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1 I.Product Overview

XIAFLEX® is the only FDA-approved, nonsurgical choice for the treatment of adults with Dupuytren’s contracture with a 
palpable cord.

XIAFLEX is a combination of 2 types of collagenase that appear to work synergistically to provide hydrolyzing activity on  
collagen. Injection of XIAFLEX into Dupuytren’s cord, which is comprised mostly of collagen, may result in enzymatic disruption  
of the collagen cord.

The efficacy of XIAFLEX was evaluated in 2 randomized, double-blind, placebo-controlled trials, 1 of which was the largest randomized, 
placebo-controlled study ever conducted in Dupuytren’s contracture. These clinical studies are referred to as the Collagenase Option  
for Reduction of Dupuytren’s (CORD) I and II studies. CORD I, the US study, was published in The New England Journal of Medicine.1 
CORD II was a smaller, Australian study published in The Journal of Hand Surgery.2

The primary endpoint in both pivotal studies was the percentage of patients achieving a reduction in contracture of the selected 
primary joint to 0° to 5° of normal 30 days after up to 3 injections,* which is near-complete correction of joint contracture. In CORD I, 
64% (130/203) of XIAFLEX-treated patients vs 7% (7/103) of placebo-treated patients achieved a reduction in contracture of the 
primary joint (MP† or PIP‡) to 0° to 5° of normal. In CORD II, 44% (20/45) of XIAFLEX-treated patients vs 5% (1/21) of placebo-treated 
patients achieved the primary endpoint.

XIAFLEX treatment is an in-office procedure that involves injecting XIAFLEX into the collagen cord. The next day, if the contracture has 
not resolved, the patient will undergo a finger-extension procedure to attempt to disrupt the cord. The finger-extension procedure may 
be repeated, if needed, up to 3 times. If the cord does not rupture by the third attempt, patients should be scheduled for a follow-up 
visit 30 days later to begin another treatment cycle. Only 1 cord can be treated at a time. If there are multiple contractures, each cord 
should be treated in sequential order.

Comprehensive training on how to administer XIAFLEX is available. For more information, go to XIAFLEX.com or call 1-877-XIAFLEX 
(1-877-942-3539).

*  Patients may have received up to 3 injections of study medication into the cords associated with contracture of the primary joints on days 0, 30, and 60. 
Assessments were made 30 days after the last injection (on days 30, 60, or 90).

† Metacarpophalangeal.
‡ Proximal interphalangeal.

XIAFLEX is indicated for the treatment of adults with Dupuytren’s 
contracture with a palpable cord.

Important Safety Information
In the controlled and uncontrolled portions of clinical trials, flexor 
tendon ruptures occurred after XIAFLEX injection. Injection of XIAFLEX 
into collagen-containing structures such as tendons or ligaments of the 
hand may result in damage to those structures and possible permanent 
injury such as tendon rupture or ligament damage. 
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2.2 | Product descriPtion

XIAFLEX is supplied in a single-use glass vial containing 0.90 mg of 
collagenase clostridium histolyticum as a sterile, lyophilized powder 
(white cake) for reconstitution. 

Sterile diluent for reconstitution is provided in the package in a 
single-use glass vial containing 3 mL of 0.3 mg/mL calcium chloride 
dihydrate in 0.9% sodium chloride. 

XIAFLEX is injected directly into a palpable cord of an adult patient with Dupuytren’s contracture. Following administration of a 
single XIAFLEX dose of 0.58 mg into a Dupuytren’s cord in 20 patients, no quantifiable levels of XIAFLEX (AUX-I or AUX-II) were 
detected in plasma up to 30 days postinjection.

3 I Pharmacokinetics

2 I Mechanism of action and Product Description

XIAFLEX® is a combination of 2 types of collagenase that appear to work synergistically to provide hydrolyzing activity on 
collagen in the Dupuytren’s cord.

2.1 | MecHAnisM oF Action

Imbalances in collagen turnover in the hand lead to increased collagen deposition that may result in Dupuytren’s disease.3,4

Collagen molecules are composed of 3 peptide chains wound into a triple helical conformation.5 This helix conformation prevents 
degradation by all proteases except collagenases. Human collagenase can cleave the triple helix in only 1 location, but bacterial 
collagenase cleaves the helix in multiple locations.6

XIAFLEX contains purified collagenase clostridium  
histolyticum, consisting of 2 microbial collagenases in  
a defined mass ratio, collagenase AUX-I and collagenase 
AUX-II, which are isolated and purified from the fermentation 
of Clostridium histolyticum bacteria. Their chemical 
properties are indicated in the chart at right.

XIAFLEX: Distinct mechanism of action

Once the collagen is broken into these smaller, disorganized units, 
endogenous enzymes are able to assist in further breaking down 
the fibrous material.

XIAFLEX contains 2 different classes of clostridial collagenase, 
which break down collagen at different locations along the 
collagen fiber.

AUX-I

AUX-II

Chemical properties of AUX-I and AUX-II

AUX-I AUX-II 

Structure
Single polypeptide 
chain ~1000 amino 

acids, known sequence

Single polypeptide 
chain ~1000 amino 

acids, deduced sequence

Molecular 
weight 114 kDa 113 kDa 
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XIAFLEX® received FDA approval based on 2 randomized, double-blind, placebo-controlled trials, 1 of which was the largest ever 
conducted in the field of Dupuytren’s contracture. These clinical studies are referred to as the Collagenase Option for Reduction 
of Dupuytren’s (CORD) I and II studies. CORD I, the US study, was published in The New England Journal of Medicine.1 CORD II 
was a smaller, Australian study published in The Journal of Hand Surgery.2

4.1 | PHAse 3 PivotAl studies

CORD I and CORD II are considered the pivotal studies for XIAFLEX, since their results were the foundation for FDA approval. Together, 
these 2 randomized, double-blind, placebo-controlled, phase 3 trials enrolled a total of 374 patients with Dupuytren’s contracture  
with a palpable cord. The studies were conducted as follows:

•  CORD I  — This is the largest randomized, placebo-
controlled study ever conducted in Dupuytren’s  
contracture, with an enrollment of 308 patients.  
Referred to as Study 1 in the Prescribing Information,  
this study was conducted at 16 sites throughout  
the United States.7 The results of this study were 
published in The New England Journal of Medicine1 

•  CORD II — This was a smaller study enrolling 66 
patients. Called Study 2 in the Prescribing Information,  
this study was conducted at 5 sites in Australia.7 
The results of this study were published  
in The Journal of Hand Surgery 2

4.2 | inclusion criteriA (select)

The 2 pivotal studies enrolled a broad range of patients. At study entry, patients must have had: (1) a finger flexion contracture with 
a palpable cord of at least 1 finger (other than the thumb) of 20° to 100° in a metacarpophalangeal (MP) joint or 20° to 80° in a 
proximal interphalangeal (PIP) joint and (2) a positive “tabletop test” defined as the inability to simultaneously place the affected 
finger(s) and palm flat against a tabletop.

4.3 | exclusion criteriA (select)

Patients could not have received a surgical treatment (eg, fasciectomy, fasciotomy) on the selected primary joint within 90 days 
before the first injection of study medication and patients could not have received anticoagulation medication (except for up to  
150 mg of aspirin per day) within 7 days before the first injection of study medication.

