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From: Madara, Patricia
To: daniel.coleman@boehringer-ingelheim.com
Subject: NDA 204629 - PMR / PMC milestone dates required
Date: Monday, July 07, 2014 4:56:00 PM
Attachments: 2014 7 7 empagliflozin JARDIANCE NDA 204-629 PMR PMC Language.doc
Importance: High

NDA 204629                                                 INFORMATION REQUEST
 
Hi Dan;
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of
the Federal Food, Drug, and Cosmetic Act for Jardiance (empagliflozin) tablets, 10
mg and 25 mg.  In addition, we reference the June 3, 2014, submission which
constituted a complete response to our March 5, 2014, action letter.
 
We continue to review your application.  We have attached a draft list of PMRs /
PMCs based on the data and internal analyses available at this time.  Please
complete the form with milestone dates and return to us by email, on or before July
10, 2014.
 
Contact me if you have any questions.  Please confirm receipt of this email.
 
Sincerely;
 
Pat Madara
Regulatory Project Manager
Division of Metabolism and Endocrinology Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research
10903 New Hampshire Avenue
Silver Spring, MD 20993-0002
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PMR/PMC list for NDA 204629 
JARDIANCE (empagliflozin) tablets 

 
While review of your application continues, we are sending you a draft list of PMRs/PMCs 
based on the data and internal analyses available to date.  These brief study/trial summaries are 
intended to describe the main objective and study/trial characteristics of interest.  
 
Please submit by email a copy of the PMR and PMC studies/trials to us with milestone dates, 
which include Final Protocol Submission, Study Completion and Final Report Submission.   
 

• Note that milestone dates only need month and year 
• For milestone calculation purposes only, assume that an approval occurs on the 

PDUFA date.   
• Note that the "Final Protocol Submission" date is the date by which you have 

submitted a complete protocol that has already received full concurrence by FDA. 
• For PMCs, include a statement that you agree to conduct these studies/trials.   

 
Postmarketing Requirements 
 

 
1. A single-dose pharmacokinetic and pharmacodynamics study of empagliflozin in 

pediatric patients 10 to <18 years of age with type 2 diabetes mellitus. 
 

Study Completion:      
Final Report Submission:   

 
2. A 24-week, randomized, double-blind, placebo-controlled trial to evaluate the efficacy 

and safety of empagliflozin for the treatment of pediatric patients 10 to <18 years of age 
with type 2 diabetes melliltus as an add-on to metformin, followed by a 28-week double-
blind, placebo- or active-controlled extension period.  The efficacy and safety study 
should have at least 30% of randomized subjects 10 to 14 years of age and at least one-
third (but not more than two-thirds) of subjects in both age subsets (10 to 14 years and 15 
to <18 years) will be female.  Secondary safety endpoints should include the effect of 
empagliflozin on mineral and bone metabolism, and the effect of empagliflozin on 
growth.  This trial should not be initiated until after the data from the juvenile animal 
study have been submitted to and reviewed by the Agency.  
 
Final Protocol Submission:  
Trial Completion:      
Final Report Submission:    
 

3. A study to evaluate empagliflozin toxicity in juvenile rats. 
 
Study Completion:  
Final Report Submission: 
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4. A randomized, double-blind, placebo-controlled trial evaluating the effect of 
empagliflozin on the incidence of major adverse cardiovascular events (MACE) in 
patients with type 2 diabetes mellitus. The primary objective of the trial should be to 
demonstrate that the upper bound of the 2-sided 95% confidence interval for the 
estimated risk ratio comparing the incidence of MACE (non-fatal myocardial infarction, 
non-fatal stroke, cardiovascular death) observed with empagliflozin to that observed in 
the placebo group is less than 1.3.  The long-term effects of empagliflozin on the 
incidence of liver toxicity, bone fractures, nephrotoxicity/acute kidney injury, breast 
cancer, bladder cancer, lung cancer, melanoma, complicated genital infections, 
complicated urinary tract infections/pyelonephritis/urosepsis, serious events related to 
hypovolemia and serious hypersensitivity reactions should also be assessed.  Estimated 
glomerular filtration rate (eGFR) should also be monitored over time to assess for 
worsening renal function. 
 
Final Protocol Submission:  
Trial Completion:      
Final Report Submission:    
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DEPARTMENT OF HEALTH & HUMAN SERVICES

Food and Drug Administration
Silver Spring, MD  20993

NDA 204629
PROPRIETARY NAME REQUEST
CONDITIONALLY ACCEPTABLE

Boehringer Ingelheim Pharmaceuticals, Inc.
900 Ridgebury Road, P.O. Box 368
Ridgefield, CT 06877

ATTENTION: Daniel T. Coleman, Ph.D.
Sr. Associate Director, Regulatory Affairs

Dear Dr. Coleman:

Please refer to your New Drug Application (NDA) dated and received June 3, 2014, submitted 
under section 505(b) of the Federal Food, Drug, and Cosmetic Act for Empagliflozin Tablets, 
10 mg and 25 mg.

We also refer to your correspondence, dated and received June 5, 2014, requesting review of 
your proposed proprietary name, Jardiance. 

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

If any of the proposed product characteristics as stated in your June 5, 2014, submission are
altered prior to approval of the marketing application, the proprietary name should be 
resubmitted for review. 

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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From: Madara, Patricia
To: daniel.coleman@boehringer-ingelheim.com
Subject: NDA 204629 (empagliflozin)
Date: Tuesday, June 17, 2014 1:13:00 PM
Importance: High

NDA 204629                                                 INFORMATION REQUEST
 
Dan;
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of
the Federal Food, Drug, and Cosmetic Act for empagliflozin tablets, 10 mg and 25
mg.
 
