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MEETING PRELIMINARY COMMENTS

ViiV Healthcare Company
c/o: GlaxoSmithKline
Attention: Jeffrey S. Troughton, MS, RAC
Director, Therapeutic Groups Global Regulatory Affairs
Five Moore Drive, P.O. Box 13398, 5.5100.5B
Research Triangle Park, NC 27709

Dear Mr. Troughton:

Please refer to your Investigational New Drug Application (IND) submitted under section 505(i) 
of the Federal Food, Drug, and Cosmetic Act for GSK3515864 (dolutegravir and lamivudine) 50 
mg/300 mg tablet.

We also refer to your March 29, 2018, correspondence, received March 29, 2018, requesting a 
meeting to discuss your proposals for the content, format and data package of your planned 
NDA.

Our preliminary responses to your meeting questions are enclosed.  

You should provide, to the Regulatory Project Manager, a hardcopy or electronic version of 
any materials (i.e., slides or handouts) to be presented and/or discussed at the meeting.

In accordance with 21 CFR 10.65(e) and FDA policy, you may not electronically record the 
discussion at this meeting. The official record of this meeting will be the FDA-generated 
minutes. 
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If you have any questions, call me, at (301) 796-0759 or the Division mainline at (301) 796-
1500.

Sincerely,

{See appended electronic signature page}

Linda C. Onaga, MPH
Senior Regulatory Project Manager
Division of Antiviral Products
Office of Antimicrobial Products
Center for Drug Evaluation and Research

ENCLOSURE:
   Preliminary Meeting Comments
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FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

PRELIMINARY MEETING COMMENTS

Meeting Type: Type B
Meeting Category: Pre-NDA 

Meeting Date and Time: May 24, 2018 10:00 AM – 11: 00 AM
Teleconference

Application Number: 127475
Product Name: GSK3515864 (dolutegravir/lamivudine) 50 mg/300 mg tablet
Indication: treatment of HIV-1 infection
Sponsor/Applicant Name: ViiV Healthcare Company

Tentative CDER Participants:

Debra Birnkrant, MD, Director
Poonam Mishra, MD, Safety Deputy Director
Benjamin Lorenz, MD, Clinical Reviewer
Kimberly Struble, PharmD, Clinical Team Lead
Vikram Arya, PhD, Clinical Pharmacology Reviewer
Islam Younis, PhD, Clinical Pharmacology Team Lead
John Dubinion, PhD, Pharmacology/Toxicology Reviewer
Hanan Ghantous, PhD, DABT, Pharmacology/Toxicology Team Lead
Stephen Miller, PhD, CMC Lead
George Lunn, PhD, CMC Reviewer
Lisa Naeger, PhD, Virology Reviewer
Julian O’Rear, PhD, Virology Team Lead
LaRee Tracy, PhD, Biometrics Reviewer
Thamban Valappil, PhD, Biometrics Team Lead
Linda Onaga, MPH Senior Regulatory Project Manager
Karen Winestock, Chief, Project Management Staff

Introduction:
This material consists of our preliminary responses to your questions and any additional 
comments in preparation for the discussion at the meeting scheduled for May 24, 2018, 
10:00AM – 11:00AM between ViiV Healthcare Company and the Division of Antiviral 
Products.  We are sharing this material to promote a collaborative and successful 
discussion at the meeting.  The meeting minutes will reflect agreements, important issues, 
and any action items discussed during the meeting and may not be identical to these 
preliminary comments following substantive discussion at the meeting.  However, if these 
answers and comments are clear to you and you determine that further discussion is not 
required, you have the option of cancelling the meeting (contact the regulatory project 
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manager (RPM)).  If you choose to cancel the meeting, this document will represent the 
official record of the meeting.  If you determine that discussion is needed for only some of 
the original questions, you have the option of reducing the agenda and/or changing the 
format of the meeting (e.g., from face to face to teleconference).  It is important to 
remember that some meetings, particularly milestone meetings, can be valuable even if the 
pre-meeting communications are considered sufficient to answer the questions.  Contact the 
RPM if there are any major changes to your development plan, the purpose of the meeting, 
or the questions based on our preliminary responses, as we may not be prepared to discuss 
or reach agreement on such changes at the meeting.

1.0 BACKGROUND

ViiV Healthcare is developing GSK3515864 (DTG/3TC fixed dose combination tablet) for the 
treatment of HIV-1 infection. Dolutegravir (DTG) and lamivudine (3TC) are already approved 
for the treatment of HIV-1.  Two phase 3 clinical trials, 204861 (GEMINI-1) and 205543 
(GEMINI-2) evaluated the safety and efficacy of DTG and 3TC combination as a complete 
regimen for the treatment of HIV-1 infection in treatment-naïve adults. A bioequivalence study, 
204994, was been conducted using the planned fixed dose combination formulation compared to 
the single-entity components. The results of this study will serve as a pharmacokinetic (PK) 
bridge to the Phase 3 program, and allow results of the drug interaction, renal impairment, and 
hepatic impairment studies conducted for the single entities to be applied to the fixed dose 
combination tablet.  

