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INFORMATION PROVIDED VIA RELIANCE
(LISTED DRUG OR LITERATURE)

2) List the information essential to the approval of the proposed drug that is provided by reliance 
on our previous finding of safety and efficacy for a listed drug by reliance on published 
literature, or by reliance on a final OTC monograph.  (If not clearly identified by the 
applicant, this information can usually be derived from annotated labeling.)

Source of information* (e.g., 
published literature, name of listed 
drug(s), OTC final drug 
monograph)

Information relied-upon (e.g., specific 
sections of the application or labeling)

Epivir (lamivudine) FDA previous findings and safety and 
efficacy – approved package insert for 
lamivudine

*each source of information should be listed on separate rows, however individual       
literature articles should not be listed separately

3) Reliance on information regarding another product (whether a previously approved product 
or from published literature) must be scientifically appropriate.  An applicant needs to 
provide a scientific “bridge” to demonstrate the relationship of the referenced and proposed 
products.  Describe how the applicant bridged the proposed product to the referenced 
product(s).  (Example: BA/BE studies)

The BA/BE studies are comparing the individual products to the fixed dose product.

RELIANCE ON PUBLISHED LITERATURE

4) (a) Regardless of whether the applicant has explicitly stated a reliance on published literature 
to support their application, is reliance on published literature necessary to support the 
approval of the proposed drug product (i.e., the application cannot be approved as labeled
without the published literature)?

                                                                                                                   YES       NO
If “NO,” proceed to question #5.

(b) Does any of the published literature necessary to support approval identify a specific (e.g., 
brand name) listed drug product? 

                                                                                                                   YES       NO
If “NO”, proceed to question #5.

If “YES”, list the listed drug(s) identified by name and answer question #4(c).  
ISENTRESS (Raltegravir)

(c) Are the drug product(s) listed in (b) identified by the applicant as the listed drug(s)?
                                                                                                                   YES       NO
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RELIANCE ON LISTED DRUG(S)

Reliance on published literature which identifies a specific approved (listed) drug constitutes 
reliance on that listed drug.  Please answer questions #5-9 accordingly.

5) Regardless of whether the applicant has explicitly cited reliance on listed drug(s), does the 
application rely on the finding of safety and effectiveness for one or more listed drugs
(approved drugs) to support the approval of the proposed drug product (i.e., the application 
cannot be approved without this reliance)?

If “NO,” proceed to question #10.

6) Name of listed drug(s) relied upon, and the NDA #(s).  Please indicate if the applicant 
explicitly identified the product as being relied upon (see note below): 

Name of Listed Drug NDA # Did applicant 
specify reliance on 
the product? (Y/N)

Epivir (lamivudine) 20564 Yes 

Applicants should specify reliance on the 356h, in the cover letter, and/or with their patent 
certification/statement.  If you believe there is reliance on a listed product that has not been 

explicitly identified as such by the applicant, please contact the (b)(2) review staff in the 
Immediate Office, Office of New Drugs.

7) If this is a (b)(2) supplement to an original (b)(2) application, does the supplement rely upon
the same listed drug(s) as the original (b)(2) application?

                                                                                           N/A             YES       NO
If this application is a (b)(2) supplement to an original (b)(1) application or not a supplemental 

application, answer “N/A”.
If “NO”, please contact the (b)(2) review staff in the Immediate Office, Office of New Drugs.

8) Were any of the listed drug(s) relied upon for this application:
a) Approved in a 505(b)(2) application?

                                                                                                                   YES       NO
If “YES”, please list which drug(s).

Name of drug(s) approved in a 505(b)(2) application:

b) Approved by the DESI process?
                                                                                                                   YES       NO

If “YES”, please list which drug(s).
Name of drug(s) approved via the DESI process:

c) Described in a final OTC drug monograph?
                                                                                                                   YES       NO

                                                                                                                   YES       NO
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If “YES”, please list which drug(s).

Name of drug(s) described in a final OTC drug monograph:

d) Discontinued from marketing?
                                                                                                                   YES       NO

If “YES”, please list which drug(s) and answer question d) i. below.  
If “NO”, proceed to question #9.

Name of drug(s) discontinued from marketing:

i) Were the products discontinued for reasons related to safety or effectiveness?
                                                                                                                   YES       NO

(Information regarding whether a drug has been discontinued from marketing for 
reasons of safety or effectiveness may be available in the Orange Book.  Refer to 
section 1.11 for an explanation, and section 6.1 for the list of discontinued drugs.  If 
a determination of the reason for discontinuation has not been published in the 
Federal Register (and noted in the Orange Book), you will need to research the 
archive file and/or consult with the review team.  Do not rely solely on any
statements made by the sponsor.)

9) Describe the change from the listed drug(s) relied upon to support this (b)(2) application (for 
example, “This  application provides for a new indication, otitis media” or “This application 
provides for a change in dosage form, from capsule to solution”).

This is a fixed dose combination of lamivudine and raltegravir.  

The purpose of the following two questions is to determine if there is an approved drug product 
that is equivalent or very similar to the product proposed for approval that should be referenced 
as a listed drug in the pending application.

The assessment of pharmaceutical equivalence for a recombinant or biologically-derived product 
and/or protein or peptide product is complex. If you answered YES to question #1, proceed to 
question #12; if you answered NO to question #1, proceed to question #10 below. 

10) (a) Is there a pharmaceutical equivalent(s) to the product proposed in the 505(b)(2) 
application that is already approved (via an NDA or ANDA)?

(Pharmaceutical equivalents are drug products in identical dosage forms intended for the 
same route of administration that:  (1) contain identical amounts of the identical active drug 
ingredient, i.e., the same salt or ester of the same therapeutic moiety, or, in the case of 
modified release dosage forms that require a reservoir or overage or such forms as prefilled 
syringes where residual volume may vary, that deliver identical amounts of the active drug 
ingredient over the identical dosing period; (2) do not necessarily contain the same inactive 
ingredients; and (3) meet the identical compendial or other applicable standard of identity, 
strength, quality, and purity, including potency and, where applicable, content uniformity, 
disintegration times, and/or dissolution rates. (21 CFR 320.1(c), FDA’s “Approved Drug 
Products with Therapeutic Equivalence Evaluations” (the Orange Book)). 

Note that for proposed combinations of one or more previously approved drugs, a pharmaceutical 
equivalent must also be a combination of the same drugs.
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                                                                                                                   YES       NO

If “NO” to (a) proceed to question #11.
If “YES” to (a), answer (b) and (c) then proceed to question #12.

(b) Is the pharmaceutical equivalent approved for the same indication for which the 
505(b)(2) application is seeking approval?

                                                                                                                   YES       NO
          

(c)  Is the listed drug(s) referenced by the application a pharmaceutical equivalent?
                                                                                           N/A             YES       NO

If this application relies only on non product-specific published literature, answer “N/A”
If “YES” to (c) and there are no additional pharmaceutical equivalents listed, proceed to 
question #12.
If “NO” or if there are additional pharmaceutical equivalents that are not referenced by the 
application, list the NDA pharmaceutical equivalent(s); you do not have to individually list all 
of the products approved as ANDAs, but please note below if approved approved generics are
listed in the Orange Book. Please also contact the (b)(2) review staff in the Immediate Office, 
Office of New Drugs.

Pharmaceutical equivalent(s): 

11) (a) Is there a pharmaceutical alternative(s) already approved (via an NDA or ANDA)?

(Pharmaceutical alternatives are drug products that contain the identical therapeutic moiety, or its 
precursor, but not necessarily in the same amount or dosage form or as the same salt or ester. Each 
such drug product individually meets either the identical or its own respective compendial or other 
applicable standard of identity, strength, quality, and purity, including potency and, where applicable, 
content uniformity, disintegration times and/or dissolution rates.  (21 CFR 320.1(d))  Different dosage 
forms and strengths within a product line by a single manufacturer are thus pharmaceutical 
alternatives, as are extended-release products when compared with immediate- or standard-release 
formulations of the same active ingredient.)    

Note that for proposed combinations of one or more previously approved drugs, a pharmaceutical 
alternative must also be a combination of the same drugs.

                                                                                                                YES       NO
If “NO”, proceed to question #12.  

(b)  Is the pharmaceutical alternative approved for the same indication for which the 
505(b)(2) application is seeking approval?
                                                                                                                         YES       NO

(c)  Is the approved pharmaceutical alternative(s) referenced as the listed drug(s)?
                                                                                           N/A             YES       NO

If this application relies only on non product-specific published literature, answer “N/A”             
If “YES” and there are no additional pharmaceutical alternatives listed, proceed to question 
#12.
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If “NO” or if there are additional pharmaceutical alternatives that are not referenced by the 
application, list the NDA pharmaceutical alternative(s); you do not have to individually list all 
of the products approved as ANDAs, but please note below if approved generics are listed in 
the Orange Book. Please also contact the (b)(2) review staff in the Immediate Office, Office of 
New Drugs.

Pharmaceutical alternative(s): 

PATENT CERTIFICATION/STATEMENTS

12) List the patent numbers of all unexpired patents listed in the Orange Book for the listed 
drug(s) for which our finding of safety and effectiveness is relied upon to support approval of 
the (b)(2) product.

Listed drug/Patent number(s):  5,905,082, 5,905,082*PED

                                           No patents listed proceed to question #14  

13) Did the applicant address (with an appropriate certification or statement) all of the unexpired 
patents listed in the Orange Book for the listed drug(s) relied upon to support approval of the 
(b)(2) product?

                                                                                                                     YES      NO
If “NO”, list which patents (and which listed drugs) were not addressed by the applicant.

Listed drug/Patent number(s):  

14) Which of the following patent certifications does the application contain?  (Check all that 
apply and identify the patents to which each type of certification was made, as appropriate.)

