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MEETING MINUTES

Merck Sharp & Dohme Corp
a subsidiary of Merck & Co, Inc.
Attention: Donna Zacholski
Director, Global Regulatory Affairs
351 North Sumneytown Pike, PO Box 1000
North Wales, PA 19454-2505

Dear Ms. Zacholski:

Please refer to your Investigational New Drug Application (IND) submitted under section 505(i) 
of the Federal Food, Drug, and Cosmetic Act for MK-7655/MK-7655A (IMI/REL).

We also refer to the meeting between representatives of your firm and the FDA on April 03, 
2018.  The purpose of the meeting was to discuss the content of the MK-7655/MK-7655A 
(IMI/REL) new drug application to support the indications for the treatment of complicated 
Urinary Tract Infections (cUTI) and complicated Intra-Abdominal Infections (cIAI) in patients 
with limited or no alternative treatment options.

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 Christopher L. Smith, PharmD, MPH, Regulatory Project
Manager at (301) 796-4851.

Sincerely,

{See appended electronic signature page}

Sumathi Nambiar, MD, MPH
Director
Division of Anti-Infective Products
Office of Antimicrobial Products
Center for Drug Evaluation and Research

Enclosure:
Meeting Minutes 
Slide Presentation
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FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

MEMORANDUM OF MEETING MINUTES

Meeting Type: Type-B
Meeting Category: Pre-NDA

Meeting Date and Time: April 03, 2018, 9:00AM-10AM
Meeting Location: 10903 New Hampshire Avenue

White Oak Building 22, Conference Room 1309
Silver Spring, Maryland 20903

Application Number: IND 108754
Product Name: MK-7655/MK-7655A (IMI/REL)

Indications: cUTI and cIAI
Sponsor/Applicant Name: Merck Sharp & Dohme Corp.

a subsidiary of Merck & Co, Inc.

Meeting Chair: Sumathi Nambiar, MD, MPH 
Meeting Recorder: Christopher Smith, PharmD, MPH

FDA ATTENDEES
Avery Goodwin, PhD             Clinical Microbiology Team Leader (acting)
Carmen DeBellas, PharmD, RPh Chief, Project Management Staff
Christopher Kadoorie, PhD Statistical Reviewer
Christopher Smith, PharmD, MPH Regulatory Project Manager
Dmitri Iarikov, MD, PhD Deputy Director (acting)
Dorota Matecka, PhD Product Quality Team Leader
George Lunn, PhD Product Quality Reviewer
James Wild, PhD Pharmacology/Toxicology Reviewer
Joseph Toerner, MD, MPH Deputy Director for Safety
Karen Higgins ScD Statistical Team Leader
Kerian Grande Roche, PhD Microbiology Reviewer
Thomas Smith, MD Clinical Team Leader
Peter Kim, MD, MS Clinical Reviewer
Seong Jang, PhD Clinical Pharmacology Team Leader
Sumathi Nambiar, MD, MPH Director
Terry Miller, PhD Pharmacology/Toxicology Team Leader
Yang He, PhD Clinical Pharmacology Reviewer
Deborah Myers, RPh, MBA Safety Evaluator, DMEPA
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SPONSOR ATTENDEES

Amanda Paschke, MD Director, Clinical Research
Joan Butterton, MD Assoc. Vice President, Clinical Research
Nicholas Kartsonis, MD Vice President, Clinical Research
Michelle Brown Assoc. Principal Scientist, Clinical Research
Robert Tipping, MS Director, Biostatistics
Jiejun Du, PhD Sr. Scientist, Biostatistics
Matthew Rizk, PhD Director, Quantitative Pharmacology and 

Pharmacometrics
Pratik Bhagunde, PhD Sr. Scientist, Quantitative Pharmacology and 

Pharmacometrics
Keith Boundy, MD Sr. Principal Scientist, Translational 

Pharmacology
Mary Motyl, PhD Dist. Scientist, Clinical Microbiology
Katherine Young Sr. Principal Scientist, Biology-Discovery
Nicole Mahoney, PhD Director, Global Regulatory Policy
Ercem Atillasoy, MD Vice President, Global Regulatory Affairs
Sandip Roy, PhD Executive Director, Global Regulatory 

Affairs
Donna Zacholski Director, Global Regulatory Affairs

1.0 BACKGROUND

The Sponsor requested a Type-B, Pre-NDA meeting to discuss the content of the MK-7655/MK-
7655A (IMI/REL) new drug application to support the indications for the treatment of cUTI and 
cIAI in patients with limited or no alternative treatment options. The Sponsor submitted the 
briefing package on March 09, 2018. The Division sent preliminary comments to Merck on 
March 30, 2018. The Division’s preliminary comments, the Sponsor’s responses to the 
Division’s preliminary comments and the discussion that took place at the meeting are noted 
below. The Sponsor provided a slide presentation  (appended).

