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MEMORANDUM 
REVIEW OF LABEL AND LABELING

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)

Date of This Memorandum: August 7, 2015

Requesting Office or Division: Division of Metabolism and Endocrinology Products (DMEP)

Application Type and Number: NDA 206111

Product Name and Strength: Synjardy (empagliflozin and metformin HCl) tablets,
5 mg/500 mg, 5 mg/1000 mg
12.5 mg/500 mg, 12.5 mg/1000 mg

Submission Date: July 2, 2015

Applicant/Sponsor Name: Boehringer Ingelheim 

OSE RCM #: 2014-1577-1

DMEPA Primary Reviewer: Sarah K. Vee, PharmD

DMEPA Team Leader: Yelena Maslov, PharmD

1 PURPOSE OF MEMO
The NDA received a complete response (CR) on June 4, 2015 because the Agency and the 
Applicant were not able to reach agreement on the proposed labeling.  Boehringer Ingelheim 
submitted a response to the CR letter on July 2, 2015.  Division of Metabolism and 
Endocrinology Products requested that we review the container label and carton labeling
(Appendix A) to determine if they are acceptable from a medication error perspective.  The 
revisions are in response to recommendations that we made during a previous label and 
labeling review.1

                                                     
1 Vee S. Label and Labeling Review for SYNJARDY (NDA 206111). Silver Spring (MD): Food and Drug Administration, 
Center for Drug Evaluation and Research, Office of Surveillance and Epidemiology, Division of Medication Error 
Prevention and Analysis (US); 2015 MAR 4.  32 p. OSE RCM No.: 2014-1577.
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2 CONCLUSIONS
We reviewed the revised container label and carton labeling during the previous review cycle 
and there were no changes in this resubmission. Thus, we continue to find the container label 
and carton labeling acceptable from a medication error perspective.  
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****Pre-decisional Agency Information****

Memorandum
Date: August 5, 2015

To: Michael G. White, Ph.D., Regulatory Project Manager
Division of Metabolism and Endocrinology Products (DMEP)

From: Kendra Y. Jones, Regulatory Review Officer
Office of Prescription Drug Promotion (OPDP)

Subject: NDA 206111
OPDP labeling comments for SYNJARDY ® (empagliflozin and 
metformin hydrochloride) tablets, for oral use

OPDP has reviewed the proposed draft labeling for SYNJARDY® (empagliflozin 
and metformin hydrochloride) tablets, for oral use (Synjardy) submitted for 
consult on July 15, 2015.

OPDP’s comments (please see below) on the proposed draft labeling are based 
on the version sent by Michael G. White, Ph.D. (RPM) on July 19, 2015.

Thank you for the opportunity to comment on the proposed draft labeling.

If you have any questions, please contact Kendra Jones at 301.796.3917 or 
Kendra.jones@fda.hhs.gov.

FOOD AND DRUG ADMINISTRATION
Center for Drug Evaluation and Research
Office of Prescription Drug Promotion (OPDP)

Reference ID: 3801993

35 Pages of Draft Labeling have been Withheld in Full as b4 
(CCI/TS) immediately following this page.



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

KENDRA Y JONES
08/05/2015

Reference ID: 3801993



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: May 14, 2015

To: Jean-Marc Guettier, M.D.
Director
Division of Metabolic and Endocrinology Products 
(DMEP)

Through: LaShawn Griffiths, MSHS-PH, BSN, RN
Associate Director for Patient Labeling 
Division of Medical Policy Programs (DMPP)

Melissa Hulett, MSBA, MSN, FNP-BC, RN
Team Leader, Patient Labeling 
Division of Medical Policy Programs (DMPP)

From: Twanda Scales, RN, MSN/Ed.
Patient Labeling Reviewer
Division of Medical Policy Programs (DMPP)

Charuni Shah, PharmD
Regulatory Review Officer
Office of Prescription Drug Promotion (OPDP)

Subject: Review of Patient Labeling: Medication Guide (MG)

Drug Name (established 
name):  

SYNJARDY (empagliflozin and metformin hydrochloride)

Dosage Form and Route: Fixed Dose Combination (FDC) Tablets

Application 
Type/Number: NDA 206111

Applicant: Boehringer Ingelheim Pharmaceutical, Inc. 

Reference ID: 3755162



1 INTRODUCTION

On October 8, 2014, Boehringer Ingelheim Pharmaceuticals, Inc. (BIPI) submitted 
for the Agency’s review an Amendment to Pending Original New Drug Application 
(NDA 206111) for the (empagliflozin / metformin) FDC tablets for the treatment of 
patients with type 2 diabetes mellitus which was submitted on August 4, 2014.

