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2. Study Administrative Structure 

2.1. Sponsor 

Sponsor: MediWound, Ltd 

42 Hayarkon Street 

North Industrial Area 

Yavne, Israel 8122745 

 

Represented by: Prof. Lior Rosenberg 

Chief Medical Officer 

MediWound Ltd. 

 

 Keren David Zarbiv 

VP Clinical Affairs 

MediWound Ltd. 

 

 Nimrod Leuw 

 VP  QA/QC 

MediWound Ltd. 

2.2. Study Conduct 

Study Conduct (CRO): Dr. Marco Schwarzer 

GCP-Service International Ltd. & Co. KG 

Anne-Conway-Str. 2 

28359 Bremen 
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2.3. Statistics 

Statisticians: Prof. Dr. Dr. h.c. Jürgen Timm 

Dr. Martin Scharpenberg 

Competence Center for Clinical Trials Bremen 

University of Bremen 

Linzer Str. 4 

28359 Bremen 

Germany 
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3. Signatures 
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4. List of Abbreviations 

abbreviation meaning 

ANOVA Analysis of Variance 

COVID-19 Corona virus infectious disease 19 

MVSS Modified Vancouver Scar Assessment Scale 

POSAS Patient Observer Scar Assessment Scale 
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5. Rationale for the Addendum 

Due to COVID-19 restrictions, the sponsor has submitted a protocol memo, dated 09 Apr 2020, 

to sites allowing them to perform the 24-month visit with a deviation of up to 6 months (between 

April 1st to Sep 1st), or to perform the visit remotely. In addition, due to lack of resources, some 

sites may not be able to perform the 24-month MVSS and POSAS assessments.  (See 

“Protocol Memo”, attachment 1) 

This addendum describes how deviations related to COVID-19 will be handled in the analysis. 
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6. Handling of missing values 

Data missing due to COVID-19 will be handled in the same way as missing data for any other 

reason, i.e. the procedures for handling of missing data described in the SAP in section 10.1 

will also be applied to missing values due to COVID-19. 
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7. Analysis of Safety Endpoint Cosmesis and Function at 24 months 

7.1. Handling of data from earlier/delayed visits 

One concern for the analysis of this endpoint is that, for some individuals, the 24-month visit 

was completed up to 3 months early (i.e. month 21) or up to 6 months late (i.e. month 30). 

From a medical perspective, it is assumed that data captured at an earlier or delayed visit will 

not be that different from data subsequently collected at 24 months; therefore, these data will 

be analyzed together with the data captured at 24 months (i.e. this endpoint will be analyzed 

as MVSS at 21-30 months). 

All data handling procedures and analyses described in the SAP will be applied to the 21-30 

months MVSS data. 

As a sensitivity analysis, for subjects with a delayed 24-month visit (within the time frame 24-

30 months) the MVSS at 24 months will be linearly interpolated from the delayed value and 

the last MVSS value captured before 24 months. In the same analysis, for subjects with an 

earlier 24-months visit (but within the time frame 21-24 months), the MVSS at 24 months will 

be linearly extrapolated from the earlier value and the last MVSS value captured before that. 

Following such interpolation, the same imputation techniques for missing data (regression 

imputation, best case, worst case) and the same analyses as described in the SAP will be 

applied. This implies that a new regression imputation model will be fitted to the data. 

In addition, treatment groups will be compared with respect to the timing of the last visit 

(planned at 24 months). The allowed per protocol window for the 24-month visit is 23 months 

and 2 weeks to 24 months and 2 weeks. The following five categorical time-windows will be 

defined:  

 21 months to 23 months and 2 weeks,  

 23 months and 2 weeks to 24 months and 2 weeks,  

 24 months and 2 weeks to 27 months,  

 28 months to 30 months, and  

 No visit between 21 months and 30 months.  
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A table of MVSS values (mean and SE) will be produced by these follow-up categories and 

treatment group.  

In the event of imbalance of these time window categories across the treatment groups 

(defined as an absolute difference of 20% or more in the percentage of a category in the two 

groups) this categorical variable will be included as an extra explanatory variable in the 

regression model for comparing the treatment groups with respect to the 24-Month MVSS 

assessment, as additional sensitivity analysis. 

7.2. Handling of remotely captured data 

A small fraction of MVSS assessments are expected to be collected remotely. To account for 

this, the main analysis of the 24-month MVSS will be repeated, as supportive analysis, treating 

remotely assessed values as missing. I.e. the multiple imputation procedure described in the 

SAP section 10.1.2.2 will be repeated, fitting a new imputation model to the data. 

The descriptive statistics table described in the SAP will be produced for all MVSS values with 

on-site collected values and remotely collected values listed separately. The p-values 

described in the SAP will be computed based on all values as a main analysis. As an additional 

analysis, the p-values will also be computed without remotely collected data. 
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8. Exploratory and Subgroup Analyses of MVSS and POSAS 

The exploratory analyses of target wound and donor site POSAS and MVSS assessments, as 

well as the subgroup analyses of 24-month MVSS will be modified to account for the fact that 

some assessments of these scores were done remotely. 

The descriptive statistics tables described in the SAP sections 11.3.4.3 and 11.3.5 will be 

produced for all POSAS/MVSS values as well as for on-site collected values and remotely 

collected values listed separately. The ANOVA p-values described in the SAP will be computed 

based on all values as a main analysis. As an additional analysis the p-values will also be 

computed without remotely collected data. 
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9. Further analyses 

All endpoints apart from MVSS and POSAS assessments are self-reported. Therefore, no 

influence of remote study visits is expected. The analyses of the other endpoints will be 

conducted as described in the SAP sections 11.3.4.7-11 (including the first Addendum, dated 

26 February 2020). 
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10. Attachment: Note to file 
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