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 PREFACE  

 

This Statistical Analysis Plan (SAP) describes the planned analysis and reporting for Mapi 
Pharma Ltd. (Mapi)  clinical trial MI GA Depot Phase III - 001 (A multinational, multicenter, 
randomized, Phase III, double blind, parallel group, placebo controlled study in subjects with 
Relapsing forms of Multiple Sclerosis (RMS) to assess the efficacy, safety and tolerability of GA 
Depot, a long acting IM injection of glatiramer acetate, administered once every four weeks), and 
was written in accordance with SOP - Statistical Analysis Plan  

. The structure and content of this SAP provides sufficient details to 
meet the requirements identified by the FDA and International Conference on Harmonization of 
Technical Requirements for Registration of Pharmaceuticals for Human Use (ICH): E9 Guidance 
on Statistical Principles in Clinical Trials. All work planned and reported for this SAP will follow 
internationally accepted guidelines, published by the American Statistical Association, and the 
Royal Statistical Society, for statistical practice. 

The following documents were reviewed in preparation of this SAP: 
• Amended Clinical Study Protocol GA Depot -phase III Study protocol version 03, dated 

April 7 2021.  

• Case report form (CRF) for GA Depot (when constructed before study initiation). 

• ICH E9 Guidance on Statistical Principles for Clinical Trials. 

o E9(R1) - Addendum on estimands and sensitivity analysis in clinical trials to the 
guideline on statistical principles for clinical trials. 

• ICH E3 Structure and Content of Clinical Study Reports (CSRs). 

• Statistical Considerations for Clinical Trials During the COVID-19 Public Health 
Emergency, Guidance for Industry, June 2020. 

 
This SAP describes the statistical analyses as it is foreseen before breaking the blind. The SAP 
will serve as a complement to the study protocol and supersedes it in case of differences between 
the SAP and the statistical sections of the protocol. In case of major differences, e.g. changes in 
the analysis related to the primary endpoint, a protocol amendment will be considered. The SAP 
may be updated during the study conduct and will be finalized before breaking the blind. Mapi 
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Pharma will assess whether data regarding COVID-19 can be analyzed as post-hoc, following the 
breaking of the blind.  

 Scope 

The SAP scope is to describe the analyses planned for the 52-week Placebo Controlled Period 
(PC Period). A separate SAP will cover the analyses relating to the optional 52-week Open Label 
Period (OL Period).  

 Responsibilities 

The Study Statistician will be responsible for the statistical analysis planning, will be responsible 
for the execution of all statistical programming deliverables related to Top Line Results and will 
have the overall accountability for the statistical programming deliverables. In addition, an 
unblinded statistician external to Mapi Pharma (by Mapi Pharma’s CRO), will be responsible for 
providing ongoing unblinded data to the Data Monitoring Committee.   
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 STUDY OBJECTIVES 

 Primary Objective 

This multinational, multicenter, randomized, double blind, placebo-controlled study is designed 
to assess the efficacy, safety and tolerability of GA Depot, a long acting IM injection of 
glatiramer acetate, administrated once every four weeks, as compared to placebo in a study design  
of 52 weeks' duration. 
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 STUDY ESTIMANDS 

 Primary Estimand 

 Estimand Elements:  

The primary estimand construction elements for this study are:  

•  
 

 

   
   

   

 
 

  

  
  

  

 

 ICE’s Components Definitions 
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 Secondary Estimand 

 Estimand Elements:  

The following are the study Secondary Estimand construction elements to be tested as main 
supportive analysis:   

•  
 

   

    

   

   

 

The secondary estimand will be based on effectiveness (de-facto) assumption (‘estimand 6’ and 
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 STUDY DESIGN 
 

This study is a multinational, multicenter, randomized, Phase-III, double blind, parallel group, 
placebo-controlled study designed to assess the efficacy, safety and tolerability of GA Depot, a 
long-acting IM injection of glatiramer acetate, administered once every four weeks in subjects with 
Relapsing forms of Multiple Sclerosis. A total of  Eligible subjects will be randomly allocated 
to either treatment with GA Depot, or to treatment with matching placebo using a 1:1 randomization 
scheme of  Following the 
conduct of the pre-planned blinded, non-comparative, sample size reassessment the study size was 
increased to  (see section 4.3). 

