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1. INTRODUCTION

The purpose of this reporting and analysis plan (RAP) is to describe the analyses to be 
included in the Clinical Study Report for Protocol: 200336

Revision Chronology for Protocol:

GlaxoSmithKline

Document Number

Date Version

2013N166290 00 18-DEC-2013 Original

2013N166290 01 15-APR-2014 Amendment No.: 01

2013N166290 02 23-APR-2014 Amendment No.: 02

2013N166290 03 19-JUN-2018 Amendment No.: 03

Revision Chronology for RAP:

GSK2619619 ING200336 
Reporting and Analysis Plan 
(RAP)

03-MAR-2021 Original

GSK2619619 ING200336 
Reporting and Analysis Plan 
(RAP) Amendment 1

04-OCT-2021 Amendment No.: 01

The main changes included in RAP amendment 01 are:

Tables for summary of absolute values for baseline and post-baseline of CD4+, 
Hematology and Chemistry are added at both Week 48 and End of Study analysis. Please 
see Appendix 10 for details.

Appendix 9 was added to describe the analysis that will be performed for the final end of 
study reporting.

2. SUMMARY OF KEY PROTOCOL INFORMATION

2.1. Changes to the Protocol Defined Statistical Analysis Plan

Changes from the originally planned statistical analysis specified in the protocol are 
outlined in Table 1.
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8. PHARMACOKINETIC ANALYSES

8.1. Primary and Secondary Pharmacokinetic Analyses

8.1.1. Endpoint / Variables

Pharmacokinetic parameters will be determined from the plasma concentration-time data, 
as data permits.

Primary PK Analysis Endpoints:

DTG AUC(0-τ), Cmax, Cτ, CL/F, Vss/F, and t½ based on intensive PK sampling during
the second and third trimesters of pregnancy (Weeks 18-26 and 30-36) and at 8-12 weeks
postpartum will be determined, as data permits.

Secondary PK Analysis Endpoints

 C0 and Tmax based on intensive PK sampling during the second and third trimesters of 
pregnancy (Weeks 18-26 and 30-36) and at 8-12 weeks postpartum

 C3h,u and C24h,u and fu at the PK visits during the second and third trimesters and at 8-
12 weeks postpartum

 Total DTG concentrations in plasma from cord blood compared to those in maternal 
plasma at the time of delivery.

8.1.1.1. Drug Concentration Measures

All PK concentration summary and listing displays will be based on Pharmacokinetic 
population. Concentrations of DTG in plasma will be listed and summarized according to 
GSK standards, where applicable (Refer to Appendix 4: Data Display Standards & 
Handling Conventions (Section 11.4.3 Reporting Standards for Pharmacokinetic). 

DTG concentration listings for the PK population will be sorted by subject and time 
relative to dose, noting the study visit; summaries will be presented by time relative to 
dose at each PK visit -Weeks 18-26 and Weeks 30-36 of pregnancy, and at 8-12 weeks
post-partum (See Appendix 2: Section 11.2.3 for details) . At each PK visit, samples will 
be collected prior to dosing and at 1,2, 3, 4, 6, 8, 12 and 24 hours post dosing. The pre-
dose sample should be collected within 15 minutes prior to the dose on the day of PK 
visit. DTG concentrations in plasma from cord blood will also be collected at the time of 
delivery will be compared with those in maternal plasma at the time of delivery.

8.1.1.2. Derived Pharmacokinetic Parameters

PK analysis will be the responsibility of the Clinical PK Modeling & Simulation 
department within GlaxoSmithKline. Pharmacokinetic parameters will be calculated by 
standard non-compartmental analysis according to current working practices and using 
the currently supported version of WinNonlin 5.2 or higher. All calculations of non-
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9.1.3. Population of Interest 

The Maternal Outcome analysis will be based on the Safety population, unless otherwise 
specified.

9.1.4. Strategy for Intercurrent (Post-Randomization) Events

Not applicable.

9.1.5. Statistical Analyses/ Methods

Details of the planned displays are provided in Appendix 9: List of Data Displays and 
will be based on GSK data standards and statistical principles.

Unless otherwise specified, all endpoints / variables defined in Section 9.1.1 will be 
listed. The pregnancy outcomes will be summarised.

