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CONSORT 2010 checklist of information to include when reporting a randomised trial* 
 

Section/Topic 
Item 
No Checklist item 

Reported 
on page No 

Title and abstract 

 1a Identification as a randomised trial in the title 1 

1b Structured summary of trial design, methods, results, and conclusions (for specific guidance see CONSORT for abstracts) 1 

Introduction 

Background and 

objectives 

2a Scientific background and explanation of rationale 2 

2b Specific objectives or hypotheses 5 

Methods 

Trial design 3a Description of trial design (such as parallel, factorial) including allocation ratio 6 

3b Important changes to methods after trial commencement (such as eligibility criteria), with reasons 6 

Participants 4a Eligibility criteria for participants 6 

4b Settings and locations where the data were collected 6 

Interventions 5 The interventions for each group with sufficient details to allow replication, including how and when they were 

actually administered 

7 

Outcomes 6a Completely defined pre-specified primary and secondary outcome measures, including how and when they 

were assessed 

7 

6b Any changes to trial outcomes after the trial commenced, with reasons 7 

Sample size 7a How sample size was determined 8 

7b When applicable, explanation of any interim analyses and stopping guidelines N/A 

Randomisation:    

 Sequence 

generation 

8a Method used to generate the random allocation sequence 7 

8b Type of randomisation; details of any restriction (such as blocking and block size) 7 

 Allocation 

concealment 

mechanism 

9 Mechanism used to implement the random allocation sequence (such as sequentially numbered containers), 

describing any steps taken to conceal the sequence until interventions were assigned 

7 

 Implementation 10 Who generated the random allocation sequence, who enrolled participants, and who assigned participants to 

interventions 

7 

Blinding 11a If done, who was blinded after assignment to interventions (for example, participants, care providers, those 6, 8 
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assessing outcomes) and how 

11b If relevant, description of the similarity of interventions 8 

Statistical methods 12a Statistical methods used to compare groups for primary and secondary outcomes 8 

12b Methods for additional analyses, such as subgroup analyses and adjusted analyses 8 

Results 

Participant flow (a 

diagram is strongly 

recommended) 

13a For each group, the numbers of participants who were randomly assigned, received intended treatment, and 

were analysed for the primary outcome 

8 

13b For each group, losses and exclusions after randomisation, together with reasons 8 

Recruitment 14a Dates defining the periods of recruitment and follow-up 6 

14b Why the trial ended or was stopped N/A 

Baseline data 15 A table showing baseline demographic and clinical characteristics for each group 9 

Numbers analysed 16 For each group, number of participants (denominator) included in each analysis and whether the analysis was 

by original assigned groups 

8 

Outcomes and 

estimation 

17a For each primary and secondary outcome, results for each group, and the estimated effect size and its 

precision (such as 95% confidence interval) 

10 

17b For binary outcomes, presentation of both absolute and relative effect sizes is recommended 10 

Ancillary analyses 18 Results of any other analyses performed, including subgroup analyses and adjusted analyses, distinguishing 

pre-specified from exploratory 

10 

Harms 19 All important harms or unintended effects in each group (for specific guidance see CONSORT for harms) 12 

Discussion 

Limitations 20 Trial limitations, addressing sources of potential bias, imprecision, and, if relevant, multiplicity of analyses 14 

Generalisability 21 Generalisability (external validity, applicability) of the trial findings 14 

Interpretation 22 Interpretation consistent with results, balancing benefits and harms, and considering other relevant evidence 14 

Other information  

Registration 23 Registration number and name of trial registry 6 

Protocol 24 Where the full trial protocol can be accessed, if available 6 

Funding 25 Sources of funding and other support (such as supply of drugs), role of funders Disclosed 

 

*We strongly recommend reading this statement in conjunction with the CONSORT 2010 Explanation and Elaboration for important clarifications on all the items. If relevant, we also 

recommend reading CONSORT extensions for cluster randomised trials, non-inferiority and equivalence trials, non-pharmacological treatments, herbal interventions, and pragmatic trials. 

Additional extensions are forthcoming: for those and for up to date references relevant to this checklist, see www.consort-statement.org. 

http://www.consort-statement.org/




Clinical Study for the Treatment of Adhesive Capsulitis of the Shoulder (AC) 

 

Study is a Phase 2b, double-blind, placebo-controlled study of the safety and efficacy of AA4500 for the treatment of adhesive capsulitis of the 

shoulder. To be eligible for treatment, a subject must have unilateral idiopathic adhesive capsulitis of the shoulder with restricted range of 

motion in the affected shoulder for at least 3 months but not more than 12 months. Subjects will be screened for study eligibility within 28 

days before injection of study drug. 

Approximately 300 adult women and men are to be enrolled in this study. Following screening and determination of study eligibility, subjects 

will be randomized 3:1 to receive 0.58 mg of AA4500 or placebo. Subjects will receive up to 3 injections of study drug. Each injection will be 

separated by a minimum of 21 days. Subjects will also be instructed in home shoulder exercises after the first injection. 