Following screening and randomization, the study will be comprised of two treatment periods: 

• In the placebo-controlled period (PC period), during the first 52 weeks of the study 
immediately following randomization, subjects will receive either 40 mg of GA Depot IM or 
matching placebo, once every 4 weeks for a total of . 

• Subjects who complete the PC period of the study will be permitted to continue into the open 
label period (OL period) for an additional 52 weeks, in which all patients will receive 40 mg 
of GA Depot IM once every 4 weeks for a total of . 

 
  

 

 Subject Selection 

The selection criteria are chosen to ensure that subjects with specific risks for administration of the 
IPs and/or subjects with conditions which may have an impact on the aims of the study are 
excluded. 
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 Subject Inclusion Criteria 

Subjects must fulfill all of the following criteria before being included in the study: 

1. Adult subjects, between 18-55 years of age, inclusive. 
2. Subject able to provide signed written informed consent. 
3. Subjects must be willing and able to comply with the protocol requirements for the 

duration of the study. 
4. MS diagnosis fulfilling the 2017 the McDonald Criteria. 
5. Subjects should be ambulatory with EDSS score of 0-5.5 at screening and baseline 

visits. EDSS score will be determined by a separate, blinded trained EDSS rater. 
6. Subjects should be relapse free and neurologically stable from one month before 

screening and from screening visit to baseline visit. 
7. No systemic corticosteroid treatment or ACTH within one month before screening 

visit. 
8. Subjects that experienced at least one of the following: 

10. At least one documented relapse in the 12 months prior to screening, or 

11. At least two documented relapses in the 24 months prior to screening, or 

12. One documented relapse between 12 and 24 months prior to screening with at 
least one documented T1-Gd enhancing lesion in MRI performed 0-12 months 
before screening. 

9. Women capable of childbearing must have a negative urine pregnancy test at screening 
and baseline visit and use an adequate contraceptive method throughout the study. 

 

 Subject Exclusion Criteria 

Subjects are to be excluded from the study if they display any of the following criteria: 

1. Use of experimental / investigational drug, and / or participation in drug clinical 
studies within the 6 months prior to screening. 

2. Any off-label drug use for MS treatment such as high dose simvastatin and biotin 
within 6 months prior to screening. 

3. Previous use of immunosuppressant including Mitoxantrone, Alemtuzumab, 
cladribine or any other cytotoxic agent within 5 years. 

4. Previous use of natalizumab or any anti-B cell agent within 9 months prior to 
screening.  

5. Previous use of Fingolimod or any other sphingosine-1-phosphate receptor 
modulator, Dimethyl Fumarate, Diroximel Fumarate (DRF), or Monomethyl fumarate 
within 2 months prior to screening. Subjects will be excluded if they do not have a 
lymphocyte count of above 1,000/mm3 at screening.  
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6. Previous use of Teriflunomide within 12 months if no accelerated elimination 
procedure was used. 

7. Previous treatment with immunomodulators (including IFNβ 1a and 1b, and IV 
Immunoglobulin (IVIg) within 2 months prior to screening. 

8. Previous use of GA or any other glatiramoid. 

9. Chronic (more than 30 consecutive days) systemic (IV, PO or IM) corticosteroid 
treatment within 6 months prior to screening visit. 

10. Previous total body irradiation or total lymphoid irradiation. 

11. Previous stem-cell treatment, autologous bone marrow transplantation or allogeneic 
bone marrow transplantation. 

12. Subjects with a clinically significant or unstable medical, psychiatric, or surgical 
conditions that would preclude safe and complete study participation, as determined 
by medical history, physical exams, ECG and/or abnormal laboratory tests; and or 
subjects with an increased risk of serious Covid-19 related morbidity. Such conditions 
may include hepatic, renal or metabolic diseases, systemic disease, acute infection, 
current malignancy, or recent history (5 years) of malignancy, major psychiatric 
disorder, history of drug and/or alcohol abuse and allergies that could be detrimental 
according to the investigator's judgment. 

13. Subjects who have >10 T1-Gd enhancing lesions at screening.  

14. A known history of sensitivity to Gadolinium. 

15. Inability to successfully undergo MRI scanning. 

16. Pregnant or breast-feeding women. 

17. Abnormal renal function (serum creatinine >1.5xULN or creatinine clearance <60 
ml/min). 

18. Abnormal liver function (transaminases >2xULN). 

19. History of any anaphylactic reaction and/or serious allergic reaction following a 
vaccination, a proven hypersensitivity to any component of the study article (e.g., GA, 
Polyglactin, PVA).  

