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Merck Sharp & Dohme Corp. 

a subsidiary of Merck & Co., Inc. 

Attention: Donnette Staas, PhD 

Director, Global Regulatory Affairs 

351 N. Sumneytown Pike 

P.O. Box 1000, UG2D-68 

North Wales, PA 19454-2505 
 

Dear Dr. Staas: 

 

Please refer to your Investigational New Drug Application (IND) submitted under section 505(i) 

of the Federal Food, Drug, and Cosmetic Act for MK-1439 (doravirine, DOR) and MK-1439A 

(doravirine/lamivudine/tenofovir disoproxil fumerate, DOR/3TC/TDF). 

 

We also refer to the meeting between representatives of your firm and the FDA on August 8, 

2017.  The purpose of the meeting was to discuss the acceptability of the proposed filing strategy 

for MK-1439 and MK-1439A for the treatment of HIV-1 infection.   

 

A copy of the official minutes of the meeting is enclosed for your information.  Please notify us 

of any significant differences in understanding regarding the meeting outcomes. 

 

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: 

Meeting Minutes 
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MEMORANDUM OF MEETING MINUTES 

 

Meeting Type: B 

Meeting Category: Pre-NDA 

 

Meeting Date and Time: August 8, 2017, 8:30 to 10:00 am 

Meeting Location: FDA White Oak Campus, Bldg. 22, Room 1421 

 

Application Number: IND 112796 and IND 124997 

Product Name: MK-1439 (doravirine, DOR)  

MK1439A (doravirine, lamivudine, and tenofovir disoproxil 

fumerate, DOR/3TC/TDF) 

Indication: Treatment of HIV-1 infection in treatment naïve patients 

Sponsor/Applicant Name: Merck Sharp and Dohme Corp., a subsidiary of Merck & Co., Inc. 

 

Meeting Chair: Stephanie Troy, MD 

Meeting Recorder: Christine Kim, PharmD 

 

FDA ATTENDEES 

OND/OAP/Division of Antiviral Products (DAVP) 

1. Debra Birnkrant, MD, Director, Division of Antiviral Products 

2. Kimberly Struble, PharmD, Medical Team Leader 

3. Mary Singer, MD, PhD, Medical Team Leader 

4. Stephanie Troy, MD, Medical Officer 

5. Sarah Connelly, MD, Medical Officer 

6. Julian O’Rear, PhD, Virology Team Leader 

7. Lisa Naeger, PhD, Virology Reviewer 

8. Michael Thomson, PhD, Virology Reviewer 

9. Anamaris ColbergPoley, PhD, Virology Reviewer 

10. Ilona Bebenek, PhD, DABT, Pharmacology/Toxicology Reviewer 

11. Karen Winestock, Chief, Project Management Staff 

12. Christine Kim, PharmD, Regulatory Project Manager 

 

OTS/OCP/Division of Clinical Pharmacology IV (DCP4) 

13. Shirley Seo, PhD, Clinical Pharmacology Team Leader 

14. Luning Zhuang, PhD, Clinical Pharmacology Reviewer 

 

Office of Pharmaceutical Quality (OPQ) 

15. Stephen Miller, PhD, Product Quality Team Leader 

16. Gerlie Gieser, PhD, Biopharmaceutics Reviewer 
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OTS/OB/Division of Biometrics IV(DBIV) 

17. Guoxing Soon, PhD, Statistical Team Leader 

18. Mushfiqur Rashid, PhD, Statistician 

 

Office of Scientific Investigations (OSI) 

Antoine El Hage, PhD, Clinical Inspector 

 

Office of Surveillance and Epidemiology (OSE) 

19. Elizabeth Everhart, MSN, ACNP, Division of Risk Management, Team Leader 

 

SPONSOR ATTENDEES 

1. Carey Hwang, MD, PhD, Executive Director, Clinical Research 

2. George Hanna, MD, Associate Vice President, Clinical Research 

3. Xia Xu, PhD, Senior Principal Scientist, Biostatistics 

4. Anthony Rodgers, MS, Senior Principal Scientist, Biostatistics 

5. Ming-Tain Lai, PhD, Senior Principal Scientist, Biology-Discovery 

6. Kelly Yee, PhD, Principal Scientist, PPDM – Quantitative Pharmacology & 

Pharmacometrics 

7. Sauzanne Khalilieh, PharmD, Senior Principal Scientist,Translational Pharmacology 

8. Veronica Urdaneta, MD, MPH, Senior Principal Scientist, Clinical Safety and Risk 

Management 

9. Shrinivas (Cheenu) Murti, PhD, MBA, Director/Global CMC Regulatory Affairs 

10. Nicole Mahoney, PhD, Director, Regulatory Policy 

11. Donnette Staas, PhD, Director, Regulatory Affairs 

12. Ercem Atillasoy, MD, Vice President, Regulatory Affairs 
 

1.0 BACKGROUND 

 

Merck Sharp & Dohme Corp., a subsidiary of Merck & Co., Inc. (Merck) is developing MK-

1439 (doravirine, DOR), a novel non-nucleoside reverse transcriptase inhibitor (NNRTI), both as 

a single entity to be used in combination with other antiretroviral therapies for the treatment of 

HIV-1 infection in treatment naïve adults, and as the fixed dose combination (FDC) tablet MK-

1439A, containing doravirine, lamivudine, and tenofovir disoproxil fumerate (DOR/3TC/TDF), 

to be used as a complete regimen for the treatment of HIV-1 infection in treatment naïve adults. 