 

 

 

 

 

 

 

 

 

 

 



 

 

 

 

 

 

 

 

First Submitted Date  ICMJE  December 2, 2013  

First Posted Date  ICMJE  December 10, 2013  

Results First Submitted Date  April 18, 2017  

Results First Posted Date  May 25, 2017  

Last Update Posted Date  October 5, 2017  

Study Start Date  ICMJE  November 2013  

Actual Primary Completion 
Date  

December 2014   (Final data collection date for primary outcome measure)  

Current Primary Outcome 
Measures  ICMJE  
 (submitted: April 18, 2017) 

Change From Baseline to Day 95 in Active Forward Flexion [ Time Frame: Baseline, day 95 ] 

Active range of motion (AROM) measurement using a goniometer to assess forward flexion in the affected shoulder 



Original Primary Outcome 
Measures  ICMJE  
 (submitted: December 5, 2013) 

The change (degrees) from baseline to the Day 95 follow-up in active forward flexion in the affected shoulder. [ Time Frame: Day 95 ]  

Change History  Complete list of historical versions of study NCT02006719 on ClinicalTrials.gov Archive Site  

Current Secondary Outcome 
Measures  ICMJE  
 (submitted: April 18, 2017) 

• Change From Baseline to Day 95 in Adapted American Shoulder and Elbow Surgeons (ASES) Function Subscale [ Time Frame: Baseline, day 95 ] 

Function subscale score ranging from 0-50, with 0 being most dysfunctional, derived from participant assessment of ability to do 10 activities with affected shoulder/arm where 
0=unable to do to, 1=very difficult to do, 2=somewhat difficult, and 3=not difficult, and calculated as (cumulative total score for the 10 activity items) × (5/3); adapted from ASES 
Standardized Shoulder Assessment Form, Patient Self-Evaluation (United States adapted version). 

• Change From Baseline to Day 95 in Pain With Movement Using 11-point Numeric Rating Scale (NRS) [ Time Frame: Baseline, day 95 ] 

Participant assessment of pain in response to "How bad is the pain upon movement of your affected shoulder at its worst in the last 24 hours?" using an 11-point NRS where 0=no 
pain at all and 10=pain as bad as it can be. 

• Change From Baseline to Day 95 in Active Abduction [ Time Frame: Baseline, day 95 ] 

AROM measurement using a goniometer to assess abduction in the affected shoulder 

• Change From Baseline to Day 95 in Passive Forward Flexion [ Time Frame: Baseline, day 95 ] 

Passive range of motion (PROM) measurement using a goniometer to assess forward flexion in the affected shoulder 

• Change From Baseline to Day 95 in Passive Abduction [ Time Frame: Baseline, day 95 ] 

PROM measurement using a goniometer to assess abduction in the affected shoulder 

• Change From Baseline to Day 95 in Active Internal Rotation [ Time Frame: Baseline, day 95 ] 

https://clinicaltrials.gov/ct2/archive/NCT02006719


AROM measurement using a goniometer to assess internal rotation in the affected shoulder 

• Change From Baseline to Day 95 in Active External Rotation [ Time Frame: Baseline, day 95 ] 

AROM measurement using a goniometer to assess external rotation in the affected shoulder 

• Change From Baseline to Day 95 in Passive Internal Rotation [ Time Frame: Baseline, day 95 ] 

PROM measurement using a goniometer to assess internal rotation in the affected shoulder 

• Change From Baseline to Day 95 in Passive External Rotation [ Time Frame: Baseline, day 95 ] 

PROM measurement using a goniometer to assess external rotation in the affected shoulder 

• Change From Baseline to Day 95 in Adapted ASES Pain Subscale [ Time Frame: Baseline, day 95 ] 

Pain subscale score ranging from 0-50, with 0 being greatest pain, derived from participant overall assessment of pain in response to "How bad is the pain in your affected shoulder 
today?" using an 11-point NRS where 0=no pain at all and 10=pain as bad as it can be and calculated as (10 - NRS score) x 5; adapted from ASES Standardized Shoulder Assessment 
Form, Patient Self-Evaluation 

• Subject Satisfaction With Treatment at Day 95 [ Time Frame: Day 95 ] 

Participant assessment of satisfaction with treatment rated as very satisfied, quite satisfied, neither satisfied nor dissatisfied, quite dissatisfied, or very dissatisfied. 

• Investigator Assessment of Improvement With Treatment at Day 95 [ Time Frame: Day 95 ] 

Investigator assessment of degree of improvement in severity of the participant's treated shoulder compared with screening rated as very much improved, much improved, 
minimally improved, no change, minimally worse, much worse, or very much worse. 

Original Secondary Outcome 
Measures  ICMJE  
 (submitted: December 5, 2013) 

• Change from baseline to Day 95 in American Shoulder and Elbow Surgeons Standardized Shoulder Assessment (ASES) function sub-scale [ Time Frame: Day 95 ] 
• Change (degrees) from baseline to the Day 95 follow-up in abduction [ Time Frame: Day 95 ] 
• Change from baseline to the Day 95 follow-up in pain with movement using a 11-point Visual Analogue Scale (VAS) [ Time Frame: Day 95 ] 



• Change (degrees) from baseline to the Day 95 follow-up in internal rotation [ Time Frame: Day 95 ] 
• Change from baseline to the Day 95 follow-up in external rotation [ Time Frame: Day 95 ] 
• Change from baseline to the Day 95 follow-up in ASES pain sub-scale [ Time Frame: Day 95 ] 
• Investigator satisfaction with treatment at the Day 95 follow-up [ Time Frame: Day 95 ] 

