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An addendum to this Public Summary Document has been included at the end of the
document.

6.11 EPLERENONE,
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Tablet 25 mg,
Tablet 50 mg,
Inspra®

Viatris Pty Ltd

Purpose of Submission

The Category 3 submission requested amendments to the current PBS restriction for
eplerenone (Inspra®) to align with clinical guidelines for the management of heart
failure. The current PBS restriction restricts subsidy of eplerenone to:

be prescribed for heart failure with a left ventricular ejection fraction (LVEF) of 40% or
less;

be prescribed when heart failure is diagnosed within 3 to 14 days following an acute
myocardial infarction; and

(1) treatment must be commenced within 14 days of an acute myocardial infarction.

The submission noted that the current Australian and European guidelines for heart
failure recommended a mineralocorticoid receptor antagonist (MRA) in all patients
with heart failure with reduced ejection fraction (HFrEF) associated with a moderate
or severe reduction in LVEF (less than or equal to 40%) unless contraindicated or not
tolerated, to decrease mortality and decrease hospitalisation for heart failure. This
recommendation was taken from the Guidelines for the prevention, detection and
management of heart failure in Australia 2018 and the 2021 European Society of
Cardiology (ESC) Guidelines for the diagnosis and treatment of acute and chronic heart
failure respectively.

The submission therefore proposed expansion of the current listing:
Patient must be symptomatic with NYHA classes Il, Il or IV, AND
Patient must have a documented LVEF of less than or equal to 40%, AND

Patient must receive concomitant optimal standard chronic heart failure treatment,
which must include a beta-blocker, unless at least one of the following is present in
relation to the beta-blocker: (i) a contraindication listed in the Product Information,
(i) an existing/expected intolerance, (iii) local treatment guidelines recommend
initiation of this drug product prior to a beta-blocker, AND

(1) Patient must have been stabilised on an angiotensin-converting enzyme (ACE)
inhibitor at the time of initiation with this drug, unless such treatment is
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contraindicated according to the TGA-approved Product Information or cannot be
tolerated; OR Patient must have been stabilised on an angiotensin Il antagonist at
the time of initiation with this drug, unless such treatment is contraindicated
according to the TGA-approved Product Information or cannot be tolerated.

In 2023, the PBAC Executive recommended that a utilisation review of HF medicines
be undertaken, including switching between medicines, combination treatment and
add-on therapy. The Executive also advised a literature review of the comparative
effectiveness of PBS listed medicines for HF may improve understanding of
effectiveness and the place of each medicine in the treatment algorithm. The PBAC
considered this utilisation analysis at its September 2024 meeting.

The utilisation report stated that many patients with HF are older and have a number
of chronic conditions (e.g. renal impairment, hypotension) which may result in
prescribers choosing a stepwise approach to management (rather than initiation of
qguadruple therapy as per the Australian Medicines Handbook and the Australian Heart
Foundation) and lower maximal doses of medications, to balance benefit with the
competing risk of exacerbating other conditions. PBS restrictions for many HF
medicines (e.g. ARNI, HCN, eplerenone) predated the evolving treatment paradigm
for HF and, in some cases, preclude initiation with quadruple therapy or require a
stepwise approach if an adequate clinical response has not been seen. Additionally,
current guidelines support quadruple therapy for patients with New York Heart
Association (NYHA) Class | HF, whereas PBS restrictions frequently stipulate NYHA
Class Il or higher (as based on the clinical evidence at the time of listing on the PBS).

For these reasons, and to be consistent with PBS restrictions, the report considered
“standard of care” for HFrEF to be dual therapy with a renin-angiotensin system
inhibitor and HF specific beta blocker (BB), with or without an MRA, and with or
without a sodium glucose co-transporter 2 inhibitors (SGLT2is) indicated for HF
(i.e. dapagliflozin and empagliflozin).

The submission stated that this analysis/report and the PBAC’s consideration of it also
formed the rationale for this submission:

e “The PBAC advised it would consider stakeholder input on revising PBS restrictions
for HF medicines to align with clinical guidelines in the context of a future PMR.
The PBAC was cognisant that the discordance between PBS restrictions and clinical
treatment guidelines is likely to reflect clinical scenarios in which HF treatments
have not been demonstrated to be cost-effective.” (Web Outcomes, September
2024 PBAC Meeting).

Background

Registration status

2.1

Eplerenone was TGA registered on 22 June 2005:
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e To reduce the risk of cardiovascular death in combination with standard therapy
in patients who have evidence of heart failure and left ventricular impairment
within 3-14 days of an acute myocardial infarction; and

An extension of the indication for Eplerenone was approved on 30 October 2014:

e To reduce the risk of cardiovascular mortality and morbidity in adult patients with
NYHA class Il (chronic) heart failure and left ventricular systolic dysfunction (LVEF
less than or equal to 30% or LVEF less than or equal to 35% in addition to QRS
duration of greater than 130 msec), in addition to standard optimal therapy.

Previous PBAC consideration

2.2 Inspra® was previously considered by the PBAC at its July 2005 meeting. The PBAC
recommended listing based on acceptable cost-effectiveness compared with placebo
(or standard medical management) where eplerenone treatment is commenced in
eligible patients within three to fourteen days of the acute myocardial infarction
(eplerenone, Public Summary Document (PSD), July 2005 PBAC meeting).

2.3 No other eplerenone submissions have been considered by the PBAC to date. A major
submission was made to the March 2013 PBAC meeting, by Pfizer Pty Limited, seeking
to extend the current Authority Required (STREAMLINED) listing to include treatment
of New York Heart Association (NYHA) class Il (chronic) heart failure with left
ventricular systolic dysfunction (LVEF) in addition to standard optimal therapy. (PBAC
Web Agenda, March 2013). The submission was not considered by the PBAC, hence
no outcomes were published.