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 Metabolic and Endocrinology Products (DMEP) on
December 1, 2014, and November 21, 2014, for DMPP and OPDP to review the 
Applicant’s proposed Medication Guide for SYNJARDY (empagliflozin / 
metformin) FDC tablets.

2 MATERIAL REVIEWED

Draft SYNJARDY (empagliflozin / metformin) FDC tablets MG received on
October 8, 2014, and received by DMPP on May 4, 2015.

Draft SYNJARDY (empagliflozin / metformin) FDC tablets MG received on
October 8, 2014, revised by the Review Division throughout the review cycle, and
received by OPDP on May 7, 2015.

Draft SYNJARDY (empagliflozin / metformin) FDC tablets Prescribing 
Information (PI) received on October 8, 2014, revised by the Review Division 
throughout the review cycle and received by DMPP on May 4, 2015.

Draft SYNJARDY (empagliflozin / metformin) FDC tablets Prescribing 
Information (PI) received on October 8, 2014, revised by the Review Division 
throughout the review cycle, and received by OPDP on May 4, 2015.

Approved XIGDUO XR (dapagliflozin and metformin HCl extended-release) 
tablets, comparator labeling dated October 29, 2014.

Approved INVOKAMET (canagliflozin and metformin hydrochloride) tablets, 
comparator labeling dated March 3, 2015.

3 REVIEW METHODS

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 MG document using the Arial font, size 
10.

In our collaborative review of the MG we have:

simplified wording and clarified concepts where possible

Reference ID: 3755162



ensured that the MG is consistent with the Prescribing Information (PI) 

removed unnecessary or redundant information

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

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

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 MG 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 MG.

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

Memorandum

Date: May 13, 2015

To: Michael G. White, Regulatory Project Manager
Division of Metabolism & Endocrine Products (DMEP)

From: Charuni Shah, PharmD, Regulatory Review Officer
Office of Prescription Drug Promotion (OPDP)

Subject: NDA 206111
OPDP labeling comments for SYNJARDY® (empagliflozin and 
metformin hydrochloride) tablets, for oral use

On November 21, 2014, OPDP received a consult request from DMEP to review 
the proposed draft Prescribing Information (PI), Medication Guide and 
carton/container for SYNJARDY® (empagliflozin and metformin hydrochloride)
tablets, for oral use. OPDP’s comments on the proposed draft PI are based on 
the version sent by Michael White via email on May 4, 2015 and are marked on 
the version provided directly below.

OPDP does not have any comments regarding the carton/containers and 
Medication Guide at this time.

Thank you for the opportunity to comment on this material.

If you have any questions, please contact Charuni Shah at 240-402-4997 or 
Charuni.Shah@fda.hhs.gov.

FOOD AND DRUG ADMINISTRATION
Center for Drug Evaluation and Research
Office of Prescription Drug Promotion 

Reference ID: 3754154
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1For 505(b)(2) applications that rely on a listed drug(s), bridging studies are often BA/BE studies comparing the proposed product to the listed drug(s)  Other examples include: comparative 
physicochemical tests and bioassay; preclinical data (which may include bridging toxicology studies); pharmacokinetic/pharmacodynamic (PK/PD) data; and clinical data (which may 
include immunogenicity studies)   A bridge may also be a scientific rationale that there is an adequate basis for reliance upon FDA’s finding of safety and effectiveness of the listed drug(s)  
For 505(b)(2) applications that rely upon literature, the bridge is an explanation of how the literature is scientifically sound and relevant to the approval of the proposed 505(b)(2) product
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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)

NDA 020357 
Glucophage 
(metformin hydrochloride) tablets

FDA’s previous finding of safety and 
effectiveness, specifically the following 
labeling sections involving metformin: 
boxed warning, Dosage and 
Administration, Contraindications, 
Warnings and Precautions (latic acidosis, 
hypoglycemia, vitamin B12 levels, alcohol 
intake, hypoxic states, macrovascular 
outcomes, monitoring of renal function), 
Adverse Reactions (laboratory tests), Use 
in Specific Populations (nursing mothers, 
hepatic impairment, geriatric), Drug 
Interactions (cationic drugs), Overdosage, 
Description, Clinical Pharmacology 
(mechanism of action, pharmokinetics:
absorption, distribution, metabolism,
excretion, renal impairment, hepatic 
impairment, gender, geriatric, race), and 
Nonclinical Toxicology (carcinogenesis)

Published literature Use in Specific Populations -
Pregnancy (Section 8.1 of label, 
metformin paragraph) relies on published 
literature for this section.