 

On June 24, 2016, a Type B, End of Phase 2 meeting was held between the FDA and Merck to 

discuss the results of Phase 2b trial PN007 and to reach agreement on the design of the proposed 

Phase 3 clinical trials, Study PN018 and PN021.  Merck has the 48-week results from both Phase 

3 studies and based upon their assessment of the data, they believe they have the data needed to 

support the submission of an NDA for DOR and an NDA for DOR/3TC/TDF. 

 

Merck requested a type B, Pre-NDA meeting on May 17, 2017, to discuss the proposed content 

and format of the new drug applications (NDAs) for DOR and DOR/3TC/TDF.  

The meeting objectives include discussion of the following: 

 Proposed content of the new drug applications for MK-1439 and MK-1439A 

 Efficacy and safety endpoints for the pivotal Phase 3 trials P018 and P021 
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 Supportive data from the Phase 2b trial PN007 

 

FDA sent preliminary comments to Merck on August 3, 2017.  Upon receiving the FDA’s 

preliminary comments, Merck requested to focus the meeting discussion on the response to 

Question 5 (priority review designations for the NDAs) and Merck’s proposed text for section 

6.1 of the labeling.  

 

2.0 DISCUSSION 

 

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

are in italicized font, followed by meeting discussion in standard font.  Please note that only 

questions discussed at the meeting are captured in this document. 

 

2.1. General Discussion  

 

Merck began the meeting by presenting an overview of the efficacy and safety data from studies 

PN007, PN018, and PN021.  During this presentation, the following points were discussed: 

 

 FDA confirmed that Merck’s written responses to FDA comments on questions 2, 7, and 

8 were acceptable. 

 For the analysis on lipid profile changes, FDA asked if patients on a statin were included 

in the analysis.  Merck stated they were included.  FDA requested that the analysis be 

done excluding subjects who were either on a statin or another lipid-modifying agent at 

baseline, or who started a statin or another lipid-modifying agent during the study, and 

that this revised analysis be included with the NDA submission. 

 FDA inquired about the duration of AEs (slide 26).  Merck stated they will look at the 

data to assess the time-to resolution of the neuropsychiatric event.  FDA stated they 

would like to see data on the duration of AE, which should include time-to-onset and 

time-to-resolution of the event between the 2 arms.   

 FDA inquired about the definition of “altered sensorium”.  Merck stated they will provide 

a list of AEs included for each neuropsychiatric term with the NDA submission. 

 FDA stated they would like to know what happens after the discontinuation of the drug 

due to an AE.  Merck stated that subjects do come back after 2 weeks but the decision on 

what HIV regimen the subjects are switched to is made by their primary physician.   

 

 FDA asked Merck the target submission date of the NDAs.  Merck stated due to the 

cyberattack, the tentative target submission date is in November, but they might be able 

to submit by late October. 
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2.2. Priority Review of the NDAs 

 

Question 5: Does the Agency agree that the DOR and DOR/3TC/TDF applications will meet 

the criteria for a priority review on the basis that doravirine offers a significant improvement 

over existing treatment options in terms of: 

a. superior neuropsychiatric adverse event safety profile compared to efavirenz; 

b. superior lipid profile compared to both a boosted protease inhibitor based regimen 

(P018) and a non-nucleoside inhibitor based regimen (P021)? 

 

FDA Response:  Determination of a priority review is made at the time of filing.  In the NDA you 

should provide a convincing rationale to support a priority review based on FDA’s Guidance for 

Industry, Expedited Programs for Serious Conditions – Drugs and Biologics.  To be considered 

for priority in part the data should show a significant improvement over existing treatment 

options.  In the backgrounder you state that the preliminary data indicates that doravirine may 

have a superior neuropsychiatric adverse event safety profile compared to efavirenz, and a 

superior lipid profile compared to either boosted darunavir or efavirenz.  However, efavirenz 

and boosted darunavir are not the only existing treatment options for patients infected with HIV. 

