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1. Purpose of Application

The submission requested an Authority required listing for the treatment of Dupuytren’s
contracture in patients who are unable to simultaneously place the affected finger and palm
flat on a table due to a Dupuytren’s contracture with a palpable cord.

The submission was considered under the TGA/PBAC parallel process. At the time of
consideration by the PBAC in July 2013, the Clinical Evaluation Report, TGA delegates
Overview and the Advisory Committee on Prescription Medicines (ACPM) recommendation
were available.

2. Background

Collagenase Clostridium Histolyticum (CCH) has not previously been considered by the
PBAC

3. Registration Status

CCH was TGA registered on 7 August 2013 for the treatment of Dupuytren’s contracture in
adult patients with a palpable cord.

4. Listing Requested and PBAC’s View

An Authority required listing was sought for collagenase clostridium histolyticum (CCH) for
use in the treatment of Dupuytren’s contracture in patients who are unable to simultaneously
place the affected finger and palm flat on a table due to Dupuytren’s contracture with a
palpable cord. The listing requested CCH be administered by a trained specialist. The PBAC
foreshadowed that any PBS restriction should state that CCH be administered by an
accredited specialist.

The basis of the requested listing is a cost minimisation analysis based on non-inferiority of
CCH versus surgical fasciectomy in terms of comparative efficacy and safety.

5. Clinical Place for the Proposed Therapy

Dupuytren’s contracture is a progressive fibro-proliferative disorder involving irreversible
contraction of the palmar fascia of the hand and fingers, primarily affecting the metacarpal-
phalangeal (MCP) and/or proximal inter-phalangeal (PIP) joints of the 3™, 4™ and 5th fingers.
Dupuytren’s contracture is associated with progressive functional disability of affected hands,
with an average time for progression from a mild to a severe contracture of 4.7 years
(Rodrigo et al. 1976). Recurrence of disease following successful treatment is common.



Current treatment is surgical fasciectomy (excision of the Dupuytren’s cord), open or
percutaneous needle fasciotomy (division of the cord by needle or fine blade) or amputation
in the most severe cases. Long term, aggressive and recurrent disease (i.e. severe
contracture) responds less favourably to treatment due to remodelling of surrounding
ligaments and joints.

CCH is an enzyme produced by the bacterium Clostridium histolyticum, composed of two
microbial collagenases, (AUX-I and AUX-II) in a defined mass ratio. These two collagenases
synergistically hydrolyse the collagen subtypes that predominate in the diseased Dupuytren’s
cord (mostly type I and III collagens), causing disruption of the cord (completed by manual
manipulation of the affected digit) and improved elasticity and mobility of the affected joint.

The submission proposed that the place in therapy of CCH is as an alternative to surgical
fasciectomy in patients who are unable to simultaneously place the affected finger and palm
flat on a table due to a Dupuytren’s contracture with a palpable cord (the Hueston table top
test).

6. Comparator

The submission nominated surgical fasciectomy as the comparator. The PBAC accepted the
nominated comparator. The PBAC considered the CCH would also potentially replace
fasciotomy in clinical practice. Therefore, fasciotomy should be regarded as a secondary
comparator and should be included in the clinical management algorithm.

7. Clinical Trials

The submission presented a meta-analysis of three randomised trials comparing CCH to
placebo (DUPY 303, CORD I and CORD II), informally compared with outcomes of a
systematic review of 68 observational studies reporting efficacy and safety outcomes for
surgical correction of Dupuytren’s contracture by fasciectomy. Data from the CCH long term
extension study AUX CC 860 (patients continuing from the CORD I and CORD II trials)
were also included in the comparison of safety and the economic evaluation. The DUPY 303
trial was terminated early for administrative reasons after recruiting 35 of the target 116
patient sample. The CORD I trial (N=308) was conducted in 16 US sites and the CORD II
trial (N=66) was conducted in 5 Australian sites.

For the comparator of surgical fasciectomy, 68 observational surgical studies were grouped
by outcomes or safety, which included 14 studies reporting data for the outcome of clinical

success, 39 studies for the outcome of recurrence (inconsistently defined) and 41 studies for
safety outcomes.