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

3) The bridge in a 505(b)(2) application is information to demonstrate sufficient similarity 
between the proposed product and the listed drug(s) or to justify reliance on information 
described in published literature for approval of the 505(b)(2) product. Describe in detail how 
the applicant bridged the proposed product to the listed drug(s) and/or published literature1.  
See also Guidance for Industry Providing Clinical Evidence of Effectiveness for Human Drug 
and Biological Products.

BA/BE studies for Glucophage:
Study 1276.5: Part I: to determine the relative BA of empa 12.5 mg/ met 1000 mg FDC tablets compared 
with coadministered individual tablets. Part II: assess the effect of food on the relative BA of FDC tablet.
Study 1276.6: to establish the BE of an FDC tablet of empa 12.5 mg/ met 500 mg (T1) and the 
coadministered tablets (R1); to establish the bioequivalence of an FDC tablet of empa 5 mg/met 500 mg 
(T2) and the coadministered individual tablets (R2)

Reference ID: 3734775
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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)

Glucophage (metformin hydrochloride) NDA 020357 Y

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

If “YES”, please list which drug(s).

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

                                                                                                                   YES       NO

Reference ID: 3734775
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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 application provides for a new fixed-dose combination of empagliflozin and 
metformin hydrochloride.

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.

                                                                                                                   YES       NO

If “NO” to (a) proceed to question #11.

Reference ID: 3734775
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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.
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 
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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):  

                                           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.  

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
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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):  
(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):

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

Reference ID: 3734775
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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: March 4, 2015

Requesting Office or Division: Division of Metabolic and Endocrinology Products (DMEP)

Application Type and Number: NDA 206111

Product Name and Strength: Synjardy (empagliflozin/metformin HCl) tablets,
5 mg/500 mg, 5 mg/1000 mg
12.5 mg/500 mg, 12.5 mg/1000 mg

Product Type: Multi-ingredient

Rx or OTC: Rx

Applicant/Sponsor Name: Boehringer Ingelheim

Submission Date: August 4, 2014

OSE RCM #: 2014-1577

DMEPA Primary Reviewer: Sarah K. Vee, PharmD

DMEPA Team Leader: Yelena Maslov, PharmD

Reference ID: 3711002
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4.1 RECOMMENDATIONS FOR BOEHRINGER INGELHEIM
Based on this review, DMEPA recommends the following be implemented prior to the approval 
of this NDA:

A. Container Label and Carton Labeling

a. The established name is ½ the size of the proprietary name, but lacks 
prominence commensurate with the proprietary name. Increase the prominence 
of the established name taking into account all pertinent factors, including 
typography, layout, contrast, and other printing features in accordance with 21 
CFR 201.10(g)(2).

b. Consider stating numbers greater than or equal to 1,000 with a comma to 
prevent the reader from misinterpreting thousands “1000” as hundreds “100” or 
ten-thousands “10000”.1,2

B. Container Label and Carton Labeling

a. Revise the box colors of the strengths 5 mg/500 mg and 12.5 mg/500 mg.   
 

 
 

 

b. Revise the box colors of the strengths 5 mg/1000 mg and 12.5 mg/1000 mg.  

 

 

                                                     
1   Food and Drug Administration. Guidance for Industry: Safety Considerations for Container Labels and Carton Labeling Design 

to Minimize Medication Errors, April 2013. Available at: 
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/UCM349009.pdf.

2   ISMP’s List of Error-Prone Abbreviations, Symbols, and Dose Designations

Reference ID: 3711002
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APPENDIX B. LABELS AND LABELING 
B.1 List of Labels and Labeling Reviewed
Using the principles of human factors and Failure Mode and Effects Analysis,3 along with 
postmarket medication error data, we reviewed the following Synjardy labels and labeling 
submitted by Boehringer Ingelheim on January 22, 2015.

! Container label
! Carton  labeling
! Professional Sample container label
! Professional Sample carton labeling

B.2 Label and Labeling Images

                                                     
3 Institute for Healthcare Improvement (IHI).  Failure Modes and Effects Analysis.  Boston. IHI:2004.

Reference ID: 3711002
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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 8, 2014

TO: Jean-Marc P. Guettier, M.D.
Director, Division of Metabolism and Endocrinology 
Products
Office of New Drugs

FROM: Kara A. Scheibner, Ph.D.
Bioequivalence Branch
Division of Bioequivalence and GLP Compliance
Office of Scientific Investigations

THROUGH: Sam H. Haidar, Ph.D., R.Ph.
Chief, Bioequivalence Branch
Division of Bioequivalence and GLP Compliance 
Office of Scientific Investigations