2. DISCUSSION

Question 1
The Applicant has completed a nonclinical safety package in accordance with ICH guidance. 
Does the Agency agree the nonclinical safety data package is adequate to support the filing and 
review of the IMI/REL application for the proposed cUTI and cIAI limited indications?

Division Response:  The nonclinical safety pharmacology, pharmacokinetic, and toxicology 
studies appear to be sufficient in scope to support submission of an NDA for IMI/REL. However, 
a final decision regarding the adequacy of the data will be based on review of complete data in 
final study reports. The impurity profile for the relebactam drug substance and the IMI/REL 
drug product as well as qualification strategies in support of impurity specifications and 
assessments of impurity genotoxicity were not addressed in the Meeting Package. Please ensure 
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that your plan is consistent with ICH Q3B(R2) (Impurities in new drug products)’ and ICH M7 
‘Assessment and control of DNA reactive (mutagenic) impurities in pharmaceuticals to limit 
potential carcinogenic risk.’

Meeting Discussion: 
No further discussion required. 

Question 2
Does the Agency agree that the efficacy and safety data from the pivotal Phase 3 clinical trial 
(PN013), together with the Phase 2b data (PN003 and PN004) are adequate to support the filing 
and review of the IMI/REL application for the proposed cUTI and cIAI limited indications?

Division Response:  The proposal to include efficacy and safety data from the Phase 3 trial 
PN013, as well as Phase 2 trials PN003 and PN004 to support the proposed limited use 
indications in cUTI and cIAI appears acceptable.

Meeting Discussion:
No further discussion required. 

Question 3
The Sponsor plans to use the 505(b)(2) regulatory pathway to seek approval for the initial cUTI 
and cIAI limited indications. Does the Agency agree that no additional meta-analysis from 
literature sources is required to support the IMI/REL filing using this regulatory pathway?

Division Response:  The proposal to not provide additional meta-analysis from literature 
sources is acceptable.

Meeting Discussion: 
No further discussion required.

Question 4
Does the Agency agree that the in vitro, in vivo microbiology, and PK/PD data packages are 
complete to support filing and review of the IMI/REL NDA?

Division Response: The data packages that you have proposed appear sufficient, however, the 
final adequacy of the package for review will be determined at the time of NDA filing. The 
preclinical data are critically important for this NDA because the clinical data/information to 
support the efficacy of imipenem/relebactam (IMI/REL) against imipenem-nonsusceptible 
pathogens will be limited. It is not clear whether all the preclinical studies conducted were 
discussed in the meeting package. If not, provide a list of completed and planned preclinical 
studies to evaluate the efficacy of IMI/REL against imipenem- nonsusceptible pathogens. Note 
that it is important to evaluate the efficacy of IMI/REL in terms of not only bacterial growth 
inhibition but also other efficacy endpoints (e.g., survival) with humanized dose(s) in relevant 
animal infection models.    
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Meeting Discussion: 
The Sponsor provided a list of nonclinical studies that will be submitted in the NDA on Slides 15 
and 16.  The Division noted that the list was acceptable. 

Regarding the clinical microbiology package for the NDA submission: 

1. Please clarify whether you have conducted an in vivo pyelonephritis study using imipenem 
non-susceptible isolates and doses that are similar to human exposure for imipenem +/- 
relebactam. 

Meeting Discussion: 
The Sponsor stated that no in vivo studies for pyelonephritis have been performed.  Additionally, 
the Sponsor provided their rationale on Slide 17 to further respond to the Agency’s request.  The 
Agency acknowledged the Sponsor’s rationale and stated that such a study could be useful in 
supporting the NDA. 

2. The spectrum of beta-lactamase producing bacteria tested in vitro should be reflective of 
what is commonly seen in the U.S. patient population and include a diversity of beta-lactamase 
groups (e.g., CTX-M, SHV, TEM, OXA). We recommend that a minimum of 300 beta-lactamase 
producing Enterobacteriaceae be tested, and that the data be presented separately, as well as, by 
beta-lactamase group. 

Meeting Discussion: 
The Sponsor asked for clarification regarding the Agency’s request for “data be presented 
separately, as well as, by beta-lactamase group.” The Agency responded that its recent advice 
has been for Sponsors to provide the information for individual beta-lactamase groups.  The 
Agency also noted that if a beta-lactamase group is intended to be included in the labeling, a 
rationale should be submitted. The Agency requested that the Sponsor provide in vitro 
information that compares IMI/REL to imipenem alone, if available. 

3. We recommend that you provide preclinical data that supports the contribution of each of 
the components of your product (separately and in combination). 

Meeting Discussion: 
No further discussion needed.

4. Please see the FDA Guidance document titled, “Microbiology Data for Systemic 
Antibacterial Drugs-Development, Analysis and Presentation,” for additional information 
on the types of clinical microbiology studies that we recommend for antibacterial drug 
development. 

Meeting Discussion: 
No further discussion needed.