No patent certifications are required (e.g., because application is based solely on 
published literature that does not cite a specific innovator product)

21 CFR 314.50(i)(1)(i)(A)(1):  The patent information has not been submitted to 
FDA. (Paragraph I certification)

21 CFR 314.50(i)(1)(i)(A)(2):  The patent has expired. (Paragraph II certification)

Patent number(s):  

21 CFR 314.50(i)(1)(i)(A)(3):  The date on which the patent will expire. (Paragraph 
III certification)

Patent number(s):  Expiry date(s):

21 CFR 314.50(i)(1)(i)(A)(4):  The patent is invalid, unenforceable, or will not be 
infringed by the manufacture, use, or sale of the drug product for which the 
application is submitted. (Paragraph IV certification). If Paragraph IV certification 
was submitted, proceed to question #15.  
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21 CFR 314.50(i)(3):  Statement that applicant has a licensing agreement with the 
NDA holder/patent owner (must also submit certification under 21 CFR 
314.50(i)(1)(i)(A)(4) above). If the applicant has a licensing agreement with the
NDA holder/patent owner, proceed to question #15.

21 CFR 314.50(i)(1)(ii):  No relevant patents.
  

21 CFR 314.50(i)(1)(iii):  The patent on the listed drug is a method of use patent 
and the labeling for the drug product for which the applicant is seeking approval 
does not include any indications that are covered by the use patent as described in 
the corresponding use code in the Orange Book.  Applicant must provide a 
statement that the method of use patent does not claim any of the proposed 
indications. (Section viii statement)

Patent number(s):  
Method(s) of Use/Code(s):

15) Complete the following checklist ONLY for applications containing Paragraph IV 
certification and/or applications in which the applicant and patent holder have a licensing 
agreement:

(a) Patent number(s):  5,905,082, 5,905,082*PED
(b) Did the applicant submit a signed certification stating that the NDA holder and patent 

owner(s) were notified that this b(2) application was filed [21 CFR 314.52(b)]?
                                                                                       YES       NO

If “NO”, please contact the applicant and request the signed certification.

(c) Did the applicant submit documentation showing that the NDA holder and patent 
owner(s) received the notification [21 CFR 314.52(e)]? This is generally provided in the 
form of a registered mail receipt. 

                                                                                       YES       NO
If “NO”, please contact the applicant and request the documentation.

(d) What is/are the date(s) on the registered mail receipt(s) (i.e., the date(s) the NDA holder 
and patent owner(s) received notification):

Date(s):   June 25, 2014, June 30, 2014 and July 3, 2014     

Note, the date(s) entered should be the date the notification occurred (i.e., delivery 
date(s)), not the date of the submission in which proof of notification was provided

(e) Has the applicant been sued for patent infringement within 45-days of receipt of the 
notification listed above?

Note that you may need to call the applicant (after 45 days of receipt of the notification)
to verify this information UNLESS the applicant provided a written statement from the 
notified patent owner(s) that it consents to an immediate effective date of approval.

YES NO Patent owner(s) consent(s) to an immediate effective date of 
approval
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M E M O R A N D U M DEPARTMENT OF HEALTH AND HUMAN SERVICES 
PUBLIC HEALTH SERVICE

FOOD AND DRUG ADMINISTRATION 
CENTER FOR DRUG EVALUATION AND RESEARCH

DATE: January 27, 2015

TO: Debra Birnkrant M.D.
Director
Division of Anti-Viral Products (DAVP) 
Office of Antimicrobial Products

FROM: John A. Kadavil, Ph.D.
Team Lead (Acting)
Collaboration, Risk Evaluation and Surveillance Team
Office of Study Integrity and Surveillance

THROUGH: Charles Bonapace, Pharm.D.
Director (Acting)
Division of New Drugs
Office of Study Integrity and Surveillance

and

William H. Taylor, Ph.D. 
Director (Acting)
Office of Study Integrity and Surveillance

SUBJECT: Review of EIR Covering NDA 206-510,
Lamivudine/Raltegravir FDC Tablets, 150 mg/300 mg, 
Sponsored by Merck Sharp and Dohme Corporation, USA

At the request of the Division of Antiviral Products (DAVP), the 
Office of Study Integrity and Surveillance arranged inspections
of the clinical and analytical portions of the following 
bioequivalence study:
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mg

Conclusion:

Following the above inspections, OSIS recommends that data for the 
clinical and analytical portions of study 2012-2982 be accepted 
for agency review.

John A. Kadavil, Ph.D. 
CREST, OSIS

Final Classification: 

Analytical
NAI: Merck Research Laboratories, West Point, PA

CC:
CDER OSIS PM TRACK
OSIS/Taylor/Dejernett 
OSIS/DND/Bonapace/Dasgupta 
OND/OAP/DAVP/Birnkrant/Borbor
Draft: JAK 01/26/2015
Edit: CRB 1/27/2015
OSI: BE6724; O:\BIOEQUIV\EIRCOVER\206510mer.lam.ral.doc
ECMS: Cabinets/CDER_OC/OSI/Division of Bioequivalence & Good
Laboratory Practice Compliance/INSPECTIONS/BE 
Program ICAL SITES
FACTS: 
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M E M O R A N D U M DEPARTMENT OF HEALTH AND HUMAN SERVICES 
 PUBLIC HEALTH SERVICE 
 FOOD AND DRUG ADMINISTRATION 
 CENTER FOR DRUG EVALUATION AND RESEARCH 
____________________________________________________________________________ 
 

DATE: January 22, 2015 

  
TO: Debra Birnkrant, M.D. 

Director 

Division of Antiviral Products 

Office of New Drugs 

 

FROM: Gajendiran Mahadevan, Ph.D. 

Division of New Drug Bioequivalence Evaluation (DNDBE) 

Office of Study Integrity and Surveillance (OSIS) 

 

THROUGH: Arindam Dasgupta, Ph.D. 

Team Lead 

Division of New Drug Bioequivalence Evaluation (DNDBE) 

Office of Study Integrity and Surveillance (OSIS) 

  

 And 

 

 Charles Bonapace, Pharm.D. 

Director (Acting) 

Division of New Drug Bioequivalence Evaluation (DNDBE) 

Office of Study Integrity and Surveillance (OSIS) 

 
SUBJECT: Review of EIR Covering NDA 206510, Lamivudine/ 

Raltegravir FDC Tablets, 150/300mg Sponsored by Merck 

Sharp and Dhome Corporation, USA 

  

At the request of the Division of Antiviral Products (DAVP), the 

Division of New Drug Bioequivalence Evaluation (DNDBE) arranged 

inspections of the clinical and analytical portions of the 

following bioequivalence study: 

 

Study #:   P253-00 (2012-2982) 

 

Study Title: “MK-0518B Bioequivalence Study”*  

 (*Bioequivalence study between Raltegravir/ 

Lamivudine (MK0518B) 150/300 mg FDC tablets 

(Merck Sharp & Dohme Corp.,) and ISENTRESS
®
 400 

mg tablets (Merck Sharp & Dohme 

Corp.,)administered with EPIVIR
®
 150 mg tablets 
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(ViiV Healthcare, USA) in healthy subjects 

under fasting conditions) 

     

Clinical Inspection: 

 

The clinical site inspection for the above study was conducted by 

Sherri Jackson (ORA, ) between November 17 and 21, 2014 at 

Pharma Medica Research Inc., Toronto, Canada. The inspection 

included a thorough examination of the protocol, protocol 

amendments, study records, informed consent forms, SOPs, IRB 

approvals, case report forms, and interviews/discussions with the 

firm’s staff and management. Following the inspection of Pharma 

Medica Research Inc., no significant issues were observed and no 

Form FDA 483 was issued. 

 

Analytical Inspections: 

 

The analytical site inspection for  

 was conducted by Ruben Ayla, Pharm.D. (OSIS) 

between . Following the inspection of 

Inventive Health Clinique, no significant issues were observed 

and no Form FDA 483 was issued. The EIR review discussing the 

inspectional findings was finalized in DARRTS on December 19, 

2014. 

 

The analytical site inspection for Merck Sharp and Dhome is 

ongoing. OSIS will communicate the inspectional findings to DAVP 

after completion of the inspection. 

   

Recommendations: 

 

The clinical data from the audited study, P253-00 (2012-2982) 

were found to be reliable. Therefore, this DNDBE reviewer 

recommends that the clinical data from Pharma Medica Research 

Inc., Toronto, Canada be accepted for Agency review.  

  

Gajendiran Mahadevan, Ph.D.       

Division of New Drug Bioequivalence Evaluation, OSIS 

 

Final Classification: 

 

Clinical Site 

 

NAI: Pharma Medica Research Inc., Toronto, Canada  

FEI: 3007426827 
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E-mail CC: 

OSIS/Taylor/Haidar/Skelly/Choi/Dejernett/Fenty-Stewart/ 

Nkha/Johnson  

OSIS/DNDBE/Bonapace/Dasgupta/Cho/Mahadevan  

 

CDER/OND/DAVP/Birnkrant/Borbor 

 

ORA/ /Sandhu/Jackson 

 

Draft: GM 01/15/2015 

Edit: AD 01/22/2015; CB 01/22/2015 

 

OSI File: BE6724; O:\BE\EIRCOVER\206510.mer.lam 

 

ECMS: Cabinets/CDER_OC/OSI/Division of Bioequivalence & Good 

Laboratory Practice Compliance/INSPECTIONS/BE Program/Clinical 

Sites/Pharma Medica Research Inc., Toronto, Canada/NDA 

206510_Lamivudine 

 

FACTS: 
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Department of Health and Human Services 
Public Health Service 

Food and Drug Administration 
Center for Drug Evaluation and Research 

Office of Medical Policy  
 

PATIENT LABELING REVIEW 

 
Date: 

 
January 22, 2015 

 
To: 

 
Debra Birnkrant, MD  
Director 
Division of Antiviral Products (DAVP) 

 
Through: 

 
LaShawn Griffiths, MSHS-PH, BSN, RN  
Associate Director for Patient Labeling  
Division of Medical Policy Programs (DMPP) 
 