4 I Clinical Trials Overview 

Phase 3 clinical studies7

INCLUSION CRITERIA

20°-100°
20°-80°

MP joint contracture at study entry

PIP joint contracture at study entry

CORD I CORD II

Study size 308 patients 66 patients

Location United 
States

Australia

Number of sites 16 5
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4.5 | treAtMent Protocol

Patients were randomized to receive injections of either XIAFLEX or placebo in a 2:1 ratio. In the phase 3 studies, a total of  
249 patients received injections of XIAFLEX and 125 patients received injections of placebo. 

Prior to treatment, the study investigators prioritized joints, selecting a primary joint to be treated. For patients with contractures  
of both MP and PIP joints in the same finger, the MP joint was selected for treatment.7 

Treatment consisted of injection with XIAFLEX or placebo followed 24 hours later by a finger-extension procedure, if needed, to disrupt 
the cord. In some instances, spontaneous rupture of the cord occurred before the follow-up visit, with no finger extension required.

Patients were eligible for up to 3 injections per cord, which were given approximately 4 weeks apart. Once patients achieved  
disruption of the primary cord treated, they were eligible to receive treatment of additional qualifying cords, if present. If the primary 
and secondary joints treated met the primary endpoint with 1 injection each, a third joint could be treated.7

a  Intent-to-treat subjects were excluded from this population if they did not have fixed-flexion measurements after the first injection or had both screening 
and treatment 1, day 0, fixed-flexion measurements between 0 and 5 degrees. Modified intent-to-treat subjects in CORD I study were XIAFLEX, n=203;  
placebo, n=103.

In the selected primary joint, patients had 
a significant degree of contracture before 
treatment. In fact, the mean degree of joint 
contracture in all selected primary joints was:

• CORD I—50° before treatment7

• CORD II—52° before treatment7

Select disease characteristics: CORD I and CORD II7

Select patient demographic characteristics: CORD II7

4.4 | PAtient deMogrAPHics

The population enrolled in both phase 3 studies was fairly typical of patients with Dupuytren’s contracture, which occurs much more 
commonly in men than women.8 The 2 treatment groups were well matched in terms of gender, age (range: 33-89 years), and family 
history of Dupuytren’s contracture.7

Variable XIAFLEX®

(n=204 patients)
 Placebo

 (n=104 patients)

Age (mean) 62 years 63 years

Age range
 <45 years 4% 4%

 45-54 years 13% 14%

 55-64 years 42% 37%

 65-74 years 31% 32%

 ≥75 years 10% 14%

Gender
 Male 84% 71%

 Female 16% 29%

Family history of  
Dupuytren’s disease
 Yes 42% 51%

 No 58% 49%

Variable XIAFLEX
(n=45 patients)

Placebo
(n=21 patients)

Age (mean) 63 years 66 years

Age range
 <45 years 0% 5%

 45-54 years 16% 10%

 55-64 years 40% 29%

 65-74 years 42% 33%

 ≥75 years 2% 24%

Gender
 Male 87% 81%

 Female 13% 19%

Family history of 
Dupuytren’s disease
 Yes 49% 43%

 No 51% 57%

Select patient demographic characteristics: CORD I7,a

CORD I
(N=308 patients) 

CORD II
(N=66 patients)

Prior surgery for Dupuytren’s 
contracture (including fasciotomy 
and fasciectomy)

38% 53%

Prior surgery for Dupuytren’s 
contracture on same finger 
as the primary joint treated 

8% 18%

Mean number of affected joints 3.0 3.3

Mean primary joint  
contracture at baseline

      Metacarpophalangeal (MP) 47° 48°

      Proximal interphalangeal (PIP) 55° 55°

Of the patients treated with XIAFLEX in the 2 pivotal trials, 42% (104/249) were 65 years of age or older and 9% (22/249) were  
75 years of age or older.7 No overall differences in safety or effectiveness of XIAFLEX were observed between these patients and 
younger patients.

Patients’ disease history was also assessed before treatment. Many patients had several joints affected by Dupuytren’s contracture 
with a palpable cord. In addition, many patients had already had surgery performed for Dupuytren’s contracture—some even on the 
same finger ultimately treated by XIAFLEX or placebo in the pivotal studies.

Note: Includes all patients who received at least 1 injection of double-blind study medication.
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Percentage of patients achieving a reduction in contracture to 
0°-5° of normal 30 days after up to 3 injectionsa:

 All primary joints (MP and PIP)7

Study of 306 patients evaluated at 
16 sites throughout the United States

MEAN: 50° contracture
before treatment       

Study of 66 patients evaluated 
at 5 sites in Australia

MEAN: 52° contracture
before treatment       

CORD I 

CORD Il 

7% (7/103)

Placebo 

5% (1/21)

Placebo 
44%

(20/45)

achieved 0°-5°
(CIb: 14%, 62%)

64%
(130/203)

achieved 0°-5°
(CIb: 47%, 67%)

In both CORD I and CORD II, XIAFLEX-treated patients received a mean of 1.7 injections to the cord associated with the contracture. 

After the first injection, a reduction in contracture of the primary joint to 0° to 5° of normal was achieved in:

• 39% (79/203) of patients given XIAFLEX vs 1% (1/103) of patients given placebo in CORD I

• 27% (12/45) of patients given XIAFLEX vs 5% (1/21) of patients given placebo in CORD II

a Patients may have received up to 3 injections of study medication into the cords associated with the contracture of the
 primary joints on days 0, 30, and 60. Assessments were made 30 days after the last injection (on days 30, 60, or 90). 

b 95% confidence interval for difference between XIAFLEX and placebo.

XIAFLEX® is the only FDA-approved, nonsurgical choice with proven efficacy in Dupuytren’s contracture. XIAFLEX is indicated for 
the treatment of adults with Dupuytren’s contracture with a palpable cord. 

5.1 | Proven eFFective in tHe treAtMent oF PriMAry joints 

XIAFLEX was proven effective in both phase 3 studies. A significant number of patients had joint contracture improved to 0° to 5° of 
normal with XIAFLEX. In CORD I, 64% (130/203) of patients achieved the primary endpoint, as did 44% (20/45) of patients in CORD II. 

5 I Study Results

Important Safety Information

In the controlled and uncontrolled portions of clinical trials, flexor tendon ruptures occurred after XIAFLEX injection. Injection of 
XIAFLEX into collagen-containing structures such as tendons or ligaments of the hand may result in damage to those structures and 
possible permanent injury such as tendon rupture or ligament damage. Therefore, XIAFLEX should be injected only into the collagen 
cord with a MP or PIP joint contracture, and care should be taken to avoid injecting into tendons, nerves, blood vessels, or other 
collagen-containing structures of the hand. When injecting a cord affecting a PIP joint of the fifth finger, insert the needle no more 
than 2 to 3 mm in depth, and avoid injecting more than 4 mm distal to the palmar digital crease. 

Other serious local adverse reactions in clinical trials include: pulley rupture, ligament injury, complex regional pain syndrome (CRPS), 
and sensory abnormality of the hand.

Please see additional Important Safety Information on page 26  
and the accompanying Full Prescribing Information.