20. Positive testing or a history of positive testing for syphilis, HIV, hepatitis, or 
tuberculosis. 

21. Known or suspected history of drug or alcohol abuse. 

22. Subjects diagnosed with any systemic autoimmune disease (other than MS) that may 
impact the CNS with MS like lesions such as Sarcoidosis, Sjögren's syndrome, 
Systemic Lupus Erythematosus (SLE), Lyme disease, Antiphospholipid antibodies 
(APLA) syndrome, etc. Subjects with stable local/organ autoimmune disease such as 
psoriasis, cutaneous lupus erythematosus, thyroiditis (Hashimoto's, Grave's) etc. may 
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Table 1: Placebo Controlled (PC) Period Procedures 

Study procedures   PC Period 
 Screening Treatment – PC Period 

 
 

Visit /  
Weeka,b 

V1/ 
W (-4) 

Pre-treatment 

V2/ 
W0 

Base-line 

V3/ 
W1 

Phone call 
visit 

V4/ 
W4 

 

V5/ 
W8 

 

V6/ 
W12 

 

V7/ 
W16 

V8/ 
W20 

V9/ 
W24 

V10/ 
W28 

V11/ 
W32 

V12/ 
W36 

V13/ 
W40 

V14/ 
W44 

V15/ 
W48 

V16/ 
W52/EoTc 

Un-
scheduled 

visit 

Written informed consent X                 
Inclusion/exclusion criteria X                 
Demographic data X                 
Medical history X                 
Physical examination X X  X  X   X   X    X X 
Vital signs X X  X X X X X X X X X X X X X X 
Laboratory tests, 
urinalysis   X X  X  X   X   X    X  

Serum collection   X  X  X   X   X    X  
Urine Pregnancy test 
(eligible women) X X              X  

12 lead ECG X               X  
MRI brain scan X        X       X  
Neurological evaluations X X    X   X   X    X Xd 
Administration of study 
drugb  X  X X X X X X X X X X X X Xb  

Concomitant medications X X X X X X X X X X X X X X X X X 
Adverse events  X X X X X X X X X X X X X X X X 
EQ-5D-3L & TSQM-9                X  
a Visits may be performed -4 +2 days from designated time points (except for screening).  
b Study medication will be given to all subjects continuing the second year of the study at week 52  
cA Follow up Visit should be scheduled one month after EoT visit for subjects discontinuing the study or at week 56 for those subjects electing not to continue to the OL period.  
d Evaluations in an unscheduled visit will be performed as considered necessary by the investigator, except for vital signs, AEs and concomitant medication which are mandatory at each visit. For Unscheduled visits in case of a 

relapse/FU of a relapse, Physical and Neurological evaluations will be considered as mandatory and subjects will be re-consented. 
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Subject withdrawal criteria and procedures 
Subjects may be withdrawn from the study for the following reasons: 

• At their own request or at the request of their legally acceptable representative, at any time 
during the study and without giving reasons, a subject may decline to participate further. The 
subject will not suffer any disadvantage consequently. The investigator should make 
reasonable efforts to ascertain the reason(s), while fully respecting the subject's rights. 

• If, in the investigator’s opinion, continuation of study would be harmful to the subject's well-
being. 

• At the specific request of the Sponsor. 
• Violation of the inclusion/exclusion criteria (for details, see below). 
• Non-compliance with the study conditions or instructions such that no data can be gathered 

about safety endpoints or such that the subject places him/herself at unreasonable risk in the 
opinion of the investigator. 

• Data not known before become available and raise concern with respect to the safety of the 
investigational product (IP) so that continuation would pose potential risks to the subject. 

• Refusal to sign the re-consent form. 
• Pregnancy. 
• Lost to follow up/failure to return. A patient should only be designated as lost to follow up if 

the site is unable to establish contact with the patient after 3 documented attempts via 2 different 
methods (phone, text, e-mail, certified letter, etc.) 

