active joints. Where the baseline is determined on total number of major joints, the response must be
demonstrated on the total number of major joints. If only an ESR or CRP level is provided with the initial application, the same marker will be used to
determine response.

The authority application must be made in writing and must include:

(1) a completed authority prescription form(s); and

(2) a completed Rheumatoid Arthritis PBS Authority Application - Supporting Information Form [may be downloaded from the Medicare Australia
website (www.medicareaustralia.gov.au)]; and

(3) a signed patient acknowledgement.

A maximum of 16 weeks of treatment will be authorised under this restriction.

At the time of the authority application, medical practitioners should request the appropriate quantity of vials of appropriate strength, based on the
weight of the patient, to provide sufficient for a single infusion at a dose of 8 mg per kg. A separate authority prescription form must be completed
for each strength requested.

Up to a maximum of 3 repeats of each strength may be authorised.

Where fewer than 3 repeats are requested at the time of the initial application, authority approvals for sufficient repeats to complete a maximum of
16 weeks of treatment may be requested by telephone by contacting Medicare Australia on 1800 700 270 (hours of operation 8 a.m. to 5 p.m. EST
Monday to Friday).

Assessment of a patient's response to an initial course of treatment must be made after at least 12 weeks of treatment so that there is adequate
time for a response to be demonstrated. This assessment, which will be used to determine eligibility for continuing treatment, must be submitted to
Medicare Australia no later than 1 month from the date of completion of this initial course of treatment. Where a response assessment is not
undertaken and submitted to Medicare Australia within these timeframes, the patient will be deemed to have failed to respond to treatment with
tocilizumab.

Patients who fail to demonstrate a response to treatment with tocilizumab under this restriction will not be eligible to receive further PBS-
subsidised treatment with this drug for this condition.

Authority required
Initial 2 (change or re-commencement after break of less than 24 months)

Initial course of PBS-subsidised treatment with tocilizumab, by a rheumatologist or clinical immunologist with expertise in the management of
rheumatoid arthritis, of adults who:

(a) have a documented history of severe active rheumatoid arthritis; and

(b) have received prior PBS-subsidised bDMARD treatment for this condition and are eligible to receive further bDMARD therapy.

The authority application must be made in writing and must include:

(1) a completed authority prescription form(s); and

(2) a completed Rheumatoid Arthritis PBS Authority Application - Supporting Information Form [may be downloaded from the Medicare Australia
website (www.medicareaustralia.gov.au)].

Applications for patients who have received PBS-subsidised treatment with tocilizumab and who wish to re-commence therapy with this drug, must
be accompanied by evidence of a response to the patient's most recent course of PBS-subsidised tocilizumab treatment, within the timeframes
specified below.

A maximum of 16 weeks of treatment will be authorised under this restriction.
At the time of the authority application, medical practitioners should request the appropriate quantity of vials of appropriate strength, based on the
weight of the patient, to provide sufficient for a single infusion at a dose of 8 mg per kg. A separate authority prescription form must be completed

for each strength requested. Up to a maximum of 3 repeats of each strength may be authorised.