Per the current DHHS and IAS-USA HIV treatment guidelines, efavirenz is no longer 

recommended as a component of a first-line regimen.  Per the IAS-USA HIV treatment 

guidelines, boosted darunavir is also no longer recommended as a component of a first line 

regimen.  Current first-line regimens per both the DHHS and IAS-USA HIV treatment guidelines 

consist of integrase strand transfer inhibitor (InSTI)-based regimens, in part because InSTI-

based regimens have favorable tolerability and safety profiles compared to other regimens.  The 

clinical trials proposed to be submitted in support of the doravirine NDAs did not compare 

doravirine to any InSTI or show any significant improvement in safety or efficacy of doravirine-

based regimens over InSTI-based regimens.  In addition, while statistically significant, the 

clinical significance of a difference of 10-15 mg/dL in LDL change from baseline that is not a 

result of statin therapy is unclear.  These points should be considered when providing a rationale 

for priority review. 

 

Meeting Discussion:  

 

Merck stated that they believe DOR will be an important treatment option and should be brought 

to the market more quickly.  Merck stated that DOR is highly efficacious, has a better tolerated 

AE profile, and shows superiority in the change of baseline of LDL and non-HDL compared to 

efavirenz and boosted darunavir.  DOR will be provided as a single entity and as a fixed-dose 

combination tablet.  Merck acknowledged that InSTIs have a favorable safety profile and are the 

preferred drug according to the HIV treatment guidelines.  However, Merck stated that there are 

potential limitations associated with the use of InSTIs. These limitations include that elvitegravir 

needs to be boosted, and raltegravir requires 2 tablets a day and is not available as a fixed-dose 

combination.  Dolutegravir use is restricted with certain over-the-counter medication such as the 

cation products, and the only fixed dose combination available is with abacavir, which can cause 

hypersensitivity reactions.  As such, Merck reinforced that DOR has properties that makes it a 

compelling choice as a HIV-1 therapy.  Merck concluded that DOR will be an important 

treatment option and that it thus, warrants a priority review.  
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FDA stated a determination that DOR provides a significant improvement over existing 

treatment options is unlikely.  However, FDA stated that it is premature to commit to a decision 

on priority review as the final decision will be made at the time of filing, and that Merck is 

welcome to submit their rationale for priority review with the NDAs. 

 

2.3. Merck’s Proposed Text for Section 6.1 

 

Merck stated that they are still authoring the label at this time and are unable to provide a draft of 

Section 6 of the product label.  Merck did confirm that they are planning on presenting the AEs 

from each trial separately.  Merck would like guidance on how to approach the datasets for 

discontinuation of an adverse event for both Phase 3 trials (PN018 and PN021) and Phase 2b trial 

(PN007).  FDA stated presenting each Phase 3 trial separately (DOR vs comparator) was 

appropriate.  In text, a statement about discontinuations due to adverse events could be made.  

FDA discouraged   

 is not needed for labeling.  For guidance on drafting the AE 

section of their labeling, FDA recommended Merck reviews the AE section of the prescribing 

information for drugs approved for the treatment of HIV-1 infection, such as Complera
® 

or 

Edurant.   

 

3.0 ADDITIONAL INFORMATION 

 

DISCUSSION OF THE CONTENT OF A COMPLETE APPLICATION 
 

 The content of a complete application was discussed. 

 

Based upon the table of contents submitted in the meeting package dated July 14, 2017, and 

Merck’s plan to submit the biopharmaceutics data as well as the SAS programs in ASCII text 

format in response to question 7 of the preliminary comments dated August 3, 2017, the FDA 

agrees that the application appears to be complete. 

 

All applications are expected to include a comprehensive and readily located list of all 

clinical sites and manufacturing facilities included or referenced in the application. 

 

 A preliminary discussion on the need for REMS was held.  

 

There is insufficient information to conclusively determine a REMS will be needed at this 

time.  However, based upon the data currently available, we do not believe a REMS will be 

necessary.  

 

 Major components of the application are expected to be submitted with the original 

application and are not subject to agreement for late submission.  You stated you intend to 

submit a complete application and therefore, there are no agreements for late submission of 

application components. 
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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 pdit@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.  

 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  
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 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/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. 

 

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.” 

 

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.     
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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 

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  
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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) 

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. 
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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: 

 
 

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.   

 

4.0 ISSUES REQUIRING FURTHER DISCUSSION 

 

 There were no issues requiring further discussion  

 

5.0 ACTION ITEMS 

 

 Merck will provide a new timeline of when they plan to submit the NDAs 

 Merck will provide a lipid analysis when submitting the NDAs 
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 The specific terms used to assess neuropsychiatric AEs should be included in the NDAs 

 Merck can submit their justification for requesting a priority review with the applications. 

 

6.0 ATTACHMENTS AND HANDOUTS 

 

 Attachment 1: Technical Instructions for submitting BIMO clinical data in eCTD format. 

 Attachment 2: Merck’s slide deck presented at the August 8, 2017, meeting. 
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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 

Item
1
 

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 
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IND 112796 
MEETING MINUTES 

 
Merck Sharp & Dohme Corp. 
Attention:  Donnette Staas, Ph.D.  
Director, Global Regulatory Affairs 
PO Box 1000 
UG2D-68 
North Wales, PA 19454-2505 
 
Dear Dr. Staas: 
 
Please refer to your Investigational New Drug Application (IND) submitted under section 505(i) 
of the Federal Food, Drug, and Cosmetic Act for MK-1439. 
 
