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Coverage Determination 
 

 (Initial/New Requests) 
 

Collagenase, Clostridium histolyticum (Xiaflex) is medically necessary for the treatment of 
Dupuytren's contracture and Peyronie’s disease when ONE the following criteria are met: 

 
1. For Dupuytren's contracture, ALL of the following criteria must be met: 

A. Diagnosis of Dupuytren’s contracture with a palpable cord 

B. Patient is 18 years of age or older 

C. Patient has a documented contracture of at least 20 degrees flexion for a 
metacarpophalangeal joint or a proximal interphalangeal joint 

D. Patient has a flexion deformity that results in functional limitations 

E. Patient has not received surgical treatment on the selected primary joint within the 
last 90 days 

F. If two injections (two vials) are requested, they are for ONE of the following: 

I. One cord affecting two joints in the same finger 
II. Two cords affecting two joints in the same hand 

III. N/A 

G. Dosing is in accordance with the United States Food and Drug Administration 
approved labeling 

H. The total number of injections does not exceed 3 injections per cord at 
approximately 4-week intervals 

I. Authorization is for no more than 2 injections in the same hand 

 

2. For Peyronie's disease, ALL of the following criteria must be met: 

A. Patient has a palpable plaque and curvature deformity of at least 30 degrees at the 
start of therapy 

B. Patient is 18 years of age or older 

C. Patient does NOT have plaques that involve the penile urethra 

D. Dosing is in accordance with the United States Food and Drug Administration 
approved labeling 

E. Authorization is for no more than 2 injections 
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 (Renewal/Continuation of Therapy Requests) 

 

RENEWAL criteria for Xiaflex: ONE of the following must be met: 

 

1. For Dupuytren’s contracture, ALL of the following must be met: 
A. Patient has previously received Xiaflex 
B. Documentation of positive clinical response to Xiaflex 
C. Treatment request is for at least ONE of the following: 

I. Metacarpophalangeal (MP) or proximal interphalangeal (PIP) contracture 
remains in affected cord since previous injection and the contracture is > 5 
degrees 

II. A different MP or PIP contracture will be injected 
D. If two injections (two vials) are requested, use is for ONE of the following: 

III. One cord affecting two joints in the same finger 
IV. Two cords affecting two joints in the same hand 
V. N/A 

E. Member has not received surgical treatment (e.g., fasciectomy, fasciotomy) on the 
selected primary joint within the last 90 days 

F. The previous treatment was at least 4 weeks ago 
G. Dosing is in accordance with the United States Food and Drug Administration 

approved labeling 

H. The total number of injections does not exceed 3 injections per cord at 
approximately 4-week intervals 

I. Authorization is for no more than 2 injections in the same hand 

 

2. For Peyronie’s disease, ALL of the following must be met: 
A. Patient has previously received Xiaflex 
B. Documentation of positive clinical response to Xiaflex 
C. Last treatment was at least 6 weeks ago 
D. Documented curvature deformity of ≥ 15 degrees remaining since last treatment 

cycle 
E. Patient has received less than 4 treatment cycles (i.e. less than 8 injections [2 

injections per cycle]) 
F. Dosing is in accordance with the United States Food and Drug Administration 

approved labeling 
G. Authorization is for no more than 2 injections 
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General Background 

 
Xiaflex® (Collagenase, Clostridium histolyticum) is indicated for the treatment of adults with 
Dupuytren contracture with a palpable cord and for treatment of Peyronie disease in adult men 
with a palpable plaque and curvature deformity of at least 30 degrees at initiation of therapy.  
Clostridium histolyticum collagenase consists of 2 microbial collagenases (AUX-I and AUX-II) that 
synergistically hydrolyze collagen resulting in lysis of collagen deposits and may result in 
enzymatic disruption of the cord in patients with Dupuytren contracture and in the plaque 
associated with Peyronie disease. 

 

Precautions and Warnings 
 

Xiaflex - Black Box Warning 
 Corporal rupture (penile fracture) or other serious penile injury may occur during xiaflex 

administration. 
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Clinical Evidence 

 
Xiaflex® (Collagenase, Clostridium histolyticum) 
Contractures were released to 0 to 5 degrees of full extension after 3 injections of collagenase 
clostridium histolyticum in 44% to 64% of patients with metacarpophalangeal (MP) or proximal 
interphalangeal (PIP) contractures, compared with 5% to 6.8% who received placebo, in 1 study 
(N=308). Contracture release was reached after just 1 injection in 27% to 39% of those receiving 
collagenase clostridium histolyticum compared with 1% to 5% placebo in another study (N=66). 
The probability of remaining recurrence-free at 5 years after successful treatment was about 50% 
in a long-term follow-up study (N=645). Retreatment using up to 3 injections in patients with 
recurrent contractures (N=52) was clinically successful in 65% of MP joints and in 45% of PIP 
joints. 
 
Collagenase clostridium histolyticum was superior to placebo for the treatment of Peyronie 
disease in 2 multicenter, randomized, double-blind, controlled trials (n=832). Adult men with 
penile curvature deformity of a minimum of 30 degrees in a stable phase of Peyronie disease 
were eligible. Patients with ventral curvature deformity, isolated hourglass deformity, or a 
calcified plaque that may interfere with injection technique were excluded. At baseline, 98% of 
patients had no penile pain or mild penile pain. Patients were stratified by the baseline degree 
of curvature deformity (30 to 60 degrees; 61 to 90 degrees) and randomized in a 2:1 ratio to 
receive up to 4 treatment cycles of collagenase clostridium histolyticum or placebo. Each 
treatment cycle consisted of 2 study drug injections administered 1 to 3 days apart, followed by 
a penile modeling procedure 1 to 3 days after the second injection of the treatment cycle. 
Treatment cycles were repeated at approximately 6-week intervals for a maximum of 3 cycles 
(i.e., maximum 8 total injections and 4 total modeling procedures). Patients were advised to 
perform penile modeling procedures at home for 6 weeks after each treatment cycle. 
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Acronyms 

 
 MP = Metacarpophalangeal 

 PIP = Proximal interphalangeal 
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