4.6 | study endPoint

In CORD I and CORD II, the primary endpoint was to evaluate the proportion of patients who achieved a reduction in contracture  
of the selected primary joint (MP or PIP) to within 0° to 5° of normal, 30 days after the last injection of that joint on days 30,  
60, or 90 (after up to 3 injections).
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Percentage of patients achieving a reduction in contracture to 
0°-5° of normal 30 days after up to 3 injectionsa:

 All primary joints (MP and PIP)7

Study of 306 patients evaluated at 
16 sites throughout the United States

MEAN: 50° contracture
before treatment       

Study of 66 patients evaluated 
at 5 sites in Australia

MEAN: 52° contracture
before treatment       

CORD I 

CORD Il 

7% (7/103)

Placebo 

5% (1/21)

Placebo 
44%

(20/45)

achieved 0°-5°
(CIb: 14%, 62%)

64%
(130/203)

achieved 0°-5°
(CIb: 47%, 67%)

In both CORD I and CORD II, XIAFLEX-treated patients received a mean of 1.7 injections to the cord associated with the contracture. 

After the first injection, a reduction in contracture of the primary joint to 0° to 5° of normal was achieved in:

• 39% (79/203) of patients given XIAFLEX vs 1% (1/103) of patients given placebo in CORD I

• 27% (12/45) of patients given XIAFLEX vs 5% (1/21) of patients given placebo in CORD II

a Patients may have received up to 3 injections of study medication into the cords associated with the contracture of the
 primary joints on days 0, 30, and 60. Assessments were made 30 days after the last injection (on days 30, 60, or 90). 

b 95% confidence interval for difference between XIAFLEX and placebo.

XIAFLEX® is the only FDA-approved, nonsurgical choice with proven efficacy in Dupuytren’s contracture. XIAFLEX is indicated for 
the treatment of adults with Dupuytren’s contracture with a palpable cord. 

5.1 | Proven eFFective in tHe treAtMent oF PriMAry joints 

XIAFLEX was proven effective in both phase 3 studies. A significant number of patients had joint contracture improved to 0° to 5° of 
normal with XIAFLEX. In CORD I, 64% (130/203) of patients achieved the primary endpoint, as did 44% (20/45) of patients in CORD II. 

5 I Study Results

Important Safety Information

In the controlled and uncontrolled portions of clinical trials, flexor tendon ruptures occurred after XIAFLEX injection. Injection of 
XIAFLEX into collagen-containing structures such as tendons or ligaments of the hand may result in damage to those structures and 
possible permanent injury such as tendon rupture or ligament damage. Therefore, XIAFLEX should be injected only into the collagen 
cord with a MP or PIP joint contracture, and care should be taken to avoid injecting into tendons, nerves, blood vessels, or other 
collagen-containing structures of the hand. When injecting a cord affecting a PIP joint of the fifth finger, insert the needle no more 
than 2 to 3 mm in depth, and avoid injecting more than 4 mm distal to the palmar digital crease. 

Other serious local adverse reactions in clinical trials include: pulley rupture, ligament injury, complex regional pain syndrome (CRPS), 
and sensory abnormality of the hand.

Please see additional Important Safety Information on page 26  
and the accompanying Full Prescribing Information.

4.6 | study endPoint

In CORD I and CORD II, the primary endpoint was to evaluate the proportion of patients who achieved a reduction in contracture  
of the selected primary joint (MP or PIP) to within 0° to 5° of normal, 30 days after the last injection of that joint on days 30,  
60, or 90 (after up to 3 injections).
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5.2 |  MP joints: cord 1 
Proven eFFicAcy results

In CORD I, improvements in MP joint contracture were 
significant. In fact, 77% (102/133) of patients given XIAFLEX® 
achieved a reduction in primary MP joint contracture to  
0° to 5° of normal 30 days after up to 3 injectionscompared 
with 7% (5/69) of patients given placebo. 

XIAFLEX was also effective in improving MP joint contracture  
in a broad range of patients, regardless of whether they had  
mild or severe contracture before treatment. In CORD I:

•  89% (72/81) of patients with mild contracture 
(20°-50°) before treatment achieved 0° to 5° of normal7

•  58% (30/52) of patients with severe contracture 
(>50°-100°) before treatment achieved 0° to 5° of normal7

5.3 |  MP joints: cord 11 
Proven eFFicAcy results

In CORD II, 65% (13/20) of patients given XIAFLEX achieved a 
reduction in primary MP joint contracture to 0° to 5° of normal 
30 days after up to 3 injections,compared with 9% (1/11) of 
patients given placebo.

XIAFLEX was also effective in improving MP joint contracture  
in a broad range of patients, regardless of whether they had mild 
or severe contracture before treatment. In CORD II:

•  70% (7/10) of patients with mild contracture 
(20°-50°) before treatment achieved 0° to 5° of normal7

•  60% (6/10) of patients with severe contracture 
(>50°-100°) before treatment achieved 0° to 5° of normal7

As observed in CORD I, range of motion also improved with 
XIAFLEX in CORD II. Here, the mean degree of range of motion 
in MP joints was 40° before treatment with XIAFLEX, improving 
to 80° after treatment. This represents a 40° improvement in 
range of motion for MP joints with XIAFLEX.

Percentage of patients achieving a reduction in  
contracture to 0°-5° of normal 30 days after up to  
3 injectionsa:Primary MP joint in CORD II7 

Percentage of patients achieving a reduction in 
contracture to 0°-5° of normal 30 days after up to  
3 injectionsa:Primary MP joint in CORD I7 

Improvements in mean degree of range of motion 
with XIAFLEX 30 days after up to 3 injections:  
Primary MP joint in CORD II7

a  Patients may have received up to 3 injections of study medication into the cords 
associated with the contracture of the primary joints on days 0, 30, and 60.  
Assessments were made 30 days after the last injection (on days 30, 60, or 90).

b 95% confidence interval for difference between XIAFLEX and placebo.
c Mild MP joint contracture before treatment was defined as 20º-50º.
d Severe MP joint contracture before treatment was defined as >50º-100º.

a  Patients may have received up to 3 injections of study medication into the cords 
associated with the contracture of the primary joints on days 0, 30, and 60.  
Assessments were made 30 days after the last injection (on days 30, 60, or 90).

b 95% confidence interval for difference between XIAFLEX and placebo.
c Mild MP joint contracture before treatment was defined as 20º-50º.
d Severe MP joint contracture before treatment was defined as >50º-100º.

Range of motion was also improved in MP joints. In CORD I,  
the mean degree of range of motion in MP joints was 43° 
before treatment with XIAFLEX, improving to 83° after 
treatment. This represents a 41° improvement in range of 
motion for MP joints with XIAFLEX. 

In MP joints, there was no loss of flexion with XIAFLEX. 
The improvement in range of motion resulted entirely from 
improvement in the full extension angle, reflecting greater 
extension of the affected finger.

Improvements in mean degree of range of motion 
with XIAFLEX 30 days after up to 3 injections: 
Primary MP joint in CORD I7

(CIb: 57%, 79%)
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(CIb: 19%, 83%)

65%
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(1/11)
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70%
(7/10) 60%

(6/10)
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SEVEREd
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20 -̊100˚
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>
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Contracture Severity

Important Safety Information

In the controlled portions of the clinical trials (Studies 1 and 2), a greater proportion of XIAFLEX-treated patients (15%) compared 
to placebo-treated patients (1%) had mild allergic reactions (pruritus) after up to 3 injections. The incidence of XIAFLEX-associated 
pruritus increased after more XIAFLEX injections.