ViiV Healthcare Company requested a Type B Pre-NDA meeting to discuss the content and 
format of the planned NDA submission of GSK3515864.  Our preliminary comments to the 
questions submitted in the briefing package are provided below.
 
2.0 DISCUSSION

2.1. Administrative/Procedural - Regulatory

Question 1a:  Does the Division agree with the proposed cross-referencing strategy for 
the planned DTG/3TC FDC NDA?

FDA Response to Question 1a: We agree. We recognize that the NDA for the dolutegravir 
and lamivudine tablets will cross-reference NDAs 204790 and 20564 for drug substance 
information. We request that the NDA will include a discussion of the suitability of the drug 
substance physical and chemical attributes for the combination tablet. A possible location 
would be in the Pharmaceutical Development section. We also remind you to include in the 
356h all facilities that carry out manufacturing, testing, packaging, and labeling, including 
any facilities involved under a drug substance Drug Master File.

Question 1b:  Does the Division agree with the proposed table of contents of the planned
DTG/3TC FDC NDA?

Reference ID: 4266151



IND 127475
Page 3

FDA Response to Question 1b:  We agree. Please submit your proposed Tradename separate 
from the original NDA submission.  This should be submitted immediately after the original 
NDA. 

Question 2:  Does the Division agree that the planned DTG/3TC FDC NDA will be 
subject to the traditional review timelines?

FDA Response to Question 2:  FDA has made a determination that the application for this 
product would not be reviewed as a new molecular entity (NME) and would not be subject to 
the Program under PDUFA VI.

Question 3:  Does the Division agree with the proposal for the provision of financial 
disclosure information in the planned DTG/3TC FDC NDA?

FDA Response to Question 3: We agree. 

2.2. Clinical

Question 4a:  The Sponsor acknowledges that the acceptability of the GEMINI study 
results for approval is a review decision.  Does the Agency agree that the above-
mentioned clinical data package will be sufficient to support the submission and filing 
of a marketing application for the planned DTG/3TC FDC NDA?

FDA Response to Question 4a: We agree that the proposed clinical data package will be 
sufficient to support the submission and make a filing determination.

Question 4b:  Does the Agency agree with the proposal for sharing the Week 48 
headline results for the GEMINI studies?

FDA Response to Question 4b: We agree with your proposal for sharing the Week 48 
headline results. As results become available, please include a brief summary table 
comparing top line outcomes with previous DTG/3TC studies (e.g., PADDLE, ACTG 5353), 
as well as other two-drug regimens with 3TC (e.g., ANDES, GARDEL).

Question 5:  As agreed in the Type B, Pre-IND Meeting (teleconference) of 11 February 
2016, the primary efficacy outcome for the planned DTG/3TC FDC NDA will be based 
on an efficacy analysis of studies 204861 (GEMINI-1) and 205543 (GEMINI-2) using a 
NI margin of 10% for each study. Accordingly, we propose to prepare the required 
Summary of Clinical Efficacy (SCE) in accordance with 21 CFR 314.50(d)(5)(v) and 
include an Integrated Summary of Efficacy (ISE) in m2.7.3. In accordance with 
Guidance for Industry – M4: The CTD – Efficacy Questions and Answers, the SCE will 
contain the level of detail expected for an ISE. As requested by the Division in previous 
NDAs for fixed-dose combinations of previously-approved products [e.g. NDA 210192 
JULUCA (dolutegravir and rilpivirine)], a separate ISE will also be included in 
m5.3.5.3 Reports of Analysis of Data from More than One Study. 
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Does the Division agree?

FDA Response to Question 5: We agree. In your ISE, please include a summary of 
additional trials comparing 48 week outcomes with two drugs (DTG and/or 3TC) in the 
treatment-naïve patients (e.g., PADDLE, ANDES, etc.). This summary should expand on the 
presentation of preliminary results as we recommended above in our response to 4b, and 
include an expanded discussion that compares experience with these non-IND studies 
(particularly if there are important differences in study conduct and/or results). We 
understand that you may not have access or right of reference to all the source data, therefore 
an extensive meta-analysis or pooling of this data is not necessary.

Additionally, commensurate with 21 CFR 300.50 and the Guidance for Industry  Fixed 
Dose Combinations, Co-Packaged Drug Products, and Single-Entity Versions of Previously 
Approved Antiretrovirals for the Treatment of HIV, the ISE should also include a discussion 
regarding the contribution of each drug within the combination (compared to regimens with 
two NRTIs) as part of the overall risk-benefit assessment. 

Question 6a:  Does the Division agree that the size of the safety database will likely be 
sufficient to support the filing of the planned DTG/3TC FDC NDA?

FDA Response to Question 6a: We agree.

Question 6b:  Does the Division agree with the proposal to submit the information 
supporting the SCS in both Module 2 and Module 5?

FDA Response to Question 6b: We agree.

Question 7:  Does the Division agree with the proposal for provision of CRFs and 
narratives?

FDA Response to Question 7: We agree.