Degree of improvement in the severity of the subject's treated shoulder compared with screening assessed by questionnaire and rated as follows:  

1. Very Much Improved 
2. Much Improved 
3. Minimally Improved 
4. No Change 
5. Minimally Worse 
6. Much Worse 
7. Very Much Worse 

• Subject satisfaction with treatment at the Day 95 follow-up [ Time Frame: Day 95 ] 

Determined by questionnaire and rated as follows:  

1. Very Satisfied 
2. Quite Satisfied 
3. Neither Satisfied nor Dissatisfied 
4. Quite Dissatisfied 
5. Very Dissatisfied 

Current Other Outcome 
Measures  ICMJE  

Not Provided  

Original Other Outcome 
Measures  ICMJE  

Not Provided  

  



Descriptive Information 

 

Study 

Type 
Interventional 

Study 

Design 

Allocation: Randomized;   Intervention Model: Parallel Assignment;   Masking: Quadruple (Participant, Care Provider, Investigator, Outcom

es Assessor);   Primary Purpose: Treatment 

Condition

s  

Adhesive Capsulitis 

Frozen Shoulder 

Interventi

ons  

Biological: Collagenase Clostridium Histolyticum 

Other: Placebo 

Enrollmen

t  
322  

Participant Flow  

Go to   

Top of PageParticipant FlowBaseline CharacteristicsOutcome MeasuresAdverse EventsLimitations and Caveats InformationMore Information 

Recruitment Details    

Pre-assignment Details    

Arm/Group Title AA4500  Placebo  

https://clinicaltrials.gov/ct2/show/results/NCT02006719?type=Intr&cond=Adhesive+Capsulitis&intr=Collagenase&rank=1#wrapper
https://clinicaltrials.gov/ct2/show/results/NCT02006719?type=Intr&cond=Adhesive+Capsulitis&intr=Collagenase&rank=1#part
https://clinicaltrials.gov/ct2/show/results/NCT02006719?type=Intr&cond=Adhesive+Capsulitis&intr=Collagenase&rank=1#base
https://clinicaltrials.gov/ct2/show/results/NCT02006719?type=Intr&cond=Adhesive+Capsulitis&intr=Collagenase&rank=1#all
https://clinicaltrials.gov/ct2/show/results/NCT02006719?type=Intr&cond=Adhesive+Capsulitis&intr=Collagenase&rank=1#evnt
https://clinicaltrials.gov/ct2/show/results/NCT02006719?type=Intr&cond=Adhesive+Capsulitis&intr=Collagenase&rank=1#limit
https://clinicaltrials.gov/ct2/show/results/NCT02006719?type=Intr&cond=Adhesive+Capsulitis&intr=Collagenase&rank=1#more


Arm/Group Description  Up to 3 injections of 0.58 mg/1 mL collagenase 

clostridium histolyticum (AA4500), minimum of 

21 days apart and home shoulder exercise  

Up to three 1-mL injections of placebo, 

minimum of 21 days apart and home shoulder 

exercise  

Period Title: Overall Study  

Started  237  85  

Completed  219  80  

Not Completed  18  5  

Reason Not Completed    

Withdrawal by Subject              10              2  

Lost to Follow-up              5              1  

Protocol Violation              2              0  

Adverse Event              1              1  

Other/Unknown              0              1  

Baseline Characteristics  

Go to   

Top of PageParticipant FlowBaseline CharacteristicsOutcome MeasuresAdverse EventsLimitations and Caveats InformationMore Information

Arm/Group Title  AA4500  Placebo  Total  

https://clinicaltrials.gov/ct2/show/results/NCT02006719?type=Intr&cond=Adhesive+Capsulitis&intr=Collagenase&rank=1#wrapper
https://clinicaltrials.gov/ct2/show/results/NCT02006719?type=Intr&cond=Adhesive+Capsulitis&intr=Collagenase&rank=1#part
https://clinicaltrials.gov/ct2/show/results/NCT02006719?type=Intr&cond=Adhesive+Capsulitis&intr=Collagenase&rank=1#base
https://clinicaltrials.gov/ct2/show/results/NCT02006719?type=Intr&cond=Adhesive+Capsulitis&intr=Collagenase&rank=1#all
https://clinicaltrials.gov/ct2/show/results/NCT02006719?type=Intr&cond=Adhesive+Capsulitis&intr=Collagenase&rank=1#evnt
https://clinicaltrials.gov/ct2/show/results/NCT02006719?type=Intr&cond=Adhesive+Capsulitis&intr=Collagenase&rank=1#limit
https://clinicaltrials.gov/ct2/show/results/NCT02006719?type=Intr&cond=Adhesive+Capsulitis&intr=Collagenase&rank=1#more


Arm/Group Description  Up to 3 injections of 0.58 mg/1 mL 

AA4500, minimum of 21 days apart 

and home shoulder exercise  

Up to three 1-mL injections of 

placebo, minimum of 21 days apart 

and home shoulder exercise  

Total of all reporting groups  

Overall Number of Baseline 

Participants  
237  84  321  

Baseline Analysis Population 

Description  

All participants who received at least 1 administration of study drug (1 participant excluded)  

Age, Continuous    

Median (Full Range) 

Unit of 

measure:  Years 

 

   

 

Number 

Analyzed 

237 participants  84 participants  321 participants  

 
53.0  

(29 to 75)  

