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PASS information 
Title  Effectiveness of Xiapex® educational material for 

healthcare professionals in the treatment of Peyronie’s 
disease - a non-interventional post-authorization safety 
study 

Protocol version identifier  Sobi.Xiapex-PASS01 
Date of last version of protocol  20 April 2015 
EU PAS register number  ENCEPP/SDPP/9339 

Active substance  M09AB02 
Collagenase Clostridium histolyticum 

Medicinal product  Xiapex 

Product reference  Xiapex-2048 

Procedure number  EMEA/H/C/002048/II/0044 
Marketing authorization holder(s)  Swedish Orphan Biovitrum AB (publ) 

Joint PASS  No 
Research question and objectives The study objective is to evaluate the effectiveness of 

the Xiapex® educational material as an additional risk 
minimization measure for healthcare professionals in 
the treatment of Peyronie’s disease. 
The effectiveness will be assessed by the following 
endpoints: 

1. Survey response of “disagree” or “strongly 
disagree” to survey question on treatment 
procedure; Question 2 (comprising 4 items) of 
the Implementation survey and the Follow-up 
survey. 

2. Survey response of “not effective” to survey 
question  on: 

a. Safe and precise administration and 
adverse event reporting; Question 4 
(comprising 5 items) of the 
Implementation survey. 

b. Identified safety risks; Question 5 of 
the Implementation survey and 
Question 3 of the Follow-up survey. 
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Research question and objectives, 
continued  

3. Type of adverse events not sufficiently 
described in the education material, as assessed 
by the responders. 

4. Education material in need of revision to 
prevent adverse events, as assessed by the 
responders. 

Country(-ies) of study  Minimum 5 countries where local Regulatory 
Approval of Xiapex Peyronie’s education material has 
been obtained.  
Approval has been obtained in Austria, Denmark, 
Finland, Iceland, Ireland, Norway, Poland, Sweden, 
and UK. 

Author  Sari von Reedtz, Clinical Program Leader 
Swedish Orphan Biovitrum AB 
SE-112 76 Stockholm, Sweden 

 

Marketing authorization holder(s) 
Marketing authorization holder(s)  Swedish Orphan Biovitrum AB (publ) 

SE-112 76 Stockholm, Sweden 

MAH contact person  Marianne Keisu, QPPV  
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 List of abbreviations  1

MAH Marketing authorization holder 

QC Quality control 

Sobi Swedish Orphan Biovitrum AB 

 

 Responsible parties 2

The marketing authorization holder (MAH), Swedish Orphan Biovitrum AB (Sobi) is 
responsible for the design, conduct and data evaluation of this post-authorization study. This is a 
non-interventional safety study, eliciting information from health care professionals that 
complete the Xiapex Peyronie’s education material. There are hence no principal investigator or 
study sites. 

 Abstract  3

Title  
Effectiveness of Xiapex® educational material for healthcare professionals in the treatment of 
Peyronie’s disease - a non-interventional post-authorization safety study 

Study protocol no. Sobi.Xiapex-PASS01, Version 1, 20-Apr-2015 

Sari von Reedtz, Swedish Orphan Biovitrum AB, SE-112 76 Stockholm, Sweden 

Rationale and background  
Comprehensive education material has been developed to minimize identified and potential risks 
associated with Xiapex treatment and to ensure that all physicians who are expected to 
prescribe/use Xiapex in Peyronie’s disease are appropriately trained in the correct administration 
of the product. Trained physicians will be registered in a Peyronie´s database held by the MAH 
in Europe (i.e., Sobi) confirming that he/she has fulfilled the physician training program 
requirements by reading the treatment training brochure. Thus, the education material constitutes 
an additional risk minimisation measure. 

This study will evaluate the effectiveness of the additional risk minimization measure, i.e., the 
educational material for healthcare professionals. The effectiveness will be assessed through 
surveys administered to physicians completing the treatment education material. The surveys are 
designed to capture the physicians’ perception of how useful the education material has been to: 

• ensure safe and correct administration of Xiapex 
• make the physician aware of the identified risks associated with the use of Xiapex 
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Based on the results of this study, the education material may hence be revised, as deemed 
appropriate. 