Question 8:  The Sponsor proposes to submit the required Safety Update Report 120 
days postsubmission of the planned NDA (or 60 days post-submission if Priority Review 
status is granted). The safety update will include safety data from ongoing trials 204861 
(GEMINI-1) and 205543 (GEMINI-2). Additionally, available preliminary safety data 
from study 204862 (TANGO) will also be included. The safety update report will 
include deaths, SAEs, AEs leading to withdrawal (including laboratory abnormalities), 
and pregnancies. As with previous NDAs and sNDAs sponsored by ViiV Healthcare, the 
data in the Safety Update Report will be in-stream and not quality assured.

Does the Division agree?

FDA Response to Question 8: We agree.
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Question 9:  Because the planned DTG/3TC FDC NDA is for a fixed-dose combination 
of two currently approved active ingredients, the Sponsor proposes to not include 
eDISH datasets for this NDA.

Does the Division agree?

FDA Response to Question 9: We agree.

Question 10:  Postmarketing experience data for the individual components is reflected 
in the currently approved prescribing information for the single entities TIVICAY and 
EPIVIR. Therefore, relevant data such as warnings and precautions, contraindications, 
and adverse events from postmarketing reports for each component will be 
incorporated via cross reference to the approved NDAs and reflected in the proposed 
DTG/3TC FDC label. We also propose to include a summary of reports of use of this 
combination from publications and spontaneous reports.

Does the Division agree?

FDA Response to Question 10: We agree.

2.3. Statistical/Datasets

Question 11: For the planned DTG/3TC FDC NDA, we propose to include datasets for 
the Phase 3 studies 204861 (GEMINI-1) and 205543 (GEMINI-2), and the pivotal BE 
study 204994. The dataset package will be in standard CDISC-compliant format and 
will contain the following:

 For Phase 3 Studies 204861 (GEMINI-1) and 205543 (GEMINI-2):
o Three SDTMs per v1.3 and implementation guide v3.2 (one each for 

studies 204861 and 205543, as well as one for the pooled data)
o Three ADaMs (one each for studies 204861 and 205543, as well as one 

for the pooled data) per v2.1 and implementation guide v1.0. 
 For Pivotal BE Study 204994:

o SDTM per v1.3 and implementation guide v3.1.3
o  ADaM per v2.1 and implementation guide 1.0.

Please note that data have been collected to GSK/ViiV Healthcare data standards and 
converted to SDTM. We propose to deliver only the SDTM and ADaM data.  FDA-
specific datasets for efficacy and virology will be created from the ADaM datasets as 
per the most recent dolutegravir-containing product NDA submission with dolutegravir 
[e.g. NDA 210192 JULUCA (dolutegravir and rilpivirine)].

Does the Division agree with this proposal?

FDA Response to Question 11:  We agree.

Question 12: In addition to the Case Report Tabulations (CRT) package for the Phase 3 
studies (one each for studies 204861 and 205543, as well as one for the pooled data), and 
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the pivotal BE study 204994, virology SAS datasets (one each for studies 204861 and 
205543) will be provided in the format outlined in Draft Guidance, Attachment to 
Guidance on Antiviral Product Development – Conducting and Submitting Virology 
Studies to the Agency - Guidance for Submitting HIV-1 Resistance Data (February 
2014). The format of the datasets will be consistent with the format used for the most 
recent dolutegravir-containing product NDA submission with dolutegravir [e.g. NDA 
210192 JULUCA (dolutegravir and rilpivirine)].

Does the Division agree with this approach?

FDA Response to Question 12:  We agree. 

Question 13: As with the most recent NDA submission for a fixed-dose combination of 
previously approved products (e.g. NDA 210192 JULUCA [dolutegravir and 
rilpivirine]), the Sponsor plans to include SAS Programs in the planned submission for 
the analysis of primary and secondary endpoints in Phase 3 studies 204861 (GEMINI-
1), 205543 (GEMINI-2), and the pooled analysis.

Does the Agency agree?

FDA Response to Question 13:   We agree.

3.0 PREA REQUIREMENTS

Under the Pediatric Research Equity Act (PREA) (21 U.S.C. 355c), all applications for new 
active ingredients (which includes new salts and new fixed combinations), new indications, new 
dosage forms, new dosing regimens, or new routes of administration are required to contain an 
assessment of the safety and effectiveness of the product for the claimed indication(s) in 
pediatric patients unless this requirement is waived, deferred, or inapplicable.  

Please be advised that under the Food and Drug Administration Safety and Innovation Act 
(FDASIA), you must submit an Initial Pediatric Study Plan (iPSP) within 60 days of an End-of-
Phase-2 (EOP2) meeting.  In the absence of an EOP2 meeting, refer to the draft guidance below.  
The iPSP must contain an outline of the pediatric study or studies that you plan to conduct 
(including, to the extent practicable study objectives and design, age groups, relevant endpoints, 
and statistical approach); any request for a deferral, partial waiver, or waiver, if applicable, along 
with any supporting documentation, and any previously negotiated pediatric plans with other 
regulatory authorities.  The iPSP should be submitted in PDF and Word format. Failure to 
include an Agreed iPSP with a marketing application could result in a refuse to file action. 

