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Recommendation 16/12 

The Isle of Man Department of Health considers the provision of collagenase (Xiapex®) 
treatment for the management of Dupuytren’s contracture to be a Low Priority which will 
not be routinely funded. 
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Clinical Background Information 

Dupuytren’s contracture occurs when small nodules of connective tissue in the palm of the 
hand grow into cords of shortened tissue causing one or more fingers to bend towards the 
palm of the hand. Surgery on the hand is usually considered when the condition causes 
problems in doing everyday tasks or if the degree of bending becomes great. Surgery is very 
often successful but as the condition is progressive the contracture may recur. 

The injection of collagenase enzymes (Xiapex®) which dissolve the cord is a relatively 
recently introduced technique for managing the condition. Research has shown that these 
injections are also often successful and are more effective than placebo injections. However, 
there is a lack of comparative clinical trials comparing the effectiveness of Xiapex with that 
of the traditionally used surgical techniques and so it is not clear if one type of treatment is 
better than the other. 

Xiapex injections are expensive costing at least £780 per injection. Outpatient appointments 
are required for administration and subsequent digital extension. Only one injection can be 
administered at a time.  

However, the predominant surgical intervention, limited fasciectomy, is estimated to cost 
between £2,500 and £5,000 per case with additional costs for splints and physiotherapy.  

It is estimated that most cases can be treated with, on average, two injections of 
collagenase at a combined cost of less than £2,000. Therefore collagenase treatment of 
Dupuytren’s contracture may prove to be less costly than surgical interventions for many 
cases.  

Criteria/Pathway 

Only specially trained doctors should administer the injection which often has to be 
repeated. If injections are used, only one contracted cord may be treated at a time, whereas 
surgery may be performed on multiple joints during the same operation.  



Xiapex is currently only licensed to treat one contracted cord at a time and many patients 
need more than one injection. The product licence limits use to a maximum of three 
injections per cord and a maximum total of eight injections.  

It should be noted that in Scotland and Wales, a decision has been made to permit the use 
of collagenase injections in Dupuytren’s contracturefor cases: 

 with a palpable cord 
 of moderate severity (as defined by the British Society for Surgery of the Hand) and  
 for whom limited fasciectomy is not considered appropriate and  
 when not more than 2 joints are involved and to require ongoing audit of the 

intervention in order to obtain better financial information. 

When used under these circumstances the injection of Xiapex is considered to offer a 
relatively safe and effective treatment option. 

If a local consultant believes an individual patient to have exceptional circumstances that 
would suit such treatment the case should be submitted to the Individual Funding and 
Exceptions panel (IFEP) of the CRC prior to the procedure being offered to the patient. 

It should also be noted that Isle of Man patients identified for Xiapex would have to be sent 
off Island for each injection and these costs would need to be included in a local cost 
effectiveness calculation.  

Evidence (NICE/SIGN) 

Due to some ongoing uncertainties in the financial case for using Xiapex treatment, it is too 
early to accurately determine the cost effectiveness of this intervention within the UK NHS 
and so NICE will not be appraising this product until more information is available. 

Although the injections are expensive they might represent better value for money if 
patients have only one or two affected joints. However, it is difficult to be clear if this 
intervention is cost effective. Doctors working for the NHS in the UK have been asked to 
record their results to help evaluate this over the next few years.  

Hence, the recommendation to wait until better quality information on cost effectiveness is 
available or until NICE makes a recommendation. 

Summary of evidence on comparative efficacy – from Scottish Medicines 
Consortium (SMC) briefing paper (2012) 

Dupuytren’s contracture is a benign proliferative disease that shrinks the connective tissue 
of the palm and digits, causing the fingers to bend towards the palm. Collagenase 
clostridium histolyticum (Xiapex®) (hereafter referred to as collagenase) contains two 
classes of collagenase enzymes that hydrolyse collagen at different sites of the molecule.  

When injected into a collagen cord, in combination with manipulation, it causes lysis and 
rupture of the contracted cord, releasing the metacarpo-phalangeal joint (MP) and proximal 
inter-phalangeal joint (PIP).  

 



The marketing authorisation for collagenase allows up to three injections into each affected 
cord and the summary of product characteristics notes that clinical experience is limited to 
up to eight injections. In the case of patients with bilateral disease, it can be used to treat 
patients with up to two affected joints per hand.  

The submitting company has requested that SMC considers the use of collagenase as an 
alternative to limited fasciectomy in adult patients with Dupuytren’s contracture of moderate 
severity, with a palpable cord and up to two affected joints per hand, who are suitable for 
limited fasciectomy, but for whom percutaneous needle fasciotomy is not considered a 
suitable treatment option.  