Sharon R. Mills, BSN, RN, CCRP 
Senior Patient Labeling Reviewer 
Division of Medical Policy Programs (DMPP) 

 
From: 

 

Morgan Walker, PharmD, MBA 
Patient Labeling Reviewer 
Division of Medical Policy Programs (DMPP) 
Jessica Fox, PharmD, RAC 
Regulatory Review Officer 
Office of Prescription Drug Promotion (OPDP) 

Subject: Review of Patient Labeling: Patient Package Insert (PPI) 
 

Drug Name 
(established name):   

DUTREBIS (lamivudine and raltegravir) 
 

Dosage Form and 
Route: 

film-coated tablets, for oral use 

Application 
Type/Number:  

NDA 206-510 

Applicant: Merck Sharp & Dohme Corp. 
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1 INTRODUCTION 

On April 8, 2014, Merck Sharp & Dohme Corp. submitted for the Agency’s review 
an original 505 (B) (2) New Drug Application (NDA) 206-510 for DUTREBIS 
(lamivudine and raltegravir) film-coated tablets. The proposed  indication for 
DUTREBIS (lamivurdine and raltegravir) film-coated tablets is for use in 
combination with other antiretroviral agents for the treatment of human 
immunodeficiency  virus (HIV-1) infection. The Applicant states in their cover letter 
that they are cross-referencing supporting non-clinical and clinical data to the Merck 
NDA 22-145 for raltegravir (ISENTRESS) and to the non-Merck NDA 20-564 for 
lamivudine (EPIVIR) on file with FDA. 

This collaborative review is written by the Division of Medical Policy Programs 
(DMPP) and the Office of Prescription Drug Promotion (OPDP) in response to a 
request by the Division of Antiviral Products (DAVP) on April 17, 2014, for DMPP 
and OPDP to review the Applicant’s proposed Patient Package Insert (PPI) for 
DUTREBIS (lamivudine and raltegravir) film-coated  tablets. 

 
2 MATERIAL REVIEWED 

• Draft DUTREBIS (lamivudine and raltegravir) PPI received on April 8, 2014, 
revised by the Review Division throughout the review cycle, and received by 
DMPP and OPDP on January 13, 2015. 

• Draft DUTREBIS (lamivudine and raltegravir) PI received on April 8, 2014, 
revised by the Review Division throughout the review cycle, and received by 
DMPP and OPDP on January 13, 2015. 

• Approved EPIVIR (lamivudine) comparator labeling dated November 18, 2011.  
• Approved ISENTRESS (raltegravir) comparator labeling dated April 8, 2014.  

 
3 REVIEW METHODS 

To enhance patient comprehension, materials should be written at a 6th to 8th grade 
reading level, and have a reading ease score of at least 60%. A reading ease score of 
60% corresponds to an 8th grade reading level.  In our review of the PPI the target 
reading level is at or below an 8th grade level. 
Additionally, in 2008 the American Society of Consultant Pharmacists Foundation 
(ASCP) in collaboration with the American Foundation for the Blind (AFB) 
published Guidelines for Prescription Labeling and Consumer Medication 
Information for People with Vision Loss. The ASCP and AFB recommended using 
fonts such as Verdana, Arial or APHont to make medical information more 
accessible for patients with vision loss.  We have reformatted the PPI document 
using the Verdana font, size 11. 
In our collaborative review of the PPI we have:  

• simplified wording and clarified concepts where possible 

• ensured that the PPI is consistent with the Prescribing Information (PI)  
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• removed unnecessary or redundant information 

• ensured that the PPI is free of promotional language or suggested revisions to 
ensure that it is free of promotional language 

• ensured that the PPI meets the criteria as specified in FDA’s Guidance for 
Useful Written Consumer Medication Information (published July 2006) 

• ensured that the PPI is consistent with the approved comparator labeling where 
applicable  

 
4 CONCLUSIONS 

The PPI is acceptable with our recommended changes. 
 
5 RECOMMENDATIONS 

• Please send these comments to the Applicant and copy DMPP and OPDP on the 
correspondence.  

• Our collaborative review of the PPI is appended to this memorandum.  Consult 
DMPP and OPDP regarding any additional revisions made to the PI to determine 
if corresponding revisions need to be made to the PPI.   

 Please let us know if you have any questions.  
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****Pre-decisional Agency Information**** 

    
 

Memorandum 
 
Date: January 22, 2015 
  
To: Mammah Borbor, Regulatory Project Manager 
 Division of Antiviral Products 
 
From: Jessica Fox, PharmD, RAC, Regulatory Review Officer 
 Office of Prescription Drug Promotion 
 
Subject: NDA 206510 
 DUTREBIS (lamivudine and raltegravir) film-coated tablets 
  
   
 
As requested in the Division of Antiviral Products’ (DAVP) consult dated April 17, 2014, 
the Office of Prescription Drug Promotion (OPDP) has reviewed the DUTREBIS 
prescribing information, patient labeling, and carton/container labeling. 
 
OPDP reviewed the proposed substantially complete version of the prescribing 
information received via email from DAVP on January 13, 2015, and has the following 
comment: 
 

We recommend listing the warnings and precautions in decreasing order of 
clinical significance.  Immune Reconstitution Syndrome is currently listed as the 
second warning.  We note that the EPIVIR labeling presents several warnings 
prior to Immune Reconstitution Syndrome, and that the same or similar warnings 
are presented after Immune Reconstitution Syndrome in the DUTREBIS labeling. 

 
OPDP reviewed the draft container labeling submitted to the EDR on December 9, 
2014, and has no comments at this time. 
 
The Division of Medical Policy Programs and OPDP will provide a single, consolidated 
review of the patient labeling under separate cover. 
 
Thank you for your consult.  OPDP appreciates the opportunity to provide comments.  If 
you have any questions, please contact Jessica Fox at (301) 796-5329 or at 
Jessica.Fox@fda.hhs.gov. 

FOOD AND DRUG ADMINISTRATION 
Center for Drug Evaluation and Research 
Office of Prescription Drug Promotion  
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M E M O R A N D U M  DEPARTMENT OF HEALTH AND HUMAN SERVICES 
PUBLIC HEALTH SERVICE 

FOOD AND DRUG ADMINISTRATION 
CENTER FOR DRUG EVALUATION AND RESEARCH 

 

  
DATE: December 19, 2014 

 
TO: Wayne Dehaven, Ph.D. 

Director (acting) 
Division of Bioequivalence I (DBI) 
Office of Generic Drugs 
 
Ethan M. Stier, Ph.D., R.Ph. 
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EXECUTIVE SUMMARY 

 
This review evaluates postmarketing raltegravir safety reports in response to submission of NDA 
206510 (lamivudine and raltegravir fixed-dose combination) to the FDA, with emphasis on 
serious liver and psychiatric adverse events. In addition, the Division of Antiviral Products 
(DAVP) requested that DPV do an Empirica data mining run to identify any unlabeled adverse 
events so that necessary labeling changes could be done with this submission. 
 
All liver adverse events were assessed as possibly related to raltegravir. However, the majority of 
cases were confounded by the use of concomitant medications labeled for the risk of hepatic 
adverse events, had concomitant hepatitis, or missing clinical information, which limited our 
analysis. There was no increased severity of hepatic events compared to the product label, and no 
deaths could be attributed to raltegravir use. 
 
Because raltegravir is already labeled for depression, suicidal ideation and behaviors, anxiety, 
and paranoia, the only psychiatric events examined in this review were those considered to be 
serious psychosis and hallucinations, as well as an unexpected increase in suicidal ideation and 
completed suicide.  
 
Based on these FAERS cases, it is difficult to assess whether raltegravir is associated with severe 
psychiatric events. Just over half of the patients were reported to have a previous psychiatric 
history and/or drug or alcohol addiction, and many reports did not provide enough data to make 
an assessment.  
 
Through Empirica data mining, pancreatitis and peripheral neuropathy were identified as being 
potential safety signals. A consult done by DPV in 2013 concluded that a direct causal 
association between pancreatitis and raltegravir could not be established based on the clinical 
characteristics of the cases or insufficient information. Most cases of peripheral neuropathy 
associated with raltegravir in FAERS were excluded due to insufficient information, and the 
remaining cases were confounded by concomitant drugs or medical conditions associated with 
peripheral neuropathy. 
 
No new serious liver or serious psychiatric adverse events were identified in this review. Despite 
an elevated data mining score for peripheral neuropathy, a safety signal was not identified with 
raltegravir. 
 
A review of the FAERS cases reveals that the safety labeling of raltegravir is appropriate. 
 
DPV II will continue routine pharmacovigilance of raltegravir. 
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1 INTRODUCTION 

This review evaluates postmarketing reports of serious liver and serious psychiatric adverse 
events associated with raltegravir so the Division of Antiviral Products (DAVP) can make any 
necessary labeling changes. In addition, DAVP requested that DPV do an Empirica data mining 
run to see if any other unlabeled adverse events could be identified. DAVP requested this consult 
because NDA 206510 (lamivudine and raltegravir fixed-dose combination) was submitted to the 
FDA. 
 
Isentress® (raltegravir) is approved in combination with other antiretroviral agents for the 
treatment of HIV-1 infection in patients 4 weeks of age and older. It is a human 
immunodeficiency virus integrase strand transfer inhibitor (HIV-1 INSTI) that was approved on 
October 12, 2007. It was the first integrase strand transfer inhibitor approved for use in the 
United States. 
 

1.1 BACKGROUND 

DPV has written two FAERS reviews pertaining to hepatotoxicity and psychiatric events 
associated with raltegravir use.  The hepatotoxicity review, completed in February 2011, 
assessed hepatotoxicity and recommended that the following be added to the raltegravir label 
under “Adverse Reactions – Postmarketing Experience”: 1   

1) hepatic failure with or without hypersensitivity 
2) peritonitis 

 
A review of psychiatric events with raltegravir, completed April 2009, stated that the labeling for 
depression or suicidality was adequate, but recommended adding insomnia, paranoia, and 
anxiety to the Adverse Reactions-Postmarketing Experience section. 2 
 

1.2 REGULATORY HISTORY 

Recent regulatory action based on the hepatotoxicity and psychiatric reviews are described 
below. 

