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LIST OF ABBREVIATIONS





PROTOCOL SUMMARY

Title:

Description of 
Study Design:

Hypothesis:
Immunogenicity:

Safety:

Study Objectives Primary Objectives
Immunogenicity

Safety

Secondary Objective
Immunogenicity



Safety

Study Endpoints Primary Endpoint: 
Immunogenicity 

Safety

Secondary Endpoint:
Immunogenicity

o

o

Safety

Study 
Population:

Phase:



Number of Sites:

Study Duration:

Participation 
Duration:

Description of 
Agent or 
Intervention:

Test Vaccine 

Comparator vaccine 

Estimated Time 
to Complete 
Enrollment:



Table 1: Trial Schema- Schedule of Events
Visit V1* V2* V3

Time point (Day) D1 D57 D85

Interval Screening Post-
enrollment 

V1+ 8 (+2) 
weeks

V2+ 4 (+2) 
weeks



1 KEY ROLES FOR INDIVIDUALS AND INSTITUTIONS INVOLVED

Principal 
Investigator:

Co- Principal 
Investigator

Investigator’s 
Institution:

Institutional 
Review Boards:

Manufacturer and 
Sponsor

Collaborator and 
Funder

Clinical Site

Clinical and 
Specialty 
Laboratories: 

Sponsor Medical 
Monitor:



PATH Medical 
Officer(s):

PATH Statistician:

PATH Clinical 
Operations 
Specialists:

Study Monitoring 
Organization:



Data Management
and Biostatistical 
Services
Organization



2 BACKGROUND INFORMATION AND SCIENTIFIC RATIONALE

2.1 Overview of Rotavirus Diarrhea Disease 

Figure 2.1: Mortality rate due to rotavirus disease among children <5 years of age, by 
country, 2013.



2.2 Treatment and Prevention (Vaccine, Biological)





2.3 Immune response to rotavirus vaccination

2.4 Description of Study Vaccine 



2.5 Summary Results of Related Preclinical Studies

2.5.1 Preclinical Studies of ROTAVIN-M1

General Safety studies in mice and guinea-pigs

Table 2.1: Weight of animals during safety study

Table 2.2: Safety study in mice

Table 2.3: Safety study in guinea-pigs



Safety studies in monkeys

Table 2.4: Weight and body temperature of Monkey during the study

Vaccine Weight (kg) Temperature (oC)

Pre injection Post injection Pre injection Post injection

Table 2.5: Results of safety study on Macaca mulatta monkey 6 – 17 months old

ROTAVIN-M1 Control group



Immunogenicity results

2.5.2 Preclinical studies of liquid formulation of ROTAVIN

Table 2.6: Summary of toxicology study design of liquid formulation of ROTAVIN vaccine

Total number of rabbits 40

Clinical Observations



o
o
o
o
o

o
o
Monitoring food and water consumption: 

Monitoring body weight: 

Monitoring body temperature: 

Blood draws:

Statistical analysis:

Study Results

Food consumption:



Table 2.7: Average food consumption per week per rabbit

Study group Week Average food consumption (g) p value
Vaccine Placebo

Weight gain: 



Figure 2.2: Chart of average weight gain of rabbit groups

Body temperature:

Figure 2.3: Monitoring average body temperature rise of rabbit in 4 groups.

Hematology and Biochemistry findings

WEIGHT GAIN MEAN AMONG RABBIT GROUPS

CHART OF AVERAGE BODY TEMPERATURE OF RABBITS IN 4 GROUPS 



Histopathological findings

Conclusion

2.5.3 Clinical Trials of ROTAVIN-M1



Phase I study in adults

Phase II study in infants



Table 2.8: Immunogenicity of ROTAVIN–M1 and Rotarix.



Phase III study in infants

Safety Assessment



Figure 2.4: Solicited adverse events within 7 days after each vaccine dose.

Figure 2.5: events between Day 8-30 after each dose.

Immunogenicity assessment
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IgA Response

Table 2.9: Proportion of children with RV-IgA antibody prior to administration of 
vaccine/placebo



Table 2.10: Conversion rate of IgA antibody at 1 month after the second oral dose

Site Vaccine Placebo P

Table 2.11: IgA Geometric Mean Concentration (GMC) before and after the 
administration of vaccine/placebo at study sites

IgG response



Table 2.12: Comparison of IgG antibody concentration levels of children before 
administration of vaccine/placebo in two study sites

Table 2.13: IgG Geometric Mean Concentration (GMC) at examination times



Persistence of antibodies at 1 year after last vaccination

Table 2.14: RV-IgA antibody concentrations in ROTAVIN-M1 and Rotarix group at 
different time points (prior to study enrollment – M0, 3 and 12 months after the first dose 
(M2 and M3)

