
CENTER FOR DRUG EVALUATION AND 
RESEARCH 

 
 
 

APPLICATION NUMBER: 
 

206111Orig1s000 
 
 

ADMINISTRATIVE and CORRESPONDENCE  
DOCUMENTS 

















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

MICHAEL G WHITE
08/26/2015

JEAN-MARC P GUETTIER
08/26/2015

Reference ID: 3811559

















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

MICHAEL G WHITE
08/26/2015

Reference ID: 3811855



From: joachim.troost@boehringer-ingelheim.com
To: White, Michael G (CDER)
Subject: RE: NDA206111, Synjardy: 2nd Round, 2nd cycle FDA Draft Labeling
Date: Wednesday, August 19, 2015 4:04:13 PM

Dear Mike,
 
Thanks, got it. Joachim.
 

From: White, Michael G (CDER) [mailto:Michael.White1@fda.hhs.gov] 
Sent: Wednesday, August 19, 2015 3:59 PM
To: Troost,Dr.,Joachim (DSI) BIP-US-R
Subject: NDA206111, Synjardy: 2nd Round, 2nd cycle FDA Draft Labeling
 
Dear Dr. Troost,
 
Attached is the 2nd round of FDA edits of the draft labeling for the second cycle review of NDA
206111, Synjardy (empagliflozin and metformin hydrochloride fixed dose combination tablets). We
remind you that these edits do not reflect on the final regulatory decision for this application.
 
Please accept all FDA edits that you agree with. The document that you return to us should only
show in tracked changes (1) any new edits you have made to our prior edits and (2) any new edits
from you unrelated to our prior edits. To help avoid confusion, please delete outdated comments
and formatting bubbles, and leave only comment and formatting bubbles relevant to this round of
labeling negotiations in the label. When you add a comment bubble, please state "BI response to
FDA change or BI comment."
 
Because of the tight timeline we ask the you complete your review and return comments as soon as

possible and no later than the close of business, Monday, August 24th.
 
Please confirm receipt of this email, and let me know if you have any questions.
 
Regards,
 
-Mike
 
Michael G. White, PhD
Regulatory Project Manager
Division of Metabolism and Endocrinology Products 
Center for Drug Evaluation and Research
U.S. Food and Drug Administration
Phone: 240-402-6149
Fax: 301-796-9712
michael.white1@fda.hhs.gov

Reference ID: 3808745
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From: joachim.troost@boehringer-ingelheim.com
To: White, Michael G (CDER)
Subject: RE: NDA206111, Synjardy: 1st Round, 2nd cycle FDA DRAFT LABELING
Date: Thursday, August 13, 2015 4:58:01 PM

Dear Mike,
 
Receipt confirmed – and no questions at the moment. Thanks, Joachim.
 

From: White, Michael G (CDER) [mailto:Michael.White1@fda.hhs.gov] 
Sent: Thursday, August 13, 2015 4:49 PM
To: Troost,Dr.,Joachim (DSI) BIP-US-R
Subject: NDA206111, Synjardy: 1st Round, 2nd cycle FDA DRAFT LABELING
 
Dear Dr. Troost,
 
Attached is the 1st round of FDA edits of the draft labeling for the second cycle review of NDA
206111, Synjardy (empagliflozin and metformin hydrochloride fixed dose combination tablets). We
remind you that these edits do not reflect on the final regulatory decision for this application.
 
Please accept all FDA edits that you agree with. The document that you return to us should only
show in tracked changes (1) any new edits you have made to our prior edits and (2) any new edits
from you unrelated to our prior edits. To help avoid confusion, please delete outdated comments
and formatting bubbles, and leave only comment and formatting bubbles relevant to this round of
labeling negotiations in the label. When you add a comment bubble, please state "BI response to
FDA change or BI comment."
 
Because of the tight timeline we ask the you complete your review and return comments as soon as

possible and no later than the close of business, Tuesday, August 18th.
 
Please confirm receipt of this email, and let me know if you have any questions.
 
Regards,
 
-Mike
 
Michael G. White, PhD
Regulatory Project Manager
Division of Metabolism and Endocrinology Products 
Center for Drug Evaluation and Research
U.S. Food and Drug Administration
Phone: 240-402-6149
Fax: 301-796-9712
michael.white1@fda.hhs.gov

Reference ID: 3806253
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DEPARTMENT OF HEALTH & HUMAN SERVICES

Food and Drug Administration
Silver Spring, MD  20993

NDA 206111

PROPRIETARY NAME REQUEST
CONDITIONALLY ACCEPTABLE

Boehringer Ingelheim Pharmaceuticals, Inc.
900 Ridgebury Rd.
P.O. Box 368
Ridgefield, CT 06877-0368

ATTENTION: Joachim Troost, M.D.
Senior Associate Director, Regulatory Affairs

Dear Dr. Troost:

Please refer to your New Drug Application (NDA) dated and received July 2, 2015, submitted 
under section 505(b)(2) of the Federal Food, Drug, and Cosmetic Act for Empagliflozin and 
Metformin HCl Tablets, 5 mg/500 mg, 5 mg/1000 mg, 12.5 mg/500 mg, and 12.5 mg/1000 mg.

We also refer to your correspondence, dated and received July 2, 2015, requesting review of your 
proposed proprietary name, Synjardy.

We have completed our review of the proposed proprietary name, Synjardy, and have concluded 
that it is conditionally acceptable. 

If any of the proposed product characteristics as stated in your July 2, 2015, submission are
altered prior to approval of the marketing application, the proprietary name should be 
resubmitted for review. 

If you require information on submitting requests for proprietary name review or PDUFA 
performance goals associated with proprietary name reviews, we refer you to the following:

! Guidance for Industry Contents of a Complete Submission for the Evaluation of 
Proprietary Names 
(http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guid
ances/UCM075068.pdf) 

! PDUFA Reauthorization Performance Goals and Procedures Fiscal Years 2013 through 
2017, 
(http://www.fda.gov/downloads/ForIndustry/UserFees/PrescriptionDrugUserFee/UCM27
0412.pdf)

Reference ID: 3804013
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If you have any questions regarding the contents of this letter or any other aspects of the 
proprietary name review process, contact Terrolyn Thomas, Senior Safety Regulatory Project 
Manager in the Office of Surveillance and Epidemiology, at (240) 402-3981. For any other 
information regarding this application, contact Michael White, Regulatory Project Manager in 
the Office of New Drugs, at 240-402-6149.

Sincerely,

{See appended electronic signature page}

Todd Bridges, RPh
Director
Division of Medication Error Prevention and Analysis
Office of Medication Error Prevention and Risk Management
Office of Surveillance and Epidemiology
Center for Drug Evaluation and Research
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From: Holovac, Mary Ann
To: White, Michael G (CDER)
Cc: Stradley, Sara; Duvall, Beth A; Holovac, Mary Ann
Subject: NDA 206111, Synjardy (empa/met FDC) - cleared for action
Date: Tuesday, July 21, 2015 2:27:30 PM

Mike,

We discussed this application at Monday’s 505(b)(2) clearance meeting. This application is cleared for
action from a 505(b)(2) perspective.

Please make the changes to the draft assessment (as conveyed to you on 4//16/15, see below)
before archiving in DARRTS, assuming you are heading towards an approval. If you are not approving
this cycle, please make the changes below but defer archiving in DARRTS until you are headed
towards approval (in which case you would need to have the application cleared again). If that’s the
case, please let us know when the RS arrives so that we can add it anew to our clearance queue.

Please let me know if you have any questions.

Mary Ann

From: White, Michael G (CDER) 
Sent: Wednesday, July 15, 2015 11:44 AM
To: Holovac, Mary Ann
Subject: RE: 505(b)(2) Re-review for Resubmitted (class 1) NDA 206111, Synjardy (empa/met FDC)
 
Hi Mary Ann,
 
We just got word from ORP that NDA 206111 (Synjardy) will be considered a pending application
and thus its resubmission following the CR will not be required to conform to the PLLR.
 
This means that we will, as originally intentioned, classify the resubmission as a class 1 on the 2-

month clock with a PDUFA date of September 2nd.
 
Thank you for bearing with us and please let me know if you need anything!
 