We also refer to the telecon between representatives of your firm and the FDA on June 24, 2014.  
The purpose of the meeting was to discuss acceptability of the proposed Phase 3 clinical 
development program for the HIV non-nucleoside reverse transcriptase inhibitor (NNRTI) MK-
1439, both as a single entity to be used in combination with other antiretroviral agents for the 
treatment of HIV-1 infection and in a fixed dose combination tablet MK-1439A (MK-
1439/lamivudine/tenofovir disoproxil fumarate) as a complete regimen for the treatment of HIV-
1 infection.  A copy of the official minutes of the telecon is enclosed for your information.  
Please notify us of any significant differences in understanding regarding the meeting outcomes. 
 
If you have any questions, call Sammie Beam, Regulatory Project Manager at (301) 796-0080. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Debra Birnkrant, MD 
Director 
Division of Antiviral Products 
Office of Antimicrobial Products 
Center for Drug Evaluation and Research 
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FOOD AND DRUG ADMINISTRATION 
CENTER FOR DRUG EVALUATION AND RESEARCH 
 
 

 
MEMORANDUM OF MEETING MINUTES 

 
Meeting Type: Type B 
Meeting Category: End of Phase 2 
 
Meeting Date and Time: June 24, 2014   11:00 am -12:30 pm (ET) 
Meeting Location: White Oak Building 22, Conference Room: 1311 
 
Application Number: IND 112796 
Product Name: MK-1439 
Indication: Treatment of HIV-1 
Sponsor/Applicant Name: Merck Sharp & Dohme Corp (Merck) 
 
Meeting Chair: Debra Birnkrant, MD  
Meeting Recorder: Sammie Beam, RPM 
 
FDA ATTENDEES 
 

OND/OAP/DAVP 
Debra Birnkrant, MD, Director, Division of Antiviral Products  
Jeffrey Murray, MD, MPH Deputy Director 
Adam Sherwat, MD, Medical Officer, Team Leader (acting) 
Sarita Boyd, PharmD, Clinical Reviewer 
Julian O’Rear, PhD, Virology Team Leader 
Lisa Naeger, PhD, Virology Reviewer 
Hanan Ghantous, PhD, DABT, Pharmacology/Toxicology Team Leader  
Christopher Ellis, PhD, Pharmacology/Toxicology Reviewer 
Karen Winestock, Chief, Project Management Staff 
Sammie Beam, RPh, Regulatory Project Manager 
 
OTS/OCP/DCP4 
Jenny Zheng, PhD, Clinical Pharmacology Team Leader (acting) 
Su-Young Choi, PhD, Clinical Pharmacology Reviewer 
Jeffrey Florian, PhD, Pharmacometrics Team Leader (acting) 
 
OTS/OCP/DPM 
Dhananjay Marathe, Reviewer 
 
ONDQA 
Sandra Suarez, PhD, Biopharmaceutics Reviewer 
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OTS/OB/DBIV  
Greg Soon, PhD, Statistical Team Leader 
Thomas Hammerstrom, PhD, Statistician 
 
OSE/DRISK 
Robert Pratt, Team Leader 
Felicia Duffy, Reviewer 
 
OCS/OCET 
Rebecca Lipsitz, PhD, Policy Analyst 

 
SPONSOR ATTENDEES 
 
      Hedy Teppler, MD, Executive Director, Clinical Research 
      Peter Sklar, MD, MPH, Director, Clinical Research 
      Nicholas Kartsonis, MD, Executive Director, Clinical Research 
      Eliav Barr, MD, Vice President, Clinical Research 
      Xia Xu, PhD, Principal Scientist, Biostatistics 
      Anthony Rodgers, MS, Senior Principal Scientist, Biostatistics 
      Matthew Rizk, PhD, Principal Scientist, PK, PD and Drug Metabolism 
      Donnette Staas, PhD, Director, Regulatory Affairs 
      Laurie MacDonald, MD, Executive Director, Regulatory Affairs 
      Ercem Atillasoy, MD, Vice President, Regulatory Affairs 
 
1.0 BACKGROUND 
 
MK-1439 is a non-nucleoside reverse transcriptase inhibitor (NNRTI) with a proposed indication 
in combination with other antiretroviral agents for the treatment of HIV-1 infection in treatment-
naïve adult patients 

 

  
 
MK-1439A is a combination of one NNRTI (MK-1439) and two NRTIs (lamivudine and 
tenofovir disoproxil fumarate) with a proposed indication for use as a complete regimen for the 
treatment of HIV-1 infection in treatment-naive adult patients 

 

 
The purpose of this meeting was to gain feedback from the FDA regarding the acceptability 
of the proposed Phase 3 clinical development program for the HIV NNRTI MK-1439 both as a 
single entity to be used in combination with other antiretroviral agents for the treatment of HIV-1 
infection and in the fixed dose combination tablet MK-1439/lamivudine/tenofovir disoproxil 
fumarate (MK-1439A) as a complete regimen for the treatment of HIV-1 infection. 
 