Table 2.15: Rate of participants with Rota IgA antibody positive one year after the first 
dose



2.6 Dose and Study Rationale

2.7 Potential Risks and Benefits of Rotavirus Vaccine

2.7.1 Potential Risks to Participant Well-Being



Potential Risks to Participant Privacy:



2.7.2 Known Potential Benefits

3 STUDY OBJECTIVES AND OUTCOME MEASURES

3.1 Study Objectives

3.1.1 Primary Objectives 

Immunogenicity

Safety



3.1.2 Secondary Objective

Immunogenicity

Safety

3.2 Outcome Measures

3.2.1 Primary Endpoint

Immunogenicity 

Safety

3.2.2 Secondary Endpoint

Immunogenicity

o

o

Safety

4 STUDY DESIGN



Study Sites







5 STUDY ENROLLMENT AND WITHDRAWAL

5.1 Description of Participants, Source of Participants

5.1.1 Participant Inclusion Criteria

5.1.2 Participant Exclusion Criteria



5.1.3 Continued Eligibility Confirmation for subsequent vaccination

5.2 Treatment Assignment Procedures 

5.2.1 Randomized Procedure



5.2.2 Blinding and Unblinding Procedures



6 STUDY PRODUCTS

6.1 Study Product Descriptions

6.1.1 Acqusition

6.1.2 Formulation, Packaging and Labeling 

Study Formulation
Test Vaccine: ROTAVIN liquid formulation



Comparator vaccine: ROTAVIN-M1

Product name:

Trademark:

Active substance:

Formulation:

Product form:

Pharmaceutical form:

Administration route:

Dosage:

Packaging:

Storage: 



Packaging

Labeling

Product name:

Trademark:

Active substance:

Formulation:

Product form:

Pharmaceutical form:

Administration route:

Dosage:

Packaging:

Storage: 



6.1.3 Stability and Storage

6.1.4 Lot Number, Expiry Date, and Quality Control Results of Study Vaccine Lots



6.2 Dosage, Preparation, and Administration of Study Products

6.2.1 Dosage and Schedule

6.2.2 Precautions and Warnings

6.2.3 Preparation and Administration



6.3 Modification of Study Product for a Participant

6.4 Accountability Procedures for Study Product

At the Vaccination Site 



6.5 Assessment of Compliance with Use of the Study Products

6.6 Concomitant Medications/Treatment

6.7 Unauthorized Products



7 STUDY SCHEDULE; DESCRIPTION OF VISITS

The total expected duration of the study: 

7.1 Screening/Enrollment/ first vaccination Visit (Day 1)

Demographic data:

Medical History:

Physical Examination:



Enrollment procedures: 

Safety Follow-Up



7.2 Second Vaccination (Day 57; + 14 days)



Safety Follow-Up

7.3 Final Study Visit (Day 85; + 14) 



7.4 Early Termination



7.5 Unscheduled Visits

7.6 End of Trial According to the Protocol

8 STUDY EVALUATIONS

8.1 Clinical Evaluations

Definition and Categorization of AEs

Specific Clinical Signs and Symptoms of Interest



Medical History

Physical Examination
General Physical Examinations



8.2 Laboratory Evaluations

Preparation, Processing, and Transport of Specimens
Collection of Blood

Processing of Blood specimen

Division of Sera

o
o

Conditions for Transport and Storage of Sera



Immunological Assays 

Estimation of serum IgA antibodies to  rotavirus  by ELISA

Biohazard containment

9 ASSESSMENT OF SAFETY AND ADVERSE EVENTS

9.1 Adverse Events
Adverse Event



Solicited AEs

Unsolicited AEs

9.2 AE/SAE Reporting Period and Parameter



9.3 Severity of Event 

Reaction Intensity grade Parameter



9.4 Relationship to Study Vaccines



Related

Not Related:

9.5 Guidelines for AEs



9.6 Immediate adverse Events

9.7 Solicited Reactions (Expected Reactions)

9.8 Unsolicited Adverse Events

9.9 Serious Adverse Events



NOTE: 

9.10 Reporting Procedures

Serious Adverse Events

Serious 
Adverse Event Form



Reporting of AEs

Other Unexpected Issues/Unanticipated Problems

9.11 Duration of Follow Up for AE Resolution



9.12 Safety Oversight

Routine Reviews by Principal Investigator 

Routine Reviews by Safety Review Committee (SRC)



10 MONITORING

10.1 Monitoring Plan

10.2 Initiation Visit



10.3 Routine Monitoring Visits

10.4 Close-out Visit



11 AUDITS AND INSPECTIONS

12 STATISTICAL CONSIDERATIONS

12.1 Overview and General Considerations

12.2 Sample Size and Power Considerations



Table 12.1: Power to detect at least a ratio > 0.5 of anti-rotavirus IgA GMCs between 
ROTAVIN liquid formulation and ROTAVIN-M1 groups 28 days after the second dose, 
based on various group sizes and different assumed SD of log10 IgA antibody concentrations

Assumed SD of log10 
IgA antibody 

concentrations

Number of evaluable 
participants

group (ROTAVIN 
liquid formulation vs. 