William H. Taylor, Ph.D.
Director
Division of Bioequivalence and GLP Compliance 
Office of Scientific Investigations

SUBJECT: Recommendation to accept data for NDA 206-111,
Empagliflozin/Metformin Hydrochloride Fixed Dose 
Combination Tablets by Boehringer Ingelheim 
Pharmaceuticals, Inc., without on-site inspection of
the clinical or bioanalytical sites

The Division of Bioequivalence and GLP Compliance (DBGLPC)
recommends accepting study data for NDA 206-111, which includes 
studies 1276.6,  and 1276.8, without on-site inspection
of the clinical site, Boehringer Ingelheim Pharma GmbH & Co. KG 
in Biberach/Riss, Germany, or on-site inspection of the 
analytical site

This memo provides the rationale for this
recommendation and why DBGLPC is declining to inspect both
Boehringer Ingelheim Pharma GmbH & Co. KG 
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Background

The Division of Metabolism and Endocrinology Products requested
inspections of clinical and analytical sites for the following 
studies.

1276.6: “Bioequivalence of empagliflozin/metformin (500 mg) 
fixed dose combination tablets compared to single 
tablets administered together in healthy male and 
female volunteers under fed conditions (an open-
label, randomized, single-dose, four-way crossover 
study)”

1276.8: “Bioequivalence of empagliflozin/metformin fixed dose
combination tablets compared to single tablets 
administered together in healthy male and female 
volunteers under fed and fasted conditions (an open-
label, randomized, single-dose, crossover study)”

Clinical portions of these studies were conducted at the
following site: 

Clinical Site: Boehringer Ingelheim Pharma GmbH & Co. KG
Biberach/Riss, Germany

The Office of Regulatory Affairs (ORA) has inspected Boehringer
Ingelheim Pharma GmbH & Co. KG Biberach/Riss, Germany three 
times in the last five years, covering clinical study portions 
of three applications. The following table lists applications
with studies audited during those inspections, the studies
audited, and the dates of conduct of the trials.

Application Study Number Clinical Trial Dates

Reference ID: 3669804

(b) (4)

Non-responsive



Page 3 - NDA 206-111, Empagliflozin/Metformin Hydrochloride 
Fixed Dose Combination Tablets, sponsored by Boehringer
Ingelheim Pharmaceuticals, Inc.

Each inspection included a thorough review of all records 
including the informed consent process, the clinical facility, 
all ethics committee reviews and approvals, data collection and 
integrity, qualifications and training of study personnel, 
correspondence with the sponsor, adverse event reporting, and
adherence to the study protocols and schedules. Reserve samples
were also collected.       

     

 

Two of the previous inspections assessed studies of products 
with either metformin or empagliflozin. These clinical protocols
are similar to those for studies 1276.6,  and 1276.8.

Based on the previous inspections and the similar protocols,
there is reasonable assurance that Boehringer Ingelheim 
conducted studies 1276.6,  and 1276.8 without significant 
irregularities.

Bioanalytical portions of this study were conducted at the 
following site:

Analytical Site:

OSI-DBGLPC has inspected
The following 

table lists applications with studies audited during those
inspections, the dates of bioanalyses, and the analytical 
methods for study sample analyses.

Application Analytical Method Bioanalysis Period
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Each inspection included a thorough review of all records 
associated with the studies and method validations, 
correspondence with the sponsors and the clinical sites, records 
of subject sample receipt and storage, notebooks and electronic
records, standard operating procedures (SOPs), as well as
examination of facilities, and interviews and discussions with 
the firm's management and staff. 

The analytical studies 1276.6,  and 1276.8 in NDA 206-111
were conducted  relying on 
the same method validation used in study 1275.3. DBGLPC considers 
that the inspectional outcomes from recent inspections with 
methodology representative of that used in the requested studies 
provide reasonable assurance that  conducted studies 1276.6, 

 and 1276.8 without significant irregularities.

DBGLPC recommends that analytical data for studies 1276.6, 
 and 1276.8 are acceptable for review without on-site

inspection.