3 Requested listing

3.1 The submission requested several amendments to the existing listing.

3.2 The following tables represent the current PBS listing.

MEDICINAL PRODUCT PBS | Max. | Max. | v, o :
L item qty qty Available brands
medicinal product pack ; Rpts
code packs units
EPLERENONE
APO-Eplerenone
eplerenone 25 mg tablet, 30 8879H | 1 30 5 E}ilerER
Inspra
APO-Eplerenone
eplerenone 50mg tablet, 30 8880) | 1 30 5 E}iEER
Inspra
Restriction Summary: 16564 / Treatment of Concept: 4937
Category / Program: GENERAL - General Schedule (Code GE)
Prescriber type: DXIMedical Practitioners >X]Nurse practitioners
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Concept ID
(forinternal | Restriction type: D<]Authority Required (Streamlined)
Dept. use)
Treatment Phase: Nil
Indication: Heart failure with a left ventricular ejection fraction of 40% or less
Clinical criteria:
The condition must occur within 3 to 14 days following an acute myocardial infarction,
AND
Clinical criteria:
The treatment must be commenced within 14 days of an acute myocardial infarction
Caution: Serum electrolytes should be checked regularly
Prescribing Instructions: The date of the acute myocardial infarction and the date of initiation of
treatment with this drug must be documented in the patient's medical records when PBS-subsidised
treatment is initiated
MEDICINAL PRODUCT PBS | Max. | Max. | v, .
medicinal product pack item aty qt_y Rpts Available brands
code packs units
EPLERENONE
APO-Eplerenone
eplerenone 25 mg tablet, 30 13590G 2 60 5 ESPLER
Inpler
Inspra
APO-Eplerenone
eplerenone 50 mg tablet, 30 13379E | 2 60 5 E]if;LrER
Inspra

Restriction Summary: 16565 / Treatment of Concept: 14266

Concept ID
(for internal
Dept. use)

Category / Program: GENERAL - General Schedule (Code GE)

Prescriber type: [XIMedical Practitioners [XINurse practitioners

Restriction type: D<]Authority Required (Streamlined)

Treatment Phase: Nil

Indication: Heart failure with a left ventricular ejection fraction of 40% or less

Clinical criteria:

The condition must be stable for the prescriber to consider the listed maximum quantity of this medicine
suitable for this patient

Clinical criteria:

The condition must occur within 3 to 14 days following an acute myocardial infarction,

AND

Clinical criteria:

The treatment must be commenced within 14 days of an acute myocardial infarction

Caution: Serum electrolytes should be checked regularly

Prescribing Instructions: The date of the acute myocardial infarction and the date of initiation of
treatment with this drug must be documented in the patient's medical records when PBS-subsidised
treatment is initiated
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33 The following tables represent the sponsor’s proposed listing. Suggested additions
from the Secretariat are in italics and deletions are in strikethrough.

MEDICINAL PRODUCT PBS | Max. | Max. | v, .
L item qty qty Available brands
medicinal product pack : Rpts
code packs units

EPLERENONE

APO-Eplerenone
eplerenone 25 mg tablet, 30 8879H | 1 30 5 E]f)IF;ER

Inspra

APO-Eplerenone
eplerenone 50mg tablet, 30 8880) | 1 30 5 E]if;LrER

Inspra

Restriction Summary: 16564 / Treatment of Concept: 4937
ConceptID | Category / Program: GENERAL - General Schedule (Code GE)

(forinternal | Prescriber type: [X]Medical Practitioners [X]Nurse practitioners
Dept. use)

Restriction type: D<]Authority Required (Streamlined)

Treatment Phase: Nil
Indication: Chronic Heart Failure
Clinical criteria:

Patient must be both: (i) within 3 to 14 days following an acute myocardial infarction (i) commenced
treatment within 14 days of acute myocardial infarction; OR

Patient must be symptomatic with NYHA classes I, oV

AND

Clinical criteria:

Patient must have a documented left ventricular ejection fraction (LVEF) of less than or equal to 40%
AND

Clinical criteria:

Patient must receive concomitant optimal standard chronic heart failure treatment, which must include a
beta-blocker, unless at least one of the following is present in relation to the beta-blocker: (i) a
contraindication listed in the Product Information, (ii) an existing/expected intolerance, (iii) local treatment
guidelines recommend initiation of this drug product prior to a beta-blocker

AND

Clinical criteria:

Patient must have been stabilised on an ACE inhibitor at the time of initiation with this drug, unless such
treatment is contraindicated according to the TGA-approved Product Information or cannot be tolerated;
OR

Patient must have been stabilised on an angiotensin Il antagonist at the time of initiation with this drug,
unless such treatment is contraindicated according to the TGA-approved Product Information or cannot
be tolerated

AND

Clinical criteria:

The treatment must not be co-administered with an ACE inhibitor or an angiotensin Il antagonist
Caution: Serum electrolytes should be checked regularly
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Prescribing Instructions: The date of the acute myocardial infarction and the date of initiation of
treatment with this drug must be documented in the patient's medical records when PBS-subsidised
treatment is initiated

MEDICINAL PRODUCT PBS | Max. | Max. |\ .
L item qty qty Available brands
medicinal product pack : Rpts
code packs units
EPLERENONE
APO-Eplerenone
eplerenone 25 mg tablet, 30 13590G 2 60 5 ESPLER
Inpler
Inspra
APO-Eplerenone
eplerenone 50 mg tablet, 30 13379E | 2 60 5 E]if;LrER
Inspra

Restriction Summary: 16565 / Treatment of Concept: 14266

Concept ID
(for internal
Dept. use)

Category / Program: GENERAL - General Schedule (Code GE)

Prescriber type: DXIMedical Practitioners X]Nurse practitioners

Restriction type: DAuthority Required (Streamlined)

Treatment Phase: Nil

Indication: Chronic Heart Failure

Clinical criteria:

Patient must be both: (i) within 3 to 14 days following an acute myocardial infarction (ii) commenced
treatment within 14 days of acute myocardial infarction; OR

Patient must be symptomatic with NYHA classes II, eV

AND

Clinical criteria:

Patient must have a documented left ventricular ejection fraction (LVEF) of less than or equal to 40%

AND

Clinical criteria:

Patient must receive concomitant optimal standard chronic heart failure treatment, which must include a
beta-blocker, unless at least one of the following is present in relation to the beta-blocker: (i) a
contraindication listed in the Product Information, (i) an existing/expected intolerance, (iii) local treatment
guidelines recommend initiation of this drug product prior to a beta-blocker AND

AND

Clinical criteria:

Patient must have been stabilised on an ACE inhibitor at the time of initiation with this drug, unless such
treatment is contraindicated according to the TGA-approved Product Information or cannot be tolerated;
OR

Patient must have been stabilised on an angiotensin Il antagonist at the time of initiation with this drug,
unless such treatment is contraindicated according to the TGA-approved Product Information or cannot
be tolerated

AND

Clinical criteria:

The treatment must not be co-administered with an ACE inhibitor or an angiotensin Il antagonist

Caution: Serum electrolytes should be checked regularly
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Prescribing Instructions: The date of the acute myocardial infarction and the date of initiation of
treatment with this drug must be documented in the patient's medical records when PBS-subsidised
treatment is initiated

3.4

3.5

3.6

3.7

The Secretariat noted that the proposed restriction mirrors the current listing for
sacubitril + valsartan (Entresto®). The Secretariat also noted that dapagliflozin was
most recently PBS-listed for chronic heart failure (1 March 2024). The pre-PBAC
response agreed that the restriction criteria for dapagliflozin may be a clearer
reflection of current clinical practice and may offer a more suitable framework for
defining the restriction for eplerenone.