Research question and objectives  
The study objective is to evaluate the effectiveness of the Xiapex® educational material as an 
additional risk minimization measure for healthcare professionals in the treatment of Peyronie’s 
disease. The effectiveness will be assessed by the following endpoints: 

1. Survey response of “disagree” or “strongly disagree” to survey question on treatment 
procedure; Question 2 (comprising 4 items) of the Implementation survey and the 
Follow-up survey. 

2. Survey response of “not effective” to survey question  on: 
a. Safe and precise administration and adverse event reporting; Question 4 

(comprising 5 items) of the Implementation survey. 
b.  Identified safety risks; Question 5 of the Implementation survey and Question 3 

of the Follow-up survey. 
3. Type of adverse events not sufficiently described in the education material, as assessed 

by the responders. 
4. Education material in need of revision to prevent adverse events, as assessed by the 

responders. 

Study design  
This is a non-interventional post-authorization safety study evaluating the effectiveness of the 
implemented additional risk minimization measure, i.e., the Xiapex educational material for 
healthcare professionals for treatment of Peyronie’s disease. The effectiveness will be assessed 
through a survey program which includes an Implementation survey and a Follow-up survey.  

The Implementation survey will be sent to the physician in a feasible time frame after the 
physician’s registration in the Xiapex Peyronie’s Trained Physicians database, maintained by 
Sobi, or provided upon completion of a training event that includes review of the education 
material. The Follow-up survey will be sent approximately 6 months after the physician’s 
registration in the Xiapex Peyronie’s Trained Physicians database. 
Population Healthcare professionals completing the Xiapex education program for usage of 
Xiapex in the treatment of Peyronie’s disease that receive, complete and submit the 
Implementation and/or Follow-up Surveys.   
Variables Responses to survey questions. 
Data sources Completed surveys. 

Study size Minimum 30 Implementation Surveys and 30 Follow-up Surveys 

Data analysis Categorical data from the Implementation survey (all items in Questions 1, 2, 4, 
5) and the Follow-up survey (all items in Questions 1, 2, 3) will be summarized using frequency 
counts and percentages using the categories defined in the survey. For all items in Question 2 of 
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the Implementation and Follow-up surveys, the number and proportion of physicians responding 
“disagree” or “strongly disagree” merged as one category will also be presented.  

Adverse events identified in question 4 of the Follow-up survey will be coded using MedDRA. 
The number and proportion of physicians reporting each individual event (on a preferred term 
level) will be presented. 

Milestones Start of data collection: 15-Feb-2015; End of data collection: 30-Nov-2016; 
Registration in the EU PAS register: 15-Apr-2015; Final report of study results; 30-Nov-2017 

 Amendments and updates  4

None. 

 Milestones  5

Milestone  Planned date  
Start of data collection  15-Feb-2015   
End of data collection  30-Nov-2016  
Registration in the EU PAS register  15-Apr-2015 
Final report of study results  30-Nov-2017  

 Rationale and background  6

As agreed with the European Medicines Agency, only those physicians who are experienced in 
the treatment of male urological diseases and who have been appropriately trained in the usage 
of Xiapex® in the treatment of Peyronie’s disease shall use Xiapex. Comprehensive education 
material has been developed to minimize the identified and potential risks associated with 
Xiapex treatment. Trained physicians will be registered in a Peyronie’s database held by the 
MAH in Europe (i.e., Sobi) confirming that he/she has fulfilled the physician training program 
requirements by reading the treatment training brochure. Thus, the education material constitutes 
an additional risk minimisation measure. 

In addition to the training brochure, other training activities may be included in local training 
programs, e.g., peer-to-peer Xiapex administration training events, web-based tutorials, etc. 

The effectiveness of the risk minimization measure will be evaluated through surveys. Upon 
registering in the Peyronie’s Trained Physicians database, or upon completing a training event 
including review of the education material, the physician will be asked to complete and submit 
an Implementation survey. Six months after registering in the Peyronie’s Trained Physicians 
database, the physician will be asked to complete a Follow-up survey. 
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The surveys are designed to capture the physicians’ perception of how useful the education 
material has been to: 

• ensure safe and correct administration of Xiapex 
• make the physician aware of the identified risks associated with the use of Xiapex 

In addition, the Follow-up survey will capture adverse events that were not described in the 
education material and suggestions on mitigations to prevent such adverse events. 