Conclusion:

Based on the satisfactory inspections in recent years and the 
similarity of the methodologies and processes in studies 1276.6, 

 and 1276.8, the study data are acceptable for further
Agency review without on-site inspections.
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Kara A. Scheibner, Ph.D. 
BE Branch, DBGLPC, OSI

DARRTS cc:
OSI/Kassim/Taylor/Haidar/Bonapace/Skelly/Choi/Dasgupta/Dejernett
/Nkah/Fenty-Stewart/Johnson
CDER/OND/Madara/Guettier

Email cc:
ORA DO BIMO mailbox
Draft: KAS 10/02/2014
Edit: MFS 10/3/2014; SHH 12/2/2014; WHT 12/8/2014
ECMS: Cabinets/CDER_OC/OSI/Division of Bioequivalence & Good 
Laboratory Practice Compliance/INSPECTIONS/BE Program
/Analytical Sites/
ECMS: Cabinets/CDER_OC/OSI/Division of Bioequivalence & Good 
Laboratory Practice Compliance/INSPECTIONS/BE Program
/Clinical Sites/Boehringer Ingelheim, Germany

File: BE6751(NDA 206-111)
FACTS: TBD
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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: 206111

Application Type: New NDA

Name of Drug/Dosage Form: Synjardy (empagliflozin / metformin) FDC tablets

Applicant:   Boehringer Ingelheim

Receipt Date:  August 4, 2014

Goal Date:  June 4, 2014

1. Regulatory History and Applicant’s Main Proposals
On February 5, 2013, Boehringer Ingelheim Pharmaceuticals opened a pre-Investigational New Drug (IND) 
file for empagliflozin / metformin fixed dose combination (FDC) tablets.  Empagliflozin (tradename –
Jardiance) is a sodium glucose co-transporter 2 (SGLT2) inhibitor and new molecular entity (NME) that was 
approved on August 1, 2014, as a monotherapy. Metformin hydrochloride (N,N-
dimethylimidodicarbonimidic diamide hydrochloride) is a member of the biguanide class of oral 
antihyperglycemics and is not chemically or pharmacologically related to any other class of oral 
antihyperglycemic agents. Metformin has been approved since 1995.  This is a 505(b)(2) application that will 
be marketed as a convenience product for patients taking metformin and empagliflozin.

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
No SRPI format deficiencies were identified in the review of this PI.
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! 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 
other words to identify the subject of the warning (e.g., “WARNING: SERIOUS 
INFECTIONS and ACUTE HEPATIC FAILURE”).  The BW heading should be centered.

YES

YES

YES

YES

YES

YES
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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:  

Contraindications in Highlights

YES

YES

N/A

N/A

N/A

YES

YES

YES
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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:  

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
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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:  

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:  

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:  

YES

YES

YES

YES

YES

YES

YES
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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:

YES

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:  Include postmarketing experience for each component?  Will discuss
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

YES

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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Clinical Pharmacology Reviewer: Sury Sista N

TL: Manoj Khurana Y

Biostatistics Reviewer: Suzie Sinks Y

TL: Mark Rothmann Y

Nonclinical 
(Pharmacology/Toxicology)

Reviewer: Mukesh Summan Y

TL: Ron Wange Y

Statistics (carcinogenicity) NN Reviewer: NN

TL:

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

Reviewer:

TL:

Product Quality (CMC) Reviewer: Joe Leginus Y

TL: Su Tran Y

Quality Microbiology (for sterile 
products)

Reviewer:

TL:

CMC Labeling Review Reviewer:

TL:

Facility Review/Inspection Reviewer:

TL:

OSE/DMEPA (proprietary name) Reviewer: Sarah Vee Y

TL:

OSE/DRISK (REMS) NN Reviewer: NN

TL:

OC/OSI/DSC/PMSB (REMS) Reviewer:

TL:

Reference ID: 3642347





Version: 4/15/2014 13

Comments: no issues   Review issues for 74-day letter

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

If no, explain: 

  YES
XX 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: 
XX  NO

  To be determined

Reason: 

! Abuse Liability/Potential

Comments: 

XX 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: 

XX  Not Applicable
  YES
  NO

CLINICAL MICROBIOLOGY

Comments: NN

XX  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

CLINICAL PHARMACOLOGY

Comments: no issues

  Not Applicable
XX FILE

  REFUSE TO FILE

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

needed?
XX  YES

  NO

  Not Applicable
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BIOSTATISTICS

Comments: no issues

XX FILE
  REFUSE TO FILE

  Review issues for 74-day letter

NONCLINICAL 
(PHARMACOLOGY/TOXICOLOGY)

Comments: no issues

  Not Applicable
XX  FILE

  REFUSE TO FILE

  Review issues for 74-day letter

IMMUNOGENICITY (BLAs/BLA efficacy 
supplements only)

Comments: 

XX  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

PRODUCT QUALITY (CMC)

Comments: no issues

  Not Applicable
XX  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: NN

XX  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: 

XX  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

CMC Labeling Review

Comments: no issues

  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?

XX N/A

  YES
  NO

  YES
  NO

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

! 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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! 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
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