The Division provided preliminary comments to the sponsor on June 17, 2014. The sponsor 
provided an agenda/meeting discussion points with slides on June 23, 2013 (electronic 
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correspondence). Additionally, Merck noted in the electronic correspondence, with regard to the 
analysis approach for assessment of the key secondary safety endpoint of dyslipidemia in 
Protocols 018 and 021, they agreed with the Agency’s recommendation to use LDL-C as the 
comparative measure for lipid changes, to test non-HDL-C sequential to LDL-C, and to evaluate 
total cholesterol, HDL, and triglycerides as supportive measures. 
 
2.0 DISCUSSION 
 
Your questions are in bold font, preliminary FDA responses are in italics and meeting discussion 
is in normal font. 
 
2.1. Clinical Pharmacology 
 
QUESTION 1 
 
a) Does the Agency agree that the completed and planned Phase 1 clinical 
pharmacology trials will be sufficient to support filing and registration of MK -1439 for the 
proposed indication? 
 
b) Does the Agency agree that the completed and planned Phase 1 clinical 
pharmacology trials will be sufficient to support filing and registration of MK -1439A for 
the proposed indication? 

 
FDA Response to Question 1:  

 
Yes we agree; however, we recommend that you conduct the food effect study with the FDC 
tablet formulation prior to the initiation of the Phase 3 clinical trials. 
 
Meeting discussion:  
 
When questioned by FDA if Merck was in agreement with the response to Question 1, Merck 
replied it was being taken under advisement. 

 
QUESTION 2 
 
Does the Agency agree that the planned population pharmacokinetics and exposure 
response analyses provide an adequate assessment of MK-1439 pharmacokinetics and 
pharmacokinetic/pharmacodynamic relationship in HIV-1 infected patients? 
 
FDA Response to Question 2:  
 
Yes, your proposed plan appears reasonable. 
 
Meeting discussion: None 

 
2.2. Clinical Development 
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QUESTION 3 

 
Does the Agency agree that the Phase 2 MK-1439 dose-ranging trial (Protocol 007) is 
sufficient to support the selected dose of 100-mg MK-1439 for further development in 
Phase 3? 
 
FDA Response to Question 3:  
 
Yes, we agree there are sufficient data to support use of the 100-mg dose in the proposed Phase 
3 clinical trials.  
 
Meeting discussion: None 

 
QUESTION 4 
 
Does the Agency agree with the proposed design of the Phase 3 trial evaluating MK - 
1439 in treatment-naïve HIV-1 infected subjects (PN018)? 
 
a) Does the Agency agree with the choice of comparator and backbone 
antiretroviral agents? 
 
b) Does the Agency agree with the definition of and timepoint for assessment of the 
primary efficacy endpoint? 
 
c) Does the Agency agree with the statistical analysis approach and criterion for 
success on the primary efficacy endpoint? 
 
d) Does the Agency agree with the definition and timepoint for assessment of the 
key secondary safety endpoints? 
 
e) Does the Agency agree with the statistical analysis approach and criteria for success on 
the key secondary safety endpoints? 
 
FDA Response to Question 4:  
 
a) Yes, we agree. 
b) Yes, we agree. 
c) Yes, we agree. 
d) No, we do not agree that the mean change from baseline in non-HDL-C alone is sufficient to 

assess an endpoint of dyslipidemia.  LDL-C is a more clinically meaningful measurement 
based on cholesterol treatment guidelines.  We strongly recommend using LDL-C as the 
comparative measure for lipid changes. We agree non-HDL-C may also be clinically useful 
but should be compared either sequential to or in conjunction with LDL-C.  Total 
cholesterol, HDL, and triglycerides are acceptable supportive measures.  The Sponsor 
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should be aware that statistically significant changes from baseline in LDL-C or non-HDL-C 
may not represent clinically significant changes. 
The secondary safety endpoint of time to discontinuation from study due to an adverse 
experience is acceptable.  

e) The statistical analysis approach to compare treatment arms with respect to one lipid 
parameter is acceptable.  However, the Sponsor should be aware that a multiplicity 
adjustment may be necessary if using both LDL-C and non-HDL-C as endpoints.        

 
Meeting discussion: None 
       

 
QUESTION 5 

 
Does the Agency agree with the proposed design of the Phase 3 trial evaluating MK - 
1439A in treatment-naïve HIV-1 infected subjects (PN021)? 
 
a) Does the Agency agree with the choice of comparator? 
 
b) Does the Agency agree with the definition and timepoint for assessment of the 
primary efficacy endpoint? 
 
c) Does the Agency agree with the statistical analysis approach and criteria for 
success on the primary efficacy endpoint? 
 
d) Does the Agency agree with the definition and timepoint for assessment of the 
primary and key secondary safety endpoints? 
 
e) Does the Agency agree with the statistical analysis approach and criteria for 
success on the primary and key secondary safety endpoints? 
 