5. Please include all final study reports related to clinical microbiology in the NDA 
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including in vitro surveillance data and in vivo efficacy of imipenem +/- relebactam in relevant 
animal models of infection. The bacteria used in the animal models should be similar in 
character (e.g., bacterial resistance, virulence factors) to bacteria that cause human disease. 
Please provide known genotypic/phenotypic information on the isolates used in the animal 
studies. 

Meeting Discussion: 
No further discussion needed.

6. If you intend to include beta-lactamases in your proposal for Microbiology subsection 12.4, 
please provide in vitro and animal model data as part of a justification for including those 
enzymes in the labeling. Include information on how the beta-lactamases were characterized. 

Regarding the PK/PD data package, include the following information in the NDA: 
The full study reports of nonclinical PK/PD analysis, population PK 
modeling/simulation, PTA analysis, traditional PK/PD modeling, and the exposure-
response analysis based on the clinical data. 
The datasets of nonclinical PK/PD (including PTA), population PK, traditional PK/PD 
modeling, and exposure-response (ER) analyses in .xpt format (data points and/or 
subjects that have been excluded from the analysis should be flagged and maintained in 
the datasets; the flag for exclusion should be clearly explained in the define.pdf file). 
The NONMEM control streams of the base, full and final models for population PK 
analyses. The PK/PD modeling and other codes (e.g., R, SAS, etc.) for all analyses. 
The output files for the population PK, nonclinical PK/PD, and exposure-response (ER) 
analyzes if applicable; provide the standard model diagnostic plots, tables with 
parameter estimates, and a description of the clinical application of modeling results. 
Include a USUBJID (unique subject ID) column to all the population PK and PK/PD 
datasets to facilitate our review. 

Meeting Discussion: 
The Agency stated that preclinical study(ies) to demonstrate the efficacy of imipenem and 
relebactam against beta-lactamase-expressing pathogens (i.e., based on efficacy endpoint(s), e.g., 
survival) rather than bacterial killing will provide additional supportive evidence to complement 
the limited clinical data. The Agency stated that the preclinical study(ies) should be conducted in 
relevant animal infection models (e.g., pyelonephritis or pneumonia models). The Agency also 
noted that the Sponsor might find it helpful to refer to the publicly available clinical 
pharmacology review and the Advisory Committee meeting background document for a recently 
approved beta-lactam/beta-lactamase inhibitor.

Question 5

Does the Agency agree with the proposed content and format of the NDA as described in the 
Table of Contents, including the plans for an integrated analysis of safety data from the Phase 2 
clinical trials (PN003 and PN004) and the plan to not submit an integrated analysis of efficacy?
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Division Response: In general, we agree with the proposed content and format of the NDA as 
described in the Table of Contents.  The Summary of Clinical Efficacy can serve as the 
Integrated Summary of Effectiveness.  The proposed plans for an integrated analysis of safety 
data from the Phase 2 trials and separate analysis of safety from the Phase 3 trial PN013 are 
acceptable.    

Please submit an algorithm which clearly explains how findings from all primary and secondary 
analyses were produced (e.g. dataset, variable names and programming steps used).  This would 
minimize potential discrepancies between Reviewer and Sponsor analyses.          

Please also see the additional comments section below.

Meeting Discussion: 
The Agency stated it prefers having a document that clearly delineates how the primary and 
secondary endpoints were produced. The Sponsor replied that they will take the Agency’s 
request under consideration as they create the guide and agreed to provide requested algorithms.  

Question 6
Does the Agency agree with the plan for inclusion of Data Definition documents, annotated 
CRFs, and reviewer guides for tabulation and analysis datasets for the Phase 2 clinical trials 
(PN003 and PN004) and the Phase 3 clinical trial (PN013)?

Division Response:  The proposal appears acceptable. Please also see the additional comments 
section below.

Meeting Discussion: 
No further discussion needed.

Question 7

Does the Agency agree with the proposed format for submission of summary level clinical site 
data sets to aid CDER’s Office of Scientific Investigations (OSI) data integrity review and 
inspection planning?

Division Response:  We acknowledge and generally agree with your response.

The Office of Scientific Investigations (OSI) has the following updated reference for your 
request. We request 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.
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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.

Meeting Discussion: 
No further discussion needed.

Question 8

Does the Agency agree with the proposal to submit the Developmental Safety Update Report 
(DSUR) in January 2019 after NDA submission as the safety update from ongoing clinical 
studies in lieu of an SUR?

Division Response:  The proposal to submit the Developmental Safety Update Report (DSUR) in 
January 2019 after NDA submission as the safety update from ongoing clinical studies in lieu of 
an SUR may be acceptable, as long as the DSUR is submitted 4 months after the initial NDA 
submission. 

Meeting Discussion: 
No further discussion needed.