For additional guidance on the timing, content, and submission of the iPSP, including an iPSP 
Template, please refer to the draft guidance for industry, Pediatric Study Plans: Content of and 
Process for Submitting Initial Pediatric Study Plans and Amended Pediatric Study Plans at:  
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/U
CM360507.pdf.  In addition, you may contact the Division of Pediatric and Maternal Health at 
301-796-2200 or email Pedsdrugs@fda.hhs.gov.  For further guidance on pediatric product 
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development, please refer to: 
http://www.fda.gov/Drugs/DevelopmentApprovalProcess/DevelopmentResources/ucm049867.ht
m.  

4.0 PRESCRIBING INFORMATION

In your application, you must submit proposed prescribing information (PI) that conforms to the 
content and format regulations found at 21 CFR 201.56(a) and (d) and 201.57 including the 
Pregnancy and Lactation Labeling Rule (PLLR) (for applications submitted on or after June 30, 
2015).  As you develop your proposed PI, we encourage you to review the labeling review 
resources on the PLR Requirements for Prescribing Information and Pregnancy and Lactation 
Labeling Final Rule websites, which include:

 The Final Rule (Physician Labeling Rule) on the content and format of the PI for human 
drug and biological products. 

 The Final Rule (Pregnancy and Lactation Labeling Rule) on the content and format of 
information related to pregnancy, lactation, and females and males of reproductive 
potential.

 Regulations and related guidance documents. 
 A sample tool illustrating the format for Highlights and Contents, and The Selected 

Requirements for Prescribing Information (SRPI) − a checklist of important format items 
from labeling regulations and guidances.  

 FDA’s established pharmacologic class (EPC) text phrases for inclusion in the Highlights 
Indications and Usage heading.

Pursuant to the PLLR, you should include the following information with your application to 
support the changes in the Pregnancy, Lactation, and Females and Males of Reproductive 
Potential subsections of labeling.  The application should include a review and summary of the 
available published literature regarding the drug’s use in pregnant and lactating women and the 
effects of the drug on male and female fertility (include search parameters and a copy of each 
reference publication), a cumulative review and summary of relevant cases reported in  your 
pharmacovigilance database (from the time of product development to present), a summary of 
drug utilization rates amongst females of reproductive potential (e.g., aged 15 to 44 years) 
calculated cumulatively since initial approval, and an interim report of an ongoing pregnancy 
registry or a final report on a closed pregnancy registry.  If you believe the information is not 
applicable, provide justification.  Otherwise, this information should be located in Module 1.  
Refer to the draft guidance for industry – Pregnancy, Lactation, and Reproductive Potential: 
Labeling for Human Prescription Drug and Biological Products – Content and Format 
(http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/
UCM425398.pdf).  

Prior to submission of your proposed PI, use the SRPI checklist to ensure conformance with the 
format items in regulations and guidances.  

5.0 OFFICE OF SCIENTIFIC INVESTIGATIONS (OSI) REQUESTS 
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The Office of Scientific Investigations (OSI) requests that the items described in the draft 
Guidance for Industry Standardized Format for Electronic Submission of NDA and BLA Content 
for the Planning of Bioresearch Monitoring (BIMO) Inspections for CDER Submissions 
(February 2018) and the associated Bioresearch Monitoring Technical Conformance Guide 
Containing Technical Specifications be provided to facilitate development of clinical investigator 
and sponsor/monitor/CRO inspection assignments, and the background packages that are sent 
with those assignments to the FDA ORA investigators who conduct those inspections.  This 
information is requested for all major trials used to support safety and efficacy in the application 
(i.e., phase 2/3 pivotal trials).  Please note that if the requested items are provided elsewhere in 
submission in the format described, the Applicant can describe location or provide a link to the 
requested information. 

Please refer to the draft Guidance for Industry Standardized Format for Electronic Submission of 
NDA and BLA Content for the Planning of Bioresearch Monitoring (BIMO) Inspections for 
CDER Submissions (February 2018) and the associated Bioresearch Monitoring Technical 
Conformance Guide Containing Technical Specifications:

https://www.fda.gov/downloads/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequire
ments/UCM332466.pdf

https://www.fda.gov/downloads/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequire
ments/UCM332468.pdf.

6.0 MANUFACTURING FACILITIES

To facilitate our inspectional process, we request that you clearly identify in a single location, 
either on the Form FDA 356h, or an attachment to the form, all manufacturing facilities 
associated with your application.  Include the full corporate name of the facility and address 
where the manufacturing function is performed, with the FEI number, and specific 
manufacturing responsibilities for each facility.

Also provide the name and title of an onsite contact person, including their phone number, fax 
number, and email address.  Provide a brief description of the manufacturing operation 
conducted at each facility, including the type of testing and DMF number (if applicable).  Each 
facility should be ready for GMP inspection at the time of submission.

Consider using a table similar to the one below as an attachment to Form FDA 356h.  Indicate 
under Establishment Information on page 1 of Form FDA 356h that the information is provided 
in the attachment titled, “Product name, NDA/BLA 012345, Establishment Information for Form 
356h.”
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Site Name Site Address

Federal
Establishment

Indicator
(FEI) or

Registration
Number
(CFN)

Drug
Master

File
Number

(if 
applicable)

Manufacturing Step(s)
or Type of Testing 

[Establishment 
function]

1.
2.