Based on the results of this study (i.e., the survey responses), the education material may hence 
be revised, as deemed appropriate. 

A similar training and survey approach was used for Xiapex treatment of Dupuytren’s 
contracture. 

 Research question and objectives  7

The study objective is to evaluate the effectiveness of the Xiapex educational material as an 
additional risk minimization measure for healthcare professionals in the treatment of Peyronie’s 
disease. The effectiveness will be assessed by the following endpoints: 

1. Survey response of “disagree” or “strongly disagree” to survey question on treatment 
procedure; Question 2 (comprising 4 items) of the Implementation survey and the 
Follow-up survey. 

2. Survey response of “not effective” to survey question  on: 
a. Safe and precise administration and adverse event reporting; Question 4 

(comprising 5 items) of the Implementation survey. 
b. Identified safety risks; Question 5 of the Implementation survey and Question 3 

of the Follow-up survey. 
3. Type of adverse events not sufficiently described in the education material, as assessed 

by the responders. 
4. Education material in need of revision to prevent adverse events, as assessed by the 

responders. 

 Research methods  8

 Study design  8.1

This is a non-interventional post-authorization safety study evaluating the effectiveness of the 
implemented additional risk minimization measure, i.e., the Xiapex educational material for 
healthcare professionals for treatment of Peyronie’s disease. The effectiveness will be assessed 
through a survey program which includes an Implementation survey and a Follow-up survey.  
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The Implementation survey will be sent to the physician in a feasible time frame after the 
physician’s registration in the Xiapex Peyronie’s Trained Physicians database, maintained by 
Sobi, or provided upon completion of a training event that includes review of the education 
material. The Follow-up survey will be sent approximately 6 months after the physician’s 
registration in the Xiapex Peyronie’s Trained Physicians database. The Implementation survey is 
provided in Appendix 1. The Follow-up Survey is provided in Appendix 2. 

 Setting  8.2

The Xiapex Peyronie’s Trained Physicians database will capture information on name, 
speciality, institution and country. Upon registration, the physician will consent to Sobi 
maintaining his/her information. A separate log will be set up to track the provision and return of 
completed surveys in order to assess the response-rate and to allow distribution of systematic 
reminders to non-responding physicians.  

The physician’s will fax, mail or e-mail the completed surveys to Sobi, or hand it over to a Sobi 
representative. To facilitate the tracking of survey completion, the physicians will be asked to 
provide their name on the completed surveys. Reminders will be sent to those physicians that 
have not responded to the survey (one reminder per survey). The names of the responding 
physicians will not be entered in the study database. Any completed anonymous surveys will be 
entered in the study database.  

Prior to distribution, the education material translated into local language, will be reviewed and 
approved by each country’s Regulatory Authority. The timing of approved education materials 
will therefore vary by country. The first education material approvals were obtained in February 
2015. By 10 April 2015 approval has been obtained in Austria, Denmark, Finland, Iceland, 
Ireland, Norway, Poland, Sweden, and UK. 

 Variables  8.3

The study database will contain information on the specialty of responding physicians (provided 
that the name of the responding physician is obtained and that the responding physician is 
registered in the Xiapex Peyronie’s Trained Physicians database) and the data captured in the 
surveys (refer to Appendices 1 and 2). Comments provided in local language will be translated 
into English prior to data entry. The tracking log of provided and returned surveys will be used 
to assess the response rate.  

 Data sources  8.4

The data source will be the completed surveys, provided to Sobi through fax, mail or e-mail, or 
in person to a Sobi representative. Text in local language will be translated to English prior to 
entry into the study database. 
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 Study size  8.5

Implementation surveys will be provided to all physicians registering in the Xiapex Peyronie’s 
Trained Physicians database and/or upon completion of a training event including review of the 
education material over the time period of 15-Feb-2015 to 30-May-2016. Overall, up to 
100 physicians are expected to have completed the training program within this time period.  

The collection of Follow-up surveys is planned to be completed by 30-Nov-2016.  

The survey collection period will be extended if a minimum of 30 Implementation surveys and 
30 Follow-up surveys have not been obtained by 30-Nov-2016. Furthermore, the collection 
period may be extended if surveys from less than 5 countries have been obtained by 
1-May-2016.   

 Data management  8.6

8.6.1 Data collection 

Survey forms in PDF format will be distributed to physicians via email or as printed handouts.  