The clinical outcomes included in the informal comparison of CCH and fasciectomy were (i)
the proportion of patients achieving less than or equal to 5° contracture 30 days post
procedure in primary joints (most severely affected), and (ii) the rate of recurrence (defined
as greater than or equal to 30° contracture at time of review compared to post-treatment
baseline). Rate of recurrence was not an outcome in the clinical trials of CCH (DUPY 303,
CORD I and CORD II), and therefore data from the long term extension study AUX CC 860
was compared to selected observational studies of surgical fasciectomy.



The PBAC considered that the risk of bias within the CORD I and CORD II trials was low
and that the risk of bias was high in the surgical studies because most of these were single
arm observational studies. The risk of bias across the informal comparison was therefore also

high.

The PBAC accepted that the proportion of patients achieving less than or equal to 5°
contracture is an appropriate and clinically relevant outcome. However, the PBAC considered
the more stringent definition of recurrence defined as greater or equal to 20° contracture
rather than greater than or equal to 30°contracture is appropriate.

The details of the published trials presented in the submission are shown in the following
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8. Results of Trials

Comparison of CCH versus fasciectomy

The meta-analysis of three randomised trials comparing CCH to placebo (DUPY 303, CORD
I'and CORD II) showed that the weighted, placebo-corrected clinical success rate of CCH
was 63.1%. Once the DUPY 303 was removed from the analysis due to the trial’s early
termination and small sample size, the weighted, placebo-corrected clinical success rate was

50%.




The analysis of 14 surgical studies showed the weighted clinical success rate was 69%. A re-
analysis excluding studies conducted between 30 and 50 years ago and those reporting less
stringent or non-comparable outcome measures of clinical success showed a weighted mean
clinical success rate of 82%.

During the evaluation, the PBAC concluded that the most relevant figures for assessing
comparative benefit were 69.0% for surgery success and 50.0% for CCH success.

The PBAC noted that in the pre-PBAC response and the hearing during the PBAC meeting
the sponsor demonstrated a clinical success rate of CCH to be 60.5% by simply lumping
numbers from CORD I and CORD II trials. The PBAC considered this is not appropriate.
The PBAC accepted that the appropriate comparison of efficacy of CCH vs surgery is 50% vs
69%.

The submission presented the recurrence rate of contracture following CCH vs surgical
fasciectomy as 13% vs 25% at year 2 and 28% vs 21% at year 4 for a less stringent measure
of recurrence (>30°contracture). For a more stringent measure (>20° contracture), the
recurrence rate of contracture following CCH vs surgical fasciectomy was 19% vs 26% at
year 2 and 42% vs 24% at year 4.

The PBAC noted the lower rates of long-term clinical success with CCH, and was concerned
that there is potential for CCH to delay, rather than replace, surgical fasciectomy.

CCH meta-analysis versus placebo
Larger proportions of patients were able to achieve <5° of contracture (clinical success) at
Day 30 after injection with CCH compared to placebo.

Similarly, results for the proportion of patients achieving >50% improvement in contracture
(RD 0.78; 95% CI[0.60, 0.95]), mean relative decrease in contracture from baseline (WMD
65.14; 95% CI [51.87, 78.41]) and mean change in range of finger motion from baseline
(WMD 36.66; 95% CI [24.65, 48.68]) 30 days after the last injection with CCH, all
statistically significantly favour CCH over placebo.

With regard to comparative harms, the adverse events related to the treatment of Dupuytren’s
contracture with CCH, while different in type, are similar to those associated with surgical
fasciectomy (excepting adverse events associated with anaesthesia), in terms of severity and
association with the physical disruption of the Dupuytren’s cord. The PBAC agreed that CCH
is less invasive and so is unsurprisingly associated with a lower potential for adverse events,
and that these events are more likely to be localised and short-term.