ROTAVIN-M1)

Power to detect at least a 0.5 ratio of
anti-rotavirus IgA GMCs between 
ROTAVIN liquid formulation and 

ROTAVIN-M1

0.80 250 vs. 125 93%

Table 12.2: The minimum difference in percentage of participants with solicited post-
vaccination reaction after each vaccination between ROTAVIN liquid formulation and 
ROTAVIN-M1 groups can be detected with 90% power

Expected percentage of 
participants with a solicited 
post-vaccination reaction in 

ROTAVIN-M1 group

Number of vaccinated 
participants per group 

(ROTAVIN liquid 
formulation vs. ROTAVIN-

M1)

Minimum difference in 
percentage of participants

with a solicited post-
vaccination reaction

between the groups which 
can be detected with 90% 

power

5% 550 vs. 275 6.8%



12.3 Analysis Populations 

12.3.1 Enrolled Population 

12.3.2 Full Analysis population 

12.3.3 Per Protocol population 

12.3.4 Safety population 



12.4 Analytical Methodology

12.4.1 Analysis of demographics and other baseline characteristics

12.4.2 Analysis of primary objectives

Analysis of primary immunogenicity objective



Analysis of primary safety objective

12.4.3 12.4.3 Analysis of secondary objectives

Analysis of secondary immunogenicity objectives

Analysis of secondary safety objectives



12.4.4 Multiplicity

12.4.5 Handling of Dropouts and Missing Data

12.5 Analysis Sequence

13 DATA MANAGEMENT

13.1 Case Report Form (CRF)



13.2 Source Documents and Source Document Access



13.3 Database Management and Analysis Software

13.4 Entering, Cleaning, and Management of the Database

13.5 Source Data Verification

13.6 Database Locking Procedures

13.7 Potential Deviations and Method of Limiting Deviations



14 QUALITY CONTROL AND QUALITY ASSURANCE

14.1 General Considerations

14.2 Trainings



15 ETHICS/PROTECTION OF HUMAN SUBJECTS

15.1 Ethical Standard

15.2 Study Risks and Benefits

Study Risks
Potential Physical Risks



Potential Risks to Participant Privacy:

Potential Benefits



15.3 Financing and Insurance

15.4 Assurance of Emergency Medical Care And Care For Other Adverse Events

15.5 Institutional Review Boards and Independent Ethics Committee



15.6 Media Planning for the Community

15.7 Informed Consent Process





15.8 Inclusion of Women, Minorities and Children

15.9 Participant Confidentiality

15.9.1 Confidentiality of Data

15.9.2 Confidentiality of Participant Records



15.10 Sharing of Study Result

15.10.1 Sharing of Study Results with the Participant

15.10.2 Sharing of Study Results with the Community

15.10.3 Incidental Health Findings



15.11 Study Discontinuation

15.12 Future Use Of Stored Specimens



15.13 Study Record Retention

16 PROTOCOL MODIFICATIONS AND AMENDMENTS

16.1 Administrative Modifications

16.2 Clinical Modifications

17 PROTOCOL DEVIATIONS



18 HUMAN RESOURCES 

18.1 Human Resource for the Study

18.2 Training Plan

19 CLINICAL STUDY REPORT AND PUBLICATION POLICY

19.1 Clinical Study Report



19.2 Publication Policy



20 REFERENCES





APPENDIX A-DECLARATION OF HELSINKI

Ethical Principles for Medical Research Involving Human Subjects

Preamble

General Principles



Risks, Burdens and Benefits

Vulnerable Groups and Individuals



Scientific Requirements and Research Protocols

Research Ethics Committees

Privacy and Confidentiality

Informed Consent



Use of Placebo



Post-Trial Provisions

Research Registration and Publication and Dissemination of Results

Unproven Interventions in Clinical Practice



APPENDIX B-TABLE OF GRADING SEVERITY FOR CERTAIN EVENTS

PARAMETER GRADE 1 
MILD 

GRADE 2 
MODERATE 

GRADE 3 
SEVERE 

GRADE 4 
POTENTIALL
Y LIFE-
THREATENIN
G