As discussed in Section 2, the TGA Product Information (Pl) states that eplerenone is
indicated to reduce the risk of:

e cardiovascular death in combination with standard therapy in patients who have
evidence of heart failure and left ventricular impairment within 3—14 days of an
acute myocardial infarction (i.e. what is currently listed on PBS); and

e cardiovascular mortality and morbidity in adult patients with NYHA Class I
(chronic) heart failure and left ventricular systolic dysfunction (LVEF < 30% or LVEF
<35% in addition to QRS duration of > 130 msec), in addition to standard optimal
therapy (i.e. as per the current submission, though the sponsor is proposing NYHA
Classes Il, Il and 1V).

As such, the Secretariat has proposed the following clinical criteria:

Patient must be both: (i) within 3 to 14 days following an acute myocardial infarction
(ii) commenced treatment within 14 days of acute myocardial infarction; OR

Patient must be symptomatic with NYHA classes |I

The pre-PBAC response proposed removing the reference to NYHA classes or using
the following wording: “Patient must be symptomatic with Heart Failure (NYHA class
Il or above)”.

The Secretariat has suggested the inclusion of the following clinical criterion: “The
treatment must not be co-administered with an ACE inhibitor or an angiotensin Il
antagonist”. This criterion appears in the current PBS listing for Entresto, but it is also
worth noting that the TGA Pl for eplerenone states that “the risk of hyperkalaemia
may increase when eplerenone is used in combination with an ACE inhibitor and an
angiotensin receptor blocker (ARB) and therefore this combination is not
recommended”.

Comparator

The previous submission considered by the PBAC in July 2005 nominated placebo
/standard of care. The nominated comparator remained unchanged in the current
submission. The PBAC previously considered the nominated comparator to be
appropriate.
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At the time of previous consideration, spironolactone was a restricted benefit for
treatment of hyperaldosteronism, including refractory cardiac failure, and female
hirsutism (PBS Schedule, April 2005). Spironolactone was subsequently unrestricted
from 1 April 2006. As noted in the submission, current Australian guidelines for heart
failure recommend an MRA in all patients with HFrEF associated with a moderate or
severe reduction in left ventricular ejection fraction (LVEF less than or equal to 40%)
unless contraindicated or not tolerated, to decrease mortality and decrease
hospitalisation for heart failure (Atherton et al., 2018).
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Consideration of the evidence

Sponsor hearing

51

There was no hearing for this item.

Consumer comments

5.2

The PBAC noted and welcomed the input from health care professionals (9),
individuals who had used this medicine for their own health condition (1), and
consumer groups (1) via the Consumer Comments facility on the PBS website. The
comments noted that MRA treatment reduces death and hospitalisation outcomes by
approximately 30%, and that spironolactone was the preferred MRA due to the
current PBS restrictions for eplerenone. The hearts4heart provided input in support
of expanding eplerenone’s reimbursement criteria, highlighting eplerenone’s better
tolerability and better efficacy compared to spironolactone.

Clinical trials

53

54

5.5

The submission was based on the EPHESUS and EMPHASIS-HF clinical trials. These
were large Phase 3, multi-centre, randomised, double-blind, placebo-controlled
studies examining the efficacy and safety of Inspra”.

The EPHESUS trial recruited patients who had a presumptive diagnosis of Acute
Myocardial Infarction with Heart Failure (HF), from the onset of the condition to
14 days following the onset. This study formed the basis for the PBAC’s decision in
June 2005.

The EMPHASIS-HF study (completed in 2011) recruited patients who had a duration of
HF lasting more than 4 weeks, providing evidence for the submission’s request to
increase the scope of the clinical criteria.
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Table 1: Trials presented in the submission

Trial ID

Protocol title/ Publication title Publication citation

PMID: 1266869

Phase 3, multi-centre, randomised, double-blind, placebo-controlled {31 Mar 2003
(standard of care) study conducted to investigate the effect of
eplerenone as adjunctive treatment to standard therapy on
cardiovascular (CV) mortality/morbidity, in patients with HF after an
acute myocardial infarction. N Engl J Med. 2003;348(22):2271

Pitt B et al; Eplerenone Post-Acute Myocardial Infarction Heart
Failure Efficacy and Survival Study Investigators (EPHESUS study).

NCT00232180

Multicentered, randomized, double-blind, placebo-controlled study |11 Nov 2010
conducted to investigate the effects of eplerenone vs. placebo added
to fully optimized therapy including an ACE-I (or/and an ARB) and
b-blocker in patients with mild (NYHA functional class Il) chronic HF
with low EF. The primary objective of this trial is to evaluate the
efficacy and safety of eplerenone plus standard HF therapy vs.
placebo plus standard HF therapy on the cumulative incidence of the
composite endpoint of CV death or HF hospitalization, defined as the
first occurrence of either HF hospitalization or CV death

Zannad Fet al; EMPHASIS-HF Study Group. Eplerenone in patients [N Engl J Med. 2011 Jan
with systolic heart failure and mild symptoms. 6;364(1):11-21

Source: Table 2.2, p24 Main Body of the submission.

5.6 The submission did not provide any other evidence in support of the proposed
amendments to the current restriction criteria.

Comparative effectiveness

5.7 In the EPHESUS study:

Kaplan-Meier estimates of mortality at one year were 11.8% in the eplerenone
group and 13.6% in the placebo group.

Reduction in cardiovascular mortality was similar for most common causes, with
risk of sudden death being statistically significant (relative risk, 0.79; P=0.03).

There was a relative reduction of 15 percent in the risk of hospitalization for heart
failure with eplerenone (relative risk, 0.85; P=0.03), and there were 23 percent
fewer episodes of hospitalization for heart failure in the eplerenone group than in
the placebo group (relative risk, 0.77; P=0.002).

The rate of death from any cause or any hospitalization was 8 percent lower in the
eplerenone group than in the placebo group (relative risk, 0.92; P=0.02).

5.8 In the EMPHASIS-HF Trial:

The hazard ratio for the primary outcome in the eplerenone group, as compared
with the placebo group, was 0.63 (95% confidence interval [CI], 0.54 to 0.74;
P<0.001).