FDA Response to Question 5: 
 
a) Yes, we agree. 
b) Yes, we agree. 
c) Yes, we agree. 
d) No, we do not agree with the definition or timepoint for assessment of the primary safety 

endpoint for the following reasons:     
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We note the clinical relevance of comparing neuropsychiatric events between MK-1439  
and efavirenz. However, to avoid misleading results, we recommend the following  
changes to the definition and timepoint for assessment of the primary safety endpoint:  
• Subdivide the analysis of the proposed neuropsychiatric events into clinically related, 

discrete categories.  For example:  
1. Depression and suicide/self-injury (an acceptable approach would use the 

MedDRA SMQ for depression and suicide/self-injury, narrow terms) 
2. Psychosis and psychotic disorders (an acceptable approach would use the 

MedDRA SMQ for psychosis and psychotic disorders, narrow terms) 
3. Sleep disorders and disturbances (an acceptable approach would use the 

MedDRA HLGT for sleep disorders and disturbances under the SOC for 
psychiatric disorders) 

4. Dizziness (an acceptable approach would use the MedDRA PT “dizziness”) 

• Consider including only Grade 2-4 events for some categories of AEs (e.g. sleep 
disorders and disturbances, dizziness) in order to highlight the most clinically relevant 
events. If all AEs are included in your analyses regardless of severity (i.e., Grades 1-4), 
and if differences are found to be driven largely by one grade (e.g. grade 1 events), this 
finding  may be reflected in the product labeling 

• Assess the primary endpoint at Week 48.   
 

Please refer to the Agency’s response to Question 4d for the key secondary safety endpoints. 
 

e) Based on the Agency’s response to Question 5d, the Sponsor should revisit the statistical 
analysis approach for the primary safety endpoint. The Sponsor should be aware that a 
multiplicity adjustment may be necessary. 
Please refer to the Agency’s response to Question 4e for the key secondary safety endpoints.   
 

Meeting discussion: 5 (d) 
 
Merck proposed an analysis approach for neuropsychiatric events in PN021 on Slide 12. In 
addition to the four categories of neuropsychiatric events proposed by FDA, Merck proposed a 
fifth category of altered sensorium. Merck proposed to  

 conduct a sequential test of each category in the following order: 
(1) dizziness, (2) sleep disorders and disturbances, (3) altered sensorium, (4) depression and 
suicide/self-injury, and (5) psychosis and psychotic disorders. Merck clarified the sequential 
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analysis will stop at the first category that fails to meet a p-value of 0.05.  FDA stated that the 
. FDA agreed with the 

categories, the ordering of categories, and the sequential and individual analysis of each 
category.  FDA agreed it is acceptable to include all severities. Merck agreed to perform the 
analysis at Week 48.   FDA stated that final agreement to the Sponsor’s plan will be contingent 
upon review of the complete protocol and statistical analysis plan. 

 
QUESTION 6 
 
Does the Agency agree with the proposed design of the Phase 3 switch study (PN024) 
evaluating MK-1439A in virologically-suppressed patients on a stable protease 
inhibitor-based regimen who are switched to a MK-1439-based regimen? 
 

a) Does the Agency agree with the  switch trial design? 
 
b) Does the Agency agree with the definition of and timepoint for assessment of the 
primary efficacy endpoint? 
 
c) Does the Agency agree with the statistical analysis approach and criteria for 
success on the primary efficacy endpoint? 
 

FDA Response to Question 6:  
 
a) We strongly recommend continuing treatment with ritonavir-boosted PI + 2 NRTIs in Group 

2 through Week 48.  If desired, delayed switch to MK-1439A may occur at Week 48.  
Otherwise, we agree with the switch trial design.  

b) No, we do not agree with  

 

 
c) 

 
Meeting discussion:  
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Merck proposed to  

 
Merck asked if the safety database for 

the initial NDA is sufficient without PN024. FDA replied it is sufficient. 
 
Merck proposed  

 
FDA stated the Draft Guidance for Industry 

HIV-1 Infection: Developing Antiretroviral Drugs for Treatment is currently under revision and 
will address switch studies, FDA agreed to internally discuss the proposed  non-inferiority 
margin and provide Merck with a follow-up response. 
 
QUESTION 7 
 
a) Does the Agency agree that the proposed clinical data package consisting of 48-week 
safety and efficacy data from the Phase 3 clinical trials PN018 and PN021, supported by 
96-week safety and efficacy data from the Phase 2 trial PN007 will support filing and 
registration of both: 
 

(i) the single agent MK-1439 for an indication, in combination with other 
antiretroviral agents, for the treatment of HIV-1 infection in treatment-naïve adult 
patients, and 
 
(ii) the FDC MK-1439A for an indication as a complete regimen for the treatment of 
HIV-1 infection in treatment-naive adult patients? 