•  In case a subject has one or more of the following: 

1. Abnormal blood tests AST > 5xULN and /or ALT >5xULN. 

2. Creatinine > 1.5xULN. 

3. Lymphocytes count <200/μl. 

In these cases, the treatment should be temporarily interrupted for 2 weeks. It is to be at the 
discretion of the investigator if after re-evaluation and validation that the subject’s blood 
tests are within normal range, the subject will continue his/her participation in the study. 

• In case of an unexpected new neurological finding/s in MRI scans that are not MS related, it is 
to be at the discretion of the investigator if the subject will continue his/her study participation.  
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 Stopping rules/discontinuation criteria for the entire study: 

The study may be stopped or discontinued for the following reasons: 
 
• The DMC or the Principal Investigator can recommend to halt the clinical trial, The Sponsor 

can decide that the safety profile of the IP justifies discontinuation of the study.  
• The Sponsor considers the applied doses of the IP to be no longer relevant or has decided to 

halt the clinical trial.  
• Data not known before become available and raise concern with respect to the safety of the IP 

so that continuation would pose potential risks to the subjects.  
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 Disallowed Pre-Study Medications 

Use of the following treatments is NOT allowed prior to study entry: 

• Use of experimental / investigational drug, and / or participation in other clinical studies 
within 6 months prior to GA Depot administration. 

• Any off-label drug use for MS treatment such as high dose simvastatin and biotin within 6 
months prior to screening. 

• Use of immunosuppressant (including Mitoxantrone [Novantrone®]), Alemtuzumab, 
cladribine or cytotoxic agents within 5 years prior to the screening visit. 

• Previous use of either natalizumab (Tysabri®) or any anti-B cell agent within 9 months prior 
to screening. 

• Previous use of Fingolimod or any other sphingosine-1-phosphate receptor modulator, 
Dimethyl Fumarate, Diroximel Fumarate (DRF), or Monomethyl fumarate within 2 months 
prior to screening. Subjects will be excluded if they do not have a lymphocyte count of above 
1,000/mm3 at screening. 

• Previous treatment with immunomodulators (including IFNIβ 1a and 1b, and IV 
Immunoglobulin (IVIg) within 2 months prior to screening. 

• Previous use of GA or any other glatiramoid. 
• Previous use of Teriflunomide within 12 months if no accelerated elimination procedure was 

used. 
• Chronic (more than 30 consecutive days) systemic (IV, PO or IM) corticosteroid treatment 

within 6 months prior to screening visit. 
• Previous total body irradiation or total lymphoid irradiation. 
• Previous stem-cell treatment, autologous bone marrow transplantation or allogeneic bone 

marrow transplantation. 

• Subjects receiving treatment with anticoagulants. 

 Disallowed Concomitant Medications 

Use of the following MS treatments is NOT allowed concomitantly with the study drug during 
the course of the study: 

• Systemic corticosteroids except for the treatment of acute MS exacerbations, if considered 
appropriate by the Investigator. 

• ACTH. 
• Any immuno-modulating treatment (e.g. interferon beta,   natalizumab or other monoclonal 
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antibody therapy). 
• Immunosuppressive medication (e.g. cyclosporine, azathioprine, methotrexate 

cyclophosphamide, mitoxantrone, cladribine). 
• Plasmapheresis. 
• Vaccinations except for annual flu vaccines and the need for tetanus or other vaccine that 

according to the PI is required by the participating subject. 
• Any other investigational drug. 
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 Database Unblinding Activities by the CRO 

 
 

  
  
  
 . 

 

 QC of Randomization Scheme 

Following the receipt of the SDTM but prior to initiation of any statistical analyses as per this SAP, 
unblinding will be performed and the appropriateness of treatment assignment will be verified.   
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 PLANNED ANALYSIS 
 

 Interim Analysis 

  

 Final Analysis 

All final, planned analyses identified in this SAP will be performed only after the last subject has 
completed the PC Period. The randomization codes will not be unblinded until SAP has been 
approved and all items defined in ‘Procedure Prior to Revealing of the Blind’ has been executed. 

 Open-Labeled Week-104 and safety follow-up Analyses and Reporting 

 
 
 

 

 Data Monitoring Committee  

A DMC  will meet 
periodicall  

 Data will be provided to the DMC members by an unblinded statistician 
external to Mapi Pharma. The DMC will provide recommendations on study continuation or early 
discontinuation in case there is a concern regarding safety. The specific responsibilities and the 
composition of the committee are outlined in a separate document, the DMC Charter, which will 
also include details of the outputs provided for the committee's meetings. 
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•  
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 ANALYSIS POPULATION 

 Analysis Sets  

The efficacy endpoints will utilize the data collected only during the PC Period of the study. 