51.0  

(22 to 70)  

52.0  

(22 to 75)  

Age, Customized    

Measure Type: Count 

of Participants 

Unit of 

measure:  Participants 

Number 

Analyzed 

237 participants  84 participants  321 participants  

<45 
 

30 14 44 



  12.7%   16.7%   13.7% 

45-54 

 
114 

  48.1% 

44 

  52.4% 

158 

  49.2% 

55-64 

 
75 

  31.6% 

23 

  27.4% 

98 

  30.5% 

65-74 

 
17 

   7.2% 

3 

   3.6% 

20 

   6.2% 

≥75 

 
1 

   0.4% 

0 

   0.0% 

1 

   0.3% 

Sex: Female, Male    

Measure Type: Count 

of Participants 

Unit of 

measure:  Participants 

 

   

 

Number 

Analyzed 

237 participants  84 participants  321 participants  

Female 162 

  68.4% 

60 

  71.4% 

222 

  69.2% 

Male 75 24 99 



  31.6%   28.6%   30.8% 

Ethnicity (NIH/OMB)    

Measure Type: Count 

of Participants 

Unit of 

measure:  Participants 

 

   

 

Number 

Analyzed 

237 participants  84 participants  321 participants  

Hispanic or 

Latino 

17 

   7.2% 

4 

   4.8% 

21 

   6.5% 

Not 

Hispanic or 

Latino 

220 

  92.8% 

80 

  95.2% 

300 

  93.5% 

Unknown 

or Not 

Reported 

0 

   0.0% 

0 

   0.0% 

0 

   0.0% 

Race (NIH/OMB)    

Measure Type: Count 

of Participants 

Unit of 

measure:  Participants 

 

   



 

Number 

Analyzed 

237 participants  84 participants  321 participants  

American 

Indian or 

Alaska 

Native 

0 

   0.0% 

1 

   1.2% 

1 

   0.3% 

Asian 6 

   2.5% 

4 

   4.8% 

10 

   3.1% 

Native 

Hawaiian 

or Other 

Pacific 

Islander 

2 

   0.8% 

0 

   0.0% 

2 

   0.6% 

Black or 

African 

American 

22 

   9.3% 

7 

   8.3% 

29 

   9.0% 

White 205 

  86.5% 

72 

  85.7% 

277 

  86.3% 

More than 

one race 

1 

   0.4% 

0 

   0.0% 

1 

   0.3% 



Unknown 

or Not 

Reported 

1 

   0.4% 

0 

   0.0% 

1 

   0.3% 

Outcome Measures  

Go to   

Top of PageParticipant FlowBaseline CharacteristicsOutcome MeasuresAdverse EventsLimitations and Caveats InformationMore Information1.Primary 

Outcome  

Title  Change From Baseline to Day 95 in Active Forward Flexion  

Description  Active range of motion (AROM) measurement using a goniometer to assess forward flexion in the affected shoulder  

Time Frame  Baseline, day 95  

 Outcome Measure Data  

Analysis Population Description 

All participants who have a baseline AROM measurement of the affected shoulder and at least 1 measurement of AROM of the affected shoulder following 

the first administration of study drug (1 participant excluded); 25 participants missing either baseline or day 95 active forward flexion measurement also 

excluded  

Arm/Group Title  AA4500  Placebo  

Arm/Group 

Description:  

Up to 3 injections of 0.58 mg/1 mL AA4500, minimum of 21 

days apart and home shoulder exercise  

Up to three 1-mL injections of placebo, minimum of 21 days 

apart and home shoulder exercise  

Overall Number of 

Participants Analyzed  

217  79  

https://clinicaltrials.gov/ct2/show/results/NCT02006719?type=Intr&cond=Adhesive+Capsulitis&intr=Collagenase&rank=1#wrapper
https://clinicaltrials.gov/ct2/show/results/NCT02006719?type=Intr&cond=Adhesive+Capsulitis&intr=Collagenase&rank=1#part
https://clinicaltrials.gov/ct2/show/results/NCT02006719?type=Intr&cond=Adhesive+Capsulitis&intr=Collagenase&rank=1#base
https://clinicaltrials.gov/ct2/show/results/NCT02006719?type=Intr&cond=Adhesive+Capsulitis&intr=Collagenase&rank=1#all
https://clinicaltrials.gov/ct2/show/results/NCT02006719?type=Intr&cond=Adhesive+Capsulitis&intr=Collagenase&rank=1#evnt
https://clinicaltrials.gov/ct2/show/results/NCT02006719?type=Intr&cond=Adhesive+Capsulitis&intr=Collagenase&rank=1#limit
https://clinicaltrials.gov/ct2/show/results/NCT02006719?type=Intr&cond=Adhesive+Capsulitis&intr=Collagenase&rank=1#more


Mean (Standard 

Deviation) 

Unit of Measure: 

degrees 

  

 
41.0  (28.89)  35.9  (23.36)  

2.Secondary Outcome  

Title  Change From Baseline to Day 95 in Adapted American Shoulder and Elbow Surgeons (ASES) Function Subscale  

Description  Function subscale score ranging from 0-50, with 0 being most dysfunctional, derived from participant assessment of ability to do 10 

activities with affected shoulder/arm where 0=unable to do to, 1=very difficult to do, 2=somewhat difficult, and 3=not difficult, and 

calculated as (cumulative total score for the 10 activity items) × (5/3); adapted from ASES Standardized Shoulder Assessment Form, 

Patient Self-Evaluation (United States adapted version).  