Where fewer than 3 repeats are requested at the time of the initial application, authority approvals for sufficient repeats to complete a maximum of
16 weeks of treatment may be requested by telephone by contacting Medicare Australia on 1800 700 270 (hours of operation 8 a.m. to 5 p.m. EST
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Monday to Friday).
Where the most recent course of PBS-subsidised tocilizumab treatment was approved under either of the initial 1 or 2 treatment restrictions,
patients must have been assessed for response following a minimum of 12 weeks of therapy. This assessment must be provided to Medicare
Australia no later than 4 weeks from the date that course was ceased.
Where the most recent course of PBS-subsidised tocilizumab treatment was approved under the continuing treatment criteria, patients must have
been assessed for response, and the assessment must be submitted to Medicare Australia no later than 4 weeks from the date that course was
ceased.
Patients who fail to demonstrate a response to treatment with tocilizumab under this restriction will not be eligible to receive further PBS-
subsidised treatment with this drug for this condition.
Authority required
Continuing treatment
Continuing PBS-subsidised treatment with tocilizumab, by a rheumatologist or clinical immunologist with expertise in the management of
rheumatoid arthritis, of adults:
(a) who have a documented history of severe active rheumatoid arthritis; and
(b) who have demonstrated an adequate response to treatment with tocilizumab; and
(c) whose most recent course of PBS-subsidised bDMARD treatment was with tocilizumab.
An adequate response to treatment is defined as:
an ESR no greater than 25 mm per hour or a CRP level no greater than 15 mg per L or either marker reduced by at least 20% from baseline;
AND either of the following:
(i) a reduction in the total active (swollen and tender) joint count by at least 50% from baseline, where baseline is at least 20 active joints; or
(ii) a reduction in the number of the following major active joints, from at least 4, by at least 50%:
— elbow, wrist, knee and/or ankle (assessed as swollen and tender); and/or
— shoulder and/or hip (assessed as pain in passive movement and restriction of passive movement, where pain and limitation of movement are due
to active disease and not irreversible damage such as joint destruction or bony overgrowth).
The authority application must be made in writing and must include:
(1) a completed authority prescription form(s); and
(2) a completed Rheumatoid Arthritis PBS Authority Application - Supporting Information Form [may be downloaded from the Medicare Australia
website (www.medicareaustralia.gov.au)].
A maximum of 24 weeks of treatment will be approved under this restriction.
At the time of the authority application, medical practitioners should request the appropriate quantity of vials of appropriate strength, based on the
weight of the patient, to provide sufficient for a single infusion at a dose of 8 mg per kg. A separate authority prescription form must be completed
for each strength requested. Up to a maximum of 5 repeats of each strength may be authorised.
Where fewer than 5 repeats are requested at the time of the application, authority approvals for sufficient repeats to complete a maximum of 24
weeks of treatment may be requested by telephone by contacting Medicare Australia on 1800 700 270 (hours of operation 8 a.m. to 5 p.m. EST
Monday to Friday).
All applications for continuing treatment with tocilizumab must include a measurement of response to the prior course of therapy. This assessment
must be provided to Medicare Australia no later than 4 weeks from the cessation of that treatment course. If the application is the first application
for continuing treatment with tocilizumab, it must be accompanied by an assessment of response to a minimum of 12 weeks of treatment with an
initial treatment course.
Patients who fail to demonstrate a response to treatment with tocilizumab under this restriction will not be eligible to receive further PBS-
subsidised treatment with this drug for this condition.
Note
Special Pricing Arrangements apply.
9671B Concentrate for injection 80 mg in 4 mL 1 . . 200.78 Actemra RO
9672C Concentrate for injection 200 mg in 10 mL 1 . . 492.31 Actemra RO
9673D Concentrate for injection 400 mg in 20 mL 1 . . 978.20 Actemra RO
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BOTULINUM TOXIN TYPE A PURIFIED NEUROTOXIN COMPLEX
Note
Arrangements to prescribe this item should be made by medical practitioners with Medicare Australia, contact telephone number 1800 700 270.
Criteria for availability
Treatment of blepharospasm or hemifacial spasm in a patient 12 years or older;
Treatment of dynamic equinus foot deformity due to spasticity in an ambulant paediatric cerebral palsy patient aged from 2 to 17 years inclusive;
Continuing PBS-subsidised treatment of dynamic equinus foot deformity due to spasticity in an ambulant cerebral palsy patient 18 years of age or
older who was commenced on PBS-subsidised treatment with botulinum toxin type A purified neurotoxin complex as a paediatric patient;
Treatment of spasmodic torticollis, either as monotherapy or as adjunctive therapy to current standard care.
Criteria for availability
Treatment of moderate to severe spasticity of the upper limb in a cerebral palsy patient aged from 2 to 17 years inclusive;
Continuing PBS-subsidised treatment of moderate to severe spasticity of the upper limb in a cerebral palsy patient 18 years of age or older who was
commenced on PBS-subsidised treatment with botulinum toxin type A purified neurotoxin complex as a paediatric patient.
Note
Contact Medicare Australia before commencing PBS-subsidised treatment in cerebral palsy patients who have been treated for moderate to severe
spasticity of the upper limb with non-PBS-subsidised botulinum toxin prior to the age of 18.
Criteria for availability
Treatment of moderate to severe spasticity [defined as MAS greater than or equal to 3 using modified Ashworth scale] of the upper limb in adults
following a stroke, as second line therapy when standard management has failed (e.g. physiotherapy and/or oral spasticity agents) or as an adjunct
to physical therapy.
Maximum number of treatments to be authorised is 4 (total Botox and Dysport) per upper limb per lifetime. Treatment should not be initiated until
3 months post-stroke in patients who do not have established severe contracture. Treatment should be discontinued if the patient does not respond
(decrease of MAS greater than 1 in at least one joint) after two treatments.
The date of the stroke must be provided.
Contraindications to treatment include established severe contracture and known sensitivity to botulinum toxin.
Criteria for availability
Treatment of severe primary axillary hyperhidrosis in a patient 12 years or older who has failed or is intolerant to topical aluminium chloride
hexahydrate after one to two months of treatment.
Maximum number of treatments per year is 3, with no less than 4 months to elapse between treatments.
Note
The units used to express the potency of botulinum toxin preparations currently available for PBS subsidy are not equivalent.
6103F Lyophilised powder for injection 100 units 1 415.50 Botox AG
CLOSTRIDIUM BOTULINUM TYPE A TOXIN—HAEMAGGLUTININ COMPLEX
Note
Arrangements to prescribe this item should be made by medical practitioners with Medicare Australia, contact telephone number 1800 700 270.
Criteria for availability
Treatment of dynamic equinus foot deformity due to spasticity in an ambulant paediatric cerebral palsy patient aged from 2 to 17 years inclusive;
Continuing PBS-subsidised treatment of dynamic equinus foot deformity due to spasticity in an ambulant cerebral palsy patient 18 years of age or
older who was commenced on PBS-subsidised treatment with clostridium botulinum type A toxin-haemagglutinin complex as a paediatric patient;
Treatment of spasmodic torticollis, either as monotherapy or as adjunctive therapy to current standard care;
Treatment of blepharospasm or hemifacial spasm in an adult.
Criteria for availability
Treatment of moderate to severe spasticity [defined as MAS greater than or equal to 3 using modified Ashworth scale] of the upper limb in adults
following a stroke, as second line therapy when standard management has failed (e.g. physiotherapy and/or oral spasticity agents) or as an adjunct
to physical therapy.
Maximum number of treatments to be authorised is 4 (total Botox and Dysport) per upper limb per lifetime. Treatment should not be initiated until
3 months post-stroke in patients who do not have established severe contracture. Treatment should be discontinued if the patient does not respond
(decrease of MAS greater than 1 in at least one joint) after two treatments.
The date of the stroke must be provided.
Contraindications to treatment include established severe contracture and known sensitivity to botulinum toxin.
Note
The units used to express the potency of botulinum toxin preparations currently available for PBS subsidy are not equivalent.
1152P Lyophilised powder for .M. injection 300 units 1 361.52 Dysport IS
6293F Lyophilised powder for .M. injection 500 units 1 644.81 Dysport IS
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