Corresponding names and titles of onsite contact:

Site Name Site Address Onsite Contact 
(Person, Title)

Phone and 
Fax 

number
Email address

1.
2.
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration 
Silver Spring  MD  20993

IND 127475

MEETING PRELIMINARY COMMENTS

ViiV Healthcare Company
c/o GlaxoSmithKline
Attention: Sherry L. Watson
Regulatory Manager, Global Regulatory Affairs
Five Moore Drive,
P.O. Box 13398, 5.5100.5B
Research Triangle Park, NC 27709

Dear Ms. Watson:

Please refer to your Investigational New Drug Application (IND) submitted under section 505(i) 
of the Federal Food, Drug, and Cosmetic Act for dolutegravir and lamivudine fixed dose 
combination (FDC) tablet, 50 mg/300 mg.

We also refer to your submission dated and received October 4, 2017, requesting a meeting to 
discuss the development program with respect to preliminary results of the pivotal 
bioequivalence (BE) study (204994).

Our preliminary responses to your meeting questions are enclosed.  

You should provide, to the Regulatory Project Manager, a hardcopy or electronic version of 
any materials (i.e., slides or handouts) to be presented and/or discussed at the meeting.

In accordance with 21 CFR 10.65(e) and FDA policy, you may not electronically record the 
discussion at this meeting. The official record of this meeting will be the FDA-generated 
minutes. 
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If you have any questions, call me, at (301) 796-5964 or at (301) 796-1500.

Sincerely,

{See appended electronic signature page}

Christine Kim, PharmD
Regulatory Project Manager
Division of Antiviral Products
Office of Antimicrobial Products
Center for Drug Evaluation and Research

ENCLOSURE:
   Preliminary Meeting Comments
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FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

PRELIMINARY MEETING COMMENTS

Meeting Type: B
Meeting Category: Pre-NDA

Meeting Date and Time: December 7, 2017
Meeting Location: Teleconference

Application Number: IND 127475
Product Name: dolutegravir and lamivudine fixed dose combination (FDC) tablet, 

50 mg/300 mg
Indication: Treatment of HIV-1 infection
Sponsor/Applicant Name: ViiV Healthcare Company (ViiV)

FDA ATTENDEES (tentative)

OND/OAP/Division of Antiviral Products (DAVP)
 Debra Birnkrant, MD, Director
 Jeffrey Murray, MD, MPH, Deputy Director
 Kimberly Struble, PharmD, Medical Team Leader
 Benjamin Lorenz, MD, Medical Officer
 Julian O’Rear, PhD, Virology Team Leader
 Lisa Naeger, PhD, Virology Reviewer
 Hanan Ghantous, PhD, DABT, Pharmacology/Toxicology Team Leader
 John Dubinion, PhD, Pharmacology/Toxicology Reviewer
 Karen Winestock, Chief, Project Management Staff
 Christine Kim, PharmD, Regulatory Project Manager

OTS/OCP/Division of Clinical Pharmacology IV (DCP4)
 Islam Younis, PhD, Clinical Pharmacology Team Leader
 Vikram Arya, PhD, Clinical Pharmacology Reviewer

OTS/OB/Division of Biometrics IV(DBIV)
 Thamban Valappil, PhD, Statistical Team Leader
 LaRee Tracy, PhD, Statistical Reviewer

Note: Invites were also extended to the Office of Surveillance and Epidemiology (OSE)
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SPONSOR ATTENDEES

GlaxoSmithKline (GSK)
 Martha Anne Auld, RPh, Senior Director, Global Regulatory Affairs
 Melody Courtney, Manager, Development Projects, CMC Regulatory Affairs
 Teodora Pene Dumitrescu, PhD, Clinical Pharmacology Modeling and Simulation Manager
 Naomi Givens, Director Clinical Statistics
 Chris Spancake, PhD, CMC Lead
 Sherry Watson, Regulatory Affairs Manager

ViiV Healthcare
 Kimberly Adkison, PhD, Director, Clinical Pharmacology
 Martin Gartland, PhD, Medicines Development Leader
 Karen Grainger, Head, Regulatory Affairs
 Keith Pappa, PharmD, Clinical Development Director
 Nassrin Payvandi, Vice President, Safety and Pharmacovigilance
 Christian Seiler, Technical Head, CMC
 Kimberly Y. Smith, MD, MPH, Vice President, Global Research and Medical Strategy
 Allan Tenorio, MD, Director, Clinical Development
 Brian Wynne, MD, Physician Project Leader

Introduction:
This material consists of our preliminary responses to your questions and any additional 
comments in preparation for the discussion at the meeting scheduled for December 7, 2017, 
9:30 am to 11:00 am as a teleconference between ViiV and the Division of Antiviral 
Products.  We are sharing this material to promote a collaborative and successful 
discussion at the meeting.  The meeting minutes will reflect agreements, important issues, 
and any action items discussed during the meeting and may not be identical to these 
preliminary comments following substantive discussion at the meeting.  If you determine 
that discussion is needed for only some of the original questions, you have the option of 
reducing the agenda and/or changing the format of the meeting (e.g., from face to face to 
teleconference).   Contact the Regulatory Project Manager (RPM) if there are any major 
changes to your development plan, the purpose of the meeting, or the questions based on 
our preliminary responses, as we may not be prepared to discuss or reach agreement on 
such changes at the meeting. 