 
FDA Response to Question 7:  
 
Yes, we agree that the proposed clinical data package may support filing and registration of both 
MK-1439 and MK-1439A in HIV-1 treatment-naïve patients. The final determination of the 
adequacy of data will be a review issue.      
 
Meeting discussion: None 
 
QUESTION 8 
 
Does the Agency agree that the planned Phase 3 “switch” trial (PN024)  
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FDA Response to Question 8: 
 
Please see response to Question 6. The planned switch trial (PN024)  

 
  

 
Meeting discussion: None 

 
QUESTION 9 
 
Does the Agency agree that the proposed safety database will be adequate to support the 
registration of MK-1439 and MK-1439A? 
 
FDA Response to Question 9: 
 
Yes, we agree.  
 
Meeting discussion: None 
 
QUESTION 10 
 
The Sponsor has incorporated a primary safety endpoint of central nervous system 
(CNS) adverse experiences in PN021 and a key secondary safety endpoint evaluating 
lipid abnormalities in both PN018 and PN021. Additionally,  

 
 

 
 
a) With regard to central nervous system toxicity: 
 

i. Does the Agency agree that success on the primary safety endpoint of central 
nervous system (CNS) adverse experiences in PN021  

 

 
ii. Does the Agency agree that success on the primary safety endpoint of central 
nervous system (CNS) adverse experiences in PN021 together with supportive data 
from PN007  

 
b) With regard to treatment emergent lipid abnormalities: 
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i. Does the Agency agree that success on the key secondary safety endpoint 
evaluating lipid abnormalities in PN018 will support 

 
 

 
ii. Does the Agency agree that success on the key secondary safety endpoint 
evaluating lipid abnormalities in PN021 

 
 

 
c) With regard to discontinuations due to adverse experiences: 
 

i. If a hypothesis based on this objective were introduced in a prospectively defined 
integrated statistical analysis plan (PN007 and PN021), does the Agency agree that 
success on this key safety endpoint would support inclusion of a statement in the 
prescribing information that MK-1439 had a statistically significantly lower 
proportion of subjects who discontinued from study due to an AE compared to 
efavirenz? 

 
FDA Response to Question 10: 
 
a) Please see response to Question 5. The final determination  

 
 

  
b) Please see response to Question 4. The final determination of including comparative lipid 

claims in the prescribing information will be a review issue. Further, differences in LDL-C 
or non-HDL-C should be clinically significant in addition to statistically significant.  

c) Phase 2 (PN007) study results will be considered supportive. The final determination of 

 
Meeting discussion: None 

 
2.3. Nonclinical Safety Assessment 
 
QUESTION 11 
 
a) Does the Agency agree that the completed, on-going, and planned non-clinical safety 
pharmacology, genotoxicity, repeat dose toxicity, developmental and reproductive 
toxicity, and carcinogenicity studies are sufficient to support filing and registration of 
the single entity MK-1439? 
 
b) The MK-1439 fixed dose combination tablet (FDC) includes lamivudine and 
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tenofovir disoproxil fumarate (TDF) which are marketed, approved HIV agents that do 
not have nonclinical evidence of overlapping toxicity profiles with each other or with 
MK-1439, and therefore no nonclinical combination toxicity studies are planned. Does 
the Agency agree that the completed, on-going and planned MK-1439 safety assessment 
program (addressed in question 11(a)), in conjunction with the public domain data 
available and reviewed from completed nonclinical safety assessment programs of 
lamivudine and TDF as individual agents, are sufficient to support filing and 
registration of the fixed dose combination tablet (FDC) of MK -1439/lamivudine/TDF 
(MK-1439A)? 

 
FDA Response to Question 11:  
 
Pending Agency review of all studies, we agree that the completed, on-going and planned 
nonclinical safety studies for MK-1439 appear sufficient to support filing and registration of 
MK-1439 as both a single entity and as part of a FDC with lamivudine and TDF. 
 
Meeting discussion: None 
 
2.4 Additional FDA Comments 
 
Clinical 
 
1. Please provide the rationale for why darunavir and ritonavir will be administered with or 

without food in Protocol 018. We recommend that darunavir and ritonavir be administered 
with food in this study, which is consistent with the Prezista label.    

 
Virology 
 
1. Please provide additional justification for why the 100 mg dose was chosen over the 200 mg 

dose for the Phase 3 studies, given the higher dose may provide a higher resistance barrier 
and greater durability. 

2. For the exclusion criteria in the proposed Phase 3 Studies 018, 021 and 024, the thymidine 
analog substitutions (i.e. M41L, D67N, K70R or E, T69S, L210W, T215Y or F, K219Q or E) 
should also be excluded because these substitutions confer decreased susceptibility to 
tenofovir disoproxil fumarate. 

3. The proposed PDVF for the Phase 3 studies is acceptable, but please be aware that for the 
virology resistance analyses, confirmed >400 copies/mL is used to define virologic failure in 
order to avoid issues with viral load blipping. 