9.2. Infant Outcomes

9.2.1. Endpoints/Variables

Infant outcome variables: 
 Infant gestational age, 
 Gestational length, 
 Gestational weight (including percentiles, SGA, AGA, LGA, IUGR [IUGR in 

case of SGA only])
 Head circumference
 APGAR (Appearance, Pulse Rate, Grimace Reflex, Activity, Respiration) one and 

five minute scores
 Presence or absence of major congenital abnormalities at birth.
 HIV Status of Infant at 8-12 week postpartum visit

9.2.2. Summary Measure

The Infant data will be summarised over each outcome.

9.2.3. Population of Interest 

The Infant Outcome analysis will be based on the Safety Population, unless otherwise 
specified.

9.2.4. Strategy for Intercurrent (Post-Randomization) Events

Not applicable.
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9.2.5. Statistical Analyses/ Methods

Details of the planned displays are provided in Appendix 9: List of Data Displays and 
will be based on GSK data standards and statistical principles.

Unless otherwise specified, endpoints / variables defined in Section 9.2.1 will be listed
and summarised.
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10. VIROLOGY ANALYSIS

10.1. Endpoints/Variables

Treatment-emergent genotypic and phenotypic resistance in subjects who meet confirmed 
virologic withdrawal criteria

10.2. Population of Interest

The virology analyses will be based on the ITT-E population, unless otherwise specified.

10.3. Statistical Analyses/Methods

Details of the planned displays are provided in Appendix 9: List of Data Displays and 
will be based on GSK data standards and statistical principles.

Unless otherwise specified, endpoint defined in Section 10.1 will be summarised.
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11. APPENDICES

11.1. Appendix 1: Schedule of Activities

11.1.1. Protocol Defined Schedule of Events
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*Baseline information, including cardiovascular risk and prior ART therapy will be transferred from ING117172 to serve 
as baseline/screening data in this study.

**HIV-1 RNA, lymphocyte subset, and laboratory assessment (hematology, chemistry, and urinalysis including a 
dipstick) data collected at the ING117172 unscheduled or last visit within 28 days of learning of the pregnancy will 
be transferred to serve as screening data in this study. The ING117172 Withdrawal visit will serve as the ING200336 
Day 1.

Gravidity: Maternal history and pregnancy risk assessment may occur at either Screening or Day 1 visit. 
1. Medical History includes any changes in smoking status
2. Assessment for cardiovascular risk will include height, weight, blood pressure, smoking history, medical conditions 

and will have previously been collected in ING117172
3. Assessment of pregnancy outcomes (e.g., spontaneous losses, induced abortions, still births, pre-term births, 

preeclampsia)
4. Assessment of maternal and infant outcomes, including live births, gestational age, presence or absence of major 

congenital abnormalities, and infant height, weight, [including percentiles, SGA, AGA, LGA, IUGR], head 
circumference, and presence or absence of major congenital abnormalities at birth. If known, HIV status of the infant 
will be collected at the 8-12 week post-partum visit.

5. Limited physical examination to include blood pressure at Baseline (recorded in eCRF), heart rate and weight at 
each visit (recorded in eCRF at Baseline and on lab requisition at all visits) for determination of CrCL. Blood 
pressure to be measured after resting in a semi-supine position for at least 5 minutes.

6. From the time a subject consents to participate in ING200336 and administration of IP at Day 1, only SAEs 
assessed as related to study participation (e.g., study treatment, protocol-mandated procedures, invasive tests, or 
change in existing therapy) or related to a GSK concomitant medication, will be recorded in the eCRF for 
ING200336. Only SAEs related to study participation or to a concomitantly administered GSK or ViiV product will be 
collected between obtaining informed consent and administration of IP at Day 1.
Note: At the time of the Withdrawal visit in ING117172 if there is an ongoing, unresolved adverse event (AE) and/or 
serious adverse event (SAE) it will be left in ING117172 as unresolved and transcribed as medical history in 
ING200336. If the AE and/or SAE worsen after enrollment into ING200336 it will be recorded on the AE/SAE forms 
inING200336.

7. Intensive PK visit: The PK evaluations should be scheduled for study visits at Weeks 18-26, Weeks 30-36 and 8-12 
weeks postpartum. The DTG dose on serial PK sampling days is to be given with a light meal/snack PK should be 
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scheduled so that witnessed dosing of DTG/ABC/3TC FDC is as close as possible to 24 hours (generally 22-26 
hours) after the previous dosing. The PK visit should be re-scheduled if the subject took their morning dose prior to 
coming into the clinic on the PK sampling day. See SPM for additional details.