-Mike
Michael G. White, PhD
Regulatory Project Manager, DMEP; WO22 - Room 3389, phone 240-402-6149
 
 

From: Holovac, Mary Ann 
Sent: Tuesday, July 07, 2015 1:39 PM
To: White, Michael G (CDER)
Subject: RE: 505(b)(2) Re-review for Resubmitted (class 1) NDA 206111, Synjardy (empa/met FDC)
 
Ok, not a problem. I have it in queue but will wait until you provide me with updates. Thank you.

Reference ID: 3795441



 

 

 

 

 

 

 

The July 2, 2015, resubmission of NDA 206111, in response to our June 4, 2015, Complete Response 
letter, induced no changes to the 505(b)(2) Assessment that was filed in DARRTS on 04/20/2015.  For 
convenience, a copy of the 04/20/2015 assessment follows. 

-Michael G. White, PhD 
Regulatory Project Manager 

Reference ID: 3795441

8 Pages have been Withheld in Full as duplicate copy of the 505(b)(2) 
Assessment located in OtherR, dated 04/20/2015, immediately following this 

page 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration
Silver Spring MD  20993

NDA 206111

ACKNOWLEDGE -
CLASS 1 COMPLETE RESPONSE

Boehringer Ingelheim Pharmaceuticals, Inc.
Attention: Joachim Troost, M.D.
Senior Associate Director, Regulatory Affairs
900 Ridgebury Road
P.O. Box 368
Ridgefield, CT 06877

Dear Dr. Troost:

We acknowledge receipt on July 2, 2015, of your July 2, 2015, resubmission to your 
supplemental new drug application submitted pursuant to section 505(b)(2) of the Federal Food, 
Drug, and Cosmetic Act for empagliflozin and metformin hydrochloride tablets.

We consider this resubmission a complete, class 1 response to our action letter.  Therefore, the 
user fee goal date is September 2, 2015.

If you have any questions, call me at (240) 402-6149.

Sincerely,

{See appended electronic signature page}

Michael G. White, Ph.D.
Regulatory Project Manager
Division of Metabolism and Endocrinology Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration
Silver Spring MD  20993

NDA 206111
GENERAL ADVICE

Boehringer Ingelheim Pharmaceuticals, Inc.
Attention: Joachim Troost, M.D.
Senior Associate Director, Regulatory Affairs
900 Ridgebury Road
P.O. Box 368
Ridgefield, CT 06877

Dear Dr. Troost:

Please refer to your New Drug Application (NDA) submitted under section 505(b)(2) of the 
Federal Food, Drug, and Cosmetic Act for empagliflozin and metformin hydrochloride tablets.

We also refer to your June 10, 2015, email containing a request for clarification on requirements 
for the resubmission of your application that were contained in the Complete Response letter 
dated June 4, 2015.

We have the following responses to your questions contained in your June 10, 2015, email:

Prescribing Information (PI)
BI proposes to cross-reference the previously submitted in the planned Synjardy resubmission, 
and not resubmit this documentation. Does the Agency concur with BI’s proposal?

FDA Response: In your resubmission, it is sufficient for you to cross reference data 
and documentation that was previously submitted to your application in order to 
support labeling.  However, in your resubmission, please include an updated PI
which contains your response to our last draft labeling for NDA 206111 emailed on 
June 2, 2015.  

Carton and Container Labeling
BI proposes to cross-reference the previously submitted carton and container labeling in the 
planned Synjardy resubmission (SEQ 0018, submitted May 21, 2015), and not resubmit this 
documentation. BI considers these final, pending any further comments from FDA.  Does the 
Agency concur with BI’s proposal?

FDA Response: We agree, so long as no changes are made to the last submitted 
carton & container labeling dated May 21, 2015.
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Proprietary Name
BI proposes to cross-reference the previously submitted proprietary name request in the planned 
Synjardy resubmission, and not resubmit this documentation. Does the Agency concur with BI’s 
proposal?

FDA Response: We do not agree. For administrative purposes, you will need to 
submit the proprietary name request as a separate submission from the Complete 
Response. In the separate submission of the proprietary name request, you may 
reference your previously submitted proprietary name request dated August 8, 
2014.

If you have any questions, call Michael G. White, Ph.D., Regulatory Project Manager, at 
(240) 402-6149.

Sincerely,

{See appended electronic signature page}

Jean-Marc Guettier, M.D.
Director
Division of Metabolism and Endocrinology Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research
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From: White, Michael G (CDER)
To: "joachim.troost@boehringer-ingelheim.com"
Subject: NDA206111, Synjardy: 4th Round FDA DRAFT LABELING
Date: Tuesday, June 02, 2015 7:49:00 PM
Attachments: 4th Rnd Empagliflozin Metformin BI response to FDA 2June2015.doc

Dear Dr. Troost,
 
Attached is the fourth round of FDA edits of the draft labeling for NDA 206111, Synjardy
(empagliflozin and metformin hydrochloride fixed dose combination tablets). We remind you that
these edits do not reflect on the final regulatory decision for this application.
 
Please accept all FDA edits that you agree with. The document that you return to us should only
show in tracked changes (1) any new edits you have made to our prior edits and (2) any new edits
from you unrelated to our prior edits. To help avoid confusion, please delete outdated comments
and formatting bubbles, and leave only comment and formatting bubbles relevant to this round of
labeling negotiations in the label. When you add a comment bubble, please state "BI response to
FDA change or BI comment."
 
Because of the tight timeline we ask the you complete your review and return comments as soon as

possible and no later than noon, Wednesday, June 3rd.
 
Please note the following comments regarding the Clinical Studies section that are included on the
draft labeling:
 

We view the 52-week efficacy data  reliable, robust and as sufficient to inform the
safe and effective use of the product in this setting.  Replace labeling language with language
in the current empagliflozin label.  The Agency is continuing to evaluate the multiple
imputation approach for the Week-52 analysis and may have be additional edits to relay
before final agreement.”

 
Please confirm receipt of this email, and let me know if you have any questions.

Reference ID: 3773515
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Regards,
 
-Mike
 
Michael G. White, PhD
Regulatory Project Manager
Division of Metabolism and Endocrinology Products 
Center for Drug Evaluation and Research
U.S. Food and Drug Administration
Phone: 240-402-6149
Fax: 301-796-9712
michael.white1@fda.hhs.gov
 

Reference ID: 3773515
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From: joachim.troost@boehringer-ingelheim.com
To: White, Michael G (CDER)
Subject: RE: NDA206111, Synjardy: 3rd Round FDA DRAFT LABELING
Date: Wednesday, May 27, 2015 6:49:29 PM

Dear Mike,
 
Thanks a lot. Got it and I will get back to you as soon as possible.
 
Thanks, Joachim.
 

From: White, Michael G (CDER) [mailto:Michael.White1@fda.hhs.gov] 
Sent: Wednesday, May 27, 2015 6:49 PM
To: Troost,Dr.,Joachim (DSI) BIP-US-R
Subject: NDA206111, Synjardy: 3rd Round FDA DRAFT LABELING
 
Dear Dr. Troost,
 
Attached is the third round of FDA edits of the draft labeling for NDA 206111, Synjardy
(empagliflozin and metformin hydrochloride fixed dose combination tablets). We remind you that
these edits do not reflect on the final regulatory decision for this application.
 
Please accept all FDA edits that you agree with. The document that you return to us should only
show in tracked changes (1) any new edits you have made to our prior edits and (2) any new edits
from you unrelated to our prior edits. To help avoid confusion, please delete outdated comments
and formatting bubbles, and leave only comment and formatting bubbles relevant to this round of
labeling negotiations in the label. When you add a comment bubble, please state "BI response to
FDA change or BI comment."
 
Because of the tight timelines we ask the you complete your review and return comments as soon

as possible and no later than noon, Friday, May 29th.
 
Please confirm receipt of this email, and let me know if you have any questions.
 
Regards,
 
-Mike
 
Michael G. White, PhD
Regulatory Project Manager
Division of Metabolism and Endocrinology Products 
Center for Drug Evaluation and Research
U.S. Food and Drug Administration
Phone: 240-402-6149
Fax: 301-796-9712
michael.white1@fda.hhs.gov

Reference ID: 3767032
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From: joachim.troost@boehringer-ingelheim.com
To: White, Michael G (CDER)
Subject: RE: NDA206111, Synjardy: Statistics team teleconference follow-up
Date: Friday, May 22, 2015 11:51:55 AM

Dear Mike,
 
Thanks to you and FDA statistics team as well.
 