1.0 BACKGROUND

TIVICAY® (dolutegravir) is an integrase strand transfer inhibitor (INSTI) approved on August 
12, 2013, for the treatment of human immunodeficiency virus (HIV)-1 infection in adult and 
adolescent patients 12 years and older and weighing at least 40 kg. EPIVIR® (lamivudine) is a 
nucleoside reverse analogue transcriptase inhibitors (NRTI) approved on November 17, 1995, 
and indicated in combination with other antiretroviral agents for the treatment of HIV-1 
infection.
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ViiV Healthcare Company is developing a fixed dose combination (FDC) tablet of dolutegravir 
(DTG) 50 mg and lamivudine (3TC) 300 mg as a complete regimen for the treatment of HIV-1 
infection in treatment naïve patients. 

ViiV requested a Type B, Pre-NDA meeting on October 5, 2017, to discuss the development 
program with respect to preliminary results of the pivotal bioequivalence (BE) study (204994). 

The meeting objectives include discussion of the following:
 Preliminary results of the pivotal fasted BE study (204994) with the focus on bilayer 

formulation

2.0 DISCUSSION

The sponsor’s original questions are in bold italicized font and Division’s preliminary responses 
are in standard font. 

Question 1:
Does the Agency have any comments on our position that the higher 3TC Cmax as shown in 
the selected bilayer FDC does not pose a significant safety or efficacy concern for further 
clinical development?

FDA’s response:
A final assessment regarding the clinical relevance of increase in mean Cmax of lamivudine after 
administration of lamivudine/dolutegravir FDC tablet will be made based on totality of 
information submitted in the NDA.  Based on the review of summary information provided in 
the meeting package, we do not anticipate the need for any additional study(ies) to assess the 
clinical relevance of increase in lamivudine Cmax.  

Question 2:
We propose that the BE and food effect results of the bilayer portion of Study 204994 with the 
supporting safety data from the historical EPIVIR studies are an adequate bridge to the 
clinical data in GEMINI-1 and 2 and support submission of an NDA with the bilayer product. 
Does the Agency have any comments on this approach for the proposed NDA submission?

FDA’s response:
The proposed plan is acceptable.  

Additional FDA question/comments:
Do you have an anticipated timeline for sharing any preliminary topline results for GEMINI-1 
and 2? It would also be helpful for us to review these data in case we have additional feedback 
on analyses to include in the NDA. However, based on the summary you have provided to date, 
we would consider a complete clinical data package (for the indication of treatment in HIV-1-
infected treatment-naïve adults) to include Week 48 safety and efficacy results from the GEMINI 
studies and BE study results (Study 204994). We do not intend to rely on interim safety data 
from Study 204862 (TANGO) to support the increased lamivudine exposures because the interim 
safety data will be limited in numbers of subjects and duration. However, your plan to submit 
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interim data with the 120 Day Safety Update is acceptable and will focus on significant safety 
outcomes (e.g., serious adverse events, study drug discontinuations, etc.). If you plan to finalize 
your protocol for Study 204862 (TANGO), please submit your proposed amendment separately 
and include any specific questions you may have with that submission.

PREA REQUIREMENTS

Under the Pediatric Research Equity Act (PREA) (21 U.S.C. 355c), all applications for new 
active ingredients (which includes new salts and new fixed combinations), new indications, new 
dosage forms, new dosing regimens, or new routes of administration are required to contain an 
assessment of the safety and effectiveness of the product for the claimed indication(s) in 
pediatric patients unless this requirement is waived, deferred, or inapplicable.  

Please be advised that under the Food and Drug Administration Safety and Innovation Act 
(FDASIA), you must submit an Initial Pediatric Study Plan (iPSP) within 60 days of an End-of-
Phase-2 (EOP2) meeting.  In the absence of an EOP2 meeting, refer to the draft guidance below.  
The iPSP must contain an outline of the pediatric study or studies that you plan to conduct 
(including, to the extent practicable study objectives and design, age groups, relevant endpoints, 
and statistical approach); any request for a deferral, partial waiver, or waiver, if applicable, along 
with any supporting documentation, and any previously negotiated pediatric plans with other 
regulatory authorities.  The iPSP should be submitted in PDF and Word format. Failure to 
include an Agreed iPSP with a marketing application could result in a refuse to file action.