Time Frame  Baseline, day 95  

 Outcome Measure Data  

Analysis Population Description 

All participants who have a baseline AROM measurement of the affected shoulder and at least 1 measurement of AROM of the affected shoulder following 

the first administration of study drug (1 participant excluded); 34 participants missing either baseline or day 95 function subscale scores also excluded  

Arm/Group Title  AA4500  Placebo  

Arm/Group 

Description:  

Up to 3 injections of 0.58 mg/1 mL AA4500, minimum of 21 

days apart and home shoulder exercise  

Up to three 1-mL injections of placebo, minimum of 21 days 

apart and home shoulder exercise  

Overall Number of 

Participants Analyzed  

211  76  



Mean (Standard 

Deviation) 

Unit of Measure: units 

on a scale 

  

 
17.0  (11.65)  14.8  (11.14)  

3.Secondary Outcome  

Title  Change From Baseline to Day 95 in Pain With Movement Using 11-point Numeric Rating Scale (NRS)  

Description  Participant assessment of pain in response to "How bad is the pain upon movement of your affected shoulder at its worst in the last 24 

hours?" using an 11-point NRS where 0=no pain at all and 10=pain as bad as it can be.  

Time Frame  Baseline, day 95  

 Outcome Measure Data  

Analysis Population Description 

All participants who have a baseline AROM measurement of the affected shoulder and at least 1 measurement of AROM of the affected shoulder following 

the first administration of study drug (1 participant excluded); 33 participants missing either baseline or day 95 pain with movement scores also excluded  

Arm/Group Title  AA4500  Placebo  

Arm/Group 

Description:  

Up to 3 injections of 0.58 mg/1 mL AA4500, minimum of 21 

days apart and home shoulder exercise  

Up to three 1-mL injections of placebo, minimum of 21 days 

apart and home shoulder exercise  

Overall Number of 

Participants Analyzed  

211  77  

Mean (Standard 

Deviation) 

  



Unit of Measure: units 

on a scale 

 
-4.4  (2.83)  -3.9  (2.93)  

4.Secondary Outcome  

Title  Change From Baseline to Day 95 in Active Abduction  

Description  AROM measurement using a goniometer to assess abduction in the affected shoulder  

Time Frame  Baseline, day 95  

 Outcome Measure Data  

Analysis Population Description 

All participants who have a baseline AROM measurement of the affected shoulder and at least 1 measurement of AROM of the affected shoulder following 

the first administration of study drug (1 participant excluded); 25 participants missing either baseline or day 95 active abduction measurement also 

excluded  

Arm/Group Title  AA4500  Placebo  

Arm/Group 

Description:  

Up to 3 injections of 0.58 mg/1 mL AA4500, minimum of 21 

days apart and home shoulder exercise  

Up to three 1-mL injections of placebo, minimum of 21 days 

apart and home shoulder exercise  

Overall Number of 

Participants Analyzed  

217  79  

Mean (Standard 

Deviation) 

Unit of Measure: 

degrees 

  



 
49.0  (33.10)  43.8  (30.71)  

5.Secondary Outcome  

Title  Change From Baseline to Day 95 in Passive Forward Flexion  

Description  Passive range of motion (PROM) measurement using a goniometer to assess forward flexion in the affected shoulder  

Time Frame  Baseline, day 95  

 Outcome Measure Data  

Analysis Population Description 

All participants who have a baseline AROM measurement of the affected shoulder and at least 1 measurement of AROM of the affected shoulder following 

the first administration of study drug (1 participant excluded); 25 participants missing either baseline or day 95 active forward flexion measurement also 

excluded  

Arm/Group Title  AA4500  Placebo  

Arm/Group 

Description:  

Up to 3 injections of 0.58 mg/1 mL AA4500, minimum of 21 

days apart and home shoulder exercise  

Up to three 1-mL injections of placebo, minimum of 21 days 

apart and home shoulder exercise  

Overall Number of 

Participants Analyzed  

217  79  

Mean (Standard 

Deviation) 

Unit of Measure: 

degrees 

  

 
39.3  (29.47)  34.1  (22.37)  

6.Secondary Outcome  



Title  Change From Baseline to Day 95 in Passive Abduction  

Description  PROM measurement using a goniometer to assess abduction in the affected shoulder  

Time Frame  Baseline, day 95  

 Outcome Measure Data  

Analysis Population Description 

All participants who have a baseline AROM measurement of the affected shoulder and at least 1 measurement of AROM of the affected shoulder following 

the first administration of study drug (1 participant excluded); 25 participants missing either baseline or day 95 passive abduction measurement also 

excluded  

Arm/Group Title  AA4500  Placebo  

Arm/Group 

Description:  

Up to 3 injections of 0.58 mg/1 mL AA4500, minimum of 21 

days apart and home shoulder exercise  

Up to three 1-mL injections of placebo, minimum of 21 days 

apart and home shoulder exercise  

Overall Number of 

Participants Analyzed  

217  79  

Mean (Standard 

Deviation) 

Unit of Measure: 

degrees 

  

 
45.4  (33.69)  42.8  (32.12)  