The following analysis sets will be used: 

 Placebo Controlled Period Intention-to-Treat Analysis Set (ITTpc set):  

In accordance with the intention-to-treat principle, all randomized subjects will be included in this 
analysis set. The subjects will be grouped according to the treatment to which they were originally 
assigned to (planned randomization). The Intention-to-Treat (ITTpc) analysis set will serve as the 
principal analysis set for efficacy assessments and inference where applicable. 

 Placebo Controlled Period Safety Analysis Set (STpc set):  

The Safety analysis set will include all randomized subjects who took at least one dose of the study 
drug. The subjects will be grouped according to the treatment actually received. The STpc analysis 
set will serve to compare safety and tolerability data between the 2 randomized groups. 

 MRI Placebo Controlled Period Analysis Set (MRIpc set):  

The MRI analysis set (MRIpc set) will consist of all randomized subjects who had a least one post-
baseline valid MRI scan during the 52 weeks of the PC Period.  The subjects will be grouped 
according to the treatment to which they were originally assigned to (planned randomization). The 
MRIpc set will serve to compare MRI data between the 2 randomized groups. 

 Placebo Controlled Period Modified Intention-to-Treat Analysis Set (mITTpc set):  

The mITTpc analysis set will include all randomized participants who took at least one dose of the 
study drug and have at least one post-baseline efficacy assessment. The efficacy assessments for 
which this set is defined will include: EDSS and MSFC. The subjects will be grouped according to 
the treatment to which they were originally assigned to (planned randomization). 

 Placebo Controlled Period Per Protocol Analysis Set (PPpc set):  

The Per-Protocol analysis set (PPpc set) will consist of all randomized subjects without any major 
protocol violations (see: definition in section 8.2). The subjects will be grouped according to the 
treatment to which they were originally assigned to (planned randomization). 
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 GENERAL ASPECTS FOR STATISTICAL ANALYSIS 

 General Methods 

All data from all subjects randomized into the study will be included in subject data listings. The 
listings will be sorted by treatment group, center and subject number (and by visit, if applicable). 

  

 
 
 
 
 

  

 
 
 
 

 Baseline Definition 

Any measurement recorded in the database as taken prior to the study first dose is classified as pre-
dosing observations while those taken on the day or after the day of first study dose are considered 
as on-treatment observations. The last data recorded prior to first study drug administration will 
be considered as baseline data. Generally, these are the data recorded at Visit 2 (baseline visit). If 
these data are missing, then the last data recorded prior to that visit will be used. 

 Definition Of Study Period Duration 

Study period duration calculated for each subject, given in days, will be calculated a  
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Tipping Point of missing longitudinal data 

 To explore the possible impact of missing relapse data on the primary analysis results
  tivity analysis using will be ,
 .(performed (see section 11.3.1

Handling of missing longitudinal data 

Safety data will not be subject to any imputation and will be summarized on an observed case basis. 

Incomplete Date Imputation 

In some cases, the database reported dates were partial. That is, either the day, the month or both 
were missing. In such a case and if not stated otherwise, full date will be imputed as follows: 

• If the day was missing it will be imputed as the first day of the month

• If month was missing it will be imputed as January of that year

 Software 

All statistical analyses and summaries will be produced using SAS 
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 Country Geographical Region (CGR) 

 
  

  

  

  
 

 

  

   

  

  

  
  

 

 Subgroups 

At least the following subgroup analyses have been pre-planned. The subgroup analyses will be 
performed at least for the primary endpoint and for adverse events. Selected baseline data will be 
presented for the subgroups as well.  

•  
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 DEMOGRAPHIC AND OTHER BASELINE CHARACTERISTICS  

 Subject Disposition and Withdrawals 

Subjects disposition will be summarized as follows and presented for each treatment group, and 
overall, when applicable. The percentages will be calculated based on the number of randomized 
subjects, unless otherwise specified. 

•  

  
 

  in the ITT Set) 

o  
 
 
 

 

  
 

  
 

  
 

 Demographic and Other Baseline Characteristics 

Demographics and baseline characteristics will be summarized descriptively for the ITT, and Safety 
sets, by treatment group and overall. 