Important Safety Information 

Although there were no severe allergic reactions observed in 
the XIAFLEX studies (e.g., those associated with respiratory 
compromise, hypotension, or end-organ dysfunction), severe 
reactions including anaphylaxis could occur following XIAFLEX 
injections. Healthcare providers should be prepared to address 
severe allergic reactions following XIAFLEX injections.

Please see additional Important Safety Information on page 26  
and the accompanying Full Prescribing Information.

56° 

24° 

8° 

50° 

MP Joint

PIP Joint

54° 

22° 
7° 

48° 

(n=20 patients)

40° improvement
(n=129 patients)

41° improvement

•  Placebo: Mean range of motion was 41° before treatment 
and 50° after treatment (n=11 patients)

•  Placebo: Mean range of motion was 46° before treatment 
and 50° after treatment (n=68 patients)
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5.2 |  MP joints: cord 1 
Proven eFFicAcy results

In CORD I, improvements in MP joint contracture were 
significant. In fact, 77% (102/133) of patients given XIAFLEX® 
achieved a reduction in primary MP joint contracture to  
0° to 5° of normal 30 days after up to 3 injectionscompared 
with 7% (5/69) of patients given placebo. 

XIAFLEX was also effective in improving MP joint contracture  
in a broad range of patients, regardless of whether they had  
mild or severe contracture before treatment. In CORD I:

•  89% (72/81) of patients with mild contracture 
(20°-50°) before treatment achieved 0° to 5° of normal7

•  58% (30/52) of patients with severe contracture 
(>50°-100°) before treatment achieved 0° to 5° of normal7

5.3 |  MP joints: cord 11 
Proven eFFicAcy results

In CORD II, 65% (13/20) of patients given XIAFLEX achieved a 
reduction in primary MP joint contracture to 0° to 5° of normal 
30 days after up to 3 injections,compared with 9% (1/11) of 
patients given placebo.

XIAFLEX was also effective in improving MP joint contracture  
in a broad range of patients, regardless of whether they had mild 
or severe contracture before treatment. In CORD II:

•  70% (7/10) of patients with mild contracture 
(20°-50°) before treatment achieved 0° to 5° of normal7

•  60% (6/10) of patients with severe contracture 
(>50°-100°) before treatment achieved 0° to 5° of normal7

As observed in CORD I, range of motion also improved with 
XIAFLEX in CORD II. Here, the mean degree of range of motion 
in MP joints was 40° before treatment with XIAFLEX, improving 
to 80° after treatment. This represents a 40° improvement in 
range of motion for MP joints with XIAFLEX.

Percentage of patients achieving a reduction in  
contracture to 0°-5° of normal 30 days after up to  
3 injectionsa:Primary MP joint in CORD II7 

Percentage of patients achieving a reduction in 
contracture to 0°-5° of normal 30 days after up to  
3 injectionsa:Primary MP joint in CORD I7 

Improvements in mean degree of range of motion 
with XIAFLEX 30 days after up to 3 injections:  
Primary MP joint in CORD II7

a  Patients may have received up to 3 injections of study medication into the cords 
associated with the contracture of the primary joints on days 0, 30, and 60.  
Assessments were made 30 days after the last injection (on days 30, 60, or 90).

b 95% confidence interval for difference between XIAFLEX and placebo.
c Mild MP joint contracture before treatment was defined as 20º-50º.
d Severe MP joint contracture before treatment was defined as >50º-100º.

a  Patients may have received up to 3 injections of study medication into the cords 
associated with the contracture of the primary joints on days 0, 30, and 60.  
Assessments were made 30 days after the last injection (on days 30, 60, or 90).

b 95% confidence interval for difference between XIAFLEX and placebo.
c Mild MP joint contracture before treatment was defined as 20º-50º.
d Severe MP joint contracture before treatment was defined as >50º-100º.

Range of motion was also improved in MP joints. In CORD I,  
the mean degree of range of motion in MP joints was 43° 
before treatment with XIAFLEX, improving to 83° after 
treatment. This represents a 41° improvement in range of 
motion for MP joints with XIAFLEX. 

In MP joints, there was no loss of flexion with XIAFLEX. 
The improvement in range of motion resulted entirely from 
improvement in the full extension angle, reflecting greater 
extension of the affected finger.

Improvements in mean degree of range of motion 
with XIAFLEX 30 days after up to 3 injections: 
Primary MP joint in CORD I7

(CIb: 57%, 79%)

77%
(102/133)
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Important Safety Information

In the controlled portions of the clinical trials (Studies 1 and 2), a greater proportion of XIAFLEX-treated patients (15%) compared 
to placebo-treated patients (1%) had mild allergic reactions (pruritus) after up to 3 injections. The incidence of XIAFLEX-associated 
pruritus increased after more XIAFLEX injections.

Important Safety Information 

Although there were no severe allergic reactions observed in 
the XIAFLEX studies (e.g., those associated with respiratory 
compromise, hypotension, or end-organ dysfunction), severe 
reactions including anaphylaxis could occur following XIAFLEX 
injections. Healthcare providers should be prepared to address 
severe allergic reactions following XIAFLEX injections.

Please see additional Important Safety Information on page 26  
and the accompanying Full Prescribing Information.

56° 

24° 

8° 

50° 

MP Joint

PIP Joint

54° 

22° 
7° 

48° 

(n=20 patients)

40° improvement
(n=129 patients)

41° improvement

•  Placebo: Mean range of motion was 41° before treatment 
and 50° after treatment (n=11 patients)

•  Placebo: Mean range of motion was 46° before treatment 
and 50° after treatment (n=68 patients)
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5.4 |  PiP joints: cord 1 
Proven eFFicAcy results

In both pivotal studies, significant improvements were seen 
even in difficult-to-treat PIP joints. In CORD I, 40% (28/70) of 
XIAFLEX®-treated patients achieved a reduction in primary PIP 
joint contracture to 0° to 5° of normal 30 days after up to 3 
injections, compared with 6% (2/34) of patients given placebo.

XIAFLEX was effective in improving PIP joint contracture in a 
broad range of patients, regardless of whether they had mild or 
severe contracture before treatment. In CORD I:

•  81% (17/21) of patients with mild contracture 
(20°-40°) before treatment achieved 0° to 5° of normal7

•  22% (11/49) of patients with severe contracture
(>40°-80°) before treatment achieved 0° to 5° of normal7

In CORD II, the mean degree of range of motion in PIP joints 
was 41° before treatment with XIAFLEX, improving to 73° after 
treatment. This represents a 32° improvement in range  
of motion for PIP joints with XIAFLEX.

Percentage of patients achieving a reduction in 
contracture to 0°-5° of normal 30 days after up to  
3 injectionsa:Primary PIP joint in CORD I7 

5.5 |  PiP joints: cord 11 
Proven eFFicAcy results

PIP joint contractures were also improved in CORD II. Here, 28% 
(7/25) of XIAFLEX-treated patients achieved a reduction in primary 
PIP joint contracture to 0° to 5° of normal 30 days after up to 3 
injections, compared with 0% (0/10) of patients given placebo.