Additional comments:

Additional FDA Comments: 
Provide detailed discussion regarding the dose adjustment of IMI/REL in patients with renal 
impairment in the NDA. The effect of renal impairment on the exposures of beta-lactam (BL) and 
beta-lactamase inhibitor (BLI) can be quantitatively different, so dose adjustment of a fixed 
combination of BL/BLI in patients with renal impairment can be challenging. 

Meeting Discussion: 
No further discussion required.

We have the following additional requests pertaining to the format and content of the NDA 
submission. 

1) A tabulated summary of changes for each protocol version along with the date of 
implementation, and the number of subjects enrolled at the time. 

Meeting Discussion: 
The Sponsor provided a proposal on Slide 24.  The Agency agreed with the proposal.
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2) A tabulated summary of meetings with FDA during the development program of IMI/REL 
along with the meeting minutes of each; ensure that these are bookmarked. 

Meeting Discussion: 
No further discussion required.

3) All meeting minutes of all groups with any responsibility for the management of the trial, e.g., 
Executive Committee, Clinical Endpoint Committee, Steering Committee and DSMB. Please 
include agendas and all data/slides presented to the Committee. Please indicate if the meeting 
was open or closed. For those meetings that were cancelled or meetings where no minutes were 
taken, please include a place holder for that meeting noting such and signed by a member 
of the clinical team. Please also ensure that these packages come with a table of contents and are 
bookmarked by date. 

Meeting Discussion: 
The Sponsor responded to the Agency request with an outline on Slide 25.  The Agency agreed 
with the proposal. 

4) All newsletters and all other communications to investigational sites and national coordinators 
from the group(s) responsible for the conduct of your trials. Please bookmark the newsletters by 
date. 

Meeting Discussion: 
The Agency clarified that “all other communications” would refer to high-level communications 
between such groups as clinical sites and study coordinators. 

5) Please submit a table detailing all tables and figures featured in the main clinical efficacy and 
safety sections of the NDA. The table should contain the following: 
a. title of the table or figure in the NDA 
b. a page number hyperlink to the location of the table or figure 
c. a name hyperlink to the SAS code (and/or macros) used to create the table or figure 
d. names of the datasets used to create the table or figure (hyperlinks are useful but not 
necessary). 
e. For derived (analysis) datasets used to conduct your analyses, you should indicate the CRF 
pages and tabulation datasets from which the information was derived 

Meeting Discussion: 
The Sponsor outlined their proposal on Slide 27.  The Agency agreed to the proposal. 

6) A dataset that contains all subjects that were unblinded. The dataset should include the unique 
subject ID, the treatment received, who requested unblinding, date of unblinding, and the reason 
for unblinding. 
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Meeting Discussion: 
The Sponsor outlined a proposal on Slide 28 which includes providing a by-subject listing 
instead of a dataset.  The Agency agreed with the proposal.

7) A dataset that contains a list of all subjects (with unique subject identifiers) for whom you 
submitted a case report form (CRF), narrative, or adjudication package (s). The dataset should 
contain four variables with an indicator for whether each item was submitted. 

Meeting Discussion: 
The Sponsor outlined their proposal in Slide 29 which included a listing in PDF format 
containing unique subject identifiers and flags for each variable.  In addition, a CRF Table of 
Contents would be provided with hyperlinks to individual subject CRFs. 

8) Clarify your plans for submitting subject CRFs. Will you be submitting CRFs for all subjects 
enrolled in the Phase 2 and 3 studies or only for those subjects who died, experienced serious 
adverse events, discontinued the study due to an adverse event, and/or experienced adverse 
events of special interest? 

Meeting Discussion: 
The Sponsor listed the criteria that they proposed to use for submitting subject level CRFs in 
Slide 30.  The Agency noted that the criteria were acceptable for subjects in the Phase 2 studies.  
Given the small size of the Phase 3 study and the level of complexity of the subjects, the Agency 
requested that the Sponsor provide CRFs for all subjects in the Phase 3 Study. The Sponsor 
stated that this was acceptable.

9) Separate tables for patients with discontinuations (D/C) of drug, discontinuations from the 
study, and withdrawal from the study with study ID, patient ID, demographics, study arm, study 
day of D/C of drug or from study, or withdrawal, reason for this disposition, AE (if present), AE 
severity, hepatic function (baseline value for each enzyme along with category of maximum 
elevation from baseline), creatinine clearance category. Please confirm that written narratives 
will be provided for patients who are discontinued from study or drug, or who withdraw. 

Meeting Discussion: 
In Slide 31, the Sponsor outlined a proposal in response to the Agency request. Of note, the 
Sponsor proposed to not provide narratives for subjects in the Phase 2 studies who discontinued 
for reasons other than death, SAEs, AEs of special interest, or hepatic transaminase elevations of 
clinical interest. The Agency requested that the Sponsor provide a summary with the additional 
reasons for why subjects discontinued in the Phase 2 studies. The Sponsor agreed to provide this 
summary.