1.2.1 Liver 
Based on the findings from the 2011 DPV review, the labeling was updated to include hepatic 
failure under Postmarketing Experience. 

 
The risk of peritonitis was not included in the current labeling. 

1.2.2 Psychiatric 
Insomnia is in the labeling under Clinical Trial Experience, and based on the 2009 DPV review, 
anxiety and paranoia were added to the Postmarketing Experience section of the label. 
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1.3 PRODUCT LABELING 

1.3.1 Liver 
Currently the term “hepatitis” is labeled under “Less common adverse reactions” in the most 
recent version of the Isentress® label (revised April 2014). Increases in bilirubin, AST, ALT, and 
ALP are labeled under ADVERSE REACTIONS.  
 
The following information regarding patients co-infected with HIV and hepatitis B or hepatitis C 
virus is listed under ADVERSE REACTIONS.  
 

6.1 Clinical Trials Experience 
 

Patients Co-infected with Hepatitis B and/or Hepatitis C Virus  
In the randomized, double-blind, placebo-controlled trials, treatment-experienced subjects (N = 114/699 or 
16%) and treatment-naïve subjects (N = 34/563 or 6%) with chronic (but not acute) active hepatitis B 
and/or hepatitis C virus co-infection were permitted to enroll provided that baseline liver function tests did 
not exceed 5 times the upper limit of normal (ULN). In general the safety profile of ISENTRESS in 
subjects with hepatitis B and/or hepatitis C virus co-infection was similar to that in subjects without 
hepatitis B and/or hepatitis C virus co-infection, although the rates of AST and ALT abnormalities were 
higher in the subgroup with hepatitis B and/or hepatitis C virus co-infection for all treatment groups. At 96 
weeks, in treatment-experienced subjects, Grade 2 or higher laboratory abnormalities that represent a 
worsening Grade from baseline of AST, ALT or total bilirubin occurred in 29%, 34% and 13%, 
respectively, of co-infected subjects treated with ISENTRESS as compared to 11%, 10% and 9% of all 
other subjects treated with ISENTRESS. At 240 weeks, in treatment-naïve subjects, Grade 2 or higher 
laboratory abnormalities that represent a worsening Grade from baseline of AST, ALT or total bilirubin 
occurred in 22%, 44% and 17%, respectively, of co-infected subjects treated with ISENTRESS as 
compared to 13%, 13% and 5% of all other subjects treated with ISENTRESS. 
 
6.2 Postmarketing Experience 
 
Hepatobiliary Disorders: hepatic failure (with and without associated hypersensitivity) in patients with 
underlying liver disease and/or concomitant medications 
 
 

1.3.2 Psychiatric 
Depression and suicidality were identified in clinical trials, especially in patients with a pre-
existing psychiatric history. Paranoia and anxiety were identified as signals in the 2009 DPV 
review and were included under Postmarketing Experience. 
 

6.1 Clinical Trials Experience 
 
Less Common Adverse Reactions Observed in Treatment-Naïve and Treatment-Experienced Studies  
The following ADRs occurred in <2% of treatment-naïve or treatment-experienced subjects receiving 
ISENTRESS in a combination regimen. These events have been included because of their seriousness, 
increased frequency on ISENTRESS compared with efavirenz or placebo, or investigator's assessment of 
potential causal relationship.  
 
Psychiatric Disorders: depression (particularly in subjects with a pre-existing history of psychiatric 
illness), including suicidal ideation and behaviors 

 
6.2 Postmarketing Experience 
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Regenerative Nodular Hyperplasia  1 
Duration between first raltegravir dose 
and liver symptoms (days) (N=7) 

Mean  128.14 
Median  87 
Range  20-378  

Concomitant hepatotoxic medications 
(more than 1 reported per case) 

Darunavir  2 
Etravirine  2 
Ritonavir  2 
Amoxicillin  1 
Didanosine  1 
Emtricitabine/tenofovir  1 
Isoniazid  1 
Lopinavir/ritonavir  1   
Maraviroc  1 
Rifampin  1 
Tenofovir  1 

Viral Hepatitis Co-infection HBV  1 
HCV  2 
HBV/HCV  1  
None reported  4 

Hypersensitivity (rash) component Yes  3 
None reported  5  

Antiretroviral treatment discontinuation Yes  5 
No  1  
Unknown  2       

Liver injury severity based on case 
definition index 

Score 4 (severe)  2 
Laboratory data not available  6   

Primary Serious Outcome* Death  3 
Life-Threatening  1 
Hospitalization  4 

Clinical Outcome Death  3 
Recovered/Recovering  5 

Causality Possible  8 
Probable  0 

† Last search date of previous review 
*Serious adverse drug experiences per regulatory definition (CFR 314.80) include outcomes of death, life-
threatening, hospitalization (initial or prolonged), disability, congenital anomaly, and other serious important 
medical events.   

 
As shown in Table 6, there appears to be a possible temporal relationship between the start of 
raltegravir therapy and liver-related AEs. However, the majority of cases were confounded by 
the use of concomitant medications labeled for the risk of hepatic adverse events, had preexisting 
hepatitis, or insufficient information. There was no increased severity of labeled hepatic events 
and none of the three deaths could be attributed to raltegravir use. A representative case is 
described below, and a summary of all eight hepatotoxicity cases can be found in Section 8.3, 
Appendix C. 
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antiretroviral multidrug resistance, and was currently being treated with darunavir, 
raltegravir, and ritonavir. No concomitant medications were reported. On an unspecified 
date, 23 months after raltegravir initiation, the patient experienced peripheral neuropathy. 
The patient was continued with the regimen of raltegravir, darunavir and ritonavir. The 
outcome of the event peripheral neuropathy was not reported. It was reported that the 
physician deemed the association with raltegravir as possible, as it was impossible to 
exclude that the neuropathy might be associated with one of the other antiretroviral drugs 
given. Reviewer’s comments: Causality assessed as possible although the analysis is 
limited because the report provided limited information. 
 
 

4 DISCUSSION 

The focus of this review is to evaluate cases of serious liver and serious psychiatric adverse 
events with the use of raltegravir. An Empirica data mining run was also done to identify any 
unlabeled potential signals.  
 
This review identified 8 FAERS cases associated with serious liver events The median drug 
exposure time to event onset was 87 days, with a range of 20 – 378 days, which supports a 
temporal association. Most idiosyncratic DILI events occur between 5 and 90 days after starting 
the suspect drug, but cases outside of this window can occur.7 In a majority of the FAERS cases, 
serious liver events led to discontinuation of antiretroviral therapy. Four patients reported viral 
hepatitis co-infection, and the risk of liver function abnormalities is increased in this patient 
population. There was one case that reported a rechallenge with raltegravir after the patient 
received a liver transplant, but the outcome of the rechallenge is unknown. Three cases reported 
a fatal outcome with raltegravir; the fatal outcomes were due to hepatic failure in combination 
with renal failure, sepsis, and cholestatic hepatitis, and could not be reasonably attributed to 
raltegravir.  
 
All liver adverse events were assessed as possibly related to raltegravir. The majority of cases 
were confounded by the use of concomitant medications labeled for the risk of hepatic adverse 
events (i.e., maraviroc, etravirine, didanosine, darunavir, tenofovir, ritonavir, isoniazid, rifampin, 
amoxicillin, lopinavir/ritonavir, emtricitabine/tenofovir). In addition, some cases had missing 
clinical information (i.e., laboratory data and clinical course unknown, concomitant medications 
unknown, medical history unknown) which limited our analysis. There was no increased severity 
of labeled hepatic events and no deaths could be attributed to raltegravir use. 
 
Because raltegravir is already labeled for depression, suicidal ideation and behaviors, anxiety, 
and paranoia, the only psychiatric events examined in this review were those considered to be 
serious psychosis and hallucinations, as well as an unexpected increase in suicidal ideation and 
completed suicide.  
Based on these FAERS cases, it is difficult to assess whether raltegravir is associated with severe 
psychiatric events. Just over half of the patients were reported to have a previous psychiatric 
history and/or drug or alcohol addiction, and many reports did not provide enough data to make 
an assessment. Of the four completed suicide reports in this cases series, three had insufficient 
information. In the fourth case, the patient had been treated with efavirenz, which has known 
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neuropsychiatric adverse events, the month before his death. The patient became depressed 
almost immediately after taking efavirenz and his serum levels of efavirenz remained elevated 
after discontinuation. Raltegravir was then started; however, the patient committed suicide a 
month later. 
 
The time from the first dose of raltegravir to the onset of psychiatric symptoms ranged widely 
from 2 days to 3 years (with a mean of 253.4 days). Because of prolonged duration of therapy 
with raltegravir in many cases, it was difficult to assess whether there was a temporal 
relationship with serious psychiatric events and the drug.  Cases with an onset of symptoms of 30 
days or less were compared with an onset of greater than six months, and there was minimal 
difference in the outcome or the particular serious adverse event between the two time periods. 
There were a higher percentage of cases with a previous psychiatric and/or addiction history in 
patients taking raltegravir for 30 days or less; however, the number of cases in each group is very 
small making it hard to determine whether there is a real difference (30 days or less: n=9 [64%] 
vs. greater than 6 months: n=5 [45%]). 
 
Through data mining, pancreatitis and peripheral neuropathy were identified as potential safety 
signals. A consult done by DPV in 2013 concluded that a direct causal association between 
pancreatitis and raltegravir could not be established based on the clinical characteristics of the 
cases or insufficient information. 
 
A search of FAERS for cases of peripheral neuropathy associated with raltegravir retrieved 50 
reports; however, most were excluded due to insufficient information, confounding by 
concomitant drugs or medical conditions associated with peripheral neuropathy. Of the two 
remaining cases, raltegravir could have possibly been related, but the outcome of the peripheral 
neuropathy was not reported, making an assessment difficult. 
 