•   
 



Mapi Statistical Analysis Plan                       19-Jun-22 
MI GA Depot Phase III - 001 

 

Final 3.0 
 

 

 
       Page 44 of 80 

o If age will be missing it will be calculated as the difference in days between the date of 
birth and date of screening and converted to years  

  

o Gender will be broken down for Male and Female with child bearing potential (Y/N). 

• MS History:  

o Time from onset of MS symptoms, Time since Date of RMS diagnosis and Time since 
date of most recent MS relapse will be summarized as continuous variables. 

  
 
 

 

  
 

  
 

  
 

  

 Medical History and Concomitant Diseases 

Medical history data will be coded using the Medical Dictionary for Regulatory Activities 
(MedDRA). The medical history data will be summarized with frequencies and percentages of 
subjects with at least one medical history item, and subjects frequencies and percentages on the 
System Organ Class (SOC) and Preferred Term (PT) levels. The number of events will also be 
summarized. The table will be sorted by overall descending frequency of SOC and then, within a 
SOC, by overall descending frequency of PT.  The summary of medical history data will be done 
for the Safety set broken down by treatment group.  
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 EFFICACY 

 Primary Efficacy Analysis 

The primary endpoint of the study is the Annualized Relapse Rate (ARR) during the 52 weeks of 
the PC Period as derived from the exposure-weighted total number of confirmed relapses (section 
7.1).  

 
 Primary analysis set for inference will be the ITT 

set as above noted. Only data collected under PC Period will be included. 

 
 
 
 

 

 

 Data Preparation  

 
 
 

 

 Primary Analysis Model (Primary Estimator) 

Analysis of the primary endpoint (NRELAPSE) will be based on the GA Depot vs. placebo contrast 
 
 
 
 
 
 
 

The SAS® code planned for the analysis is outlined below: 









Mapi Statistical Analysis Plan                       19-Jun-22 
MI GA Depot Phase III - 001 

 

Final 3.0 
 

 

 
       Page 49 of 80 

 

 Sensitivity for the Primary Analysis  

The robustness of the primary analysis will be explored employing the following 

  

 
 
 
 
 
 
 
 
 
 

 

 Sensitivity Analysis Using Additional Baseline Covariates 

The primary analysis described in section 11.1 will be repeated for the ITT Analysis Set introducing 
additional baseline covariates:  

Baseline prognostic factors and demographics found to be nominally different (p<0.05) between 
study groups at baseline:  
  

  
  
  

 

 Sensitivity Analysis Using Over-Dispersed Poisson Regression  

The primary analysis model described in section 11.1 will be repeated for the ITT Analysis Set 
replacing the Negative Binomial assumption with the Over-Dispersed Poisson Regression (SAS® 
PROC GENMOD). The same covariates and offset variable employed in the primary analysis 
model will be used in this baseline adjusted Over-Dispersed Poisson Regression while  
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 Secondary Efficacy Endpoints and Analyses 

All analyses of secondary efficacy endpoints will be performed using the MRI analysis set 
(MRIpc). According to the hierarchical methods specified in section 9.7 and according to the 
following order, each secondary endpoint will be inferentially tested provided that the preceding 
endpoint was statistically significant.  

 1st Secondary Endpoint: Cumulative Number of new Enhancing Lesions on T1-

Weighted Images  

The cumulative number of new enhancing lesions during the 52 weeks of the PC Period will be 
calculated per subject as the sum of lesions observed at week 24 and at week 52 pre-planned scans. 
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 SAFETY 
 

All safety assessments will use the Safety Analysis Set (STpc) which will include all randomized 
subjects who took at least one dose of the study drug according to the treatment actually received. 
The STpc analysis set will serve as the principal analysis set for safety and tolerability analyses. 

 Extent of Exposure  

Exposure to study Drug for safety supposes will be calculated as (see general definition in 
section9.4): 

    

The following information will be summarized by treatment group and overall. 

• The number of subjects exposed to study treatment 

• Mean Duration of exposure (days) 

• Total exposure to study treatment, expressed as person years (sum of exposure to study 
treatment) 

 Treatment Compliance  

The proportion of used medication out of scheduled medication will be calculated based on the 
actual monthly administered dose of study drug (see general definition in 9.5) and summarized by 
treatment group with descriptive statistics.  