Post-meeting Note: The Sponsor provided the summary on 4/6/18. The Agency responded that 
their proposal to not provide narratives for subjects in the Phase 2 studies who discontinued for 
reasons other than previously noted was acceptable.
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10) Separate dataset for Hepatic Function with all the above (except narratives which should be 
provided for all patients fulfilling Hy’s Law). Please ensure that all narratives are written by 
physicians who will provide their differential diagnosis and work-up to assess causation. 

Meeting Discussion: 
The Sponsor asked for clarification concerning whether baseline liver enzyme values were 
needed for all subjects or only those considered to have hepatic impairment. The Agency 
confirmed that the dataset should contain  baseline liver enzyme values for all subjects and not 
just those with hepatic impairment.

11) A separate dataset that contains all subjects who died in studies in the clinical development 
program with the following variables: unique subject identifier, trial number, study treatment 
start date, study treatment end date, date of death, and number of days in the study (date of death 
minus study treatment start date), main cause(s) of death, and hyperlink to narrative. 

Meeting Discussion: 
The Sponsor stated that they could provide the requested information in PDF format.  The 
Agency agreed to the proposal.

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.  

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.
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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 guidance’s.  

OFFICE OF SCIENTIFIC INVESTIGATIONS (OSI) REQUESTS 

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

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

ATTACHMENTS AND HANDOUTS
Sponsor slides presented at the meeting. 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration
Silver Spring MD  20993

IND 108754
MEETING MINUTES

Merck Sharp & Dohme Corp.
Attention: Donna Zacholski
Director, Global Regulatory Affairs
351 Sumneytown, Pike, P.O. Box 1000, UG2D-68
North Wales, PA 19454-2505

Dear Ms. Zacholski:

Please refer to your Investigational New Drug Application (IND) submitted under section 505(i) 
of the Federal Food, Drug, and Cosmetic Act for MK7655A.

We also refer to the teleconference between representatives of your firm and the FDA on April 
20, 2015. This was an End-of-Phase 2 (EOP 2) meeting to discuss development plans for Phase 
3 studies.

A copy of the official minutes of the teleconference is enclosed for your information.  Please 
notify us of any significant differences in understanding regarding the meeting outcomes.

If you have any questions, call Carmen DeBellas, Regulatory Project Manager at (301) 796-
1203.

Sincerely,

{See appended electronic signature page}

Sumathi Nambiar, MD MPH
Director 
Division of Anti-Infective Products 
Office of Antimicrobial Products 
Center for Drug Evaluation and Research

Enclosure:
Meeting Minutes
Preliminary Meeting Responses
Sponsor Meeting Slides 

Reference ID: 4464327



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: April 20, 2015

Application Number: 108754

Product Name: MK7655A

Indications:

Complicated Intra-Abdominal Infections
Complicated Urinary Tract Infections

Sponsor/Applicant Name: Merck Sharp & Dohme Corp.

FDA ATTENDEES
Office of Antimicrobials (OAP) /Division of Anti-Infective Products

Dr. John Farley Deputy Director, OAP
Dr. Sumathi Nambiar Director
Dr. Joseph Toerner Deputy Director for Safety
Dr.  Thamban Valappil Team Leader Biostatistics
Dr. Christopher Kadoorie Statistical Reviewer 
Dr. Peter Kim Clinical Reviewer
Dr. Thomas Smith Clinical Team Leader
Dr. Seong Jang Acting Clinical Pharmacology Team Leader
Dr. Ryan Owen Clinical Pharmacology Reviewer 
Dr. Kerian Grande Roche Clinical Microbiology Reviewer 
Dr. John Lazor Team Leader Clinical Pharmacology DCPVI
Dr. James Wild Pharmacology/toxicology Reviewer 
Dr. Luning Zhuang Clinical Pharmacology Reviewer 
Dr. Carmen DeBellas Project Manager

Reference ID: 4464327
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SPONSOR ATTENDEES
Merck Sharp & Dohme Corp.

Dr. Nicolas Kartsonis Associate Vice President, Clinical Research
Dr. Amanda Paschke Director, Clinical Research
Dr. Elizabeth Rhee Director, Clinical Research
Mr. Robert Tipping Director, Biostatistics
Dr. Matthew Rizk Principal Scientist, Pharmacokinetics, Pharmacodynamics, and 

Drug Metabolism
Mr. Evan Friedman Principal Scientist, Clinical Pharmacology
Dr. Maria Roman Associate Principal Scientist, Safety Assessment
Dr. Margaretann Halleck Senior Principal Scientist, Safety Assessment
Ms. Katherine Young Principal Scientist, Research Science-Discovery
Dr. Mary Motyl Senior Principal Scientist, Research Science-Discovery
Dr. Todd Black Executive Director, Research Science-Discovery
Dr. Jin Wu Associate Principal Scientist, Pharmacokinetics, 

Pharmacodynamics and Drug Metabolism 
Dr. Ercem Atillasoy Vice President, Global Regulatory Affairs
Ms. Donna Zacholski Director, Global Regulatory Affairs 

BACKGROUND

The Sponsor requested a teleconference to discuss development plans forMK7655A. The 
Sponsor is planning to submit a New Drug Application for the following indications: 

 
 Complicated Intra-Abdominal Infections (cIAI) and Complicated Urinary 

Tract Infections (cUTI) where limited or no alternative therapies are available. They intend to 
submit data from two Phase 3 clinical trials (PN013 ), along with safety and efficacy 
data from the Phase 2 clinical trials and pharmacokinetic (PK) data from pre-clinical and clinical 
studies, in support of the application.