 

5 CONCLUSION 

No new serious liver or serious psychiatric adverse events were identified in this review. Despite 
an elevated data mining score for peripheral neuropathy, a safety signal was not identified with 
raltegravir. 
 
A review of the FAERS cases reveals that the safety labeling of raltegravir is appropriate. 
 
 

6 RECOMMENDATIONS 

DPV II will continue routine pharmacovigilance of raltegravir. 
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8 APPENDICES 

8.1 APPENDIX A.  FDA ADVERSE EVENT REPORTING SYSTEM (FAERS) 

 
FDA Adverse Event Reporting System (FAERS) 
 
The FDA Adverse Event Reporting System (FAERS) is a database that contains information on 
adverse event and medication error reports submitted to FDA. The database is designed to 
support the FDA's post-marketing safety surveillance program for drug and therapeutic biologic 
products. The informatic structure of the database adheres to the international safety reporting 
guidance issued by the International Conference on Harmonisation. Adverse events and 
medication errors are coded to terms in the Medical Dictionary for Regulatory Activities 
(MedDRA) terminology. The suspect products are coded to valid tradenames or active 
ingredients in the FAERS Product Dictionary (FPD).    
 
FDA implemented FAERS on September 10, 2012, and migrated all the data from 
the previous reporting system (AERS) to FAERS. Differences may exist when comparing case 
counts in AERS and FAERS. FDA validated and recoded product information as the AERS 
reports were migrated to FAERS.  In addition, FDA implemented new search functionality based 
on the date FDA initially received the case to more accurately portray the follow up cases that 
have multiple receive dates.   
 
FAERS data have limitations. First, there is no certainty that the reported event was actually due 
to the product. FDA does not require that a causal relationship between a product and event be 
proven, and reports do not always contain enough detail to properly evaluate an event. Further, 
FDA does not receive reports for every adverse event or medication error that occurs with a 
product. Many factors can influence whether or not an event will be reported, such as the time a 
product has been marketed and publicity about an event. Therefore, FAERS data cannot be used 
to calculate the incidence of an adverse event or medication error in the U.S. population. 
 
Clinical Specialty Networks (CSN) 
 
Clinical Specialty Networks are external networks that enroll patients and collect detailed 
clinical information under a study protocol and/or surveillance system; they ideally have a Case 
Report Form (CRF), and are typically in the academic environment. CSN have a primary focus: 
a) Disease State (e.g., Acute Liver Failure), or b) Drug-induced diseases (e.g., Drug Induced 
Liver Injury Network). These groups are not formally doing pharmacovigilance, but are instead 
trying to advance their science, and collect detailed information and recruit patients to expand 
their dataset. They happen to have expert reports (whether in total or a subset of their data) that 
involve drug-induced safety issues. The current role of CSNs in OSE/OPE/DPV is: 

• Complement FAERS data. 
• Strengthen signal evaluation: stratify by CSN and non-CSN reports. 
• Potential to aid in signal detection 
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Two CSNs, both reporting liver injury cases, are available in the FAERS- the Drug-induced 
Liver Injury Network (DILIN) and the Acute Liver Failure Study Group (ALFSG). These 
networks are briefly defined below, with additional comparison in Table 1. 

• DILIN: Established to advance understanding and research into DILI by initiating a 
prospective registry of patients with bona fide DILI for future studies of host clinical, 
genetic, environmental and immunological risk factors. DILIN is the first CSN with data 
in FAERS since 2005.  

• ALFSG: Examine prospectively the epidemiology and outcomes of all forms of ALF in 
the United States at participating study centers. Newest CSN with data in FAERS since 
2010. 
 
Table 1. Current DILI Clinical Specialty Networks reporting to FAERS 
 

 
*National Institute of Diabetes and Digestive and Kidney Diseases  
^As of August 2013 
 
Data Mining of FAERS using Empirica Signal 
 
Empirica Signal refers to the software that OSE uses to perform data mining analyses while 
using the Multi-item Gamma Poisson Shrinker (MGPS) data mining algorithm.  “Data mining” 
refers to the use of computer algorithms to identify patterns of associations or unexpected 
occurrences (i.e., “potential signals”) in large databases.  These potential signals can then be 
evaluated for intervention as appropriate.  In OSE, the FDA Adverse Event Reporting System 
(FAERS) database is utilized for data mining.  MGPS analyzes the records in FAERS and then 
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hepatitis, transaminase elevations, and hyperbilirubinemia but they are not labeled for 
regenerative nodular hyperplasia. 

3. Case# 7973954 (FDA received date 2011, Switzerland, Outcomes: HO, OT) describes a 
31-year-old male patient who experienced drug reaction with eosinophilia and systemic 
symptoms (DRESS) and hepatic failure after 122 days of treatment with raltegravir, 
etravirine, and darunavir. Antiretroviral treatment was withdrawn and the patient 
recovered on an unknown date. The reporting physician considered the events to be 
“certainly related” to etravirine and darunavir. Reviewer’s comments: Causality assessed 
as possible due to confounding concomitant medications and limited clinical information. 
Etravirine is labeled for the risk of severe skin and hypersensitivity reactions including 
DRESS and hepatic failure under WARNINGS AND PRECAUTIONS while darunavir 
and raltegravir are labeled for the risk of severe skin reactions under WARNINGS AND 
PRECAUTIONS but DRESS is unlabeled. Although raltegravir’s contribution to the 
events can’t be ruled out, the confounding concomitant medications and limited clinical 
information limits our analysis (i.e., laboratory data and clinical course unknown, 
concomitant medications unknown, medical history unknown). 

4. Case# 8153486 (FDA received date 2011, United States, Outcomes: DE, HO, OT) 
describes a 43-year-old female HCV co-infected patient who developed “diffuse, scaly 
rash with no mucosal lesions covering her whole body”, renal failure, hypotension, and 
increased bilirubin and liver transaminases (i.e., ALT 199 IU/L, AST 363 IU/L, AlkPhos 
322 IU/L, bilirubin 9.9 mg/dL) after 20 days of treatment with raltegravir, darunavir, 
ritonavir, lamivudine, and abacavir. The patient was enrolled in study 
“TMC114HIV3014: The Optimized Treatment that Includes or Omits NRTIs 
(OPTIONS) Trial”. She was admitted to the intensive care unit with a diagnosis of septic 
shock and acute renal failure. Antiretroviral regimen was discontinued and the patient 
was treated with intravenous fluids, vancomycin, piperacillin/tazobactam, rifaximin, and 
lactulose. During the hospitalization, the patient's rash improved but she developed 
fulminant hepatic failure reported as Grade 4 (i.e., ALT 194 IU/L, AST 268 IU/L, 
AlkPhos 207 IU/L, bilirubin 29.9 mg/dL). She was started on hemodialysis for renal 
failure. She developed E. Coli urosepsis and died while in the hospital. The case narrative 
states that the events were likely a systemic drug reaction to abacavir, raltegravir, or 
darunavir. Of note, the patient had a previous episode of acute renal failure in the setting 
of drug abuse (i.e., benzodiazepines, cocaine, opiates) 97 days prior to the current event 
while receiving treatment with raltegravir, darunavir, etravirine, emtricitabine/tenofovir, 
and ritonavir. Reviewer’s comments: Causality assessed as possible due to confounding 
concomitant medications. The patient’s liver injury qualifies as Score 4 (severe) 
according to the case definition. Concomitant medications are labeled for both skin 
reactions (darunavir is labeled for the risk of severe skin reactions under WARNINGS 
AND PRECAUTIONS, lamivudine is labeled for skin rash under ADVERSE 
REACTIONS, abacavir is labeled for hypersensitivity reactions including rash under 
WARNINGS AND PRECAUTIONS, and SJS and TEN under “Post-Marketing 
Experience”) and hepatic adverse events (i.e., ritonavir is labeled for the risk of drug-
induced hepatitis under WARNINGS AND PRECAUTIONS and liver injury including 
some fatalities under “Post-Marketing Experience”). Additionally, the risk of liver 
function abnormalities is increased in patients with pre-existing liver dysfunction, such as 
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HCV. Raltegravir is labeled for the risk of severe skin reactions under WARNINGS 
AND PRECAUTIONS and the risk of hepatitis under “Less Common Adverse 
Reactions”.  

5. Case# 8154430 (FDA received date 2011, France, Outcomes: DE, HO, LT, OT) 
describes a 57-year-old male patient who experienced acute respiratory distress, acute 
pneumopathy and cutaneous-mucous icterus and moderate ascites without signs of 
hepatic encephalitis five days after being discharged after an alcoholism intoxication 
relapse. The duration of treatment with raltegravir is unknown and concomitant drugs 
included ritonavir for unknown duration and darunavir for 13 days. The patient’s medical 
history and baseline liver function is unknown. An abdominal ultrasound did not show 
liver or bile duct anomaly. The patient then experienced respiratory decompensation and 
hemodynamic instability requiring ventilation and vasopressors. The patient progressed 
to multiple septic episodes and multiorgan failure leading to death. The cause of death 
was reported as icterus, cholestatic hepatitis, and hepatic failure. The reporter assessed all 
drugs as suspect but causality was assessed as doubtful. Reviewer’s comments: Causality 
assessed as possible because case is confounded by alcoholism and the use of 
concomitant medications labeled for hepatic events. The duration of treatment with 
raltegravir is unknown so a temporal relationship can’t be assessed. Darunavir is the only 
drug recently added to the regimen of raltegravir and ritonavir and it’s labeled for the risk 
of acute hepatitis and hepatic enzyme increased under ADVERSE REACTIONS. 
Additionally, darunavir in combination with ritonavir is labeled for the risk of drug-
induced hepatitis under WARNINGS AND PRECAUTIONS. Though the contribution of 
raltegravir to the adverse events can’t be excluded, the lack of information to assess 
temporal association and the use of confounding concomitant medications labeled for 
hepatic adverse events limits our analysis. 