XIAFLEX was effective in improving PIP joint contracture in a 
broad range of patients, regardless of whether they had mild or 
severe contracture before treatment. In CORD II:

•  40% (2/5) of patients with mild contracture 
(20°-40°) before treatment achieved 0° to 5° of normal7

•  25% (5/20) of patients with severe contracture 
(>40°-80°) before treatment achieved 0° to 5° of normal7

Percentage of patients achieving a reduction in 
contracture to 0°-5° of normal 30 days after up to  
3 injectionsa:Primary PIP joint in CORD II7 

Improvements in mean degree of range of motion 
with XIAFLEX 30 days after up to 3 injections: 
Primary PIP joint in CORD II7

Range of motion was also improved in PIP joints. In CORD I, the 
mean degree of range of motion in PIP joints was 46° before 
treatment with XIAFLEX, improving to 75° after treatment. This 
represents a 28° improvement in range of motion for PIP joints 
with XIAFLEX.

Improvements in mean degree of range of motion 
with XIAFLEX 30 days after up to 3 injections:  
Primary PIP joint in CORD I7

54° 

22° 
7° 

48° 
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•  Placebo: Mean range of motion was 44° before treatment 
and 49° after treatment (n=34 patients)
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•  Placebo: Mean range of motion was 47° before treatment 
and 54° after treatment (n=10 patients)
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a  Patients may have received up to 3 injections of study medication into the cords 
associated with the contracture of the primary joints on days 0, 30, and 60.  
Assessments were made 30 days after the last injection (on days 30, 60, or 90).

b 95% confidence interval for difference between XIAFLEX and placebo.
c Mild PIP joint contracture before treatment was defined as 20º-40º.
d Severe PIP joint contracture before treatment was defined as >40º-80º.

a  Patients may have received up to 3 injections of study medication into the cords 
associated with the contracture of the primary joints on days 0, 30, and 60.  
Assessments were made 30 days after the last injection (on days 30, 60, or 90).

b 95% confidence interval for difference between XIAFLEX and placebo.
c Mild PIP joint contracture before treatment was defined as 20º-40º.
d Severe PIP joint contracture before treatment was defined as >40º-80º.

Important Safety Information

In the XIAFLEX trials (Studies 1 and 2), 70% and 38% of XIAFLEX-treated patients developed an ecchymosis/contusion or an injection 
site hemorrhage, respectively. The efficacy and safety of XIAFLEX in patients receiving anticoagulant medications (other than low-dose 
aspirin) within 7 days prior to XIAFLEX administration is not known. Therefore, use with caution in patients with coagulation disorders 
including patients receiving concomitant anticoagulants (except for low-dose aspirin).

Important Safety Information

The most frequently reported adverse drug reactions (≥5%) in the 
XIAFLEX clinical trials and at an incidence greater than placebo 
included: edema peripheral, contusion, injection site hemorrhage, 
injection site reaction, pain in extremity, tenderness, injection site 
swelling, pruritus, lymphadenopathy, skin laceration, lymph node 
pain, erythema, and axillary pain.

Please see additional Important Safety Information on page 26  
and the accompanying Full Prescribing Information.
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5.4 |  PiP joints: cord 1 
Proven eFFicAcy results

In both pivotal studies, significant improvements were seen 
even in difficult-to-treat PIP joints. In CORD I, 40% (28/70) of 
XIAFLEX®-treated patients achieved a reduction in primary PIP 
joint contracture to 0° to 5° of normal 30 days after up to 3 
injections, compared with 6% (2/34) of patients given placebo.

XIAFLEX was effective in improving PIP joint contracture in a 
broad range of patients, regardless of whether they had mild or 
severe contracture before treatment. In CORD I:

•  81% (17/21) of patients with mild contracture 
(20°-40°) before treatment achieved 0° to 5° of normal7

•  22% (11/49) of patients with severe contracture
(>40°-80°) before treatment achieved 0° to 5° of normal7

In CORD II, the mean degree of range of motion in PIP joints 
was 41° before treatment with XIAFLEX, improving to 73° after 
treatment. This represents a 32° improvement in range  
of motion for PIP joints with XIAFLEX.

Percentage of patients achieving a reduction in 
contracture to 0°-5° of normal 30 days after up to  
3 injectionsa:Primary PIP joint in CORD I7 

5.5 |  PiP joints: cord 11 
Proven eFFicAcy results

PIP joint contractures were also improved in CORD II. Here, 28% 
(7/25) of XIAFLEX-treated patients achieved a reduction in primary 
PIP joint contracture to 0° to 5° of normal 30 days after up to 3 
injections, compared with 0% (0/10) of patients given placebo.

XIAFLEX was effective in improving PIP joint contracture in a 
broad range of patients, regardless of whether they had mild or 
severe contracture before treatment. In CORD II:

•  40% (2/5) of patients with mild contracture 
(20°-40°) before treatment achieved 0° to 5° of normal7

•  25% (5/20) of patients with severe contracture 
(>40°-80°) before treatment achieved 0° to 5° of normal7

Percentage of patients achieving a reduction in 
contracture to 0°-5° of normal 30 days after up to  
3 injectionsa:Primary PIP joint in CORD II7 

Improvements in mean degree of range of motion 
with XIAFLEX 30 days after up to 3 injections: 
Primary PIP joint in CORD II7

Range of motion was also improved in PIP joints. In CORD I, the 
mean degree of range of motion in PIP joints was 46° before 
treatment with XIAFLEX, improving to 75° after treatment. This 
represents a 28° improvement in range of motion for PIP joints 
with XIAFLEX.

Improvements in mean degree of range of motion 
with XIAFLEX 30 days after up to 3 injections:  
Primary PIP joint in CORD I7
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and 49° after treatment (n=34 patients)
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a  Patients may have received up to 3 injections of study medication into the cords 
associated with the contracture of the primary joints on days 0, 30, and 60.  
Assessments were made 30 days after the last injection (on days 30, 60, or 90).

b 95% confidence interval for difference between XIAFLEX and placebo.
c Mild PIP joint contracture before treatment was defined as 20º-40º.
d Severe PIP joint contracture before treatment was defined as >40º-80º.

a  Patients may have received up to 3 injections of study medication into the cords 
associated with the contracture of the primary joints on days 0, 30, and 60.  
Assessments were made 30 days after the last injection (on days 30, 60, or 90).

b 95% confidence interval for difference between XIAFLEX and placebo.
c Mild PIP joint contracture before treatment was defined as 20º-40º.
d Severe PIP joint contracture before treatment was defined as >40º-80º.

Important Safety Information

In the XIAFLEX trials (Studies 1 and 2), 70% and 38% of XIAFLEX-treated patients developed an ecchymosis/contusion or an injection 
site hemorrhage, respectively. The efficacy and safety of XIAFLEX in patients receiving anticoagulant medications (other than low-dose 
aspirin) within 7 days prior to XIAFLEX administration is not known. Therefore, use with caution in patients with coagulation disorders 
including patients receiving concomitant anticoagulants (except for low-dose aspirin).

Important Safety Information

The most frequently reported adverse drug reactions (≥5%) in the 
XIAFLEX clinical trials and at an incidence greater than placebo 
included: edema peripheral, contusion, injection site hemorrhage, 
injection site reaction, pain in extremity, tenderness, injection site 
swelling, pruritus, lymphadenopathy, skin laceration, lymph node 
pain, erythema, and axillary pain.

Please see additional Important Safety Information on page 26  
and the accompanying Full Prescribing Information.
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Please see Important Safety Information on page 26 and the accompanying Full Prescribing Information.
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Clinical development program included 1082 patients who receive 2630 injections of XIAFLEX®.