I will send you a response by today, but won’t get it through the eCTD gateway in time. I will work
on submitting the official response on Tuesday. In case that there would be any change (besides
formatting of the written response document), I will outline these.
 
Thanks and have a nice extended weekend,
 
Joachim.
 
 
 

From: White, Michael G (CDER) [mailto:Michael.White1@fda.hhs.gov] 
Sent: Friday, May 22, 2015 11:36 AM
To: Troost,Dr.,Joachim (DSI) BIP-US-R
Subject: NDA206111, Synjardy: Statistics team teleconference follow-up
 
Hi Joachim,
 
It was a pleasure talking to you at the teleconference on Friday May 22, 2015, at 11am.
 
From the conversation, our statics review team has concluded that the statistical approach provided
in your prior email, in which you now incorporate the sampling of the ‘off-treatment’ regression
coefficients from the multivariate normal distribution, is reasonable.
 
We requested and look forward to receiving a detailed description of your methodology, as well as
the analysis code and corresponding results with which we will consider providing additional
feedback.
 
Please let me know if you any further questions.
 
Kind regards,
 
-Mike
 
Michael G. White, PhD
Regulatory Project Manager
Division of Metabolism and Endocrinology Products 
Center for Drug Evaluation and Research
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U.S. Food and Drug Administration
Phone: 240-402-6149
Fax: 301-796-9712
michael.white1@fda.hhs.gov
 
 
 

From: joachim.troost@boehringer-ingelheim.com [mailto:joachim.troost@boehringer-ingelheim.com]
Sent: Friday, May 22, 2015 10:44 AM
To: White, Michael G (CDER)
Subject: FW: structure of sampling
 
 
Dear Mike,
 
Please find below an outline prepared by my statistical colleagues for our discussion at 11 am.
 
Could you please share the information with your colleagues?
 
I also would like to provide an updated BI participation list
 

• Michael Shear (statistics)
• Dr Stefan Hantel (statistics)
• Dr Dacheng Liu (statistics)
• Dr Erich Bluhmki (statistics)
• Dr Afshin Salsali (medical)
• me

 
Thanks and kind regards,
 
Joachim.
 
Dear Dr. White,
We have prepared an update to the statistical handling of missing data at week 52/104 previously
submitted to FDA (Monday, 18 May) [please see below for reference to previous email
communication] whereby we additionally now incorporate sampling of the ‘off-treatment’
regression coefficients from the multivariate normal distribution. We would like to discuss this
approach and confirm whether this would be acceptable to the authority.
 
Previous email communication
‘Per FDA request (dated 15 May 2015), we plan to perform the following
missing value imputation strategy at week 52 (and subsequently at week 104).
Does the FDA agree with this approach??
1: Estimate variability of the overall HbA1c data, including both on- and off-
treatment measurements, at week 52, on FAS (OC-AD), via ANCOVA
conditioning on baseline eGFR, baseline HbA1c, and treatment.
2: Estimate mean(s) of the 'off-treatment' data at week 52 using ANCOVA (per

Reference ID: 3763364



conditioning on variables listed in [1.] above).
3: Impute missing patient data at week 52, for RS, assuming normal
distribution with mean and variability estimates from [2.] and [1.] above,
conditioning on the aforementioned variables of the patient.
4: Analyze treatment effect at week 52, for RS (OC-AD), via ANCOVA (per
conditioning on variables listed in [1.] above).
5: Repeat [3.] and [4.] by 100 times
6: Calculate overall estimate of treatment effect
Please note that, for analysis of the week 104 data only, the ‘region’ effect is
also included as a conditioning variable in all of the above-specified analyses.
This effect is excluded from analysis of the week 52 data because of technical
non-convergence of the ANCOVA ‘imputation’ model on ‘off-treatment’ data at
this same time-point (only 14 HbA1c ‘off-treatment’ values available).
Consequently, region is also excluded from the treatment effect analysis model
at week 52 in order to avoid issues with uncongeniality (Meng, 1994). Region
was selected for exclusion from the week 52 analyses because not all regions
were populated with ‘off-treatment’ data.’
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From: White, Michael G (CDER)
To: "joachim.troost@boehringer-ingelheim com"
Subject: RE: NDA206111, Synjardy: INFORMATION REQUEST / TCon 11:00 am to 11:30 am
Date: Thursday, May 21, 2015 4:08:00 PM
Attachments: image001.png

Thanks Joachim,
 
FYI, we expect the following participants:
 
Gregory Levin (stats)
Susie Sinks (stats)
Bradley McEvoy (stats)
me
and tentatively, Bill Chong (clinical)
 
Let me know if you need anything else,
 
-Mike
 
Michael G. White, PhD
Regulatory Project Manager
Division of Metabolism and Endocrinology Products 
Center for Drug Evaluation and Research
U.S. Food and Drug Administration
Phone: 240-402-6149
Fax: 301-796-9712
michael.white1@fda.hhs.gov
 
 
 
 

From: joachim.troost@boehringer-ingelheim.com [mailto:joachim.troost@boehringer-ingelheim.com] 
Sent: Thursday, May 21, 2015 3:52 PM
To: White, Michael G (CDER)
Subject: NDA206111, Synjardy: INFORMATION REQUEST / TCon 11:00 am to 11:30 am
 
Dear Mike,
 
Thanks for being available at such a short notice. Please find below the phone number and the conference ID for the dial-
in.
 
Day/Date/Time: Friday/ May 22, 2015/ 11:00 am to 11:30 am.
 
BI participants:

• Michael Shear (statistics)
• Dr Stefan Hantel (statistics)
• Dr Dacheng Liu (statistics)
• me

 
Join by Phone

 English (United States - Ridgefield)    

  English (United States - Ridgefield)      

 

Conference ID: 572334128
 

Reference ID: 3763364
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Thanks and BR, Joachim.
 
 

From: White, Michael G (CDER) [mailto:Michael.White1@fda.hhs.gov]
Sent: Thursday, May 21, 2015 3:41 PM
To: Troost,Dr.,Joachim (DSI) BIP-US-R
Subject: RE: NDA206111, Synjardy: INFORMATION REQUEST
 
Hi Joachim,
 

11am tomorrow (Friday the 22nd) works for a t-con.  Send along a call-in number.
 
-Mike
 
Michael G. White, PhD
Regulatory Project Manager
Division of Metabolism and Endocrinology Products 
Center for Drug Evaluation and Research
U.S. Food and Drug Administration
Phone: 240-402-6149
Fax: 301-796-9712
michael.white1@fda.hhs.gov
 
 

From: joachim.troost@boehringer-ingelheim.com [mailto:joachim.troost@boehringer-ingelheim.com]
Sent: Thursday, May 21, 2015 10:07 AM
To: White, Michael G (CDER)
Subject: RE: NDA206111, Synjardy: INFORMATION REQUEST
 
Dear Mike,
 
Thanks for the email. I am collecting feedback from my statistical colleagues.
 
One question: should I still submit the response that we prepared for today (May 21, 2015)? It’s currently made ready
for submission. Or would you prefer to receive only the updated response?
 
Once I have feedback whether the statistical colleagues would like to have a TC, I will get back with times and a call-in
number.
 
 
Thanks, Joachim.
 

From: White, Michael G (CDER) [mailto:Michael.White1@fda.hhs.gov]
Sent: Thursday, May 21, 2015 9:49 AM
To: Troost,Dr.,Joachim (DSI) BIP-US-R
Subject: RE: NDA206111, Synjardy: INFORMATION REQUEST
 
Hi Joachim,
 
I have the following response to your question.
 

Your proposal will not adequately address our request. Your algorithm is similar to the approach described here

 We recommend that
your imputation in Step 3 incorporates both the variability estimated in Step 1 (as you have already proposed)
and the uncertainty in the estimates of the ANCOVA parameters used to estimate the off-treatment means in
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Step 2. Please outline the algorithm you implemented in your response to the IR. We are available for a t-con if
there are any outstanding issues. 

 
If you’d like to have a t-con, please send me a few suggested times and a call-in number.
 