Two similar, 90-day, double-blind studies (CORD I1 and CORD II2) recruited 308 and 66 
adults with Dupuytren’s contracture of at least one finger (other than the thumb), of 20° to 
100° for MP joints or 20° to 80° for PIP joints with a palpable cord and an inability to place 
affected finger(s) and palm flat against a table. Patients were randomised, with stratification 
for primary joint type (MP or PIP), severity of primary joint contracture (≤50° or >50° for 
MP and ≤40° or >40° for PIP) 3 in a 1:2 ratio to placebo or collagenase 0.58mg injection to 
affected cord. In patients whose contracture had not been reduced 24 hours after the 
injection, joints were manipulated by standard procedure on up to three occasions to try to 
rupture the cords. Patients were assessed after 30 days and this comprised a treatment 
cycle. The primary outcome defined as clinical success, was the proportion of primary joints 
with a reduction in contracture to ≤5° of full extension 30 days after the last injection. If the 
primary joint did not achieve the primary outcome then the affected cord could undergo 
further treatment cycles up to a maximum of three during the 90-day study.  

In CORD lI, the primary outcome was assessed in the intention to treat (ITT) population, 
comprising all patients who received a dose of study drug and in CORD l in a modified ITT 
population, which excluded patients from the ITT population who did not have fixed-flexion 
measurements after the first injection or had screening and baseline contracture ≤5°. The 
primary outcome was achieved in significantly more primary joints with collagenase than 
placebo in CORD ll (44% [20/45] versus 4.8% [1/21]) and in CORD l (64% [130/203] 
versus 6.8% [7/103]). The difference between collagenase and placebo was significant in 
both studies for the subset of MP joints: 77% (102/133) versus 7.2% (5/69) and 65% 
(13/20) versus 9.1% (1/11) and in CORD l for the subset of PIP joints: 40% (28/70) versus 
5.9% (2/34). In CORD ll the difference was not significant for PIP joints: 28% (7/25) versus 
0% (0/10). The secondary endpoints of both studies were consistent with results for the 
primary endpoint in demonstrating benefit of collagenase.  

Upon completion of the 90-day double-blind phases, all patients entered an open-label 
extension phase where they were followed for nine months. Patients who required further 
treatment because they did not achieve clinical success in the primary joint during the 
double-blind phase (due to treatment with placebo) or had untreated cords affecting other 
joints could receive up to five additional injections of collagenase. When the results of both 
CORD I and CORD II were combined, 50% (264/523) and 51% (68/134) of all joints treated 
with collagenase during double-blind or open-label phases achieved clinical success 30 days 
after last injection, with rates for MP joints of 67% (199/299) and 68% (42/62) and for PIP 
joints of 29% (65/224) and 36% (26/72) respectively. Recurrence was defined as an 
increase in contracture to at least 20° with the presence of a palpable cord and was 
evaluated for joints that achieved clinical success during the double-blind and open-label 
phases. In CORD l, 4.5% (12/264) of joints that achieved clinical success with collagenase 
during the double-blind or open-label phase had a recurrent contracture, with nine of these 



in PIP joints. In CORD II, no joints met the criteria for recurrence during either the double-
blind or open-label phases.  

In an interim two-year analysis from an ongoing five-year follow-up of patients who received 
collagenase in the two phase lll studies described above plus two additional phase lll studies, 
recurrence (defined as an increase in contracture to at least 20° and presence of a palpable 
cord or the joint required further medical or surgical intervention) was assessed in joints 
that had achieved clinical success after last injection. Of the 619 joints achieving clinical 
success, 618 (448 MP and 170 PIP joints) were evaluated to show that 19.3% had 
recurrence after two years (13.6% for MP and 34.1% for PIP joints). Kaplan-Meier estimates 
of recurrence at two-years, which censored joints that did not recur at duration of 
assessment, were 24% (18% for MP and 41% for PIP joints).  

A post-hoc sub-group analysis was presented that included data from 58 patients with 
moderate disease, which represented 16% (58/362) of the study populations of CORD I and 
CORD II combined. Due to the small patient numbers and different severity of disease 
profile in the subgroup there were some differences in the patient demographics between 
the sub-group and for the whole study population. The median total contracture index was 
lower in the moderate sub-group, 56° compared to 115° and 143° in the CORD I and II 
populations respectively and the average number of contractures was lower: 1.47 compared 
to 3.0 and 3.3 in CORD I and II. Analysis of the 57 evaluable joints found that 81% (46/57) 
of primary joints achieved clinical success after the last collagenase injection, with clinical 
improvement, defined as >50% reduction from baseline in contracture (flexion deformity) 
within 30 days of an injection recorded in 88% (50/57) of patients. Results for the total 
evaluable joints (n=65) in the 58 patients supported the results found for the primary joints. 
The number of injections per joint did not differ between the sub-group and the total CORD 
population for both primary joints and all joints groups 
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This recommendation was approved by the Minister to be put forward as part of the 
planning and budget allocation process as funding is not currently available.  
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