6. Case# 8772035 (FDA received date 2014, France, Outcomes: HO, LT, OT) describes a 
55-year-old female who experienced fulminant hepatitis after 46 days of therapy with 
raltegravir, lamivudine, and tenofovir. The patient was concomitantly receiving 
tuberculosis (TB) treatment with rifampin and isoniazid for 82 days at the time of the 
adverse events. After 14 days of TB therapy and before initiation of antiretroviral 
therapy, the patient’s laboratory values included AST 37 IU/L, ALT 40 IU/L, AlkPhos 65 
IU/L, and serum bilirubin 3 umol/L. After 67 days of TB therapy and 31 days of 
antiretroviral therapy, the patient’s laboratory values included AST 62 IU/L, ALT 39 
IU/L, AlkPhos 67 IU/L, and serum bilirubin 7 umol/L. Fulminant hepatitis diagnosis was 
based on liver biopsy results showing massive hepatic necrosis and laboratory values 
with AST 2900 IU/L, ALT 1900 IU/L, AlkPhos 172 IU/L, and bilirubin 238 umol/L. The 
patient was placed on therapy with N-acetylcysteine and four days later underwent 
hepatic transplantation. Antiretroviral therapy was resumed post-transplant with 
emtricitabine/tenofovir and raltegravir. The reporter states that the relationship of the 
adverse events to the drugs could be related to antiretroviral or TB drugs. Reviewer’s 
comments: Causality assessed as possible because the case is confounded by the use of 
concomitant medications labeled for hepatic events. Patient’s liver injury qualifies as 
Score 4 (severe) according to the case definition.  Isoniazid is labeled for the risk of 
severe and sometimes fatal hepatitis under WARNINGS AND PRECAUTIONS. 
Isoniazid-related hepatitis usually occurs during the first three months of treatment which 
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fits the time frame of the case. Rifampin is labeled for the risk of transient abnormalities 
in liver function tests and the rare risk of hepatitis under ADVERSE REACTIONS. 
Tenofovir is labeled for the risk of hepatitis and increased liver enzymes under 
“Postmarketing Experience”. A temporal association between fulminant hepatitis and 
both antiretroviral and TB therapy exists which limits our ability to identify the culprit for 
the adverse event.     

7. Case# 9405564 (FDA received date 2013, Great Britain, Outcomes: DE, HO, OT) 
describes an HBV co-infected female patient enrolled in the “EARNEST trial: a 
randomized controlled trial to evaluate options for second-line therapy in patients failing 
a first-line 2NRTI + NNRTI regimen in Africa” who experienced jaundice, chronic 
diarrhea with dehydration, and oral candidiasis after 60 days of treatment with raltegravir 
and lopinavir/ritonavir. Abdominal ultrasound on admission revealed bilateral renal 
parenchymal disease and a normal liver. The patient was treated with intravenous fluids, 
metronidazole, fluconazole, and metoclopramide. Of note, the patient reported “itching 
rash all over” one month prior to hospitalization which improved over the course of the 
month. At the time, the patient was also treated for a urinary tract infection with a 5-day 
course of amoxicillin. Pertinent laboratory values on admission included ALT 371, AST 
246, bilirubin 20, BUN 100, SCr 8.28 (units unknown for all values). Baseline laboratory 
values are unknown. The patient died one day later with a differential diagnosis including 
hepatic failure with renal involvement, thrombocytopenia, bacterial sepsis, and potential 
HBV flare-up. Reviewer’s comments: Causality assessed as possible because the role of 
raltegravir in the adverse events can’t be excluded. However, the analysis is limited 
because the case is confounded by use of concomitant medications labeled for hepatic 
events and the clinical information provided is limited (i.e., unknown baseline liver 
function, patient’s age, concomitant medications and comorbidities, clinical course, 
rationale for differential diagnosis list). Amoxicillin is labeled for the risk of hepatic 
dysfunction under ADVERSE REACTIONS and lopinavir/ritonavir is labeled for the risk 
of hepatotoxicity, especially in patients with underlying hepatic disease such as HBV, 
under WARNINGS AND PRECAUTIONS.  

8. Case# 9666127 (FDA received date 2013, Mexico, Outcomes: HO, OT) describes a 64-
year-old male HCV co-infected patient who developed worsening of hepatic failure and 
gastrointestinal bleed 184 days after initiation of treatment with raltegravir and 
emtricitabine/tenofovir. Of note, the patient was also receiving HCV treatment with 
ribavirin. The patient’s medical history included anemia, ascites, and gastritis. Liver 
function laboratory values are unknown. At the time of admission, the patient was 
transfused and received “several unspecified medicines” while antiretroviral therapy and 
ribavirin were interrupted. At the time of the report the patient had recovered from the 
events and raltegravir therapy was planned to be resumed.  No causality assessment was 
available. Reviewer’s comments: Causality assessed as possible. The role of raltegravir in 
the adverse events can’t be excluded but the analysis is limited because the case is 
confounded by use of concomitant medications labeled for hepatic events and there is 
missing clinical information (i.e., unknown clinical course, laboratory values, imaging 
studies, complete list of concomitant medications and comorbidities). 
Emtricitabine/tenofovir is labeled for the risk of increased liver enzymes, hepatic 
steatosis, and hepatitis under “Postmarketing Experience”. 
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LABEL AND LABELING REVIEW

Division of Medication Error Prevention and Analysis (DMEPA) 
Office of Medication Error Prevention and Risk Management (OMEPRM)

Office of Surveillance and Epidemiology (OSE)

Center for Drug Evaluation and Research (CDER)

*** This document contains proprietary information that cannot be released to the public***

Date of This Review: August 18, 2014

Requesting Office or Division: Division of Antiviral Products (DAVP)

Application Type and Number: NDA 206510

Product Name and Strength: Dutrebis (lamivudine/raltegravir) Tablets, 150 mg/300 mg

Product Type: Multi-Ingredient Product

Rx or OTC: Rx

Applicant/Sponsor Name: Mercke Sharp and Dohme Corp

Submission Date: April 8, 2014

OSE RCM #: 2014-792

DMEPA Primary Reviewer: Mónica Calderón, PharmD, BCPS

DMEPA Associate Director: Irene Chan, PharmD, BCPS
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APPENDIX G. LABELS AND LABELING 
G.1 List of Labels and Labeling Reviewed
Using the principles of human factors and Failure Mode and Effects Analysis,1 along with 
postmarket medication error data, we reviewed the following Dutrebis labels and labeling 
submitted by Mercke Sharp and Dohme Corp on April 8, 2014.

 Container label

G.2 Label and Labeling Images

                                                     
1 Institute for Healthcare Improvement (IHI).  Failure Modes and Effects Analysis.  Boston. IHI:2004.
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REGULATORY PROJECT MANAGER 
PHYSICIAN’S LABELING RULE (PLR) FORMAT REVIEW 

OF THE PRESCRIBING INFORMATION

Complete for all new NDAs, BLAs, Efficacy Supplements, and PLR Conversion Labeling Supplements

Application: NDA 206510

Application Type: New NDA

Name of Drug/Dosage Form: lamivudine/raltegravir

Applicant: Merck Sharp & Dohme Corp.

Receipt Date: April 08, 2014

Goal Date: February 8, 2015

1. Regulatory History and Applicant’s Main Proposals

On April 8, 2014, Merck Sharp & Dohme Corp submitted a new 505(b) 2 NDA (206510, 
lamivudine/raltegravir) a fixed does combination that relies on bioavailability/bioequivalence 
information containing quality and bridging safety and efficacy material to support the twice daily use 
of lamivudine and raltegravir 150 mg/300 mg tablets in combination with other antiretroviral agents 
for the treatment of HIV-1 infection in adults and pediatric patients 6-16 years of age weighing at least 
30 kg.  The proposed indication of lamivudine/raltegravir is supported by data along with approved 
prescribing information for EPIVIR and ISENTRESS.  

2. Review of the Prescribing Information

This review is based on the applicant’s submitted Word format of the prescribing information (PI).  
The applicant’s proposed PI was reviewed in accordance with the labeling format requirements listed 
in the “Selected Requirements for Prescribing Information (SRPI)” checklist (see the Appendix).   

3. Conclusions/Recommendations

SRPI format deficiencies were identified in the review of this PI.  For a list of these deficiencies see 
the Appendix.  

In addition, the following labeling issues were identified:
              

FULL PRESCRIBING INFORMATION: CONTENTS*

1. The same heading for the BOX WARNING that appears in the HIGHLIGHTS and the FULL 
PRESCRIBING INFORMATION must also appear at the beginning of the table of contents.  
The heading is slightly different.

FULL PRESCRIBING INFORMATION (FPI): ADVERSE REACTIONS section:
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 Highlights Limitation Statement Required

 Product Title Required

 Initial U.S. Approval Required

 Boxed Warning Required if a BOXED WARNING is in the FPI

 Recent Major Changes Required for only certain changes to PI*

 Indications and Usage Required

 Dosage and Administration Required

 Dosage Forms and Strengths Required

 Contraindications Required (if no contraindications must state “None.”)

 Warnings and Precautions Not required by regulation, but should be present

 Adverse Reactions Required

 Drug Interactions Optional

 Use in Specific Populations Optional

 Patient Counseling Information Statement Required 

 Revision Date Required

* RMC only applies to the BOXED WARNING, INDICATIONS AND USAGE, DOSAGE AND 
ADMINISTRATION, CONTRAINDICATIONS, and WARNINGS AND PRECAUTIONS sections.

Comment:  

HIGHLIGHTS DETAILS

Highlights Heading

8. At the beginning of HL, the following heading must be bolded and should appear in all UPPER 
CASE letters: “HIGHLIGHTS OF PRESCRIBING INFORMATION”.
Comment:

Highlights Limitation Statement 

9. The bolded HL Limitation Statement must include the following verbatim statement: “These 
highlights do not include all the information needed to use (insert name of drug product) 
safely and effectively. See full prescribing information for (insert name of drug product).”
The name of drug product should appear in UPPER CASE letters.