Regards,
 
-Mike
 
Michael G. White, PhD
Regulatory Project Manager
Division of Metabolism and Endocrinology Products 
Center for Drug Evaluation and Research
U.S. Food and Drug Administration
Phone: 240-402-6149
Fax: 301-796-9712
michael.white1@fda.hhs.gov
 
 
 

From: joachim.troost@boehringer-ingelheim.com [mailto:joachim.troost@boehringer-ingelheim.com]
Sent: Monday, May 18, 2015 1:32 PM
To: White, Michael G (CDER)
Subject: FW: NDA206111, Synjardy: INFORMATION REQUEST
 
Dear Dr White,
 
In response to FDA’s information request below, my statistical colleagues are preparing to respond as outlined below. 
We would like to ensure, that this will appropriately address FDA’s request. If not, would it be possible to schedule a TC
for tomorrow so that FDA and BI statisticians could clarify open topics?
 
Could you please propose a time, when FDA statisticians would be available:
 
Thanks and kind regards,
 
Joachim.
 
 
Per FDA request (dated 15 May 2015), we plan to perform the following missing value
imputation strategy at week 52 (and subsequently at week 104). Does the FDA agree with this
approach?

Reference ID: 3763364
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Regards,
 
-Mike
 
Michael G. White, PhD
Regulatory Project Manager
Division of Metabolism and Endocrinology Products 
Center for Drug Evaluation and Research
U.S. Food and Drug Administration
Phone: 240-402-6149
Fax: 301-796-9712
michael.white1@fda.hhs.gov
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From: joachim.troost@boehringer-ingelheim.com
To: White, Michael G (CDER)
Subject: RE: NDA206111, Synjardy: INFORMATION REQUEST
Date: Friday, May 15, 2015 3:28:48 PM

Dear Dr White,
 
I confirm receipt of your information request and I will get back to you as soon as possible.
 
Thanks and have a nice weekend,
 
Joachim.
 

From: White, Michael G (CDER) [mailto:Michael.White1@fda.hhs.gov] 
Sent: Friday, May 15, 2015 3:26 PM
To: Troost,Dr.,Joachim (DSI) BIP-US-R
Subject: NDA206111, Synjardy: INFORMATION REQUEST
 
Dear Dr. Troost,
 
In reference to NDA 206111, Synjardy (empagliflozin and metformin hydrochloride) FDC tablets, we
have the following request for information from the statistics review team:
 

“Reference is made to the May 12, 2015 BI response to the FDA IR submitted May 4,
2015.  
 
We have read your response and have the following comments.  We do not agree 

 
 
We also do not agree 

 
We have some comments on your approach 

  We agree in principle with your approach, but understand your concern 

  We recommend a multiple imputation

Reference ID: 3757186

(b) (4)

(b) (4)

(b) (4)

(b) (4)



approach that continues to sample missing data based on the means of the available off-
treatment measurements but uses an imputation variance that more reasonably
approximates the variance observed based on the overall HbA1C data.   The approach
should be implemented to estimate mean differences between treatment groups at both
week 52 and week 104.   Please submit the results of your analysis, a description of the
methodology, and the programming code used.”

 
Provide this information as soon as possible or by the close of business close of business, Thursday,

May 21st.
 
Let me know if you have any questions and please confirm receipt of this request. Please email me a
copy as well as officially submitting the information to your application.
 
Regards,
 
-Mike
 
Michael G. White, PhD
Regulatory Project Manager
Division of Metabolism and Endocrinology Products 
Center for Drug Evaluation and Research
U.S. Food and Drug Administration
Phone: 240-402-6149
Fax: 301-796-9712
michael.white1@fda.hhs.gov
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From: joachim.troost@boehringer-ingelheim.com
To: White, Michael G (CDER)
Subject: RE: NDA206111, Synjardy: 2nd Round FDA DRAFT LABELING
Date: Friday, May 15, 2015 3:18:26 PM
Attachments: image001.png

Dear Dr White,
 
Thanks for your email with FDA’s edits of the draft labeling. I will get back to you as soon as possible.
 
Have a nice weekend,
 
Joachim
 

Dr Joachim Troost
Regulatory Affairs
Boehringer Ingelheim Pharmaceuticals, Inc.
Ridgefield, Connecticut 
P: 203 798 5155 :: C: 
joachim.troost@boehringer-ingelheim.com

 
 
 
 
 

From: White, Michael G (CDER) [mailto:Michael.White1@fda.hhs.gov] 
Sent: Friday, May 15, 2015 3:12 PM
To: Troost,Dr.,Joachim (DSI) BIP-US-R
Subject: NDA206111, Synjardy: 2nd Round FDA DRAFT LABELING
 
Dear Dr. Troost,
 
Attached is the second round of FDA edits of the draft labeling for NDA 206111, Synjardy
(empagliflozin and metformin hydrochloride fixed dose combination tablets). We remind you that
these edits do not reflect on the final regulatory decision for this application.
 
Please accept all FDA edits that you agree with. The document that you return to us should only
show in tracked changes (1) any new edits you have made to our prior edits and (2) any new edits
from you unrelated to our prior edits. To help avoid confusion, please delete outdated comments
and formatting bubbles, and leave only comment and formatting bubbles relevant to this round of
labeling negotiations in the label. When you add a comment bubble, please state "BI response to
FDA change or BI comment."
 
Because of the tight timelines we ask the you complete your review and return comments as soon

as possible and no later than the close of business, Thursday, May 21st.
 
Please confirm receipt of this email, and let me know if you have any questions.

Reference ID: 3757128
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Regards,
 
-Mike
 
Michael G. White, PhD
Regulatory Project Manager
Division of Metabolism and Endocrinology Products 
Center for Drug Evaluation and Research
U.S. Food and Drug Administration
Phone: 240-402-6149
Fax: 301-796-9712
michael.white1@fda.hhs.gov
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From: joachim.troost@boehringer-ingelheim.com
To: White, Michael G (CDER)
Subject: RE: NDA206111, Synjardy: INFORMATION REQUEST
Date: Monday, May 04, 2015 4:23:37 PM

Dear Mike,
 
Thanks for your email. I will get back to you as soon as possible.
 
Thanks and KR, Joachim
 

From: White, Michael G (CDER) [mailto:Michael.White1@fda.hhs.gov] 
Sent: Monday, May 04, 2015 3:27 PM
To: Troost,Dr.,Joachim (DSI) BIP-US-R
Subject: NDA206111, Synjardy: INFORMATION REQUEST
 
Dear Dr. Troost,
 
In reference to NDA 206111, Synjardy (empagliflozin and metformin hydrochloride) FDC tablets, we
have the following request for information from the statistics review team:
 

“Reference is made to the BI response to the April 15, 2015 FDA IR submitted April 17,
2015.
 
We have read your response and have the following comments. We do not believe the
mixed model for repeated measures (MMRM) reliably estimates the difference in
average HbA1c change at week 104. To clarify, we are referring to an estimate of the
average difference in HbA1c change at week 104 regardless of treatment adherence.
 
For your MMRM we question the appropriateness of representing HbA1c change for
those with missing data by the HbA1c change from those with data since patients with
data appear to be systematically different than those without data. For example, in trial
1245.28 about 4% of those with data at week 104 were off-treatment, whereas about
90% of those without data stopped treatment prior to (the beginning of the analysis
window for) week 104. Moreover, of those with data at week 104, those that were off-
treatment tended to have not as favorable HbA1c values as those that were on-
treatment. Given these considerations, your MMRM may overstate the HbA1c change at
week 104, possibly resulting in an upwardly biased estimate of the treatment effect.
 
We request you fit alternative model(s) that addresses the concerns raised above. Please
provide results from an analysis where you impute, using a multiple imputation
approach, HbA1c change at week 104 for those without data using information from
those with data at week 104 that were off-treatment, accounting for baseline HbA1c,
assigned treatment and possibly other effect modifiers (e.g., baseline eGFR). You can also
provide results from additional alternative models accompanied with a description of the
approach and underlying assumptions being made. Please provide the requested
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information by May 12, 2015.”
 
Provide this information as soon as possible or by the close of business Tuesday, May 12, 2015.
 
Let me know if you have any questions and please confirm receipt of this request. Please email me a
copy as well as officially submitting the information to your application.
 
Regards,
 
Michael G. White, PhD
Regulatory Project Manager
Division of Metabolism and Endocrinology Products 
Center for Drug Evaluation and Research
U.S. Food and Drug Administration
Phone: 240-402-6149
Fax: 301-796-9712
michael.white1@fda.hhs.gov
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration
Silver Spring MD  20993

NDA 206111
LABELING DISCUSSION COMMENTS

Boehringer Ingelheim Pharmaceuticals, Inc.
Attention: Joachim Troost, M.D.
Senior Associate Director, Regulatory Affairs
900 Ridgebury Road
PO Box 368
Ridgefield, CT 06877

Dear Dr. Troost:

Please refer to your New Drug Application (NDA) dated August 4, 2014, submitted pursuant to 
section 505(b)(2) of the Federal Food, Drug, and Cosmetic Act for Synjardy (empagliflozin and 
metformin hydrochloride) fixed dose combination tablets.