8. If feasible, a cord and maternal blood sample will also be collected at delivery and if possible within 30 minutes of 
each other.

9. Suicidality Questionnaire will be conducted q 12 weeks during the Continuation Phase.
10. HIV-1 RNA and lymphocyte to be drawn within 24 hours of delivery and on the day of the post-partum PK 

evaluation.
11. The PGx sample should be collected at Day 1 if not collected during participation in ING117172, however this 

sample may be collected at any time during the study.
12. Plasma samples for storage will be collected at each visit for possible future analyses (including but not limited to 

HIV-1 RNA genotypic and phenotypic analyses in confirmed cases of subject withdrawal, HIV-1 RNA levels, when 
samples are lost or arrive at the laboratory unevaluable, and immunological parameters.)

13. Only for subjects who continue DTG/ABC/3TC and are seen in the clinic every 12 weeks until DTG/ABC/3TC is 
commercially available locally. Note: after delivery, subjects must use one of the contraception methods to avoid a 
‘new’ pregnancy

14. A Follow up visit may be conducted approximately 4 weeks after the last dose of study provided IP, and is required 
only if the subject has ongoing SAEs or non-serious AEs (as outlined in the SPM) at the last on study visit. The 
assessments performed should reflect what is considered medically necessary to assess the event(s).
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11.8.2. Trademarks

Trademarks of the ViiV Healthcare Trademarks not owned by the ViiV 
Healthcare

Dolutegravir SAS 
Epzicom/Kivexa WinNonlin

 2021N493381_00



CONFIDENTIAL
ING200336

44

11.9. Appendix 9: Final (End of Study) Analysis

This appendix provides the details of the planned analyses and data displays for the 
ING200336 final/End of Study (EoS) reporting. The primary analysis (i.e. interim 
analysis at 8-12 Weeks post-partum) was completed based on the original RAP.  This 
appendix covers only analyses included in the final/EoS reporting and summarizes 
only the key endpoints of interest for the final analysis and summarizes any changes from 
the primary analysis. The details of the final/EoS reporting and analysis plan are 
described below:

1. Analyses for which the data have not been changed since last interim analysis will 
not be reported to avoid redundancy. These reports include the analyses of 
demographic and baseline characteristics.

2. No subgroup analysis, hypotheses testing, or statistical analyses will be 
performed.

3. All required disclosure outputs following the FDAAA and EudraCT 
guidelines will be produced.

4. Pharmacokinetic, Virology and Maternal and Infant Outcome displays will not be 
produced in the EOS reporting effort.

5. Overview of the key endpoints for the study are below:
 Study Population:

 Subject Disposition
 Concomitant ART and non-ART Medications
 Protocol Deviations 

 Safety:
 Extent of Exposure
 Adverse Events
 Maximum Post-Baseline Emergent Clinical Chemistry/ Haematology 

Toxicities/ Hepatobiliary Laboratory Abnormality Criteria
 Positive Suicidal indication Alerts based on eC-SSRS
 Summary of absolute values and change from baseline for Hematology

and Chemistry parameters ( as mentioned in Section 11.10.6)
 Efficacy:

 Proportion of Subjects with Plasma HIV-1 RNA < 50 c/ mL observed 
data

 Change from Baseline in CD4+ cell count (cells/mm3) and Plasma HIV-1 
RNA (log10 c/mL) by Visit

 Absolute Values of Baseline and Post-baseline in CD4+ cell count 
(cells/mm3) by Visit

 Incidence of disease progression and HIV- associated conditions
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11.11. Appendix 11: Example Mock Shells for Data Displays

Example mock shells for Data Displays will be provided in a separate document.
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A final End-of-Study analysis will be conducted when all subjects have completed the 
study and final database release (DBR), source data lock (SDL) and database freeze 
(DBF) have been declared by Data Management.
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8. PHARMACOKINETIC ANALYSES

8.1. Primary and Secondary Pharmacokinetic Analyses

8.1.1. Endpoint / Variables

Pharmacokinetic parameters will be determined from the plasma concentration-time data, 
as data permits.

Primary PK Analysis Endpoints:

DTG AUC(0-τ), Cmax, Cτ, CL/F, Vss/F, and t½ based on intensive PK sampling during
the second and third trimesters of pregnancy (Weeks 18-26 and 30-36) and at 8-12 weeks
postpartum will be determined, as data permits.