For additional guidance on the timing, content, and submission of the iPSP, including an iPSP 
Template, please refer to the draft guidance for industry, Pediatric Study Plans: Content of and 
Process for Submitting Initial Pediatric Study Plans and Amended Pediatric Study Plans at:  
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/U
CM360507.pdf.  In addition, you may contact the Division of Pediatric and Maternal Health at 
301-796-2200 or email Pedsdrugs@fda.hhs.gov.  For further guidance on pediatric product 
development, please refer to: 
http://www.fda.gov/Drugs/DevelopmentApprovalProcess/DevelopmentResources/ucm049867.ht
m

PRESCRIBING INFORMATION

In your application, you must submit proposed prescribing information (PI) that conforms to the 
content and format regulations found at 21 CFR 201.56(a) and (d) and 201.57 including the 
Pregnancy and Lactation Labeling Rule (PLLR) (for applications submitted on or after June 30, 
2015).  As you develop your proposed PI, we encourage you to review the labeling review 
resources on the PLR Requirements for Prescribing Information and Pregnancy and Lactation 
Labeling Final Rule websites, which include:

 The Final Rule (Physician Labeling Rule) on the content and format of the PI for human 
drug and biological products. 
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 The Final Rule (Pregnancy and Lactation Labeling Rule) on the content and format of 
information related to pregnancy, lactation, and females and males of reproductive 
potential.

 Regulations and related guidance documents. 
 A sample tool illustrating the format for Highlights and Contents, and 
 The Selected Requirements for Prescribing Information (SRPI) − a checklist of important 

format items from labeling regulations and guidances.  
 FDA’s established pharmacologic class (EPC) text phrases for inclusion in the Highlights 

Indications and Usage heading.

The application should include a review and summary of the available published literature 
regarding drug use in pregnant and lactating women, a review and summary of reports from 
your pharmacovigilance database, and an interim or final report of an ongoing or closed 
pregnancy registry (if applicable), which should be located in Module 1.  Refer to the draft 
guidance for industry – Pregnancy, Lactation, and Reproductive Potential: Labeling for 
Human Prescription Drug and Biological Products – Content and Format 
(http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidanc
es/UCM425398.pdf).  

Prior to submission of your proposed PI, use the SRPI checklist to ensure conformance with 
the format items in regulations and guidances.  

MANUFACTURING FACILITIES

To facilitate our inspectional process, we request that you clearly identify in a single 
location, either on the Form FDA 356h, or an attachment to the form, all manufacturing 
facilities associated with your application.  Include the full corporate name of the facility and 
address where the manufacturing function is performed, with the FEI number, and specific 
manufacturing responsibilities for each facility.

Also provide the name and title of an onsite contact person, including their phone number, 
fax number, and email address.  Provide a brief description of the manufacturing operation 
conducted at each facility, including the type of testing and DMF number (if applicable).  
Each facility should be ready for GMP inspection at the time of submission.

Consider using a table similar to the one below as an attachment to Form FDA 356h.  
Indicate under Establishment Information on page 1 of Form FDA 356h that the information 
is provided in the attachment titled, “Product name, NDA/BLA 012345, Establishment 
Information for Form 356h.”
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Site Name Site Address

Federal
Establishment
Indicator
(FEI) or
Registration
Number
(CFN)

Drug
Master
File
Number
(if 
applicable)

Manufacturing Step(s)
or Type of Testing 
[Establishment 
function]

1.
2.

Corresponding names and titles of onsite contact:

Site Name Site Address Onsite Contact 
(Person, Title)

Phone and 
Fax 
number

Email address

1.
2.

Office of Scientific Investigations (OSI) Requests 

The Office of Scientific Investigations (OSI) requests that the following items be provided to 
facilitate development of clinical investigator and sponsor/monitor/CRO inspection assignments, 
and the background packages that are sent with those assignments to the FDA field investigators 
who conduct those inspections (Item I and II).  This information is requested for all major trials 
used to support safety and efficacy in the application (i.e., phase 2/3 pivotal trials).  Please note 
that if the requested items are provided elsewhere in submission in the format described, the 
Applicant can describe location or provide a link to the requested information.

The dataset that is requested in Item III below is for use in a clinical site selection model that is 
being piloted in CDER.  Electronic submission of the site level dataset is voluntary and is 
intended to facilitate the timely selection of appropriate clinical sites for FDA inspection as part 
of the application and/or supplement review process.  
This request also provides instructions for where OSI requested items should be placed within an 
eCTD submission (Attachment 1, Technical Instructions: Submitting Bioresearch Monitoring 
(BIMO) Clinical Data in eCTD Format).

I. Request for general study related information and comprehensive clinical  
investigator information (if items are provided elsewhere in submission, describe location 
or provide link to requested information).

1. Please include the following information in a tabular format in the original NDA for each 
of the completed pivotal clinical trials:
a. Site number
b. Principal investigator
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c. Site Location: Address (e.g., Street, City, State, Country) and contact information 
(i.e., phone, fax, email)

d. Location of Principal Investigator: Address (e.g., Street, City, State, and Country) and 
contact information (i.e., phone, fax, email).  If the Applicant is aware of changes to a 
clinical investigator’s site address or contact information since the time of the clinical 
investigator’s participation in the study, we request that this updated information also 
be provided.