The most frequently reported adverse drug reactions (≥5%) in the XIAFLEX clinical trials and at an incidence greater than placebo 
included: edema peripheral, contusion, injection site hemorrhage, injection site reaction, pain in extremity, tenderness, injection site 
swelling, pruritus, lymphadenopathy, skin laceration, lymph node pain, erythema, and axillary pain.

6.1 |  tendon ruPture or otHer serious injury to 
tHe injected extreMity

In the controlled and uncontrolled portions of the clinical trials, flexor tendon ruptures occurred after XIAFLEX injection. Injection of 
XIAFLEX into collagen-containing structures such as tendons or ligaments of the hand may result in damage to those structures and 
possible permanent injury such as tendon rupture or ligament damage. Therefore, XIAFLEX should be injected only into the collagen 
cord with a MP or PIP joint contracture, and care should be taken to avoid injecting into tendons, nerves, blood vessels, or other 
collagen-containing structures of the hand. When injecting a cord affecting a PIP joint of the fifth finger, insert the needle no more 
than 2 to 3 mm in depth, and avoid injecting more than 4 mm distal to the palmar digital crease.

Other XIAFLEX-associated serious local adverse reactions in the controlled and uncontrolled portions of the studies included pulley 
rupture, ligament injury, complex regional pain syndrome (CRPS), and sensory abnormality of the hand.

Of 1082 patients in clinical trials, the following were reported7:

• 3 flexor tendon ruptures in small finger PIP joint (0.3%)
• 1 pulley ligament injury (0.1%)
• 1 complex regional pain syndrome (0.1%)
• 1 sensory abnormality of the hand (0.1%)

6.2 | Allergic reActions

In the controlled portions of the clinical trials (Studies 1 and 2), a greater proportion of XIAFLEX-treated patients (15%) compared 
to placebo-treated patients (1%) had mild allergic reactions (pruritus) after up to 3 injections. The incidence of XIAFLEX-associated 
pruritus increased after more XIAFLEX injections.

Although there were no severe allergic reactions observed in the XIAFLEX studies (eg, those associated with respiratory compromise, 
hypotension, or end-organ dysfunction), severe reactions including anaphylaxis could occur following XIAFLEX injections. XIAFLEX 
contains foreign proteins and patients developed IgE-anti-drug antibodies in greater proportions and higher titers with successive 
XIAFLEX injections. Healthcare providers should be prepared to address severe allergic reactions following XIAFLEX injections.

6.3 | PAtients witH AbnorMAl coAgulAtion

In the XIAFLEX trials (Studies 1 and 2), 70% and 38% of XIAFLEX-treated patients developed an ecchymosis/contusion or an injection 
site hemorrhage, respectively. The efficacy and safety of XIAFLEX in patients receiving anticoagulant medications (other than  
low-dose aspirin, eg, up to 150 mg per day) within 7 days prior to XIAFLEX administration is not known. Therefore, XIAFLEX should be 
used with caution in patients with coagulation disorders including patients receiving concomitant anticoagulants (except for  
low-dose aspirin).

6 I Safety and Tolerability

Adverse reactions occurring in ≥5% of XIAFLEX-treated patients and 
at a greater incidence than placebo in the placebo-controlled trials 
through day 90 after up to 3 injections

a  Most of these events were swelling of the injected hand.
b  Includes the terms: contusion (any body system) and 
ecchymosis.

c  Includes the terms: injection site reaction, injection site 
erythema, injection site inflammation, injection site irritation, 
injection site pain, and injection site warmth.

d  Includes the terms: injection site swelling and injection site 
edema.

e  Includes the terms: pruritus and injection site pruritus.
f  Includes the terms: lymphadenopathy and axillary mass.

Over 95% of XIAFLEX-treated patients had an 
adverse reaction of the injected extremity after 
up to 3 injections.

•  Approximately 81% of these local reactions 
resolved without intervention within 4 weeks 
of XIAFLEX injections

Adverse Reaction XIAFLEX 
(n=249 patients)

Placebo 
(n=125 patients)

All adverse reactions 98% 51%

Edema peripherala 73% 5%

Contusionb 70% 3%

Injection site hemorrhage 38% 3%

Injection site reactionc 35% 6%

Pain in extremity 35% 4%

Tenderness 24% 0%

Injection site swellingd 24% 6%

Prurituse 15% 1%

Lymphadenopathyf 13% 0%

Skin laceration 9% 0%

Lymph node pain 8% 0%

Erythema 6% 0%

Axillary pain 6% 0%
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6.4 | contrAindicAtions

None.

6.5 | iMMunogenicity

During clinical studies, patients with Dupuytren’s contracture were tested at multiple time points for antibodies to the protein 
components of XIAFLEX® (AUX-I and AUX-II). At 30 days post the first injection of XIAFLEX 0.58 mg, 92% of patients had antibodies 
detected against AUX-I and 86% of patients had antibodies detected against AUX-II. After the fourth injection of XIAFLEX, every 
XIAFLEX-treated patient developed high titers of antibodies to both AUX-I and AUX-II. Neutralizing antibodies to AUX-I or AUX-II,  
were detected in 10% and 21%, respectively, of patients treated with XIAFLEX. However, there was no apparent correlation of 
antibody frequency, antibody titers, or neutralizing status to clinical response or adverse reactions. 

Since the protein components in XIAFLEX (AUX-I and AUX-II) have some sequence homology with human matrix metalloproteinases 
(MMPs), antiproduct antibodies could theoretically interfere with human MMPs. 

Immunogenicity assay results are highly dependent on the sensitivity and specificity of the assay used in detection and may be 
influenced by several factors, including sample handling, timing of sample collection, concomitant medications, and underlying 
disease. For these reasons, comparison of incidence of antibodies to collagenase clostridium histolyticum with the incidence of 
antibodies to other products may be misleading.

6.6 | drug interActions

Anticoagulant drugs: XIAFLEX should be used with caution in patients receiving concomitant anticoagulants (except for  
low-dose aspirin).

6.7 | PregnAncy

Pregnancy Category B: There are no adequate and well-controlled studies of XIAFLEX in pregnant women. Human pharmacokinetic 
studies showed that XIAFLEX levels were not quantifiable in the systemic circulation following injection into a Dupuytren’s cord. 
Reproduction studies have been performed in rats with intravenous doses up to 0.13 mg (approximately 45 times the human dose 
of XIAFLEX on a mg/kg basis, if administered intravenously) and have revealed no evidence of impaired fertility or harm to the fetus 
due to collagenase clostridium histolyticum. Almost all patients develop antiproduct antibodies (anti-AUX-I and anti-AUX-II) after 
treatment with XIAFLEX, and the clinical significance of antiproduct antibody formation on a developing fetus is not known.  
Because animal reproduction studies are not always predictive of human response, XIAFLEX should be used during pregnancy  
only if clearly needed.

6.8 | nursing MotHers

It is not known whether collagenase clostridium histolyticum is excreted in human milk. Because many drugs are excreted in human 
milk, caution should be exercised when XIAFLEX is administered to a nursing woman.

6.9 | PediAtric use

The safety and effectiveness of XIAFLEX in pediatric patients less than 18 years old have not been established.

6.10 | geriAtric use

Of the 249 XIAFLEX-treated patients in the double-blind, placebo-controlled, clinical trials (CORD I and II), 104 (42%) were 65 years 
of age or older and 9% were 75 years of age or older. No overall differences in safety or effectiveness of XIAFLEX were observed 
between these patients and younger patients.