A total of 171 patients (12.5%) in the eplerenone group and 213 patients (15.5%)
in the placebo group died (hazard ratio, 0.76; 95% Cl, 0.62 to 0.93; P = 0.008). In
the eplerenone group, 408 patients (29.9%) were hospitalized for any reason, as

10
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compared with 491 (35.8%) patients in the placebo group (hazard ratio, 0.77; 95%
Cl, 0.67 to 0.88; P<0.001).

e Of the patients receiving eplerenone, 164 (12.0%) were hospitalized for heart
failure, as compared with 253 patients (18.4%) receiving placebo (hazard ratio,
0.58; 95% Cl, 0.47 to 0.70; P<0.001).

e The total number of hospitalizations (including second and subsequent
hospitalizations) was also lower in the eplerenone group (750, vs. 961 in the
placebo group, for a 24% reduction; P<0.001), as were the total numbers of
hospitalizations for cardiovascular reasons (509 vs. 699, for a 29% reduction;
P<0.001) and hospitalizations for heart failure (273 vs. 429, for a 38% reduction;
P<0.001).

Comparative harms

5.9

The submission noted that in both studies, patients on eplerenone reported slightly
higher potassium levels and higher occurrences of hyperkalaemia.

Clinical claim

5.10

5.11

The submission claimed superior comparative effectiveness and inferior comparative
safety of eplerenone compared with placebo/standard of care.

As a Category 3 submission, no evaluation of the clinical evidence was undertaken.

Economic analysis

5.12
5.13

5.14

The requested price is based on the current AEMP of eplerenone.

The submission stated that the price of eplerenone in 2006 (DPMQ $114.84), when it
was listed on the PBS, is used to examine the cost effectiveness at the time, and then
how that has changed in 2025 (DPMQ $54.09).

The submission presented an economic analysis where the incremental
cost-effectiveness ratio (ICER) was expressed in terms of cost per death avoided or
cost per cardiovascular death avoided.

Table 2: Variables used in the base case analysis

Trial Safety outcome Eplerenone Placebo Absolute Risk Events
n (%) n (%) difference avoided/100
(%) patients
annualised
EPHESUS study 3319 3313
death from any cause 478 (14.4%) 554 (16.8%) 2.37 2.37
cardiovascular death 407 (12.3%) 483 (14.6%) 2.36 2.36
EMPHASIS-HF Trial 1364 1373
death from any cause 171 (12.5%) 213 (15.5%) 2.98 2.98
deaths from any cause 147 (10.8%) 185 (13.5%) 2.70 2.70

Source: Table 3.4, p 56 Main Body of the submission

11
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The submission noted that the cost per death avoided and the cost per cardiovascular
death avoided are both lower in the proposed expanded population than the original
approved population approved, based on the simple cost per responder analysis.

As a Category 3 submission, the economic analysis has not been independently
evaluated.

Drug cost/patient/year: $649.08

5.17

The estimated drug cost/patient per year would be $649.08 based on a 12-month
duration, with treatment ongoing.

5.17.1 The price when eplerenone was listed in 2006 was $114.84 (DPMQ) for one month’s

treatment. This equates to a 12 monthly cost of $1378.08. This is used as the base
case for comparative purposes in this submission. The current DPMQ for eplerenone
on the PBS is $54.09, which results in a 12 monthly cost of $649.08.

Estimated PBS usage and financial implications

5.18

5.19

5.20

5.21

5.22

5.23

The submission used a market share approach to estimate usage and financial
implications. The submission did not estimate the size of the population of heart
failure patients that is not currently eligible for PBS subsidy and would be if the
proposed changes were implemented. The submission instead used the growth rate
of Entresto.

The pre-PBAC response argued against using an epidemiological approach and stated
that the market share approach was chosen for the following reasons:

The requested PBS listing aligned with the current PBS listings of sacubitril/valsartan
and should be a reasonable estimate of the patient population as requested for
eplerenone.

Sacubitril/valsartan has the highest number of services and fastest uptake, providing
an upper bound for eplerenone. Eplerenone is unlikely to reach this upper bound, as
itis already a well-established MRA, and so is unlikely to replicate or exceed Entresto’s
uptake curve; and

Spironolactone, the other available MRA on the PBS, is unrestricted and used for
multiple indications, preventing a comparison of its isolated use for the HF population.

The submission estimated that 1,000,000 to < 2,000,000 scripts would be supplied for
eplerenone over the first six years of listing (100,000 to < 200,000 in Year 1 to 200,000
to < 300,000 in Year 6).

e The submission stated that the estimated net financial impact to the PBS/RPBS for
the proposed listing of eplerenone would be $10 million to < $20 million over six
years (Year 1 SO to < $10 million to Year 6 SO to < 10 million).

12
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Table 3: Estimated use and financial implications

[Year 1 [Year 2 [Year 3 [Year 4 [Year 5 [Year 6

Estimated extent of use

Number of script
Rumberof sl mE = = B R =

Estimated financial implications of eplerenone

Cost to PBS/RPBS less

o P . o O
Estimated financial implications of no change to listing of eplerenone

Cost to PBS/RPBS |

opayment | I R )
Net financial implications

Net cost to PBS/IRPBS_| Sl Sl Sl Sl 8§ Sl

a Assuming 12 scripts per patient per year as estimated by the submission.
Abbreviations: MBS = Medical Benefits Scheme; PBS = Pharmaceutical Benefits Scheme; RPBS = Repatriation Pharmaceutical Benefits

Scheme.

Source: Table 1-5 of the Utilisation and Cost Model Workbook of the submission
The redacted values correspond to the following ranges:

100,000 to < 200,000

2.200,000 to < 300,000

330 to < $10 million

4 $10 million to < $20 million

6
6.1

6.2

6.3

6.4

6.5

6.6

6.7

PBAC Outcome

The PBAC deferred making a recommendation for the requested amendments to the
current PBS restriction for eplerenone (Inspra°) to align with clinical guidelines for the
management of heart failure.

The PBAC noted the lack of mineralocorticoid receptor antagonist (MRA) medication
options on the PBS, and the barriers to subsidised access of eplerenone due to the
current PBS restriction.

The PBAC considered that any updated restriction for eplerenone should align with
the TGA approved indication.

The PBAC noted that the submission had nominated placebo/standard of care as the
main comparator but considered that spironolactone was a more appropriate
comparator as it is the main MRA medication that eplerenone would likely replace in
therapy.

The PBAC noted the significant price difference between spironolactone and
eplerenone (i.e. eplerenone being more costly), and considered it was unclear if
eplerenone would be cost-effective against spironolactone.

The PBAC discussed the need for a cost minimisation approach for an expanded
population comparing eplerenone to spironolactone, or for eplerenone as a second
line therapy to spironolactone to be explored.

The PBAC considered that an epidemiological approach with assumptions based on
relevant clinical advice would be appropriate to estimate the utilisation and financial
impact of eplerenone for the new population proposed under the restriction.