Survey forms distributed via email will be fillable so that the physician can enter data directly, 
save the form and return it to Sobi via email. The form can also be printed, completed, scanned 
and returned to Sobi via email, mail, fax or in person to a Sobi representative.    

The completed forms will be received by Sobi and free text will be translated into English. 
Original and translated survey forms will be stored on a restricted access Sharepoint site. 

8.6.2 Data entry 

After translation, the data and free text will be entered into an Excel database. Free text will be 
entered exactly as translated into English. Free text in the original language will not be entered 
into the database. The names of the responding physicians will not be entered in the study 
database. 

Data entry will be performed by Sobi data management.  

 Data analysis  8.7

Categorical data from the Implementation survey (all items in Questions 1, 2, 4, 5) and the 
Follow-up survey (all items in Questions 1, 2, 3) will be summarized using frequency counts and 
percentages using the categories defined in the survey. For all items in Question 2 of the 
Implementation and Follow-up surveys, the number and proportion of physicians responding 
“disagree” or “strongly disagree” merged as one category will also be presented.  
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Adverse events identified in Question 4 of the Follow-up survey will be coded using MedDRA. 
The number and proportion of physicians reporting each individual event (on a preferred term 
level) will be presented. 

All data will be listed. 

 Quality control  8.8

8.8.1 Source data verification 

Data will be verified by proof reading of 100 % of the collected source data versus the study 
database. Proof reading will not be performed by the person entering the data in the database. All 
discrepancies will be checked against the source PDF forms and where required the database will 
be updated.  

8.8.2 Data quality control 

Quality Control (QC) of data will be performed to ensure that data entry and verification have 
been performed adequately.  

• 5% of the entered records will be randomly selected and all variables will be checked 
against source for accuracy with the allowed error rate of 1%. Errors found will be 
updated. 

If the allowed error rate is exceeded the process will be repeated until the error rate is below or 
equal to the set limit. 

The result of the QC will be documented and archived as a separate document. 

8.8.3 Database lock 

When all data is entered, source data verified and quality controlled with an accepted error rate 
the excel database is locked. 

8.8.4 Analysis database 

After database lock the excel database is converted to SAS format to allow statistical analysis of 
the data. 

The Excel database, the SAS database and associated programs and outputs will be stored in the 
Sobi clinical data repository. 
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 Limitations of the research methods  8.9

It is expected that there may be a difference in the physicians’ response rate depending on how 
useful they find the education material. Thus, physicians perceiving the education material to be 
inadequate and/or identifying adverse events or medication errors that could be avoided by 
revised education material can be more motivated to complete and submit the survey compared 
to physicians finding the material adequate. This will however not affect the primary objective of 
the study, as the objective is to identify any potential areas of the education material that would 
benefit from revision in order to avoid adverse events and medication errors.      

 Other aspects  8.10

Not applicable. 

 Protection of human subjects  9

The personal data protection rights of study participants, i.e., the responding physicians, will be 
ensured by providing a limited number of Sobi personnel with access to the Trained Physicians 
database. Each registering physician will need to consent to Sobi maintaining his/her 
information.  

Should any completed survey contain any personally identifiable information, then that 
information will be deducted from the completed form and will not be entered into the study 
database.    

 Management and reporting of adverse events/adverse 10
reactions  

This study is not designed to capture all observed adverse events in a study database for the 
purpose of safety evaluation of Xiapex treatment. The objective of this study is to evaluate the 
effectiveness of risk minimization measures and accordingly this study only captures information 
on any adverse events that, in the opinion of the investigator, could possibly be avoided by an 
improved education material.  

The physicians are instructed in the survey to separately report adverse reactions associated with 
Xiapex to Sobi Drug Safety, either through email or by fax and to the local Regulatory Authority 
according to national requirements. Any received case reports will be entered into the global 
safety database and included in the routine pharmacovigilance activities for Xiapex including 
signal detection, regulatory reporting and inclusion in PSURs as applicable.   
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 Plans for disseminating and communicating study results  11

The final study report will be submitted to the EMA.   

 References – Not applicable 12
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Appendix 1 Implementation Survey 
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Appendix 2 Follow-up Survey  
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Appendix 3 Consent form - Xiapex Physicians Training Database  
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