We also refer to our October 10, 2014, letter in which we notified you of our target date of May 
4, 2015, for communicating labeling changes and/or postmarketing requirements/commitments 
in accordance with the “PDUFA Reauthorization Performance Goals and Procedures - Fiscal 
Years 2013 Through 2017.”

On March 11, 2015, we received your most recent proposed PI labeling submission to this 
application, and have proposed revisions that are included as an enclosure. We request that you 
resubmit labeling that addresses these issues by April 28, 2015.  The resubmitted labeling will be 
used for further labeling discussions.

Your proposed prescribing information (PI) must conform to the content and format regulations 
found at CFR 201.56(a) and (d) and 201.57.  Prior to resubmitting your proposed PI, we 
encourage you to review the labeling review resources on the PLR Requirements for Prescribing 
Information website including:

The Final Rule (Physician Labeling Rule) on the content and format of the PI for human 
drug and biological products 
Regulations and related guidance documents 
A sample tool illustrating the format for Highlights and Contents, and 
The Selected Requirements for Prescribing Informatio
important format items from labeling regulations and guidances.  
FDA’s established pharmacologic class (EPC) text phrases for inclusion in the Highlights 
Indications and Usage heading.

At the end of labeling discussions, use the SRPI checklist to ensure that the PI conforms with 
format items in regulations and guidances.
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These revisions have been reviewed and cleared to the level of Cross Discipline Team Leader.

If you have any questions, call me at (301) 240-402-6149.

Sincerely,

{See appended electronic signature page}

Michael G. White, Ph.D.
Regulatory Project Manager
Division of Metabolism and Endocrinology Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research

ENCLOSURE: Round 1 FDA Draft Labeling for NDA206111

Reference ID: 3736669
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From: joachim.troost@boehringer-ingelheim.com
To: White, Michael G (CDER)
Subject: RE: NDA206111, Synjardy: INFORMATION REQUEST
Date: Friday, April 10, 2015 10:06:59 AM

Dear Mike,
 
Thanks for your email – receipt confirmed.
 
I will get back to you as soon as possible.
 
BR and nice WE, Joachim
 

From: White, Michael G (CDER) [mailto:Michael.White1@fda.hhs.gov] 
Sent: Thursday, April 09, 2015 9:17 PM
To: Troost,Dr.,Joachim (DSI) BIP-US-R
Subject: NDA206111, Synjardy: INFORMATION REQUEST
 
Dear Dr. Troost,
 
In reference to NDA 206111, Synjardy (empagliflozin and metformin hydrochloride) FDC tablets, we
have the following request for information from the statistics review team:
 

“The primary analysis population should include both on-treatment and off-treatment
measurements.  In the proposed labelling, your imputation for study 1245.28 and
1245.49 were all based on the observed cases where patients were on-treatment using
LOCF method. 
 
Please provide the statistical analyses performed on all patients regardless of early
discontinuation.”

 
Provide this information as soon as possible or by the close of business Friday, April 17, 2015.
 
Let me know if you have any questions and please confirm receipt of this request. Please email me a
copy as well as officially submitting the information to your application.
 
Regards,
 
Michael G. White, PhD
Regulatory Project Manager
Division of Metabolism and Endocrinology Products 
Center for Drug Evaluation and Research
U.S. Food and Drug Administration
Phone: 240-402-6149
Fax: 301-796-9712
michael.white1@fda.hhs.gov
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From: joachim.troost@boehringer-ingelheim.com
To: White, Michael G (CDER)
Subject: RE: NDA206111, Synjardy: CARTON & CONTAINER LABELING
Date: Thursday, March 05, 2015 1:28:09 PM

Dear Dr White,
 
Thanks for your email, receipt confirmed.
 
Thanks and kind regards,
 
Joachim Troost.
 

From: White, Michael G (CDER) [mailto:Michael.White1@fda.hhs.gov] 
Sent: Thursday, March 05, 2015 1:15 PM
To: Troost,Dr.,Joachim (DSI) BIP-US-R
Subject: NDA206111, Synjardy: CARTON & CONTAINER LABELING
 
Dear Dr. Troost,
 
We have the following comments and recommendations from the Division of Medication Error Prevention
and Analysis (DMEPA) pertaining to your carton and container labels for NDA 206111, Synjardy, submitted
on January 22, 2015.
 
Please note that we may have further comments later on but wanted to send what we have as of now.
 

DMEPA concludes that the proposed labels and labeling can be improved to increase the
readability and prominence of important information on the label to promote the safe use of
the product. 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. 

Reference ID: 3711704
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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

 
 
Please resubmit any updated labeling with applicable changes. Let me know if you have any questions and
please confirm receipt of this email.
 
Regards,
-Mike
 
Michael G. White, PhD
Regulatory Project Manager
Division of Metabolism and Endocrinology Products 
Center for Drug Evaluation and Research
U.S. Food and Drug Administration
Phone: 240-402-6149
Fax: 301-796-9712
michael.white1@fda.hhs.gov
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From: joachim.troost@boehringer-ingelheim.com
To: White, Michael G (CDER)
Subject: RE: NDA206111, Synjardy: INFORMATION REQUEST
Date: Wednesday, March 04, 2015 4:13:47 PM

Dear Dr White,
 
Thanks for your email and we will get back to you as soon as possible.
 
Kind regards,
 
Joachim Troost.
 

From: White, Michael G (CDER) [mailto:Michael.White1@fda.hhs.gov] 
Sent: Wednesday, March 04, 2015 3:18 PM
To: Troost,Dr.,Joachim (DSI) BIP-US-R
Subject: NDA206111, Synjardy: INFORMATION REQUEST
 
Dear Dr. Troost,
 
In reference to NDA 206111, Synjardy (empagliflozin and metformin hydrochloride) FDC tablets, we
have the following request for information from the statistics review team:
 

“Please submit the sas program on analysis of the occurrence of confirmed
hypoglycaemic AE  for  study 1245.28.”

 
Provide this information by close of business Wednesday, March 11,  2015.
 
Let me know if you have any questions and please confirm receipt of this request. Please email me a
copy as well as officially submitting the information to your application.
 
Regards,
 
Michael G. White, PhD
Regulatory Project Manager
Division of Metabolism and Endocrinology Products 
Center for Drug Evaluation and Research
U.S. Food and Drug Administration
Phone: 240-402-6149
Fax: 301-796-9712
michael.white1@fda.hhs.gov
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From: joachim.troost@boehringer-ingelheim.com
To: White, Michael G (CDER)
Subject: RE: NDA206111, Synjardy: INFORMATION REQUEST
Date: Tuesday, February 24, 2015 2:41:38 PM

Dear Dr White,
 
Thanks for your email. We will get back to you as soon as possible.
 
Thanks and kind regards,
 
Joachim Troost.
 

From: White, Michael G (CDER) [mailto:Michael.White1@fda.hhs.gov] 
Sent: Tuesday, February 24, 2015 2:24 PM
To: Troost,Dr.,Joachim (DSI) BIP-US-R
Subject: NDA206111, Synjardy: INFORMATION REQUEST

Dear Dr. Troost,
 
In reference to NDA 206111, Synjardy (empagliflozin and metformin hydrochloride) FDC tablets, we
have the following request for information from the review team:
 

“Regarding your revised carton labeling and container label for Synjardy, there was no
indication  for which you
submitted labeling with the original submission.
 
The revised C&C labeling did not include 

”
 
Provide this information by close of business Monday, March 2, 2015.
 
Let me know if you have any questions and please confirm receipt of this request. Please email me a
copy as well as officially submitting the information to your application.
 
Regards,
 
Michael G. White, PhD
Regulatory Project Manager
Division of Metabolism and Endocrinology Products 
Center for Drug Evaluation and Research
U.S. Food and Drug Administration
Phone: 240-402-6149
Fax: 301-796-9712
michael.white1@fda.hhs.gov
 

Reference ID: 3706926

(b) (4)

(b) (4)



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

MICHAEL G WHITE
02/24/2015

Reference ID: 3706926



From: joachim.troost@boehringer-ingelheim.com
To: White, Michael G (CDER)
Subject: RE: NDA206111, Empa+met FDC: Clinical INFORMATION REQUEST
Date: Tuesday, December 30, 2014 11:00:14 AM

Dear Dr White,
 
We received your request and will get back to you as soon as possible.
 