13
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The PBAC considered that further discussions with the sponsor to explore the cost
effectiveness of eplerenone with respect to spironolactone and the appropriate
approach to present the utilisation and financial estimates would be pragmatic and
therefore deferred making a recommendation for the submission at this time.

Outcome:
Deferred

Context for Decision

The PBAC helps decide whether and, if so, how medicines should be subsidised
through the Pharmaceutical Benefits Scheme (PBS) in Australia. It considers
applications regarding the listing of medicines on the PBS and provides advice about
other matters relating to the operation of the PBS in this context. A PBAC decision in
relation to PBS listings does not necessarily represent a final PBAC view about the
merits of the medicine or the circumstances in which it should be made available

through the PBS. The PBAC welcomes applications containing new information at any
time.

Sponsor’s Comment

Viatris notes the PBAC's continued acknowledgment of subsidised access barriers and
limited MRA options for heart failure patients, and looks forward to collaborating on
resolving the remaining cost-effectiveness concerns regarding eplerenone.

Addendum to the July 2025 PBAC Public Summary Document:
4.05 EPLERENONE,

Tablet 25 mg,
Tablet 50 mg,
Inspra®,

Viatris Pty Ltd

Purpose of submission

To request the PBAC consider an amendment to the clinical criteria for eplerenone to
align with clinical guidelines for the management of heart failure. This item was
deferred at the July 2025 PBAC meeting.

14

OFFICIAL



10
10.1

10.2

10.3

10.4

10.5

10.6

11

111
11.2

OFFICIAL

Public Summary Document — July 2025 PBAC Meeting with December 2025 Addendum

Background

At its July 2025 meeting, the PBAC deferred making a recommendation for the
requested amendments to the current PBS restriction for eplerenone (Inspra®) to align
with clinical guidelines for the management of heart failure. The PBAC considered that
spironolactone was a more appropriate comparator as it is the main MRA medication
that eplerenone would replace in therapy. The PBAC discussed the need for a cost
minimisation approach for an expanded population comparing eplerenone to
spironolactone, or for eplerenone as a second line therapy to spironolactone to be
explored. The PBAC considered that an epidemiological approach with assumptions
based on relevant clinical advice would be appropriate to estimate the utilisation and
financial impact of eplerenone for the new population proposed under the restriction.

The PBAC considered that any updated restriction for eplerenone should align with
the TGA approved indication.

The sponsor was amenable to align the listing with the TGA-approved indication but
did not agree with the inclusion of the criteria “the treatment must not be co-
administered with an ACE inhibitor or an angiotensin Il antagonist” due to
hyperkalaemia. The sponsor considered that this conflicted with guideline-directed
medical therapy for HF, where an ACE inhibitor or angiotensin |l antagonist or ARNI is
used along with an MRA, beta blocker and SGLT2 inhibitor. The sponsor further noted
that, while hyperkalaemia is a specific contraindication for spironolactone, it is not a
contraindication for eplerenone.

The sponsor acknowledged that the PBAC identified spironolactone as the appropriate
comparator, however noted that spironolactone lacked direct evidence against
eplerenone in the population being considered for PBS listing. Thus, the sponsor
claimed that a cost-minimisation approach would not accurately reflect therapeutic
equivalence in the reimbursed population.

The sponsor acknowledged the need for a revised financial model and requested
advice from the PBAC on how these estimates should be further refined.

The sponsor was amenable to the positioning of eplerenone as second-line to
spironolactone.

Requested listing
The submission requested several amendments to the existing listing.

The following tables represent the current PBS listing.
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MEDICINAL PRODUCT PBS | Max. | Max. | v, .
L item qty qty Available brands
medicinal product pack : Rpts
code packs units

EPLERENONE

APO-Eplerenone
eplerenone 25 mg tablet, 30 8879H | 1 30 5 E]f)IF;ER

Inspra

APO-Eplerenone
eplerenone 50mg tablet, 30 88800 | 1 30 5 E]?)IF;LrER

Inspra

Restriction Summary: 16564 / Treatment of Concept: 4937

ConceptID | Category / Program: GENERAL - General Schedule (Code GE)

(forinternal | Prescriber type: [X]Medical Practitioners [X]Nurse practitioners

Dept. use)
Restriction type: D<Authority Required (Streamlined)

Treatment Phase: Nil

Indication: Heart failure with a left ventricular ejection fraction of 40% or less

Clinical criteria:

The condition must occur within 3 to 14 days following an acute myocardial infarction,

AND

Clinical criteria:

The treatment must be commenced within 14 days of an acute myocardial infarction

Caution: Serum electrolytes should be checked regularly

Prescribing Instructions: The date of the acute myocardial infarction and the date of initiation of
treatment with this drug must be documented in the patient's medical records when PBS
subsidised- treatment is initiated
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MEDICINAL PRODUCT PBS | Max. | Max. | v, .
L item qty qty Available brands
medicinal product pack : Rpts
code packs units
EPLERENONE
APO-Eplerenone
eplerenone 25 mg tablet, 30 13590G 9 60 5 :ESPLER
npler
Inspra
APO-Eplerenone
eplerenone 50 mg tablet, 30 13379E | 2 60 5 E}if;LrER
Inspra

Restriction Summary: 16565 / Treatment of Concept: 14266
ConceptID | Category / Program: GENERAL - General Schedule (Code GE)

(forinternal | Prescriber type: [X]Medical Practitioners [X]Nurse practitioners
Dept. use)

Restriction type: D<Authority Required (Streamlined)

Treatment Phase: Nil
Indication: Heart failure with a left ventricular ejection fraction of 40% or less
Clinical criteria:

The condition must be stable for the prescriber to consider the listed maximum quantity of this medicine
suitable for this patient

Clinical criteria:

The condition must occur within 3 to 14 days following an acute myocardial infarction,
AND

Clinical criteria:

The treatment must be commenced within 14 days of an acute myocardial infarction
Caution: Serum electrolytes should be checked regularly

Prescribing Instructions: The date of the acute myocardial infarction and the date of initiation of
treatment with this drug must be documented in the patient's medical records when PBS
subsidised- treatment is initiated

11.3 The following tables represent the sponsor’s proposed listing. Suggested additions
from the Secretariat are in italics.
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MEDICINAL PRODUCT PBS | Max. | Max. | v, .
L item qty qty Available brands
medicinal product pack : Rpts
code packs units