Secondary PK Analysis Endpoints

 C0 and Tmax based on intensive PK sampling during the second and third trimesters of 
pregnancy (Weeks 18-26 and 30-36) and at 8-12 weeks postpartum

 C3h,u and C24h,u and fu at the PK visits during the second and third trimesters and at 8-
12 weeks postpartum

 Total DTG concentrations in plasma from cord blood compared to those in maternal 
plasma at the time of delivery.

8.1.1.1. Drug Concentration Measures

All PK concentration summary and listing displays will be based on Pharmacokinetic 
population. Concentrations of DTG in plasma will be listed and summarized according to 
GSK standards, where applicable (Refer to Appendix 4: Data Display Standards & 
Handling Conventions (Section 11.4.3 Reporting Standards for Pharmacokinetic). 

DTG concentration listings for the PK population will be sorted by subject and time 
relative to dose, noting the study visit; summaries will be presented by time relative to 
dose at each PK visit -Weeks 18-26 and Weeks 30-36 of pregnancy, and at 8-12 weeks 
post-partum (See Appendix 2: Section 11.2.3 for details) . At each PK visit, samples will 
be collected prior to dosing and at 1,2, 3, 4, 6, 8, 12 and 24 hours post dosing. The pre-
dose sample should be collected within 15 minutes prior to the dose on the day of PK 
visit. DTG concentrations in plasma from cord blood will also be collected at the time of 
delivery will be compared with those in maternal plasma at the time of delivery.

8.1.1.2. Derived Pharmacokinetic Parameters

PK analysis will be the responsibility of the Clinical PK Modeling & Simulation 
department within GlaxoSmithKline. Pharmacokinetic parameters will be calculated by 
standard non-compartmental analysis according to current working practices and using 
the currently supported version of WinNonlin 5.2 or higher. All calculations of non-
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9.1.3. Population of Interest 

The Maternal Outcome analysis will be based on the Safety population, unless otherwise 
specified.

9.1.4. Strategy for Intercurrent (Post-Randomization) Events

Not applicable.

9.1.5. Statistical Analyses/ Methods

Details of the planned displays are provided in Appendix 9: List of Data Displays and 
will be based on GSK data standards and statistical principles.

Unless otherwise specified, all endpoints / variables defined in Section 9.1.1 will be 
listed. The pregnancy outcomes will be summarised.

9.2. Infant Outcomes

9.2.1. Endpoints/Variables

Infant outcome variables: 
 Infant gestational age, 
 Gestational length, 
 Gestational weight (including percentiles, SGA, AGA, LGA, IUGR [IUGR in 

case of SGA only])
 Head circumference
 APGAR (Appearance, Pulse Rate, Grimace Reflex, Activity, Respiration) one and 

five minute scores
 Presence or absence of major congenital abnormalities at birth.
 HIV Status of Infant at 8-12 week postpartum visit

9.2.2. Summary Measure

The Infant data will be summarised over each outcome.

9.2.3. Population of Interest 

The Infant Outcome analysis will be based on the Safety Population, unless otherwise 
specified.

9.2.4. Strategy for Intercurrent (Post-Randomization) Events

Not applicable.
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9.2.5. Statistical Analyses/ Methods

Details of the planned displays are provided in Appendix 9: List of Data Displays and 
will be based on GSK data standards and statistical principles.

Unless otherwise specified, endpoints / variables defined in Section 9.2.1 will be listed
and summarised.
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10. VIROLOGY ANALYSIS

10.1.1. Endpoints/Variables

Treatment-emergent genotypic and phenotypic resistance in subjects who meet confirmed 
virologic withdrawal criteria

10.1.2. Population of Interest

The virology analyses will be based on the ITT-E population, unless otherwise specified.

10.1.3. Statistical Analyses/Methods

Details of the planned displays are provided in Appendix 9: List of Data Displays and 
will be based on GSK data standards and statistical principles.

Unless otherwise specified, endpoint defined in Section 10.1.1 will be summarised.
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11. APPENDICES

11.1. Appendix 1: Schedule of Activities

11.1.1. Protocol Defined Schedule of Events

 

 

 

86

2021N493381_00



CONFIDENTIAL
ING200336

*Baseline information, including cardiovascular risk and prior ART therapy will be transferred 

from ING117172 to serve as baseline/screening data in this study.