FDA sent preliminary comments to Merck Sharp & Dohme Corp. on April 17, 2015.

DISCUSSION

The Sponsor informed the Division that they would like to discuss responses to questions 2, 5a, 
5c, 6c, 6d, 6e, 6f, and additional clinical comments. 

Question 2: Does the FDA agree that the completed and planned non-clinical safety 
pharmacology, genotoxicity, repeat dose toxicity, and development and reproductive toxicity 
studies are sufficient to support filing and registration of MK-7655A?

FDA response: Yes, we agree.  The scope of completed and planned nonclinical safety and 
pharmacology and toxicology studies appears to be sufficient.   The dose ranges employed in the 
planned studies (3-month toxicology studies, pre-postnatal study) with MK-7655 (relebactam 
alone) should include NOAEL doses as well as higher doses approaching maximum tolerated 

Reference ID: 4464327

(b) (4)

(b) (4)



IND 108754
Page 3

doses in each species and doses providing multiples of human exposure.  Should unexpected 
finding occur in ongoing nonclinical or clinical studies additional nonclinical toxicology studies 
may be requested.

Meeting Discussion: The Sponsor informed the Division that they had not started dosing rats but 
had completed the monkey 3-month toxicology study.  The monkeys were dosed with 25, 50,
and 150 mg/kg/day MK-7655 for 3 months.   The 150 mg/kg/day dose was picked as the 
maximum- tolerated dose (MTD) based on the results of the 1-month toxicology study in 
monkeys where slight degeneration in renal tubule epithelial cells occurred at a high dose of 225 
mg/kg/day. In the 3-month monkey study, slight degeneration of tubule epithelial cells occurred 
with the 150 mg/kg/day dose, supporting the choice of this dose as the MTD. The Division asked 
the Sponsor if they had decided on a dosing range for the rat study.  The Sponsor replied that 
they have not yet decided. 

Question 5a: The design of the Phase 3 trial evaluating MK-7655A in patients with hospital-
acquired bacterial pneumonia (HABP) and ventilator-associated bacterial pneumonia (VABP), 
complicated intra-abdominal infections (cIAI), and complicated urinary tract infections (cUTI) 
due to imipenem-resistant organisms (PN013, formerly PN006) was previously discussed with 
the FDA; however, concurrence is requested for the following elements.

a. Does the FDA agree with the MK-7655A dose selection and treatment duration?

FDA response: The proposed dose selection is acceptable.  However, we would like more 
discussion on why the 1000 mg q6h or 1000 mg q8h dosing regimens of imipenem were not 
considered instead of the 500 mg q6h regimen.  It seems that a larger dose of imipenem would be 
allowed under the provisions of the current label, and it would lead to improved %T>MIC targets 
and possibly to higher breakpoints for MK-7655A. 

Meeting Discussion: The Sponsor opened the discussion using data shown in the attached slides 
which explained that pharmacokinetic data from Phase 1 and Phase 2 studies in patients with 
cIAI were used to prepare a model to assess the probability of target attainment at the proposed 
dose, interval and duration. Imipenem exposures at a dose of 500 mg (MK-7655 at 250 mg) 
every six hours provided greater than 90% coverage for MIC values upto a breakpoint of 
2 mcg/mL, which includes a majority of Pseudomonas aeruginosa and KPC isolates. The dose of 
500 mg imipenem every six hours showed slightly higher %T>MIC compared to 1000 mg IV 
every eight hours at MIC values of 2 mcg/mL and below. The Sponsor stated that dosing at 
500 mg every 6 hours provides several advantages over higher doses. Increasing the total daily 
dose of imipenem would result in a proportional (50% to 100%) increase in exposure (AUC and 
Cmax). The Sponsor felt that there would be marginal benefit in %T>MIC when doses are 
increased, but there would be an increase in exposure which does not provide a convincing 
enough risk/benefit argument. The Division stated that the Sponsor’s proposed plan was likely to 
be supportive of a breakpoint of 2 mcg/mL, but further increases in the dose would appear to 
support a potentially higher breakpoint.  The Sponsor countered that a breakpoint of 4 mcg/mL 
would only increase the coverage for a relatively small percentage of patients and that they did
not feel that it was worth the risk.  The Division asked the Sponsor to explain their rationale 
behind using one of the lowest doses in the imipenem label (500 mg q6h) to treat serious
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infections (HABPN ABP). The Sponsor stated that the highest dose in the label (1000 mg q6h) 
was not used very frequently in clinical practice, and it was reserved for patients who were 
neutropenic or had other comorbidities. The Division asked whether the Sponsor was wonied 
about a possible increase in seizures with the higher doses of imipenem, and the Sponsor replied 
that their analysis showed that the incidence of seizures was not necessarily conelated with 
exposure to imipenem. 