Thanks and kind regards,
 
Joachim Troost.
 

From: White, Michael G (CDER) [mailto:Michael.White1@fda.hhs.gov] 
Sent: Tuesday, December 30, 2014 9:44 AM
To: Troost,Dr.,Joachim (DSI) BIP-US-R
Subject: NDA206111, Empa+met FDC: Clinical INFORMATION REQUEST
 
Dear Dr. Troost,
 
In reference to NDA 206111, empagliflozin and metformin hydrochloride FDC tablets, we have the
following request for information from the clinical review team:
 

“We note that the presentation of adverse events by renal function for SAF-C2 in section
5.1.6 of the Summary of Clinical Safety does not include all patients from this safety
population.  We request that you provide additional information on the safety of the
proposed FDC product in patients with renal impairment.  Specifically, we request that
you present results in a similar format to Table 5.1.6: 1 of the Summary of Clinical Safety
based on the following eGFR categories: > 90 ml/min/1.73 m2, 60 to < 90 ml/min/1.73
m2, < 60 ml/min/1.73 m2, 30 to < 45 ml/min/1.73 m2, and 45 to < 60 ml/min/1.73 m2.”

 
Provide this information by close of business Friday, January 16, 2015.
 
Let me know if you have any questions and please confirm receipt of this request. Please email me a
copy as well as officially submitting the information to your application.
 
Regards,
 
Michael G. White, PhD
Regulatory Project Manager
Division of Metabolism and Endocrinology Products 
Center for Drug Evaluation and Research
U.S. Food and Drug Administration
Phone: 240-402-6149
Fax: 301-796-9712
michael.white1@fda.hhs.gov

Reference ID: 3680833



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

MICHAEL G WHITE
12/30/2014

Reference ID: 3680833



From: joachim.troost@boehringer-ingelheim.com
To: White, Michael G (CDER)
Subject: RE: NDA206111, Empa+met FDC: Microbiology INFORMATION REQUEST
Date: Sunday, December 14, 2014 11:06:59 AM

Dear Mike,
 
Thanks for your email – receipt confirmed. I will get back to you as soon as possible.
 
Thanks and kind regards,
 
Joachim.
 
 
 
 

From: White, Michael G (CDER) [mailto:Michael.White1@fda.hhs.gov] 
Sent: Friday, December 12, 2014 7:59 PM
To: Troost,Dr.,Joachim (DSI) BIP-US-R
Subject: NDA206111, Empa+met FDC: Microbiology INFORMATION REQUEST
 
Dear Dr. Troost,
 
In reference to NDA 206111, empagliflozin and metformin hydrochloride FDC tablets, we have the
following request for microbiology information from the review team:
 

You propose to perform 

Address the following points.
 

1. Identify and justify critical control points in the manufacturing process that
could affect microbial load of the drug product.
 

a. Define 
 
b. Define 
 

2. Describe microbiological monitoring and acceptance criteria for the critical
control points that you have identified. Verify the suitability of your testing
methods for your drug product. Conformance to the acceptance criteria
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established for each critical control point should be documented in the batch
record in accordance with 21 CFR 211.188.
 
3. Describe activities taken when microbiological acceptance criteria are not met
at control points.

 
In addition to these points, address the following:
 

1. You should minimally perform microbial limits testing at the initial stability
testing time point. Provide an updated stability schedule to reflect this testing.

 
If you choose to omit microbial limits testing for release, then remove the microbial limits
tests and acceptance criteria from the drug product release specification.
Alternatively, you may retain a microbial limits specification for product release, but
testing must be performed on every lot of drug product produced.
 
Please submit a revised drug product release specification for whichever microbial limits
testing alternative that you select.

 
Provide this information by close of business Wednesday, December 30, 2014.
 
Let me know if you have any questions and please confirm receipt of this request. Please email me a
copy as well as officially submitting the information to your application.
 
Regards,
 
Michael G. White, PhD
Regulatory Project Manager
Division of Metabolism and Endocrinology Products 
Center for Drug Evaluation and Research
U.S. Food and Drug Administration
Phone: 240-402-6149
Fax: 301-796-9712
michael.white1@fda.hhs.gov
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From: joachim.troost@boehringer-ingelheim.com
To: White, Michael G (CDER)
Subject: RE: NDA206111, Empa+met FDC: INFORMATION REQUEST
Date: Thursday, December 04, 2014 5:22:14 PM

Dear Michael,
 
Thanks for your email – and receipt confirmed.
 
I will get to you as soon as possible.
 
Thanks and kind regards,
 
Joachim.
 

From: White, Michael G (CDER) [mailto:Michael.White1@fda.hhs.gov] 
Sent: Thursday, December 04, 2014 5:17 PM
To: Troost,Dr.,Joachim (DSI) BIP-US-R
Subject: NDA206111, Empa+met FDC: INFORMATION REQUEST
 
Dear Dr. Troost,
 
In reference to NDA 206111, empagliflozin and metformin hydrochloride FDC tablets, we have the
following request for information from the review team.
 
“Provide SAS code utilized to create inferential analyses of the primary and key secondary efficacy
endpoints for study 1245.28.”
 
Provide this information by close of business Wednesday, December 10, 2014.
 
Let me know if you have any questions and please confirm receipt of this request. Please email me a
copy as well as officially submitting the information to your application.
 
Regards,
 
Michael G. White, PhD
Regulatory Project Manager
Division of Metabolism and Endocrinology Products 
Center for Drug Evaluation and Research
U.S. Food and Drug Administration
Phone: 240-402-6149
Fax: 301-796-9712
michael.white1@fda.hhs.gov
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If you have any questions regarding the contents of this letter or any other aspects of the 
proprietary name review process, contact Lyle Canida, Safety Regulatory Project Manager in the 
Office of Surveillance and Epidemiology, at (301) 796-1637. For any other information 
regarding this application, contact Patricia Madara, Regulatory Project Manager in the Office of 
New Drugs, at (301) 796-1249.

Sincerely,

{See appended electronic signature page}

Kellie A. Taylor, Pharm.D., MPH
Deputy Director
Office of Medication Error Prevention and Risk Management
Office of Surveillance and Epidemiology
Center for Drug Evaluation and Research
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration
Silver Spring MD  20993

NDA 206111

FILING COMMUNICATION –
NO FILING REVIEW ISSUES IDENTIFIED

Boehringer Ingelheim Pharmaceuticals, Inc.
Joachim Troost, M.D.
Senior Associate Director, Regulatory Affairs
900 Ridgebury Road / P.O. Box 368
Ridgefield, CT 06877

Dear Dr. Troost:

Please refer to your New Drug Application (NDA) dated and received August 4, 2014, submitted 
pursuant to section 505(b)(2) of the Federal Food, Drug, and Cosmetic Act, for empagliflozin 
and metformin hydrochloride tablets.

We also refer to your amendments dated August 8 and October 3, 8, and 9, 2014.

We have completed our filing review and have determined that your application is sufficiently 
complete to permit a substantive review.  Therefore, in accordance with 21 CFR 314.101(a), this 
application is considered filed 60 days after the date we received your application.  The review 
classification for this application is Standard.

Therefore, the user fee goal date is June 4, 2015.

We are reviewing your application according to the processes described in the Guidance for 
Review Staff and Industry: Good Review Management Principles and Practices for PDUFA 
Products.  Therefore, we have established internal review timelines as described in the guidance, 
which includes the timeframes for FDA internal milestone meetings (e.g., filing, planning, mid-
cycle, team and wrap-up meetings).  Please be aware that the timelines described in the guidance 
are flexible and subject to change based on workload and other potential review issues (e.g., 
submission of amendments).  We will inform you of any necessary information requests or status 
updates following the milestone meetings or at other times, as needed, during the process.  If 
major deficiencies are not identified during the review, we plan to communicate proposed 
labeling and, if necessary, any postmarketing commitment requests by approximately 
May 4, 2015.
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PRESCRIBING INFORMATION
Your proposed prescribing information (PI) must conform to the content and format regulations 
found at 21 CFR 201.56(a) and (d) and 201.57.  We encourage you to review the labeling review 
resources on the PLR Requirements for Prescribing Information website including:

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

! Regulations and related guidance documents 
! A sample tool illustrating the format for Highlights and Contents, and 
! The Selected Requirements for Prescribing Information (SRPI) − a checklist of 42 

important format items from labeling regulations and guidances.  