7.Secondary Outcome  

Title  Change From Baseline to Day 95 in Active Internal Rotation  



Description  AROM measurement using a goniometer to assess internal rotation in the affected shoulder  

Time Frame  Baseline, day 95  

 Outcome Measure Data  

Analysis Population Description 

All participants who have a baseline AROM measurement of the affected shoulder and at least 1 measurement of AROM of the affected shoulder following 

the first administration of study drug (1 participant excluded); 25 participants missing either baseline or day 95 active internal rotation measurement also 

excluded  

Arm/Group Title  AA4500  Placebo  

Arm/Group 

Description:  

Up to 3 injections of 0.58 mg/1 mL AA4500, minimum of 21 

days apart and home shoulder exercise  

Up to three 1-mL injections of placebo, minimum of 21 days 

apart and home shoulder exercise  

Overall Number of 

Participants Analyzed  

217  79  

Mean (Standard 

Deviation) 

Unit of Measure: 

degrees 

  

 
23.1  (25.21)  20.9  (23.58)  

8.Secondary Outcome  

Title  Change From Baseline to Day 95 in Active External Rotation  

Description  AROM measurement using a goniometer to assess external rotation in the affected shoulder  



Time Frame  Baseline, day 95  

 Outcome Measure Data  

Analysis Population Description 

All participants who have a baseline AROM measurement of the affected shoulder and at least 1 measurement of AROM of the affected shoulder following 

the first administration of study drug (1 participant excluded); 25 participants missing either baseline or day 95 active external rotation measurement also 

excluded  

Arm/Group Title  AA4500  Placebo  

Arm/Group 

Description:  

Up to 3 injections of 0.58 mg/1 mL AA4500, minimum of 21 

days apart and home shoulder exercise  

Up to three 1-mL injections of placebo, minimum of 21 days 

apart and home shoulder exercise  

Overall Number of 

Participants Analyzed  

217  79  

Mean (Standard 

Deviation) 

Unit of Measure: 

degrees 

  

 
28.6  (21.30)  26.1  (22.67)  

9.Secondary Outcome  

Title  Change From Baseline to Day 95 in Passive Internal Rotation  

Description  PROM measurement using a goniometer to assess internal rotation in the affected shoulder  

Time Frame  Baseline, day 95  

 Outcome Measure Data  



Analysis Population Description 

All participants who have a baseline AROM measurement of the affected shoulder and at least 1 measurement of AROM of the affected shoulder following 

the first administration of study drug (1 participant excluded); 25 participants missing either baseline or day 95 passive internal rotation measurement also 

excluded  

Arm/Group Title  AA4500  Placebo  

Arm/Group 

Description:  

Up to 3 injections of 0.58 mg/1 mL AA4500, minimum of 21 

days apart and home shoulder exercise  

Up to three 1-mL injections of placebo, minimum of 21 days 

apart and home shoulder exercise  

Overall Number of 

Participants Analyzed  

217  79  

Mean (Standard 

Deviation) 

Unit of Measure: 

degrees 

  

 
24.1  (23.77)  20.3  (23.61)  

10.Secondary Outcome  

Title  Change From Baseline to Day 95 in Passive External Rotation  

Description  PROM measurement using a goniometer to assess external rotation in the affected shoulder  

Time Frame  Baseline, day 95  

 Outcome Measure Data  

Analysis Population Description 



All participants who have a baseline AROM measurement of the affected shoulder and at least 1 measurement of AROM of the affected shoulder following 

the first administration of study drug (1 participant excluded); 25 participants missing either baseline or day 95 passive external rotation measurement also 

excluded  

Arm/Group Title  AA4500  Placebo  

Arm/Group 

Description:  

Up to 3 injections of 0.58 mg/1 mL AA4500, minimum of 21 

days apart and home shoulder exercise  

Up to three 1-mL injections of placebo, minimum of 21 days 

apart and home shoulder exercise  

Overall Number of 

Participants Analyzed  

217  79  

Mean (Standard 

Deviation) 

Unit of Measure: 

degrees 

  

 
24.8  (22.31)  24.4  (26.16)  

11.Secondary Outcome  

Title  Change From Baseline to Day 95 in Adapted ASES Pain Subscale  

Description  Pain subscale score ranging from 0-50, with 0 being greatest pain, derived from participant overall assessment of pain in response to 

"How bad is the pain in your affected shoulder today?" using an 11-point NRS where 0=no pain at all and 10=pain as bad as it can be and 

calculated as (10 - NRS score) x 5; adapted from ASES Standardized Shoulder Assessment Form, Patient Self-Evaluation  

Time Frame  Baseline, day 95  

 Outcome Measure Data  

Analysis Population Description 



All participants who have a baseline AROM measurement of the affected shoulder and at least 1 measurement of AROM of the affected shoulder following 

the first administration of study drug (1 participant excluded); 33 participants missing either baseline or day 95 pain subscale scores also excluded  

Arm/Group Title  AA4500  Placebo  

Arm/Group 

Description:  

Up to 3 injections of 0.58 mg/1 mL AA4500, minimum of 21 

days apart and home shoulder exercise  

Up to three 1-mL injections of placebo, minimum of 21 days 

apart and home shoulder exercise  

Overall Number of 

Participants Analyzed  

211  77  

Mean (Standard 

Deviation) 

Unit of Measure: units 

on a scale 

  

 
15.9  (13.46)  13.5  (13.45)  

12.Secondary Outcome  

Title  Subject Satisfaction With Treatment at Day 95  

Description  Participant assessment of satisfaction with treatment rated as very satisfied, quite satisfied, neither satisfied nor dissatisfied, quite 

dissatisfied, or very dissatisfied.  