6.11 | overdosAge

The effects of overdose of XIAFLEX are unknown. It is possible that multiple simultaneous or excessive doses of XIAFLEX may cause 
more severe local effects including serious adverse reactions (eg, tendon ruptures) than the recommended doses. Supportive care and 
symptomatic treatment are recommended in these circumstances.

6.12 | cArcinogenesis, MutAgenesis, iMPAirMent oF Fertility

Long-term animal studies to evaluate the carcinogenic potential of collagenase clostridium histolyticum have not been conducted.

Purified collagenase clostridium histolyticum was not mutagenic in Salmonella typhimurium (AMES test) and was not clastogenic in 
both an in vivo mouse micronucleus assay and an in vitro chromosomal aberration assay in human lymphocytes.

Collagenase clostridium histolyticum did not impair fertility and early embryonic development when administered intravenously in rats 
at doses up to 0.13 mg/dose (approximately 45 times the human dose on a mg/kg basis).
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7.2 | PrePArAtion For AdMinistrAtion

Prior to reconstitution, the vials of XIAFLEX and diluent should be 
stored in a refrigerator at 2° to 8°C (36°-46°F). Do not freeze.

XIAFLEX is supplied in single-use glass vials containing 0.90 mg of 
collagenase clostridium histolyticum as a sterile, lyophilized powder 
for reconstitution. Sterile diluent for reconstitution is provided in 
the package in a single-use glass vial containing 3 mL of 0.3 mg/mL 
calcium chloride dihydrate in 0.9% sodium chloride.

Before use, remove the vial containing the lyophilized powder of 
XIAFLEX and the vial containing the diluent for reconstitution from the 
refrigerator and allow the 2 vials to stand at room temperature for at 
least 15 minutes and no longer than 60 minutes. 

After removal of the flip-off cap from each vial, using aseptic technique swab the rubber stopper and surrounding surface of the vial 
containing XIAFLEX and the vial containing the diluent for reconstitution with sterile alcohol (no other antiseptics should be used). 
Use only the supplied diluent for reconstitution. The diluent contains calcium which is required for the activity of XIAFLEX. 

Using a 1-mL syringe that contains 0.01-mL graduations with a 27-gauge ½-inch needle (not supplied), withdraw a volume of the 
diluent supplied, as follows: 

• 0.39 mL for cords affecting a MP joint 

 OR

• 0.31 mL for cords affecting a PIP joint 

Inject the diluent slowly into the sides of the vial containing the lyophilized powder of XIAFLEX. Do not invert the vial or shake  
the solution. Slowly swirl the solution to ensure that all of the lyophilized powder has gone into solution.

The reconstituted XIAFLEX solution can be kept at room temperature (20°-25°C/68°-77°F) for up to 1 hour or refrigerated at  
2° to 8°C (36°-46°F) for up to 4 hours prior to administration. If the reconstituted XIAFLEX solution is refrigerated, allow this  
solution to return to room temperature for approximately 15 minutes before use.

Discard the syringe and needle used for reconstitution and the diluent vial.

XIAFLEX® is the only FDA-approved, nonsurgical treatment that can be administered in an in-office procedure.

XIAFLEX should be administered by a healthcare provider experienced in injection procedures of the hand and in the treatment of 
patients with Dupuytren’s contracture.

7.1 | dosing

XIAFLEX, supplied as a lyophilized powder, must be reconstituted with the provided diluent prior to use. 

The dose for XIAFLEX is 0.58 mg per injection into a palpable cord with a contracture of a MP joint or a PIP joint, according to the 
injection procedure.

7 I Dosing and administration

Volumes needed for reconstitution and administration

a The reconstituted XIAFLEX solution to be used in the intralesional injection contains 0.58 mg of XIAFLEX.

Note: The entire reconstituted XIAFLEX solution contains 0.90 mg of XIAFLEX. Reconstituted XIAFLEX solution 
remaining in the vial after the injection should be discarded.

Reconstituted XIAFLEX 
solution to be injecteda

0.25 mL0.39 mL
0.31 mL 0.20 mL

MP joint contracture

PIP joint contracture

Sterile diluent
for reconstitution
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7.3 | injection Procedure

Reconfirm the cord to be injected. The site chosen for injection should be the area where the contracting cord is maximally separated 
from the underlying flexor tendons and where the skin is not intimately adhered to the cord.

Administration of a local anesthetic agent prior to injection is not recommended, as it may interfere with proper placement of the 
XIAFLEX® injection.

Using a new 1-mL hubless syringe that contains 0.01-mL graduations with a permanently fixed, 27-gauge ½-inch needle (not 
supplied), withdraw a volume of reconstituted solution (containing 0.58 mg of XIAFLEX) as follows: 

• 0.25 mL for cords affecting a MP joint 

 OR

• 0.20 mL for cords affecting a PIP joint

With your nondominant hand, secure the patient’s hand to be treated while simultaneously applying tension to the cord. With your 
dominant hand, place the needle into the cord, using caution to keep the needle within the cord. Avoid having the needle tip pass 
completely through the cord to help minimize the potential for injection of XIAFLEX into tissues other than the cord. 

After needle placement, if there is any concern that the needle is in the flexor tendon, apply a small amount of passive motion at the 
distal interphalangeal (DIP) joint. If insertion of the needle into a tendon is suspected or paresthesia is noted by the patient, withdraw 
the needle and reposition it into the cord. 

If the needle is in the proper location, there will be some resistance  
noted during the injection procedure. After confirming that the needle is  
correctly placed in the cord, inject approximately one-third of the dose.

Distal end of cord

Proximal end of cord

Area of maximal “bowstringing” 
(separation of cord and flexor tendons)

Next, withdraw the needle tip from the cord and reposition it in a  
slightly more distal location (approximately 2-3 mm) to the initial  
injection in the cord and inject another one-third of the dose.

Again withdraw the needle tip from the cord and reposition it a third  
time proximal to the initial injection (approximately 2-3 mm) and  
inject the final portion of the dose into the cord.

Wrap the patient’s treated hand with a soft, bulky, gauze dressing and  
instruct patients:

•   Not to flex or extend the fingers of the injected hand to reduce 
extravasation of XIAFLEX out of the cord

•  Not to attempt to disrupt the injected cord by self-manipulation

•  To elevate the injected hand until bedtime

•   To promptly contact their physician if there is evidence of infection (eg, fever, chills, increasing redness or edema), sensory 
changes in the treated finger, or trouble bending the finger after the swelling goes down (symptoms of tendon rupture)

•   To return to their healthcare provider’s office the next day for an examination of the injected hand and for a possible finger-
extension procedure to disrupt the cord

Dupuytren’s cord

Tendon
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XIAFLEX is available through the XIAFLEX Xperience™ Program. 

8.1 | xiAFlex xPerience™
XIAFLEX is only available through a managed distribution program called XIAFLEX Xperience™. 

Only enrolled, qualified healthcare providers may have access to XIAFLEX. Physicians must complete the XIAFLEX Xperience™ training 
and enrollment process before their healthcare facility may receive XIAFLEX orders.

Only enrolled healthcare sites may receive XIAFLEX orders. Healthcare site enrollment requires an authorized site representative 
(physician, administrator, pharmacist, nurse, or staff member) to coordinate activities internally and assure compliance with the 
XIAFLEX Xperience™ Program.