EPLERENONE

APO-Eplerenone
eplerenone 25 mg tablet, 30 8879H | 1 30 5 E]f)IF;ER

Inspra

APO-Eplerenone
eplerenone 50mg tablet, 30 88800 | 1 30 5 E}if;LrER

Inspra

Restriction Summary: 16564 / Treatment of Concept: 4937

Concept ID
(for internal
Dept. use)

Category / Program: GENERAL - General Schedule (Code GE)

Prescriber type: D<IMedical Practitioners >X]Nurse practitioners

Restriction type: D<Authority Required (Streamlined)

Treatment Phase: Nil

Indication: Chronic Heart Failure

Clinical criteria:

Patient must be both: (i) within 3 to 14 days following an acute myocardial infarction (i) commenced
treatment within 14 days of acute myocardial infarction; OR

Patient must be symptomatic with NYHA classes I, lll or IV

AND

Clinical criteria:

Patient must have a documented left ventricular ejection fraction (LVEF) of less than or equal to 40%

AND

Clinical criteria:

Patient must receive concomitant optimal standard chronic heart failure treatment, which must include a
beta-blocker, unless at least one of the following is present in relation to the beta-blocker: (i) a
contraindication listed in the Product Information, (ii) an existing/expected intolerance, (iii) local treatment
guidelines recommend initiation of this drug product prior to a beta-blocker

AND

Clinical criteria:

Patient must have been stabilised on an ACE inhibitor at the time of initiation with this drug, unless such
treatment is contraindicated according to the TGA-approved Product Information or cannot be tolerated;
OR

Patient must have been stabilised on an angiotensin Il antagonist at the time of initiation with this drug,
unless such treatment is contraindicated according to the TGA-approved Product Information or cannot
be tolerated

Caution: Serum electrolytes should be checked regularly

Prescribing Instructions: The date of the acute myocardial infarction and the date of initiation of
treatment with this drug must be documented in the patient's medical records when PBS-subsidised
treatment is initiated
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MEDICINAL PRODUCT PBS | Max. | Max. | v, .
L item qty qty Available brands
medicinal product pack : Rpts
code packs units
EPLERENONE
APO-Eplerenone
eplerenone 25 mg tablet, 30 13590G 9 60 5 :ESPLER
npler
Inspra
APO-Eplerenone
eplerenone 50 mg tablet, 30 13379E | 2 60 5 E}ilerER
Inspra

Restriction Summary: 16565 / Treatment of Concept: 14266
ConceptID | Category / Program: GENERAL - General Schedule (Code GE)

(forinternal | Prescriber type: [X]Medical Practitioners [X]Nurse practitioners
Dept. use)

Restriction type: D<Authority Required (Streamlined)

Treatment Phase: Nil

Indication: Chronic Heart Failure

Clinical criteria:

Patient must be both: (i) within 3 to 14 days following an acute myocardial infarction (i) commenced
treatment within 14 days of acute myocardial infarction; OR

Patient must be symptomatic with NYHA classes I, lll or IV

AND

Clinical criteria:

Patient must have a documented left ventricular ejection fraction (LVEF) of less than or equal to 40%
AND

Clinical criteria:

Patient must receive concomitant optimal standard chronic heart failure treatment, which must include a
beta-blocker, unless at least one of the following is present in relation to the beta-blocker: (i) a
contraindication listed in the Product Information, (ii) an existing/expected intolerance, (iii) local treatment
guidelines recommend initiation of this drug product prior to a beta-blocker

AND

Clinical criteria:

Patient must have been stabilised on an ACE inhibitor at the time of initiation with this drug, unless such
treatment is contraindicated according to the TGA-approved Product Information or cannot be tolerated;
OR

Patient must have been stabilised on an angiotensin Il antagonist at the time of initiation with this drug,
unless such treatment is contraindicated according to the TGA-approved Product Information or cannot
be tolerated

Caution: Serum electrolytes should be checked regularly

Prescribing Instructions: The date of the acute myocardial infarction and the date of initiation of
treatment with this drug must be documented in the patient's medical records when PBS-subsidised
treatment is initiated

11.4 Concomitant use of eplerenone with an ACEI/ARB/ARNI is associated with a higher
risk of hyperkalaemia, but they are not contraindicated. This clinical criterion has
therefore been removed. The Australian Heart Foundation Guidelines 2018
recommend that “An MRA is recommended in all patients with HFrEF associated with
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a moderate or severe reduction in LVEF (LVEF less than or equal to 40%) unless
contraindicated or not tolerated, to decrease mortality and decrease hospitalisation
for heart failure,” without mention of NYHA classes. These and other international
guidelines provided a more contemporary clinical view of MRA use.

12 Consideration of evidence

Clinical Claim

12.1 Recent studies suggest that eplerenone is superior to spironolactone in reducing all-
cause mortality and cardiovascular mortality, and that eplerenone exhibited lower
treatment withdrawal due to adverse effects 1.

Drug cost/patient/year

12.2 The price of eplerenone when listed (1 April 2006) was $114.84 DPMQ. It currently sits
at $54.42 DPMQ, which equates to 47% of the initial price. For reference, on 1 April
2006 the DPMQ for spironolactone was at $12.95 for the 25mg tablet and $36.43 for
the 100mg tablet. It is currently priced at $17.55 for the 25mg tablet and $28.60 for
the 100mg tablet.

Estimated PBS usage and financial implications

12.3 A revised utilisation cost model was prepared by the Secretariat via the following
steps:

Using a prevalence-based epidemiological approach to estimate the number of
Australians with HF (Heart failure prevalence, (Eplerenone_UCM_v8)?

12.4  Assumed 95% of patients with HF are within the NYHA class II-1V population®
12.5 Assumed the proportion of LVEF < 40% or less is 50%*

12.6  Assumed uptake of eplerenone from this population would be 25% in the first year,
increasing by 5% per year to 50% in Year 6

12.7 Assumed use of eplerenone as first line treatment

1 Elshahat A, Mansour A, Ellabban M, Diaa A, Hassan A, Fawzy A, Saad OA, Abouelmagd M, Eid M, Elaraby A,
Elkasaby MH, Abdelaziz A. Comparative effectiveness and safety of eplerenone and spironolactone in patients
with heart failure: a systematic review and meta-analysis. BMC Cardiovasc Disord. 2024 Sep 13;24(1):489. doi:
10.1186/s12872-024-04103-7. PMID: 39271992; PMCID: PMC11395778.