Time Frame  Day 95  

 Outcome Measure Data  

Analysis Population Description 

All participants who have a baseline AROM measurement of the affected shoulder and at least 1 measurement of AROM of the affected shoulder following 

the first administration of study drug (1 participant excluded); 11 participants not completing questionnaire also excluded  



Arm/Group Title  AA4500  Placebo  

Arm/Group 

Description:  

Up to 3 injections of 0.58 mg/1 mL AA4500, minimum of 21 

days apart and home shoulder exercise  

Up to three 1-mL injections of placebo, minimum of 21 days 

apart and home shoulder exercise  

Overall Number of 

Participants Analyzed  

229  81  

Measure 

Type: Number 

Unit of Measure: 

participants 

  

Very satisfied  142  43  

Quite satisfied  38  22  

Neither satisfied nor 

dissatisfied  

32  8  

Quite dissatisfied  10  2  

Very dissatisfied  7  6  

13.Secondary Outcome  

Title  Investigator Assessment of Improvement With Treatment at Day 95  

Description  Investigator assessment of degree of improvement in severity of the participant's treated shoulder compared with screening rated as 

very much improved, much improved, minimally improved, no change, minimally worse, much worse, or very much worse.  

Time Frame  Day 95  

 Outcome Measure Data  



Analysis Population Description 

All participants who have a baseline AROM measurement of the affected shoulder and at least 1 measurement of AROM of the affected shoulder following 

the first administration of study drug (1 participant excluded); 10 participants also excluded for incomplete questionnaire  

Arm/Group Title  AA4500  Placebo  

Arm/Group 

Description:  

Up to 3 injections of 0.58 mg/1 mL AA4500, minimum of 21 

days apart and home shoulder exercise  

Up to three 1-mL injections of placebo, minimum of 21 days 

apart and home shoulder exercise  

Overall Number of 

Participants Analyzed  

229  82  

Measure 

Type: Number 

Unit of Measure: 

participants 

  

Very much improved  94  27  

Much improved  73  31  

Minimally improved  41  16  

No change  13  8  

Minimally worse  6  0  

Much worse  1  0  

Very much worse  1  0  

Adverse Events  



Go to   

Top of PageParticipant FlowBaseline CharacteristicsOutcome MeasuresAdverse EventsLimitations and Caveats InformationMore Information

Time Frame 130 days (up to 28 day screening period and 95±7 day 

study period)  

Adverse Event Reporting 

Description 

[Not Specified]  

  

Arm/Group Title  AA4500  Placebo  

Arm/Group Description  Up to 3 injections of 0.58 

mg/1 mL AA4500, minimum 

of 21 days apart and home 

shoulder exercise  

Up to three 1-mL 

injections of placebo, 

minimum of 21 days apart 

and home shoulder 

exercise  

All-Cause Mortality  

 
AA4500  Placebo   

 
Affected / at Risk 

(%) 

 
Affected / at 

Risk (%) 

 

 

Total    --/--       --/--       

 Serious Adverse Events  

https://clinicaltrials.gov/ct2/show/results/NCT02006719?type=Intr&cond=Adhesive+Capsulitis&intr=Collagenase&rank=1#wrapper
https://clinicaltrials.gov/ct2/show/results/NCT02006719?type=Intr&cond=Adhesive+Capsulitis&intr=Collagenase&rank=1#part
https://clinicaltrials.gov/ct2/show/results/NCT02006719?type=Intr&cond=Adhesive+Capsulitis&intr=Collagenase&rank=1#base
https://clinicaltrials.gov/ct2/show/results/NCT02006719?type=Intr&cond=Adhesive+Capsulitis&intr=Collagenase&rank=1#all
https://clinicaltrials.gov/ct2/show/results/NCT02006719?type=Intr&cond=Adhesive+Capsulitis&intr=Collagenase&rank=1#evnt
https://clinicaltrials.gov/ct2/show/results/NCT02006719?type=Intr&cond=Adhesive+Capsulitis&intr=Collagenase&rank=1#limit
https://clinicaltrials.gov/ct2/show/results/NCT02006719?type=Intr&cond=Adhesive+Capsulitis&intr=Collagenase&rank=1#more


 
AA4500  Placebo   

 
Affected / at Risk 

(%) 

# 

Events  

Affected / at 

Risk (%) 

# 

Events  
 

Total    4/237 (1.69%)       1/84 (1.19%)       

Cardiac disorders        

Atrial fibrilation * 1   1/237 (0.42%)   1 0/84 (0.00%)   0  

Gastrointestinal disorders        

Gastric ulcer * 1   0/237 (0.00%)   0 1/84 (1.19%)   1  

Injury, poisoning and 

procedural complications   

    
 

Overdose * 1   1/237 (0.42%)   1 0/84 (0.00%)   0  

Post procedural bile 

leak * 1   

1/237 (0.42%)   1 0/84 (0.00%)   0 
 

Procedural pain * 1   1/237 (0.42%)   1 0/84 (0.00%)   0  

Neoplasms benign, 

malignant and unspecified 

(incl cysts and polyps)   