 Tolerability 

Tolerability will be assessed using the frequency, incidence and severity of post injection site 
reactions (ISRs) as well as for immediate post injection systemic reactions (IPIRs). The proportion 
of subjects who early discontinued from randomized treatment due to any reason and due to AEs 
and the time (days) from randomization to discontinuation will be summarized and illustrated with 
Kaplan-Meier curves by treatment group.  
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 Adverse Events 

Adverse events will be recorded from the time when a subject has signed the Informed Consent 
Form till the follow-up visit. Adverse events will be coded using the latest MedDRA version and 
analyzed for the safety set. Adverse events will be presented by SOC and PT and summarized by 
treatment group. Only treatment emergent adverse events (TEAEs) will be summarized. TEAEs 
are defined as all AEs that start on or after the start of first study drug administration during the PC 
Period or AEs that worsen during this period (or within 4 weeks after last study treatment). The 
summary tables will be presented by treatment group, displaying the frequency and percentage of 
total subjects, the number of events and events adjusted to exposure by SOC and PT. Sorting will 
be performed using the internationally agreed order for MedDRA SOC sorting. 

The derived dictionary used in the analyses displaying the MedDRA System Organ Class 
(SOC), the Preferred Term (PT) and the AE Verbatim Term as specified by the Investigator, 
will be provided. 

For the summaries of AEs, subjects who experience the same AE (in terms of the MedDRA PT) 
more than once will only be counted once for that event in the number of subjects but all 
occurrences of the same event will be counted in the number of events.  

Events with a missing start time, but with a start date equal to the date of first dose of study drug 
will be considered treatment-emergent.  If the AE start date is incomplete, it will be imputed as 
follows for the purpose of determining TEAE:  

• If the start date is completely missing, the start date will be equal to the date of the first dose 
of study treatment.  However, if the stop date is not missing and is before the date of the first 
dose of study treatment, then the stop date will be used instead. 

• If the start day is missing, but the month and year are not missing and are equal to the month 
and year of the first study dose during the PC period, then this event will be considered as 
TEAE.  

• If the start day and month are missing, then the first day of the first month (January) will be 
used. 

The original date and time will be shown on all listings of AEs.  Listings will be provided for all 
AEs, serious AEs, AEs leading to study treatment discontinuation, AEs leading to deaths. 

The following summaries will be provided: 
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•  
 
 

  
 

  
 

 

  
 

  
 

  

•  
 

  
 

  

 

 Most Common TEAE's 

The following analyses will be performed for the most common TEAEs (at least 5% reported PTs 
in any treatment group): 

•  

  



Mapi Statistical Analysis Plan                       19-Jun-22 
MI GA Depot Phase III - 001 

 

Final 3.0 
 

 

 
       Page 63 of 80 

 Medication 

All medications will be classified using the Anatomical Therapeutic Chemical (ATC) classification 
codes and preferred drug names from the World Health Organization Drug Dictionary (WHO-DD, 
version 2019Mar01 Global B3). Medications with a stop date before the first date of study drug 
dosing will be considered prior medications. Medications with start date or stop date on or after the 
first date of study drug dosing or ongoing at PC Period completion will be considered concomitant 
medications. The prior and concomitant medications will be summarized separately. 

Other prior and concomitant medications will be presented in tabular form using the ATC Level  
 
 
 
 

If the medication start date is incomplete, then it will be imputed as follows for the purpose of 
determining concomitant use:  

• If the start date is completely missing, the start date will be equal to the first dose date. 
However, if the stop date is not missing and is before the first dose date, then the stop date 
will be used instead. 

• If the start day is missing, the first day of the month will be used.  

• If the start day and month are missing, then the first day of the first month (January) will be 
used. 

If the medication stop date is partial, then it will be imputed as follows for the purpose of 
determining concomitant use:  

• If the stop date is completely missing and the medication is not ongoing, the stop date will be 
equal to the last dose date or date of completion/withdrawal, whichever is the latest.  

• If the stop day is missing, the last day of the month will be used.  

• If the stop day and month are missing, then the last day of the last month (December) will be 
used. 

The summary of prior and concomitant medications will be done for the Safety set broken down 
by treatment group.  
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