9. Clinical Claim

The submission described CCH as non-inferior in terms of comparative effectiveness and
safety over surgical fasciectomy. The PBAC considered that this claim was not adequately
supported in terms of efficacy, but was supported in terms of safety. The PBAC noted that the
inclusion criteria of clinical trials (CORD I and CORD II) excluded patients with severe
disease who would be eligible for treatment with CCH under the requested listing



10. Economic Analysis

The submission presented a cost minimisation analysis based on its claim of non-inferiority
of CCH versus surgical fasciectomy. The validity of the cost-minimisation analysis was
challenged by the presented clinical evidence, which inadequately supports the claim of non-
inferior efficacy.

The PBAC considered the cost of surgical fasciectomy was overestimated by including
occupational therapy in the fasciectomy arm, which the sponsor agreed to remove in its Pre-
PBAC response, and the cost of CCH treatment was underestimated due to a lower estimation
of injections per joint (1.08 rather than 1.67 injections per joint) applied in the CCH cost
calculation.

The PBAC noted that a reduced price was proposed in the pre-PBAC response. The PBAC
considered that a further reduction of the revised price would be required for a listing
restricted to 2 or less rays on a cost minimisation basis based on the sensitivity analyses.

11. Estimated PBS Usage and Financial Implications

An estimated net cost per year to the PBS is less than $10 million in Year 5. The PBAC
considered that utilisation was a likely underestimate.

The PBAC noted that a risk share arrangement was proposed based on the number of CCH
injections per patient. The PBAC considered that the proposal would be difficult to
implement and is not likely to be workable.

12. Recommendation and Reasons

The PBAC rejected the submission on the basis of the clinical evidence, which inadequately
supports the claim of noninferior efficacy against surgical fasciectomy and an unacceptably
high price of CCH.

The PBAC considered there is a higher long term recurrence rate after CCH therapy and the
evidence inadequately supports a claim of non-inferiority for clinical efficacy compared to
surgical fasciectomy. The PBAC accepted that CCH has a non-inferior or possibly superior
safety profile compared to surgical fasciectomy. The PBAC noted that there is a moderate
clinical need for CCH for the treatment of Dupuytren’s contracture.

The PBAC considered that a further price reduction is essential to address the questionable
cost-effectiveness of CCH as the PBAC considered that the efficacy of CCH is most likely to
be less effective compared to fasciectomy and the proposed CCH price is unacceptably high.
The PBAC also considered the future listing should be restricted to patients with 2 or less
rays affected, and fasciotomy should be included in both the clinical management algorithm
and the economic analysis.

The PBAC noted that hand surgeons currently claim MBS item 46366 (subcutaneous
fasciotomy) for administration of CCH. The PBAC requested advice from MSAC and the
Department to clarify whether this current claiming practice is appropriate, or whether it
would be necessary to create a specific MBS item to administer CCH for the treatment of
Dupuytren’s contracture. The PBAC also requested advice on how CCH would be used in
clinical practice compared with surgical fasciectomy, such as whether there would be



differences in the rates of regional block versus theatre to provide sufficient anaesthesia or
whether there would be differences in the rates of imaging such as x-rays. Specifically advice
was requested on the extent to which any other MBS items would be associated with the
administration of CCH in comparison with the extent to which any other MBS items are
associated with surgical fasciectomy and the costs to the MBS and to the health care system
of any revealed differences.

The PBAC considered that CCH and surgical fasciectomy are not completely
interchangeable: any PBS subsidy of CCH should be restricted to patients with Dupuytren’s
contracture with 2 or less rays affected who would otherwise undergo surgical fasciectomy.

The PBAC considered that any future resubmission of CCH should take the form of a major
submission.

Outcome
Rejected

13. Context for Decision

The PBAC helps decide whether and, if so, how medicines should be subsidised in Australia.
It considers submissions in this context. A PBAC decision not to recommend listing or not to
recommend changing a listing does not represent a final PBAC view about the merits of the
medicine. A company can resubmit to the PBAC or seek independent review of the PBAC
decision.

14. Sponsor’s Comment

Actelion Pharmaceuticals Australia are disappointed with the PBAC outcome, but are
working with the PBAC to understand the issues raised to make this important less-invasive
therapeutic option available to Australian patients with Dupuytren’s contracture.