Question Sc: Does the FDA agree with the patient population selection criteria? 

FDA response: We recommend including only patients with a baseline positive culture up to 2-3 
days prior to randomization instead of Cb> c4J prior to randomization. Aside from this 
inclusion criterion, the proposed patient selection criteria are generally acceptable. 

Meeting Discussion: The Sponsor stated that baseline positive cultures up to 2-3 days prior to 
randomization are not feasible given the time needed to perfo1m culture and susceptibility testing 
and difficulty in obtaining cultures in certain patients, such as patients with worsening cIAI who 
are not candidates for another surgical procedure. The study inclusion criteria only allow for 
emollment of patients who show evidence of new, persistent or worsening bacterial infections 
which makes the timing of positive cultures less critical. The Sponsor also stated that cultures 
will be taken on the day of randomization for HABPN ABP and cIAI patients if medically 
acceptable and for all cUTI patients. These baseline cultures will also help with confinning the 
screening cultures. The Agency emphasized that the Sponsor should attempt to collect baseline 
cultures on all patients, and that it would be problematic if a large number of patients had 
cultures obtained more than 72 hours prior to baseline. 

Question 6: Does the FDA a~m:ee with the proposed 

Question 6c: Does the FDA agree 

FDA response: 
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Meeting Discussion: The Sponsor stated that  
 

Question 6d: Does the FDA agree 

FDA response: The proposed  
 

 
 
 

Meeting Discussion: The Sponsor provided their opinion  
 
 

 

 
 

 

Question 6e: Does the FDA agree  
 

FDA response: 
 
 

  
 

Meeting Discussion: The Sponsor provided  
 

 
 

 

Questions 6f: Does the FDA agree  
 

1. Does the FDA agree  

FDA response:  
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Meeting Discussion: The Sponsor stated 

FDA additional Clinical Comment 

(6)(4j 

(6)(4j 

We are interested in understanding the acceptability of using colistin as a comparator in Study 
013, given the availability of Avycaz for the ti·eatment of cIAI and cUTI in patients with limited 
or no alternative U-eatment options. 

Meeting Discussion: The Sponsor stated that they were not aware of any clinical study 
evaluating A vycaz in carbapenem-resistant Pseudomonas or CRE infections and that its use is 
limited to ceftazidime-resistant Enterobacteriaceae. A vycaz is only approved in the United States 
and not overseas where the majority of sites for Merck 's PN013 study are located. The different 
dosing interval between Avycaz and MK7655A would make blinding difficult. The use of 
concomitant anaerobic therapy with A vycaz would also create blinding problems. 

POST MEETING NOTES 

The Agency met internally to discuss the proposed 
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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 (iPSP) within 60 days of an End-of-
Phase 2 (EOP2) meeting. In the absence of an End-of-Phase 2 meeting, refer to the draft 
guidance below.  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. 
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 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:  
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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.

DATA STANDARDS FOR STUDIES

CDER strongly encourages IND sponsors to consider the implementation and use of data 
standards for the submission of applications for investigational new drugs and product 
registration. Such implementation should occur as early as possible in the product development 
lifecycle, so that data standards are accounted for in the design, conduct, and analysis of clinical 
and nonclinical studies. CDER has produced a web page that provides specifications for sponsors 
regarding implementation and submission of clinical and nonclinical study data in a standardized 
format. This web page will be updated regularly to reflect CDER's growing experience in order 
to meet the needs of its reviewers. The web page may be found at: 
http://www.fda.gov/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequirements/Electr
onicSubmissions/ucm248635.htm

LABORATORY TEST UNITS FOR CLINICAL TRIALS
CDER strongly encourages IND sponsors to identify the laboratory test units that will be 
reported in clinical trials that support applications for investigational new drugs and product 
registration.  Although Système International (SI) units may be the standard reporting 
mechanism globally, dual reporting of a reasonable subset of laboratory tests in U.S. 
conventional units and SI units might be necessary to minimize conversion needs during review. 
Identification of units to be used for laboratory tests in clinical trials and solicitation of input 
from the review divisions should occur as early as possible in the development process. For more 
information, please see CDER/CBER Position on Use of SI Units for Lab Tests
(http://www.fda.gov/ForIndustry/DataStandards/StudyDataStandards/default.htm ). 