At the end of labeling discussions, use the SRPI checklist to ensure that the PI conforms with
format items in regulations and guidances. 

We acknowledge your request for a waiver of the requirement that the Highlights of Prescribing 
Information be limited to no more than one-half page.  We will consider your request during 
labeling discussions.  

PROMOTIONAL MATERIAL

You may request advisory comments on proposed introductory advertising and promotional 
labeling.  Please submit, in triplicate, a detailed cover letter requesting advisory comments (list 
each proposed promotional piece in the cover letter along with the material type and material 
identification code, if applicable), the proposed promotional materials in draft or mock-up form 
with annotated references, and the proposed package insert (PI), and patient PI.  Submit 
consumer-directed, professional-directed, and television advertisement materials separately and 
send each submission to:

Food and Drug Administration 
Center for Drug Evaluation and Research
Office of Prescription Drug Promotion (OPDP)
5901-B Ammendale Road
Beltsville, MD 20705-1266

Do not submit launch materials until you have received our proposed revisions to the package 
insert (PI), and patient PI, and you believe the labeling is close to the final version.  

For more information regarding OPDP submissions, please see 
http://www.fda.gov/AboutFDA/CentersOffices/CDER/ucm090142.htm.  If you have any 
questions, call OPDP at 301-796-1200.

Reference ID: 3642372



NDA 206111
Page 3

REQUIRED PEDIATRIC ASSESSMENTS

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

We acknowledge receipt of your request for a partial waiver of pediatric studies for this 
application. Once we have reviewed your request, we will notify you if the partial waiver 
request is denied.

We acknowledge receipt of your request for a partial deferral of pediatric studies for this 
application. Once we have reviewed your request, we will notify you if the partial deferral 
request is denied.

If you have any questions, call Patricia Madara, Regulatory Project Manager, at 301-796-1249.

Sincerely,

{See appended electronic signature page}

Jean-Marc Guettier, M.D. 
Director
Division of Metabolism and Endocrinology Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research
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Boehringer Ingelheim Pharmaceuticals, Inc.
Joachim Troost, M.D.
Senior Associate Director, Regulatory Affairs
900 Ridgebury Road / P.O. Box 368
Ridgefield, CT 06877

Dear Dr. Troost:

We have received your New Drug Application (NDA) submitted under section 505(b) of the 
Federal Food, Drug, and Cosmetic Act (FDCA) for the following:

Name of Drug Product: empagliflozin / metformin hydrochloride tablets, fixed dose 
combination (FDC)

Date of Application: August 4, 2014

Date of Receipt: August 4, 2014

Our Reference Number: NDA 206111

Unless we notify you within 60 days of the receipt date that the application is not sufficiently 
complete to permit a substantive review, we will file the application on October 3, 2014, in 
accordance with 21 CFR 314.101(a).

If you have not already done so, promptly submit the content of labeling [21CFR 314.50(l)(1)(i)] 
in structured product labeling (SPL) format as described at
http://www.fda.gov/ForIndustry/DataStandards/StructuredProductLabeling/default.htm. Failure 
to submit the content of labeling in SPL format may result in a refusal-to-file action under 21 
CFR 314.101(d)(3).  The content of labeling must conform to the content and format
requirements of revised 21 CFR 201.56-57.

You are also responsible for complying with the applicable provisions of sections 402(i) and 
402(j) of the Public Health Service Act (PHS Act) [42 USC §§ 282 (i) and (j)], which was 
amended by Title VIII of the Food and Drug Administration Amendments Act of 2007 
(FDAAA) (Public Law No, 110-85, 121 Stat. 904).
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The NDA number provided above should be cited at the top of the first page of all submissions 
to this application.  Send all submissions, electronic or paper, including those sent by overnight 
mail or courier, to the following address:

Food and Drug Administration
Center for Drug Evaluation and Research
Division of Metabolism and Endocrinology Products
5901-B Ammendale Road
Beltsville, MD 20705-1266

All regulatory documents submitted in paper should be three-hole punched on the left side of the 
page and bound. The left margin should be at least three-fourths of an inch to assure text is not 
obscured in the fastened area. Standard paper size (8-1/2 by 11 inches) should be used; however, 
it may occasionally be necessary to use individual pages larger than standard paper size.  
Non-standard, large pages should be folded and mounted to allow the page to be opened for 
review without disassembling the jacket and refolded without damage when the volume is 
shelved. Shipping unbound documents may result in the loss of portions of the submission or an 
unnecessary delay in processing which could have an adverse impact on the review of the 
submission.  For additional information, please see 
http://www.fda.gov/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequirements/Drug
MasterFilesDMFs/ucm073080.htm.

Secure email between CDER and applicants is useful for informal communications when 
confidential information may be included in the message (for example, trade secrets or patient 
information).  If you have not already established secure email with the FDA and would like to 
set it up, send an email request to SecureEmail@fda.hhs.gov.  Please note that secure email may 
not be used for formal regulatory submissions to applications.

If you have any questions, call me at (301) 796-1249.

Sincerely,

{See appended electronic signature page}

Patricia Madara 
Regulatory Project Manager
Division of Metabolism and Endocrinology 
Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research
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Food and Drug Administration
Silver Spring MD  20993

PIND 117670

MEETING PRELIMINARY COMMENTS

Boehringer Ingelheim Pharmaceuticals, Inc.
Joachim Troost, M.D.
Senior Associate Director, Regulatory Affairs
PO Box 368
Ridgefield, CT 06877

Dear Dr. Troost:

Please refer to your Pre-Investigational New Drug Application (PIND) file for empagliflozin / 
metformin fixed dose combination (FDC) tablet.

We also refer to your November 15, 2013, correspondence, received November 15, 2013,
requesting a meeting to discuss submission of a new drug application (NDA) for the 
empagliflozin / metformin fixed dose combination (FDC) tablet.  

Our preliminary responses to your meeting questions are enclosed.  

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

If you have any questions, call me at (301) 796-1249.

Sincerely,

{See appended electronic signature page}

Patricia Madara 
Regulatory Project Manager
Division of Metabolism and Endocrinology 
Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research

ENCLOSURE:
   Preliminary Meeting Comments
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and bioequivalence studies for all six intended dose strengths of the E/M FDC have been 
performed for bridging purposes (Studies 1276.6, and 1276.8). All studies were 
conducted under IND 102145 (empagliflozin).

Now the company is requesting a preNDA meeting to be held as a teleconference.  The meeting 
is scheduled for January 13, 2014.

2. Discussion

2.1. Chemistry, Manufacturing and Controls

Question 1

The chemistry, manufacturing, and controls information will be organized in the ICH Common
Technical Document (CTD) format in Module 3 of the NDA.  An overview of the planned CMC 
documentation and proposed table of contents to be submitted in the NDA is provided in [Section
10.1] and in [Annex 1].  Does the Division have any comments about the general organization
and/or proposed content to be included in Module 3 of the NDA?

FDA Response

We have no comment on your proposal.

2.2. Nonclinical Pharmacology

Question 2

As previously communicated, BI plans to refer to NDA 204629 for nonclinical information 
specifically related to empagliflozin, and to approved US labeling for relevant nonclinical 
information for metformin.

The nonclinical information specifically supporting concomitant administration of 
empagliflozin and metformin will be organized in the ICH Common Technical Document 
(CTD) format in Module 4 of the NDA.  A proposed table of contents for Module 4 is 
provided in [Annex 2].  Does the Division have any comments about the general
organization and/or proposed content to be included in Module 4 of the NDA?

FDA Response

In your NDA submission, please also include a Nonclinical Overview (CTD module 2.4) and 
a Nonclinical Summary (CTD module 2.6) applicable to the new nonclinical information 
supporting the empagliflozin and metformin FDC.

2.3 Clinical Pharmacology

Question 3

Does the Division concur with the proposed approach (reference briefing document) for clinical 
pharmacology information to be provided in the E/M FDC NDA?