2 Australian Institute of Health and Welfare (2025). Heart, stroke and vascular disease: Australian facts — Heart
failure and cardiomyopathy

3 Rohde LE, Zimerman A, Vaduganathan M, et al. Associations Between New York Heart Association
Classification, Objective Measures, and Long-term Prognosis in Mild Heart Failure: A Secondary Analysis of the
PARADIGM-HF Trial. JAMA Cardiol. 2023;8(2):150-158. d0i:10.1001/jamacardio.2022.4427

4 Peter Moritz Becher, Lars H Lund, Andrew J S Coats, Gianluigi Savarese, An update on global epidemiology in
heart failure, European Heart Journal, Volume 43, Issue 32, 21 August 2022, Pages 3005-3007,
https://doi.org/10.1093/eurheartj/ehac248
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Assumed current eplerenone DPMQ

Table 4. Estimated use and financial implications - revised

Year 1 Year 2| Year 3| Year 4| Year 5| Year 6
Estimated extent of use
Number  of  scripts ' ' . s
dispensed? I I ¥ ¥ I I

Estimated financial implications of eplerenone

Cost to PBS/RPBS less
co-payment (§) 4 5 5

Estimated financial implications of no change to listing of eplerenone

Cost to PBS/RPBS less

co-payment (-§) k i
Net financial implications

Net cost to PBS/IRPBS (§) [ K M ¥ ¥ M

a Assuming 12 scripts per patient per year as estimated by the submission.

Abbreviations: MBS = Medical Benefits Scheme; PBS = Pharmaceutical Benefits Scheme; RPBS = Repatriation Pharmaceutical Benefits
Scheme.

Source: [Table 1- Sheet 5 of the Eplerenone_UCM_v8 provided by the secretariat].

The redacted values correspond to the following ranges:
100,000 to < 200,000

2 200,000 to < 300,000

3.300,000 to < 400,000

4 $10 million to < $20 million

5 $20 million to < $30 million

6 net cost saving

7 80 to < $10 million

12.9

13
13.1

13.2

The Secretariat noted that this approach resulted in a net financial impact to the
PBS/RPBS for the proposed listing of eplerenone of $80 million to < $90 million over
six years (SO to < $10 million in Year 1 to $10 million to < $20 million in Year 6),
compared to the sponsor’s proposed approach which estimated the net financial
impact to the PBS/RPBS for the proposed listing of eplerenone to be $10 million to <
$20 million in Year 1 to SO to < $10 million in Year 6). This approach also assumed that
no eligible MRA treatment naive patients would commence spironolactone.

PBAC Outcome

The PBAC recommended amendments to the current PBS restriction for eplerenone
(Inspra®) to align with contemporary clinical guidelines for the management of heart
failure (HF). The amendments were to include patients with LVEF less than or equal to
40%, and patients classified in NYHA Class II-1V. The PBAC's recommendation was on
the basis of eplerenone’s cost-effectiveness as compared to spironolactone. The PBAC
noted the considerable price reduction of eplerenone (Inspra®) since its first listing in
2006 and accepted that it was cost-effective at the current price.

The PBAC noted recent literature highlighting eplerenone's improved efficacy and
safety profile over spironolactone in the HF population. The PBAC considered
eplerenone’s place in therapy to be first line, providing an alternative to
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spironolactone, the main mineralocorticoid receptor agonist (MRA) used for HF on the
PBS.

The PBAC noted that the historic comparative evidence that was presented at the time
of eplerenone’s initial submission in 2005 does not directly compare eplerenone with
spironolactone, and that no further indirect treatment comparison was presented by
the sponsor. However, the PBAC advised that more recent studies, such as Naser et al
(2023)°> and Martinez et al (2022)° conducted as a single blind randomised controlled
trial and a single centre propensity-score matched study respectively, include direct
comparisons of eplerenone to spironolactone. These studies indicate that eplerenone
is superior to spironolactone in reducing all-cause mortality and cardiovascular
mortality. The meta-analysis referenced above (Elshahat et al), which was heavily
influenced by Martinez et al (2022) and Naser et al (2023), showed no difference in
hospitalisation rates between eplerenone and spironolactone, but did demonstrate a
reduction in cardiovascular and all-cause mortality for eplerenone.

The PBAC recommended the removal of the requirement for local treatment
guidelines initiated prior to a beta-blocker, citing that this requirement generally
applies to patients who are clinically volume overloaded until they have been
satisfactorily diuresed. The PBAC considered that this may have a flow-on effect to
sacubitril + valsartan with the same criterion. With this amendment for eplerenone,
the PBAC noted that the current restriction population will be absorbed into the
amended listing. The PBAC noted that these updated restrictions align with
international guidelines on HF prescribing and are more reflective of contemporary
practice.

The PBAC accepted the cost-effectiveness of eplerenone, noting the 47% reduction in
price since it was approved in 2006.

The PBAC considered the utilisation and financial estimates of eplerenone to be highly
uncertain. The PBAC further noted the difficulty in obtaining an accurate financial
impact, citing lack of contemporary data and uncertain usage of spironolactone in the
HF population.

The PBAC considered the factors increasing uptake to be eplerenone’s comparative
efficacy and increased tolerability compared to spironolactone, and factors decreasing
uptake to be the stability of eplerenone’s utilisation, low levels of MRA uptake,
availability of other newer therapies for HF, prescriber/patient fatigue, and the need

5 Naser N, Durak-Nalbantic A, Sabanovic-Bajramovic N, Karic A. The Effectiveness of Eplerenone vs

Spironolactone on Left Ventricular Systolic Function, Hospitalization and Cardiovascular Death in Patients With

Chronic Heart Failure-HFrEF. Med Arch. 2023 Apr;77(2):105-111. doi: 10.5455/medarh.2023.77.105-111. PMID:

37260796; PMCID: PMC10227849.

6 Pardo-Martinez P, Barge-Caballero E, Bouzas-Mosquera A, Barge-Caballero G, Couto-Mallén D, Paniagua-

Martin MJ, Sagastagoitia-Fornie M, Prada-Delgado O, Muiiiz J, Almenar-Bonet L, Vazquez-Rodriguez JM, Crespo-

Leiro MG. Real world comparison of spironolactone and eplerenone in patients with heart failure. Eur J Intern

Med. 2022 Mar;97:86-94. doi: 10.1016/j.€jim.2021.12.027. Epub 2022 Jan 6. PMID: 35000806.
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for regular pathology. Due to this, the PBAC considered the Department’s uptake
assumption of 25% to 50% over 6 years to be overestimated and recommended a
revised utilisation rate of 10% to 25% over 6 years. This revised assumption resulted

in the following financial estimates:

Table 5: Estimated use and financial implications - revised using PBAC assumed uptake of 10% to 25%

| Year 1 | Year 2| Year 3| Year 4| Year 5| Year 6
Estimated extent of use
Number  of  scripts
dispensed? J ¥ ¥ ¥ ¥ J

Estimated financial implications of eplerenone

Cost to PBS/RPBS less 4 5 5 5 5
co-payment ($) |I4 I I I I !
Estimated financial implications of no change to listing of eplerenone

Cost to PBS/RPBS less|g. 5 5 3 6 6
co-payment (-$) I I I I I !