505(b)(2) REGULATORY PATHWAY

The Division recommends that sponsors considering the submission of an application through 
the 505(b)(2) pathway consult the Agency’s regulations at 21 CFR 314.54, and the draft 
guidance for industry Applications Covered by Section 505(b)(2) (October 1999), available at 
http://www.fda.gov/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/default.htm.
In addition, FDA has explained the background and applicability of section 505(b)(2) in its 
October 14, 2003, response to a number of citizen petitions that had challenged the Agency’s 
interpretation of this statutory provision (see Docket FDA-2003-P-0274-0015, available at 
http://www.regulations.gov).

If you intend to submit a 505(b)(2) application that relies for approval, in part, on FDA’s finding 
of safety and/or effectiveness for one or more listed drugs, you must establish that such reliance 
is scientifically appropriate, and must submit data necessary to support any aspects of the 
proposed drug product that represent modifications to the listed drug(s).  You should establish a 
“bridge” (e.g., via comparative bioavailability data) between your proposed drug product and 
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each listed drug upon which you propose to rely to demonstrate that such reliance is 
scientifically justified.  

If you intend to rely, in part, on literature or other studies for which you have no right of 
reference but that are necessary for approval, you also must establish that reliance on the studies 
described in the literature or on the other studies is scientifically appropriate.  You should 
include a copy of such published literature in the 505(b)(2) application and identify any listed
drug(s) described in the published literature (e.g., trade name(s)).    

If you intend to rely, in part, on the Agency’s finding of safety and/or effectiveness for a listed 
drug(s) or published literature describing a listed drug(s) (which is considered to be reliance on 
FDA’s finding of safety and/or effectiveness for the listed drug(s)), you should identify the listed 
drug(s) in accordance with the Agency’s regulations at 21 CFR 314.54.  It should be noted that 
21 CFR 314.54 requires identification of the “listed drug for which FDA has made a finding of 
safety and effectiveness,” and thus an applicant may only rely upon a listed drug that was 
approved in an NDA under section 505(c) of the FD&C Act.  The regulatory requirements for a 
505(b)(2) application (including, but not limited to, an appropriate patent certification or 
statement) apply to each listed drug upon which a sponsor relies.

If you propose to rely on FDA’s finding of safety and/or effectiveness for a listed drug that has 
been discontinued from marketing, the acceptability of this approach will be contingent on 
FDA’s consideration of whether the drug was discontinued for reasons of safety or effectiveness.  

We encourage you to identify each section of your proposed 505(b)(2) application that relies on 
FDA’s finding of safety and/or effectiveness for a listed drug(s) or on published literature.  In 
your 505(b)(2) application, we encourage you to clearly identify (for each section of the 
application, including the labeling):  (1) the information for the proposed drug product that is 
provided by reliance on FDA’s finding of safety and/or effectiveness for the listed drug or by 
reliance on published literature; (2) the “bridge” that supports the scientific appropriateness of 
such reliance; and (3) the specific name (e.g., proprietary name) of each listed drug named in any 
published literature on which your marketing application relies for approval.  If you are 
proposing to rely on published literature, include copies of the article(s) in your submission. 

In addition to identifying in your annotated labeling the source(s) of information essential to the 
approval of your proposed drug that is provided by reliance on FDA’s previous finding of safety 
and efficacy for a listed drug or by reliance on published literature, we encourage you to also 
include that information in the cover letter for your marketing application in a table similar to the 
one below.    

List the information essential to the approval of the proposed drug that is provided by 
reliance on the FDA’s previous finding of safety and efficacy for a listed drug or by 
reliance on published literature
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Source of information
(e.g., published literature, name of 
listed drug)

Information Provided
(e.g., specific sections of the 505(b)(2) 
application or labeling)

1.  Example: Published literature Nonclinical toxicology

2.  Example: NDA XXXXXX
“TRADENAME”

Previous finding of effectiveness for
indication X

3.  Example: NDA YYYYYY
“TRADENAME”

Previous finding of safety for
Carcinogenicity, labeling section XXX

Please be advised that circumstances could change that would render a 505(b)(2) application for 
this product no longer appropriate.  For example, if a pharmaceutically equivalent product were 
approved before your application is submitted, such that your proposed product would be a 
“duplicate” of a listed drug and eligible for approval under section 505(j) of the FD&C Act, then 
it is FDA’s policy to refuse to file your application as a 505(b)(2) application (21 CFR 
314.101(d)(9)). In such a case, the appropriate submission would be an Abbreviated New Drug 
Application (ANDA) that cites the duplicate product as the reference listed drug.

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:

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 
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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.  

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 

1 Please see the OSI Pre-NDA/BLA Request document for a full description of requested data files
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“BIMO Reviewer Guide.”  The guide should contain a description of the BIMO elements 
being submitted with hyperlinks to those elements in Module 5.  

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

6.0 ATTACHMENTS AND HANDOUTS
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