4. Please submit resistance data from Week 24 and Week 48 virologic failures from Protocol 
007. 
 

Pharmacology/Toxicology 
 
1. Please provide a timeframe for when you expect to submit study reports for the rat fertility 

study (TT#13-7300) and nonclinical pharmacokinetic studies (i.e. ADME in mice, rats, 
rabbits and dogs) to the Division. 

 

Reference ID: 3538233



IND 112796 
 

 

Biopharmaceutics 
 
We have the following comments regarding the biopharmaceutics information (not limited to) 
that should be provided in your NDA. 
 
1. Dissolution Method: Include the dissolution method report supporting the selection of the 

proposed testing conditions for the single entity, MK-1439 product and each drug component 
of the FDC product (MK-1439/lamivudine/tenofovir). The report should include the 
following information: 
 
a) The pH solubility profile; 
b) Detailed description of the in dissolution method being proposed for the evaluation of 

your product (each component) and the developmental parameters (i.e., selection of the 
equipment/apparatus, in vitro dissolution/release media, agitation/rotation speed, pH, 
assay, sink conditions, etc.) used to select the proposed dissolution method as the optimal 
test for your product.  If a surfactant was used, include the data supporting the selection 
of the type and amount of surfactant. The testing conditions used for each test should be 
clearly specified.  If possible, the dissolution profile should be complete and cover at 
least 85% of drug release of the label amount or whenever a plateau (i.e., no increase 
over 3 consecutive time-points) is reached.  We recommend use of at least six samples 
per testing variable;  

c) Provide the complete dissolution profile data (individual, mean, SD, profiles) for your 
product.  The dissolution data should be reported as the amount of drug released with 
time; 

d) Provide data to support the discriminating capability of the proposed dissolution method. 
In general, the testing conducted to demonstrate the discriminating ability of the selected 
dissolution method should compare the dissolution profiles of the drug product 
manufactured under target conditions vs. the drug products that are intentionally 
manufactured with meaningful variations (i.e. aberrant formulations and manufacturing 
conditions) for the most relevant manufacturing variables (e.g. drug substance particle 
size, drug substance solid state, hardness, etc.). In addition, if available, submit data 
showing the capability of the selected dissolution method to reject batches that are not 
bioequivalent. 

e) The dissolution method is product specific. Therefore, the dissolution method proposed 
for MK-1439 may not be adequate for the doravine component of MK-1439A 
 

2. Dissolution Acceptance Criteria: For the selection of the dissolution acceptance criteria of  
each component of your  proposed product, the following points should be considered: 
 
 The dissolution profile data from the pivotal clinical batches should be used for the 

setting of the dissolution acceptance criteria of your product (i.e., specification-
sampling time point and specification value). 

 Specifications should be established based on average in vitro dissolution data for each 
lot under study, equivalent to USP Stage 2 testing (n=12).  
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 The last time point should be the time point where at least 85% of drug has release. If 
the maximum amount released is less than 80%, the last time point should be the time 
when the plateau of the release profile has been reached. 

 The dissolution acceptance criterion should be set in a way to ensure consistent 
performance from lot to lot and this criterion should not allow the release of any lots 
with dissolution profiles outside those that were tested clinically. 

 Note that the discriminating ability is not only determined by the dissolution method 
settings but also by the selected specification-sampling time point and specification 
value. 

 
We remind you that the final determination on the acceptability of the dissolution method is a 
review issue that can be determined during the IND or NDA. However, the acceptability of 
the proposed dissolution criterion for your product will be made during the NDA review 
process based on the totality of the provided dissolution data. 
 

Meeting discussion: None 
 

3.0 PREA REQUIREMENTS 
 
Under the Pediatric Research Equity Act (PREA) (21 U.S.C. 355c), all applications for new 
active ingredients, 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 (PSP) within 60 days of an End of 
Phase (EOP2) meeting.  The PSP 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 PSP should be submitted in PDF and Word format.  
 
For additional guidance on the timing, content, and submission of the PSP, including a PSP 
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 Pediatric and Maternal Health Staff at 301-
796-2200 or email pdit@fda.hhs.gov.  For further guidance on pediatric product development, 
please refer to: 
http://www.fda.gov/Drugs/DevelopmentApprovalProcess/DevelopmentResources/ucm049867.ht
m.   
 
4.0 ISSUES REQUIRING FURTHER DISCUSSION 
At the end of the meeting, Merck and the FDA did not agree on the NI margin for the switch 
study (PN024).  FDA committed to providing Merck a follow-up response to their 
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counterproposal for a NI margin of after the FDA has the opportunity to discuss the issue 
internally. 
 
5.0 ACTION ITEMS 
 

• The FDA will discuss the NI margin internally and provide a response to Merck. 
• Merck will take the food effect study under advisement and provide a response to the 

FDA. 
 
6.0 ATTACHMENTS AND HANDOUTS 
Merck slide deck presented at the June 24, 2014, meeting. 
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