2. Please include the following information in a tabular format, by site, in the original NDA 
for each of the completed pivotal clinical trials:
a. Number of subjects screened at each site 
b. Number of subjects randomized at each site 
c. Number of subjects treated who prematurely discontinued for each site by site 

3. Please include the following information in a tabular format in the NDA for each of the 
completed pivotal clinical trials:
a. Location at which sponsor trial documentation is maintained (e.g., , monitoring plans 

and reports, training records, data management plans, drug accountability records, 
IND safety reports, or other sponsor records as described ICH E6, Section 8).  This is 
the actual physical site(s) where documents are maintained and would be available for 
inspection

b. Name, address and contact information of all Contract Research Organization (CROs) 
used in the conduct of the clinical trials and brief statement of trial related functions 
transferred to them.  If this information has been submitted in eCTD format 
previously (e.g., as an addendum to a Form FDA 1571, you may identify the 
location(s) and/or provide link(s) to information previously provided.

c. The location at which trial documentation and records generated by the CROs with 
respect to their roles and responsibilities in conduct of respective studies is 
maintained.  As above, this is the actual physical site where documents would be 
available for inspection.

4. For each pivotal trial, provide a sample annotated Case Report Form (or identify the 
location and/or provide a link if provided elsewhere in the submission). 

5. For each pivotal trial provide original protocol and all amendments ((or identify the 
location and/or provide a link if provided elsewhere in the submission).

II. Request for Subject Level Data Listings by Site

1. For each pivotal trial: Site-specific individual subject data listings (hereafter referred to as 
“line listings”).  For each site, provide line listings for:

a. Listing for each subject consented/enrolled; for subjects who were not 
randomized to treatment and/or treated with study therapy, include reason not 
randomized and/or treated

b. Subject listing for treatment assignment (randomization)
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c. Listing of subjects that discontinued from study treatment and subjects that 
discontinued from the study completely (i.e., withdrew consent) with date and 
reason discontinued

d. Listing of per protocol subjects/ non-per protocol subjects and reason not per 
protocol

e. By subject listing of eligibility determination (i.e., inclusion and exclusion 
criteria)

f. By subject listing, of AEs, SAEs, deaths and dates
g. By subject listing of protocol violations and/or deviations reported in the NDA, 

including a description of the deviation/violation
h. By subject listing of the primary and secondary endpoint efficacy parameters or 

events.  For derived or calculated endpoints, provide the raw data listings used to 
generate the derived/calculated endpoint.

i. By subject listing of concomitant medications (as appropriate to the pivotal 
clinical trials)

j. By subject listing, of testing (e.g., laboratory, ECG) performed for safety 
monitoring

2. We request that one PDF file be created for each pivotal Phase 2 and Phase 3 study using 
the following format:
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III. Request for Site Level Dataset:

OSI is piloting a risk based model for site selection.  Voluntary electronic submission of site 
level datasets is intended to facilitate the timely selection of appropriate clinical sites for FDA 
inspection as part of the application and/or supplement review process.  If you wish to 
voluntarily provide a dataset, please refer to the draft Guidance for Industry Providing 
Submissions in Electronic Format – Summary Level Clinical Site Data for CDER’s Inspection 
Planning” (available at the following link 
http://www.fda.gov/downloads/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequire
ments/UCM332468.pdf ) for the structure and format of this data set.  
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Attachment 1

Technical Instructions:
Submitting Bioresearch Monitoring (BIMO) Clinical Data in eCTD Format

A. Data submitted for OSI review belongs in Module 5 of the eCTD.  For items I and II in 
the chart below, the files should be linked into the Study Tagging File (STF) for each 
study.  Leaf titles for this data should be named “BIMO [list study ID, followed by brief 
description of file being submitted].”  In addition, a BIMO STF should be constructed 
and placed in Module 5.3.5.4, Other Study reports and related information.  The study ID 
for this STF should be “bimo.”  Files for items I, II and III below should be linked into 
this BIMO STF, using file tags indicated below.  The item III site-level dataset filename 
should be “clinsite.xpt.”

DSI Pre-
NDA 
Request 
Item1

STF File Tag Used For Allowable 
File Formats

I data-listing-dataset Data listings, by study .pdf
I annotated-crf Sample annotated case report 

form, by study
.pdf

II data-listing-dataset Data listings, by study
(Line listings, by site)

.pdf

III data-listing-dataset Site-level datasets, across 
studies

.xpt

III data-listing-data-definition Define file .pdf

B. In addition, within the directory structure, the item III site-level dataset should be placed 
in the M5 folder as follows:

C. It is recommended, but not required, that a Reviewer’s Guide in PDF format be included.  
If this Guide is included, it should be included in the BIMO STF.  The leaf title should be 
“BIMO Reviewer Guide.”  The guide should contain a description of the BIMO elements being 
submitted with hyperlinks to those elements in Module 5.  

1 Please see the OSI Pre-NDA/BLA Request document for a full description of requested data files
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References:

eCTD Backbone Specification for Study Tagging Files v. 2.6.1 
(http://www.fda.gov/downloads/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequire
ments/ElectronicSubmissions/UCM163560.pdf)

FDA eCTD web page 
(http://www.fda.gov/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequirements/Elect
ronicSubmissions/ucm153574.htm)

For general help with eCTD submissions:  ESUB@fda.hhs.gov

Reference ID: 4189379



---------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.
---------------------------------------------------------------------------------------------------------
/s/
----------------------------------------------------

KAREN D WINESTOCK
12/01/2017

Reference ID: 4189379