Reference ID: 3434547

(b) (4)



PIND 117670
Preliminary Meeting Comments

Page 3

FDA Response

Yes, we concur with your proposed approach. Please include all relevant PK datasets and 
program codes along with study reports.

Question 4

Does the Division concur with the proposed approach for bridging the clinical trial formulations 
in efficacy/safety studies to be included in the E/M FDC NDA with the to-be-commercialized 
fixed dose combination tablets?

FDA Response

Yes, we concur with your proposed approach.

2.4 Clinical

Question 5

Does the Division concur that the proposed clinical data package as outlined in Table 3 is 
adequate to support an assessment of the efficacy and safety of concomitant administration of 
empagliflozin and metformin in patients with type 2 diabetes?

FDA Response

The proposed clinical data package appears to be adequate for an assessment of efficacy 
and safety.

Question 6

The groupings of studies to be presented in Module 2.7.3, Summary of Clinical Efficacy (SCE) 
as well as in the SCE Appendix for the Integrated Summary of Efficacy (ISE) are outlined in the 
Statistical Analysis Plan for the ISE, provided in [Annex 4].  Does the Division have any 
comments regarding the proposed groupings of studies proposed for the SCE/ISE and the 
provided Statistical Analysis Plan?

FDA Response

We do not have any comment on the proposed groupings at this time.

Question 7

The groupings of studies to be presented in Module 2.7.4, Summary of Clinical Safety (SCS) as 
well as in the SCS Appendix for the Integrated Summary of Safety (ISS) are outlined in the 
Statistical Analysis Plan for the ISS, provided in [Annex 5].  Does the Division have any 
comments regarding the proposed groupings of studies proposed for the SCS/ISS and the 
provided Statistical Analysis Plan?

FDA Response

We do not have any comment regarding the proposed safety groupings at this time.  
Analysis of adverse events relative to dosing time (i.e. morning vs. evening) should be 
performed.  In addition to an overall analysis of malignancies, analysis of bladder cancer, 
lung cancer, and melanoma events should be performed.  Additional frequency tables 
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similar to what is proposed for the analysis of urinary tract infection and genital infection 
would be informative for other adverse events of special interest.  In particular, evaluation 
of decreased renal function and volume depletion events by age, gender, baseline renal 
function, and concomitant diuretic use would be of interest.

Question 8

BI proposes to include case report forms (CRFs) and narratives for all clinical efficacy/safety 
study reports (Table 3) included in the E/M FDC NDA for:

 Patients who died or experienced a serious adverse event

 Patients who experienced the following adverse events of special interest

o Biochemical cases of Hy’s Law (ALT or AST ≥3x ULN with total bilirubin ≥2x 
ULN) and cases of ALT or AST ≥5x ULN

o Renal failure (creatinine >/= 2x baseline and above ULN)

o Urosepsis or acute pyelonephritis

 Patients who permanently discontinued study medication due to an adverse event.

Does the Division agree with this proposal?

FDA Response

In addition to the CRFs and narratives that you propose to include, also include CRFs and 
narratives for cases of bladder cancer, lung cancer, and melanoma.  Additional CRFs and 
narratives may be requested as a result of safety concerns that may arise during our 
review.

Question 9

BI proposes to submit datasets as outlined below, in STDM or ADaM format, as appropriate:

 Pharmacokinetic datasets for the BA/BE studies 1276.5, .6, .7, .8, and .9 will be 
submitted as STDM.  The following domains will be provided: DM-Demographics, EX-
Exposure, DS-Disposition, PC-Pharmacokinetic Concentrations, PP- Pharmacokinetic 
Parameters, CO-Comment and the supplemental domains that go with these domains.

 Data tabulation datasets and analysis datasets for the clinical efficacy/safety studies 
included in the E/M FDC NDA (rf to Table 3) will be submitted as STDM.

 Integrated analyses for Phase 2/3 studies (rf to Table 3) will be provided as ADaM format 
including MedDRA version 16.1, WhoDD version 13.SEP. The ADaM datasets will 
contain the US laboratory units as defined in [Annex 6].

Does the Division concur with this proposal?

FDA Response

In addition to your proposed dataset format, please also submit your analysis datasets as 
SAS transport files (.xpt). Submit the plasma concentration dataset which includes the 
following variables:
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Subject, Sequence, Period, Treatment, Concentration (C1, C2, C3,…Cn), KE_FIRST,  
KE_LAST, Time point (T1, T2, T3,…Tn)

where KE_FIRST and KE_LAST are the first and last time points, respectively, used to 
estimate the elimination constant (Kel) for each subject/period. Also submit the 
pharmacokinetic dataset which includes the following variables:

Subject, Sequence, Period, Treatment, AUC0-t, AUC0-inf, Cmax, Tmax, Kel, T½.

Question 10

Does FDA have any comments to the proposed safety package proposed to be submitted as            
the 4-month safety update?

FDA Response

We do not have any comments on the proposed 4-month safety update at this time.

2.5 Additional FDA Comments:

For new trials, please note that the LOCF method for dealing with data missing in the 
primary analysis is no longer recommended by the Division since the publication of the 
National Academy of Sciences (NAS) 2010 report The Prevention and Treatment of Missing 
Data in Clinical Trials. The method for handling missing data in the primary analysis 
should discuss what assumptions went into the choice of method. The reasonableness of the 
assumptions should be assessed statistically. You should also define the estimand of your 
primary analysis. For further advice on missing data, see the National Academies of 
Sciences report on The Prevention and Treatment of Missing Data in Clinical Trials (NAS, 
2010).

3.0 Discussion of the Content of a Complete Application

As stated in our December 6, 2013, communication granting this meeting, if, at the time of 
submission, the application that is the subject of this meeting is for a new molecular entity or an 
original biologic, the application will be subject to “the Program” under PDUFA V.   Therefore, 
at this meeting be prepared to discuss and reach agreement with FDA on the content of a 
complete application, including preliminary discussions on the need for risk evaluation and 
mitigation strategies (REMS) or other risk management actions.  You and FDA may also reach 
agreement on submission of a limited number of minor application components to be submitted 
not later than 30 days after the submission of the original application.  These submissions must 
be of a type that would not be expected to materially impact the ability of the review team to 
begin its review.  All major components of the application are expected to be included in the 
original application and are not subject to agreement for late submission. 

Discussions and agreements will be summarized at the conclusion of the meeting and reflected in 
FDA’s meeting minutes.  If you decide to cancel this meeting and do not have agreement with 
FDA on the content of a complete application or late submission of any minor application 
components, your application is expected to be complete at the time of original submission.
In addition, we remind you that the application is expected to include a comprehensive and 
readily located list of all clinical sites and manufacturing facilities.  
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Finally, in accordance with the PDUFA V agreement, FDA has contracted with an independent 
contractor, Eastern Research Group, Inc. (ERG), to conduct an assessment of the Program.  ERG 
will be in attendance at this meeting as silent observers to evaluate the meeting and will not 
participate in the discussion.  Please note that ERG has signed a non-disclosure agreement.

Information on PDUFA V and the Program is available at 
http://www.fda.gov/ForIndustry/UserFees/PrescriptionDrugUserFee/ucm272170.htm.      

4. Additional Important Information

4.1.    PREA Requirements

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

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

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

4.2. Prescribing Information

In your application, you must submit proposed prescribing information (PI) that conforms to the 
content and format regulations found at 21 CFR 201.56(a) and (d) and 201.57.  As you develop 
your proposed PI, we encourage you to review the labeling review resources on the PLR 
Requirements of Prescribing Information website including the Final Rule (Physician Labeling 
Rule) on the content and format of the PI for human drug and biological products, regulations, 
related guidance documents, a sample tool illustrating the format for Highlights and Contents , 
and the Selected Requirements for Prescribing Information (SRPI) − a checklist of 42 important 
format items from labeling regulations and guidances.  We encourage you to use the SRPI 
checklist as a quality assurance tool before you submit your proposed PI.   
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interpretation of this statutory provision (see Docket FDA-2003-P-0274-0015, available at 
http://www.regulations.gov).

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

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

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

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

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

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

literature

Source of information
(e.g., published literature, name of listed 

drug)

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

labeling)

1.  Example: Published literature Nonclinical toxicology

2.  Example: NDA XXXXXX
“TRADENAME”

Previous finding of effectiveness for
indication X

3.  Example: NDA YYYYYY
“TRADENAME”

Previous finding of safety for
Carcinogenicity, labeling section XXX

4.     

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