Net financial implications

Net cost to PBS/RPBSI‘4 ||4 ||4 ||4 ||4 ||5
$)

The redacted values correspond to the following ranges:
1.90,000 to < 100,000

2100,000 to < 200,000

3200,000 to < 300,000

430 to < $10 million

5 810 million to < $20 million

6 net cost saving

13.8  With this approach, the net financial impact to the PBS/RPBS for the proposed listing
of eplerenone was $40 million to < $50 million over six years (S0 to < $10 million in

Year 1 to 5§10 million to < $20 million in Year 6).

13.9 The PBAC considered the existing restriction to prescribing by medical practitioners

and cardiac nurse prescribers to be appropriate.

13.10 The PBAC found that the criteria prescribed by the National Health (Pharmaceuticals
and Vaccines — Cost Recovery) Regulations 2022 for Pricing Pathway A were not met.

Specifically, the PBAC found that in the circumstances of its recommendation:

a) The treatment is not expected to provide a substantial and clinically relevant

improvement in efficacy, or reduction of toxicity over alternative therapies.

b) The treatment is not expected to address a high and urgent unmet clinical need as

other treatments for heart failure are available.

c) It was not necessary to make a finding in relation to whether it would be in the public
interest for the subsequent pricing application to be progressed under Pricing

Pathway A because one or more of the preceding tests had failed.

13.11 The PBAC noted that this submission is not eligible for an Independent Review as it

received a positive recommendation.

Outcome:

23

OFFICIAL



OFFICIAL

Public Summary Document — July 2025 PBAC Meeting with December 2025 Addendum

Recommended

14 Recommended listing

14.1 Amend current listings:
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MEDICINAL PRODUCT PBS | Max. | Max. | v, .
L item qty qty Available brands
medicinal product pack : Rpts
code packs units

EPLERENONE

APO-Eplerenone
eplerenone 25 mg tablet, 30 8879H | 1 30 5 E]f)IF;ER

Inspra

APO-Eplerenone
eplerenone 50mg tablet, 30 88800 | 1 30 5 E}if;LrER

Inspra

Restriction Summary: 16564 / Treatment of Concept: 4937

Concept ID
(for internal
Dept. use)

Category / Program: GENERAL General Schedule (Code GE)

Prescriber type: D<IMedical Practitioners >X]Nurse practitioners

Restriction type: D<Authority Required (Streamlined)

Treatment Phase: Nil

Indication—_Hoart failurewith o lof vortrioular oiocion fracion ot 400

Indication: Chronic Heart Failure

Clinical criteria:

Patient must be symptomatic with NYHA classes I, Il or IV

AND

Clinical criteria:

Patient must have a documented left ventricular ejection fraction (LVEF) of less than or equal to 40%

AND

Clinical criteria:

Patient must receive concomitant optimal standard chronic heart failure treatment, which must include a
beta-blocker, unless at least one of the following is present in relation to the beta-blocker: (i) a
contraindication listed in the Product Information, (ii) an existing/expected intolerance{iiHocal-treatment

AND

Clinical criteria:

Patient must have been stabilised on an ACE inhibitor at the time of initiation with this drug, unless such
treatment is contraindicated according to the TGA-approved Product Information or cannot be tolerated;
OR

Patient must have been stabilised on an angiotensin Il antagonist at the time of initiation with this drug,
unless such treatment is contraindicated according to the TGA-approved Product Information or cannot
be tolerated

Caution: Serum electrolytes should be checked regularly
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MEDICINAL PRODUCT PBS | Max. | Max. | v, .
L item qty qty Available brands
medicinal product pack : Rpts
code packs units
EPLERENONE
APO-Eplerenone
eplerenone 25 mg tablet, 30 13590G 9 60 5 :ESPLER
npler
Inspra
APO-Eplerenone
eplerenone 50 mg tablet, 30 13379E | 2 60 5 E}if;LrER
Inspra

Restriction Summary: 16565 / Treatment of Concept: 14266

Concept ID
(for internal
Dept. use)

Category / Program: GENERAL General Schedule (Code GE)

Prescriber type: D<IMedical Practitioners >X]Nurse practitioners

Restriction type: D<]Authority Required (Streamlined)

Treatment Phase: Nil

Indication—_Hoart failurowith o lof vortrioular oiocion fracion ot 400

Indication: Chronic Heart Failure

Clinical criteria:

Patient must be symptomatic with NYHA classes I, Il or IV

AND

Clinical criteria:

Patient must have a documented left ventricular ejection fraction (LVEF) of less than or equal to 40%

AND

Clinical criteria:

Patient must receive concomitant optimal standard chronic heart failure treatment, which must include a
beta-blocker, unless at least one of the following is present in relation to the beta-blocker: (i) a
contraindication listed in the Product Information, (ii) an existing/expected intolerance-tiiHocal-treatment

AND

Clinical criteria:

Patient must have been stabilised on an ACE inhibitor at the time of initiation with this drug, unless such
treatment is contraindicated according to the TGA-approved Product Information or cannot be tolerated;
OR

Patient must have been stabilised on an angiotensin Il antagonist at the time of initiation with this drug,
unless such treatment is contraindicated according to the TGA-approved Product Information or cannot
be tolerated
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Cautlon Serum electrolytes should be checked regularly

14.2 Flow-on changes to sacubitril + valsartan (items: 11122J, 11123K, 11131W, 13445P,
13511D, 13570F). Amend the criteria in the current listings as follows:

Clinical criteria:

Patient must receive concomitant optimal standard chronic heart failure treatment, which must include a
beta-blocker, unless at least one of the following is present in relation to the beta-blocker: (i) a
contralnd|cat|on listed i in the Product Informatlon (||) an eX|st|ng/expected intolerance{iiHocattreatment

These restrictions may be subject to further review. Should there be any changes made to
the restriction the sponsor will be informed.

15 Context for Decision

The PBAC helps decide whether and, if so, how medicines should be subsidised
through the Pharmaceutical Benefits Scheme (PBS) in Australia. It considers
applications regarding the listing of medicines on the PBS and provides advice about
other matters relating to the operation of the PBS in this context. A PBAC decision in
relation to PBS listings does not necessarily represent a final PBAC view about the
merits of the medicine or the circumstances in which it should be made available
through the PBS. The PBAC welcomes applications containing new information at
any time.

16 Sponsor’s Comment

The sponsor had no comment.
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