Comment:  

Product Title in Highlights

10. Product title must be bolded.

Comment:  

Initial U.S. Approval in Highlights

11. Initial U.S. Approval in HL must be bolded, and include the verbatim statement “Initial U.S. 
Approval:” followed by the 4-digit year.

Comment:  

Boxed Warning (BW) in Highlights

12. All text in the BW must be bolded.

Comment:

13. The BW must have a heading in UPPER CASE, containing the word “WARNING” (even if 
more than one warning, the term, “WARNING” and not “WARNINGS” should be used) and 

YES

YES

YES

YES

YES

YES
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other words to identify the subject of the warning (e.g., “WARNING: SERIOUS 
INFECTIONS and ACUTE HEPATIC FAILURE”).  The BW heading should be centered.

Comment:

14. The BW must always have the verbatim statement “See full prescribing information for 
complete boxed warning.” This statement should be centered immediately beneath the heading 
and appear in italics.

Comment:  

15. The BW must be limited in length to 20 lines (this includes white space but does not include the 
BW heading and the statement “See full prescribing information for complete boxed 
warning.”).  

Comment:  

Recent Major Changes (RMC) in Highlights

16. RMC pertains to only the following five sections of the FPI:  BOXED WARNING, 
INDICATIONS AND USAGE, DOSAGE AND ADMINISTRATION, 
CONTRAINDICATIONS, and WARNINGS AND PRECAUTIONS.  RMC must be listed in 
the same order in HL as the modified text appears in FPI.   

Comment:  

17. The RMC must include the section heading(s) and, if appropriate, subsection heading(s) affected 
by the recent major change, together with each section’s identifying number and date 
(month/year format) on which the change was incorporated in the PI (supplement approval date).
For example, “Warnings and Precautions, Acute Liver Failure (5.1) --- 9/2013”. 

Comment:

18. The RMC must list changes for at least one year after the supplement is approved and must be 
removed at the first printing subsequent to one year (e.g., no listing should be one year older than 
revision date).

Comment:  

Indications and Usage in Highlights

19. If a product belongs to an established pharmacologic class, the following statement is required 
under the Indications and Usage heading in HL: “(Product) is a (name of established 
pharmacologic class) indicated for (indication)”.

Comment:  

Dosage Forms and Strengths in Highlights

20. For a product that has several dosage forms (e.g., capsules, tablets, and injection), bulleted 
subheadings or tabular presentations of information should be used under the Dosage Forms and 
Strengths heading.

Comment:  

NO

YES

N/A

N/A

N/A

YES

YES
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Contraindications in Highlights

21. All contraindications listed in the FPI must also be listed in HL or must include the statement
“None” if no contraindications are known.  Each contraindication should be bulleted when there 
is more than one contraindication.

Comment:  

Adverse Reactions in Highlights

22. For drug products other than vaccines, the verbatim bolded statement must be present: “To 
report SUSPECTED ADVERSE REACTIONS, contact (insert name of manufacturer) at 
(insert manufacturer’s U.S. phone number) or FDA at 1-800-FDA-1088 or 
www.fda.gov/medwatch”. 

Comment:  Spacing issues need to be fixed 

Patient Counseling Information Statement in Highlights

23. The Patient Counseling Information statement must include one of the following three bolded
verbatim statements that is most applicable:

If a product does not have FDA-approved patient labeling:

 “See 17 for PATIENT COUNSELING INFORMATION” 

If a product has FDA-approved patient labeling:

 “See 17 for PATIENT COUNSELING INFORMATION and FDA-approved patient labeling” 

 “See 17 for PATIENT COUNSELING INFORMATION and Medication Guide” 

Comment:

Revision Date in Highlights

24. The revision date must be at the end of HL, and should be bolded and right justified (e.g., 
“Revised: 9/2013”).  

Comment:  

YES

YES

YES

YES
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Contents: Table of Contents (TOC)

See Appendix A for a sample tool illustrating the format for the Table of Contents.

25. The TOC should be in a two-column format.

Comment:  

26. The following heading must appear at the beginning of the TOC:  “FULL PRESCRIBING 
INFORMATION: CONTENTS”.  This heading should be in all UPPER CASE letters and 
bolded.

Comment:  The heading needs to be all in one line (The version I am reviewing complies with 
this requirement.

27. The same heading for the BW that appears in HL and the FPI must also appear at the beginning 
of the TOC in UPPER CASE letters and bolded.

Comment:  The heading is slightly different 

28. In the TOC, all section headings must be bolded and should be in UPPER CASE.

Comment:  

29. In the TOC, all subsection headings must be indented and not bolded.  The headings should be in 
title case [first letter of all words are capitalized except first letter of prepositions (through),
articles (a, an, and the), or conjunctions (for, and)].

Comment:  

30. The section and subsection headings in the TOC must match the section and subsection headings 
in the FPI.

Comment:  

31. In the TOC, when a section or subsection is omitted, the numbering must not change. If a section 
or subsection from 201.56(d)(1) is omitted from the FPI and TOC, the heading “FULL 
PRESCRIBING INFORMATION: CONTENTS” must be followed by an asterisk and the 
following statement must appear at the end of TOC: “*Sections or subsections omitted from the 
full prescribing information are not listed.” 
Comment:  Full Prescribing Information should be in lower case

YES

YES

NO

YES

NO

YES

NO
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Full Prescribing Information (FPI)

FULL PRESCRIBING INFORMATION:  GENERAL FORMAT

32. The bolded section and subsection headings in the FPI must be named and numbered in 
accordance with 21 CFR 201.56(d)(1) as noted below (section and subsection headings should 
be in UPPER CASE and title case, respectively).  If a section/subsection required by regulation 
is omitted, the numbering must not change. Additional subsection headings (i.e., those not 
named by regulation) must also be bolded and numbered.  

BOXED WARNING
1  INDICATIONS AND USAGE
2  DOSAGE AND ADMINISTRATION
3  DOSAGE FORMS AND STRENGTHS
4  CONTRAINDICATIONS
5  WARNINGS AND PRECAUTIONS
6  ADVERSE REACTIONS
7  DRUG INTERACTIONS
8  USE IN SPECIFIC POPULATIONS

8.1 Pregnancy
8.2 Labor and Delivery
8.3 Nursing Mothers
8.4 Pediatric Use
8.5 Geriatric Use

9  DRUG ABUSE AND DEPENDENCE
9.1 Controlled Substance
9.2 Abuse
9.3 Dependence

10  OVERDOSAGE
11  DESCRIPTION
12  CLINICAL PHARMACOLOGY

12.1 Mechanism of Action
12.2 Pharmacodynamics
12.3 Pharmacokinetics
12.4 Microbiology (by guidance)
12.5 Pharmacogenomics (by guidance)

13  NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility
13.2 Animal Toxicology and/or Pharmacology

14  CLINICAL STUDIES
15  REFERENCES
16  HOW SUPPLIED/STORAGE AND HANDLING
17  PATIENT COUNSELING INFORMATION

Comment:  

33. The preferred presentation for cross-references in the FPI is the section (not subsection)
heading followed by the numerical identifier.  The entire cross-reference should be in italics and 
enclosed within brackets.  For example, “[see Warnings and Precautions (5.2)]” or “[see 
Warnings and Precautions (5.2)]”. 

Comment:

NO

YES
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34. If RMCs are listed in HL, the corresponding new or modified text in the FPI sections or 
subsections must be marked with a vertical line on the left edge.

Comment:  

FULL PRESCRIBING INFORMATION DETAILS

FPI Heading

35. The following heading must be bolded and appear at the beginning of the FPI: “FULL
PRESCRIBING INFORMATION”. This heading should be in UPPER CASE.

Comment:  

BOXED WARNING Section in the FPI

36. In the BW, all text should be bolded.

Comment:

37. The BW must have a heading in UPPER CASE, containing the word “WARNING” (even if 
more than one Warning, the term, “WARNING” and not “WARNINGS” should be used) and 
other words to identify the subject of the Warning (e.g., “WARNING: SERIOUS 
INFECTIONS and ACUTE HEPATIC FAILURE”).  

Comment:  

CONTRAINDICATIONS Section in the FPI

38. If no Contraindications are known, this section must state “None.”

Comment:  

ADVERSE REACTIONS Section in the FPI

39. When clinical trials adverse reactions data are included (typically in the “Clinical Trials
Experience” subsection of ADVERSE REACTIONS), the following verbatim statement or 
appropriate modification should precede the presentation of adverse reactions:

“Because clinical trials are conducted under widely varying conditions, adverse reaction rates 
observed in the clinical trials of a drug cannot be directly compared to rates in the clinical trials 
of another drug and may not reflect the rates observed in practice.”

Comment:  

40. When postmarketing adverse reaction data are included (typically in the “Postmarketing 
Experience” subsection of ADVERSE REACTIONS), the following verbatim statement or 
appropriate modification should precede the presentation of adverse reactions:

“The following adverse reactions have been identified during post-approval use of (insert drug         
name).  Because these reactions are reported voluntarily from a population of uncertain size, it is 
not always possible to reliably estimate their frequency or establish a causal relationship to drug 
exposure.”

Comment:  

PATIENT COUNSELING INFORMATION Section in the FPI

41. Must reference any FDA-approved patient labeling in Section 17 (PATIENT COUNSELING 
INFORMATION section).  The reference should appear at the beginning of Section 17 and 

N/A

YES

YES

YES

N/A

YES

NO

YES
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include the type(s) of FDA-approved patient labeling (e.g., Patient Information, Medication 
Guide, Instructions for Use).

Comment:

42. FDA-approved patient labeling (e.g., Medication Guide, Patient Information, or Instructions for 
Use) must not be included as a subsection under section 17 (PATIENT COUNSELING 
INFORMATION).  All FDA-approved patient labeling must appear at the end of the PI upon 
approval.