    

 

Glioblastoma * 1   1/237 (0.42%)   1 0/84 (0.00%)   0  

* 

Indicates events were collected by non-systematic assessment 
 



1 

Term from vocabulary, MedDRA (16.1) 

 Other (Not Including Serious) Adverse Events  

Frequency Threshold for 

Reporting Other Adverse 

Events  

5%  

 
AA4500  Placebo   

 
Affected / at Risk 

(%) 

# 

Events  

Affected / at 

Risk (%) 

# 

Events  
 

Total    188/237 (79.32%)       37/84 (44.05%)       

General disorders        

Injection site bruising * 1   52/237 (21.94%)   65 10/84 (11.90%)   13  

Injection site pain * 1   50/237 (21.10%)   77 11/84 (13.10%)   17  

Localised oedema * 1   20/237 (8.44%)   28 1/84 (1.19%)   1  

Injury, poisoning and 

procedural complications   

    
 

Contusion * 1   71/237 (29.96%)   106 2/84 (2.38%)   2  



Musculoskeletal and 

connective tissue 

disorders   

    

 

Musculoskeletal pain * 1   90/237 (37.97%)   138 18/84 (21.43%)   24  

Pain in extremity * 1   13/237 (5.49%)   16 4/84 (4.76%)   5  

Skin and subcutaneous 

tissue disorders   

    
 

Ecchymosis * 1   47/237 (19.83%)   69 3/84 (3.57%)   4  

Pruritus * 1   12/237 (5.06%)   15 0/84 (0.00%)   0  

* 

Indicates events were collected by non-systematic assessment 

1 

Term from vocabulary, MedDRA (16.1) 

 

Limitations and Caveats  

Go to   

Top of PageParticipant FlowBaseline CharacteristicsOutcome MeasuresAdverse EventsLimitations and Caveats InformationMore Information[Not Specified]  

More Information  

Go to   

Top of PageParticipant FlowBaseline CharacteristicsOutcome MeasuresAdverse EventsLimitations and Caveats InformationMore InformationCertain 

Agreements  

https://clinicaltrials.gov/ct2/show/results/NCT02006719?type=Intr&cond=Adhesive+Capsulitis&intr=Collagenase&rank=1#wrapper
https://clinicaltrials.gov/ct2/show/results/NCT02006719?type=Intr&cond=Adhesive+Capsulitis&intr=Collagenase&rank=1#part
https://clinicaltrials.gov/ct2/show/results/NCT02006719?type=Intr&cond=Adhesive+Capsulitis&intr=Collagenase&rank=1#base
https://clinicaltrials.gov/ct2/show/results/NCT02006719?type=Intr&cond=Adhesive+Capsulitis&intr=Collagenase&rank=1#all
https://clinicaltrials.gov/ct2/show/results/NCT02006719?type=Intr&cond=Adhesive+Capsulitis&intr=Collagenase&rank=1#evnt
https://clinicaltrials.gov/ct2/show/results/NCT02006719?type=Intr&cond=Adhesive+Capsulitis&intr=Collagenase&rank=1#limit
https://clinicaltrials.gov/ct2/show/results/NCT02006719?type=Intr&cond=Adhesive+Capsulitis&intr=Collagenase&rank=1#more
https://clinicaltrials.gov/ct2/show/results/NCT02006719?type=Intr&cond=Adhesive+Capsulitis&intr=Collagenase&rank=1#wrapper
https://clinicaltrials.gov/ct2/show/results/NCT02006719?type=Intr&cond=Adhesive+Capsulitis&intr=Collagenase&rank=1#part
https://clinicaltrials.gov/ct2/show/results/NCT02006719?type=Intr&cond=Adhesive+Capsulitis&intr=Collagenase&rank=1#base
https://clinicaltrials.gov/ct2/show/results/NCT02006719?type=Intr&cond=Adhesive+Capsulitis&intr=Collagenase&rank=1#all
https://clinicaltrials.gov/ct2/show/results/NCT02006719?type=Intr&cond=Adhesive+Capsulitis&intr=Collagenase&rank=1#evnt
https://clinicaltrials.gov/ct2/show/results/NCT02006719?type=Intr&cond=Adhesive+Capsulitis&intr=Collagenase&rank=1#limit
https://clinicaltrials.gov/ct2/show/results/NCT02006719?type=Intr&cond=Adhesive+Capsulitis&intr=Collagenase&rank=1#more


Principal Investigators are NOT employed by the organization sponsoring the study.  

There IS an agreement between Principal Investigators and the Sponsor (or its agents) that restricts the PI's rights to discuss or publish trial results after the 

trial is completed.  

Results Point of Contact 

Name/Title:Clinical Trial Coordinator  

Organization:Endo Pharmaceuticals Inc.  

EMail:clinicalsite.inquiries@endo.com  

Responsible Party: Endo Pharmaceuticals 

ClinicalTrials.gov Identifier: NCT02006719     History of Changes  

Other Study ID Numbers: AUX-CC-871  

First Submitted: December 2, 2013 

First Posted: December 10, 2013 

Results First Submitted: April 18, 2017 

Results First Posted: May 25, 2017 

Last Update Posted: October 5, 2017  
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