**HIV-1 RNA, lymphocyte subset, and laboratory assessment (hematology, chemistry, and 
urinalysis including a dipstick) data collected at the ING117172 unscheduled or last
visit within 28 days of learning of the pregnancy will be transferred to serve as screening data in 
this study. The ING117172 Withdrawal visit will serve as the ING200336 Day 1.
Gravidity: Maternal history and pregnancy risk assessment may occur at either Screening or Day 
1 visit. 
1. Medical History includes any changes in smoking status
2. Assessment for cardiovascular risk will include height, weight, blood pressure, smoking history, 
medical conditions and will have previously been collected in ING117172
3. Assessment of pregnancy outcomes (e.g., spontaneous losses, induced abortions, still births, 
pre-term births, preeclampsia)
4. Assessment of maternal and infant outcomes, including live births, gestational age, presence 
or absence of major congenital abnormalities, and infant height, weight, [including
percentiles, SGA, AGA, LGA, IUGR], head circumference, and presence or absence of major 
congenital abnormalities at birth. If known, HIV status of the infant will be collected at the 8-12 
week post-partum visit.
5. Limited physical examination to include blood pressure at Baseline (recorded in eCRF), heart 
rate and weight at each visit (recorded in eCRF at Baseline and on lab requisition at
all visits) for determination of CrCL. Blood pressure to be measured after resting in a semi-supine 
position for at least 5 minutes.
6. From the time a subject consents to participate in ING200336 and administration of IP at Day 
1, only SAEs assessed as related to study participation (e.g., study treatment,
protocol-mandated procedures, invasive tests, or change in existing therapy) or related to a GSK 
concomitant medication, will be recorded in the eCRF for ING200336. Only SAEs
related to study participation or to a concomitantly administered GSK or ViiV product will be 
collected between obtaining informed consent and administration of IP at Day 1.
Note: At the time of the Withdrawal visit in ING117172 if there is an ongoing, unresolved adverse 
event (AE) and/or serious adverse event (SAE) it will be left in ING117172 as
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unresolved and transcribed as medical history in ING200336. If the AE and/or SAE worsen after 
enrollment into ING200336 it will be recorded on the AE/SAE forms in
ING200336.
7. Intensive PK visit: The PK evaluations should be scheduled for study visits at Weeks 18-26, 
Weeks 30-36 and 8-12 weeks postpartum. The DTG dose on serial PK sampling days
is to be given with a light meal/snack PK should be scheduled so that witnessed dosing of 
DTG/ABC/3TC FDC is as close as possible to 24 hours (generally 22-26 hours) after
the previous dosing. The PK visit should be re-scheduled if the subject took their morning dose 
prior to coming into the clinic on the PK sampling day. See SPM for additional
details.
8. If feasible, a cord and maternal blood sample will also be collected at delivery and if possible 
within 30 minutes of each other.
9. Suicidality Questionnaire will be conducted q 12 weeks during the Continuation Phase.
10. HIV-1 RNA and lymphocyte to be drawn within 24 hours of delivery and on the day of the 
post-partum PK evaluation.
11. The PGx sample should be collected at Day 1 if not collected during participation in 
ING117172, however this sample may be collected at any time during the study.
12. Plasma samples for storage will be collected at each visit for possible future analyses 
(including but not limited to HIV-1 RNA genotypic and phenotypic analyses in confirmed
cases of subject withdrawal, HIV-1 RNA levels, when samples are lost or arrive at the laboratory 
unevaluable, and immunological parameters.)
13. Only for subjects who continue DTG/ABC/3TC and are seen in the clinic every 12 weeks until 
DTG/ABC/3TC is commercially available locally. Note: after delivery, subjects must
use one of the contraception methods to avoid a ‘new’ pregnancy
14. A Follow up visit may be conducted approximately 4 weeks after the last dose of study 
provided IP, and is required only if the subject has ongoing SAEs or non-serious AEs (as
outlined in the SPM) at the last on study visit. The assessments performed should reflect what is 
considered medically necessary to assess the event(s).
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11.8.2. Trademarks

Trademarks of the ViiV Healthcare Trademarks not owned by the ViiV 
Healthcare

Dolutegravir SAS 
Epzicom/Kivexa WinNonlin
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11.10. Appendix 10: Example Mock Shells for Data Displays

Example mock shells for Data Displays will be provided in a separate document.
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