Comment: .

YES
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Appendix A:  Format of the Highlights and Table of Contents 
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OTC Labeling Review (for OTC 
products)

Reviewer: N/A

TL: N/A

Clinical Microbiology (for antimicrobial 

products)
Reviewer: Sung Rhee Y

TL: Julian O’Rear Y
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Clinical Pharmacology Reviewer: Leslie Chinn Y

TL: Islam Younis Y

Biostatistics Reviewer: N/A

TL: N/A

Nonclinical 
(Pharmacology/Toxicology)

Reviewer: Ita Yuen Y

TL: Hanan Ghantous Y

Biopharmaceutics Reviewer: Oko Eradiri Y

TL: Angelica Dorantes Y

Immunogenicity (assay/assay 
validation) (for BLAs/BLA efficacy
supplements)

Reviewer:

TL:

Product Quality (CMC) Reviewer: Mark Seggel Y

TL: Stephen Miller Y

Quality Microbiology (for sterile 
products)

Reviewer:

TL:

CMC Labeling Review Reviewer:

TL:

Facility Review/Inspection Reviewer:

TL:

OSE/DMEPA (proprietary name) Reviewer: Danyal Chaudhry N

TL:

OSE/DRISK (REMS) Reviewer: Sharon Mills N

TL:

OPDP Reviewer: Jessica Fox
Kemi Asante

Y

TL:
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 Clinical study site(s) inspections(s) needed?
  

If no, explain: 

  YES
  NO

 Advisory Committee Meeting needed? 

Comments: 

If no, for an NME NDA or original BLA , include the 
reason.  For example:

o this drug/biologic is not the first in its class
o the clinical study design was acceptable
o the application did not raise significant safety 

or efficacy issues
o the application did not raise significant public 

health questions on the role of the 
drug/biologic in the diagnosis, cure, 
mitigation, treatment or prevention of a 
disease

  YES
Date if known: 

  NO
  To be determined

Reason: 

 Abuse Liability/Potential

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

 If the application is affected by the AIP, has the 
division made a recommendation regarding whether 
or not an exception to the AIP should be granted to 
permit review based on medical necessity or public 
health significance? 

Comments: 

  Not Applicable
  YES
  NO

CLINICAL MICROBIOLOGY

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

CLINICAL PHARMACOLOGY

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

 Clinical pharmacology study site(s) inspections(s) 
needed?

  YES
  NO

BIOSTATISTICS   Not Applicable
  FILE
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Comments: 

  REFUSE TO FILE

  Review issues for 74-day letter

NONCLINICAL 
(PHARMACOLOGY/TOXICOLOGY)

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

IMMUNOGENICITY (BLAs/BLA efficacy 
supplements only)

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

PRODUCT QUALITY (CMC)

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

Environmental Assessment

 Categorical exclusion for environmental assessment 
(EA) requested? 

If no, was a complete EA submitted?

If EA submitted, consulted to EA officer (OPS)?

Comments: 

YES
  NO

YES
  NO

YES
  NO

Quality Microbiology (for sterile products)

 Was the Microbiology Team consulted for validation 
of sterilization? (NDAs/NDA supplements only)

Comments: 

  Not Applicable

YES
  NO
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Facility Inspection

 Establishment(s) ready for inspection?

 Establishment Evaluation Request (EER/TBP-EER) 
submitted to OMPQ?

Comments: 

  Not Applicable

  YES
  NO

  YES
  NO

Facility/Microbiology Review (BLAs only)

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

CMC Labeling Review

Comments: 

  Review issues for 74-day letter

APPLICATIONS IN THE PROGRAM (PDUFA V)
(NME NDAs/Original BLAs)

 Were there agreements made at the application’s 
pre-submission meeting (and documented in the 
minutes) regarding certain late submission 
components that could be submitted within 30 days 
after receipt of the original application?

 If so, were the late submission components all 
submitted within 30 days?

  N/A

  YES
  NO

  YES
  NO

 What late submission components, if any, arrived 
after 30 days?

 Was the application otherwise complete upon 
submission, including those applications where there 
were no agreements regarding late submission 
components?

  YES
  NO
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If priority review:
 notify sponsor in writing by day 60 (For BLAs/BLA supplements: include in 60-day 

filing letter; For NDAs/NDA supplements: see CST for choices)

 notify OMPQ (so facility inspections can be scheduled earlier)
Send review issues/no review issues by day 74

Conduct a PLR format labeling review and include labeling issues in the 74-day letter

Update the PDUFA V DARRTS page (for NME NDAs in the Program)
BLA/BLA supplements: Send the Product Information Sheet to the product reviewer and 
the Facility Information Sheet to the facility reviewer for completion. Ensure that the 
completed forms are forwarded to the CDER RMS-BLA Superuser for data entry into 
RMS-BLA one month prior to taking an action  [These sheets may be found in the CST 
eRoom at:  
http://eroom.fda.gov/eRoom/CDER2/CDERStandardLettersCommittee/0 1685f ]
Other

Reference ID: 3520903
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TL: N/A

OTC Labeling Review (for OTC 
products)

Reviewer: N/A

TL: N/A

Clinical Microbiology (for antimicrobial 

products)
Reviewer: Sung Rhee Y

TL: Julian O’Rear Y

Reference ID: 3520660
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Clinical Pharmacology Reviewer: Leslie Chinn Y

TL: Islam Younis Y

Biostatistics Reviewer: N/A

TL: N/A

Nonclinical 
(Pharmacology/Toxicology)

Reviewer: Ita Yuen Y

TL: Hanan Ghantous Y

Biopharmaceutics Reviewer: Oko Eradiri Y

TL: Angelica Dorantes Y

Immunogenicity (assay/assay 
validation) (for BLAs/BLA efficacy 
supplements)

Reviewer:

TL:

Product Quality (CMC) Reviewer: Mark Seggel Y

TL: Stephen Miller Y

Quality Microbiology (for sterile 
products)

Reviewer:

TL:

CMC Labeling Review Reviewer:

TL:

Facility Review/Inspection Reviewer:

TL:

OSE/DMEPA (proprietary name) Reviewer: Danyal Chaudhry N

TL:

OSE/DRISK (REMS) Reviewer: Sharon Mills N

TL:

OPDP Reviewer: Jessica Fox
Kemi Asante

Y

TL:
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Comments: 

  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

 Clinical study site(s) inspections(s) needed?
  

If no, explain: 

  YES
  NO

 Advisory Committee Meeting needed? 

Comments: 

If no, for an NME NDA or original BLA , include the 
reason.  For example:

o this drug/biologic is not the first in its class
o the clinical study design was acceptable
o the application did not raise significant safety 

or efficacy issues
o the application did not raise significant public 

health questions on the role of the 
drug/biologic in the diagnosis, cure, 
mitigation, treatment or prevention of a 
disease

  YES
Date if known: 

  NO
  To be determined

Reason: 

 Abuse Liability/Potential

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

 If the application is affected by the AIP, has the 
division made a recommendation regarding whether 
or not an exception to the AIP should be granted to 
permit review based on medical necessity or public 
health significance? 

Comments: 

  Not Applicable
  YES
  NO

CLINICAL MICROBIOLOGY

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

CLINICAL PHARMACOLOGY

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter
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 Clinical pharmacology study site(s) inspections(s) 
needed?

  YES
  NO

BIOSTATISTICS

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

NONCLINICAL 
(PHARMACOLOGY/TOXICOLOGY)

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

IMMUNOGENICITY (BLAs/BLA efficacy 
supplements only)

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

PRODUCT QUALITY (CMC)

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

Environmental Assessment

 Categorical exclusion for environmental assessment 
(EA) requested? 

If no, was a complete EA submitted?

If EA submitted, consulted to EA officer (OPS)?

Comments: 

YES
  NO

YES
  NO

YES
  NO

Quality Microbiology (for sterile products)

 Was the Microbiology Team consulted for validation 
of sterilization? (NDAs/NDA supplements only)

Comments: 

  Not Applicable

YES
  NO

Reference ID: 3520660
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Facility Inspection

 Establishment(s) ready for inspection?

 Establishment Evaluation Request (EER/TBP-EER) 
submitted to OMPQ?

Comments: 

  Not Applicable

  YES
  NO

  YES
  NO

Facility/Microbiology Review (BLAs only)

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

CMC Labeling Review

Comments: 

  Review issues for 74-day letter

APPLICATIONS IN THE PROGRAM (PDUFA V)
(NME NDAs/Original BLAs)

 Were there agreements made at the application’s 
pre-submission meeting (and documented in the 
minutes) regarding certain late submission 
components that could be submitted within 30 days 
after receipt of the original application?

 If so, were the late submission components all 
submitted within 30 days?

  N/A

  YES
  NO

  YES
  NO

 What late submission components, if any, arrived 
after 30 days?

 Was the application otherwise complete upon 
submission, including those applications where there 
were no agreements regarding late submission 
components?

  YES
  NO
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If priority review:
 notify sponsor in writing by day 60 (For BLAs/BLA supplements: include in 60-day 

filing letter; For NDAs/NDA supplements: see CST for choices)

 notify OMPQ (so facility inspections can be scheduled earlier)
Send review issues/no review issues by day 74

Conduct a PLR format labeling review and include labeling issues in the 74-day letter

Update the PDUFA V DARRTS page (for NME NDAs in the Program)
BLA/BLA supplements: Send the Product Information Sheet to the product reviewer and 
the Facility Information Sheet to the facility reviewer for completion. Ensure that the 
completed forms are forwarded to the CDER RMS-BLA Superuser for data entry into 
RMS-BLA one month prior to taking an action  [These sheets may be found in the CST 
eRoom at:  
http://eroom.fda.gov/eRoom/CDER2/CDERStandardLettersCommittee/0 1685f ]
Other

Reference ID: 3520660
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