For more information, call the XIAFLEX Xperience™ Reimbursement Helpline at 1-877-XIAFLEX (1-877-942-3539), Monday through 
Friday, from 9:00 AM to 8:00 PM, Eastern Time. 

8.2 | Acquisition

There are 2 methods of obtaining XIAFLEX: through buy and bill or through a specialty pharmacy provider (SPP). Insurers may offer a 
choice or require that one specific acquisition method be utilized over another. 

•  Buy and bill — Buy and bill refers to a drug acquisition method whereby a healthcare provider and/or hospital outpatient 
department purchases a certain medication prior to administration and submits a claim to the patient’s health insurance plan 
for the drug and associated professional services. Medicare Part B, some state Medicaid programs, and some commercial payors 
require that a healthcare provider and/or hospital outpatient department buy and bill XIAFLEX. Healthcare provider offices will 
be able to acquire XIAFLEX through Auxilium’s network of contracted specialty distributors. Hospital pharmacies will be able to 
acquire XIAFLEX through their primary pharmaceutical distributor. 

•  SPPs — An SPP is a supplier of specialty medications (eg, injectable drugs) that may require special handling. SPPs within 
Auxilium’s contracted network supply XIAFLEX and bill the patient’s insurance. Some commercial payors and state Medicaid 
programs require, or provide as an option, that XIAFLEX be obtained through an SPP. Under this method, healthcare providers  
and/or hospital outpatient departments will only bill for associated professional services and not for the drug. The SPP will 
coordinate prior authorization for XIAFLEX, supply the medication to the healthcare provider’s office or hospital outpatient 
department, and submit a claim to the patient’s insurance company for the medication. In addition, the SPP will bill the patient  
for any contractual drug deductible/copayment/coinsurance obligations.

Prior to administering XIAFLEX, it is recommended that a patient’s insurance benefits be verified to determine whether the patient’s 
benefits are active and to confirm available acquisition options.

To understand which acquisition options are available for each  
patient’s health insurance plan, get live support from trained  
specialists. Call the XIAFLEX Xperience™ Reimbursement Helpline  
at 1-877-XIAFLEX (1-877-942-3539), Monday through Friday,  
from 9:00 AM to 8:00 PM, Eastern Time. 

8 I Product acquisition

7.4 | next-dAy Follow-uP: Finger extension/sPlinting

At the follow-up visit the day after the injection, if a contracture remains, perform a passive finger-extension procedure (as described 
below) to facilitate cord disruption. Local anesthesia may be used. Avoid direct pressure on the injection site as it will likely be tender.

While the patient’s wrist is in the flexed position, apply moderate stretching pressure to the injected cord by extending the finger for 
approximately 10 to 20 seconds. For cords affecting the PIP joint, perform the finger-extension procedure when the MP joint is in the 
flexed position.

If the first finger-extension procedure does not result in disruption of the cord, a second and third attempt can be performed at 5- to 
10-minute intervals. However, no more than 3 attempts are recommended to disrupt a cord.

If the cord has not been disrupted after 3 attempts, a follow-up visit may be scheduled in approximately 4 weeks. If, at that subsequent 
visit, the contracted cord persists, an additional XIAFLEX® injection with finger-extension procedures may be performed.

Following the finger-extension procedure(s), fit patient with a splint and provide instructions for use at bedtime for up to 4 months to 
maintain finger extension. Also, instruct the patient to perform finger-extension and flexion exercises several times a day for several 
months. Patients should be instructed not to perform strenuous activity with the injected hand until advised to do so.

7.5 | xiAFlex treAtMent cycle suMMAry

a Splinting to be worn at night for up to 4 months.
b Inject only 1 cord at a time. If a patient has other palpable cords with contractures of MP or PIP joints, these cords may be injected with XIAFLEX in a sequential order. 

No physical therapy 
visits required

Patients should perform 
finger-extension and  

flexion exercises  
several times a day for  

several months on  
their own

DAY 1
XIAFLEX injection  

procedure

NEXT-DAY FOLLOW-UPa 
If necessary, finger-extension  
procedure to disrupt the cord

30 DAYS LATER
Follow-up visit

REPEAT IF NEEDED
up to 3 treatment procedures 

per contracted jointb

Individual results may vary. In 2 XIAFLEX clinical trials, 64% and 44% of the XIAFLEX-treated patients, compared to 7% and 5% of 
the placebo-treated patients, achieved reduction in contracture of the primary joint (MP or PIP) to 0°-5° after up to 3 injections

A single dose of XIAFLEX should be 
administered as equal-volume injections  

into 3 slightly different positions  
(proximal and distal to the injection  

site) within the Dupuytren’s cord
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XIAFLEX is available through the XIAFLEX Xperience™ Program. 
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Following the finger-extension procedure(s), fit patient with a splint and provide instructions for use at bedtime for up to 4 months to 
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10 I.References9 I important Safety information

In the controlled and uncontrolled portions of clinical trials, flexor tendon ruptures occurred after XIAFLEX® injection. Injection of 
XIAFLEX into collagen-containing structures such as tendons or ligaments of the hand may result in damage to those structures and 
possible permanent injury such as tendon rupture or ligament damage. Therefore, XIAFLEX should be injected only into the collagen 
cord with a MP or PIP joint contracture, and care should be taken to avoid injecting into tendons, nerves, blood vessels, or other 
collagen-containing structures of the hand. When injecting a cord affecting a PIP joint of the fifth finger, insert the needle no more 
than 2 to 3 mm in depth, and avoid injecting more than 4 mm distal to the palmar digital crease.

Other serious local adverse reactions in clinical trials include: pulley rupture, ligament injury, complex regional pain syndrome (CRPS), 
and sensory abnormality of the hand.

In the controlled portions of the clinical trials (Studies 1 and 2), a greater proportion of XIAFLEX-treated patients (15%) compared 
to placebo-treated patients (1%) had mild allergic reactions (pruritus) after up to 3 injections. The incidence of XIAFLEX-associated 
pruritus increased after more XIAFLEX injections.

Although there were no severe allergic reactions observed in the XIAFLEX studies (e.g., those associated with respiratory compromise, 
hypotension, or end-organ dysfunction), severe reactions including anaphylaxis could occur following XIAFLEX injections. Healthcare 
providers should be prepared to address severe allergic reactions following XIAFLEX injections.

In the XIAFLEX trials (Studies 1 and 2), 70% and 38% of XIAFLEX-treated patients developed an ecchymosis/contusion or an injection 
site hemorrhage, respectively. The efficacy and safety of XIAFLEX in patients receiving anticoagulant medications (other than low-
dose aspirin) within 7 days prior to XIAFLEX administration is not known. Therefore, use with caution in patients with coagulation 
disorders including patients receiving concomitant anticoagulants (except for low-dose aspirin).

The most frequently reported adverse drug reactions (≥5%) in the XIAFLEX clinical trials and at an incidence greater than placebo 
included: edema peripheral, contusion, injection site hemorrhage, injection site reaction, pain in extremity, tenderness, injection site 
swelling, pruritus, lymphadenopathy, skin laceration, lymph node pain, erythema, and axillary pain.

Please see the accompanying Full Prescribing Information and Medication Guide.
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Please see the accompanying Full Prescribing Information and Medication Guide.
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