We continue to review your application and have the following request for information:
 

·         We reference your proposed juvenile rat study protocol entitled
“Juvenile Toxicity Study with Empagliflozin in the Rat”, submitted to us
on December 3rd 2013.  We note from your cover letter, that the latter rat
juvenile toxicity study was due to begin in .  Please, can
you provide us an update of the study status?  Specifically, please
provide a timeline for study initiation, study completion and final report
submission.
 

You may submit this information informally, via email but also submit your responses
officially to NDA 204629.  Contact me if you have any questions.

Please confirm receipt of this email.
 
Sincerely;
 
Pat Madara
Regulatory Project Manager
Division of Metabolism and Endocrinology Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research
10903 New Hampshire Avenue
Silver Spring, MD 20993-0002
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration
Silver Spring MD  20993

NDA 204629
ACKNOWLEDGE -

CLASS 1 COMPLETE RESPONSE

Boehringer Ingelheim Pharmaceuticals, Inc.
Attention:  Daniel T. Coleman, Ph.D.
Sr. Associate Director; Drug Regulatory Affairs
900 Ridgebury Road; P.O. Box 368
Ridgefield, CT  06877

Dear Dr. Coleman:

We acknowledge receipt on June 3, 2014, of your June 3, 2014, resubmission to your new drug 
application (NDA) submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act 
for Jardiance (empagliflozin) tablets, 10 mg and 25 mg.

We consider this resubmission a complete, class 1 response to our action letter.  Therefore, the 
user fee goal date is August 3, 2014.

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

Sincerely,

{See appended electronic signature page}

Pat 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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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration
Silver Spring MD  20993

NDA 204629
IND 102145

GENERAL ADVICE

Boehringer Ingelheim Pharmaceuticals, Inc.
Attention:  Daniel T. Coleman, Ph.D.
Sr. Associate Director; Drug Regulatory Affairs
900 Ridgebury Road; P.O. Box 368
Ridgefield, CT  06877

Dear Dr. Coleman:

Please refer to your Investigational New Drug Application (IND) submitted under section 505(i) 
and to your New Drug Application (NDA), submitted under section 505(b) of the Federal Food, 
Drug, and Cosmetic Act for empagliflozin tablets, 10 mg and 25 mg.

We also refer to your December 20, 2013 (to NDA 204629) and January 22, 2014 (to IND 
102145), submissions, containing a revised Pediatric Study Plan (PSP) and proposed change to a 
pediatric protocol for empagliflozin.

We have reviewed the referenced materials and have the following comments:

Reference ID: 3486481
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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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If you have any questions, contact 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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PeRC BPCA/Pediatric Study Plan Subcommittee  
Meeting Minutes 

February 12, 2014 
 
PeRC Members Attending: 
Lynne Yao 
Rosemary Addy 
Hari Cheryl Sachs 
George Greeley 
Michelle Roth-Cline  
Jane Inglese 
Wiley Chambers 
Tom Smith 
Karen Davis-Bruno  
Shrikant Pagay 
Lily Mulugeta 
Dianne Murphy (Did not review: )  
Maura O’Leary 
Gregory Reaman  
Coleen LoCicero  
Peter Starke 
 
BPCA/Initial Pediatric Study Plan  
  
9:00 NDA
9:30 IND 

10:00 NDA 204629 Jardiance (empagliflozin) Deferral/Plan 
Discussion 

Type 2 Diabetes Mellitus 

10:20 IND 
10:50 IND 
11:20 IND 

11:35 IND 

11:45 IND 
 IND 
 IND 
 IND 
 IND 

 IND  
 IND 
 IND 
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From: Madara, Patricia
To: "daniel.coleman@boehringer-ingelheim.com"
Cc: heidi.reidies@boehringer-ingelheim.com; kathryn.jason@boehringer-ingelheim.com
Subject: RE: NDA 204629 empagliflozin Label Comments
Date: Friday, January 24, 2014 9:49:00 AM
Attachments: image001.png

FDA to BI 204629 empagliflozin fpi draft 2014 01 24.doc
FDA to BI Jardiance container and carton label revisions 24Jan14.pdf

Importance: High

Dan;
 
I have attached the revised full prescribing information (track changes).  I suggest
that you incorporate all revisions except those for which you have questions or
require clarification.  If you would like to suggest any edits to our revisions, please
provide your rationale.  I need to request that your comments be returned to us by
January 29th.
 
I have attached the requested revisions to your carton and container labeling.  These
revisions are recommended after review by the Division of Medication Error
Prevention and Analysis.  Please incorporate these revisions and resubmit the
labeling officially to your NDA.
 
Finally, the following general revisions should be incorporated throughout the label, if
they are applicable.
 
General Revisions

1.    If there are any instances of the symbol ‘<’ or ‘>’in the text, revise to use
appropriate wording.  The ‘greater than’ and ‘less than’ symbols are dangerous
abbreviations that could be interpreted opposite of its intended meaning.

 
2.    If there are any trailing zeros, remove them (i.e., 5.0 mg to 5 mg, 1.0 mL to 1

mL).  The use of trailing zeros (i.e., 1.0 mL) can lead to 10 fold overdoses if the
decimal is not seen.
 

Please contact me if you have any questions.  Please confirm receipt.
Sincerely;
Patricia Madara 
Regulatory Project Manager 
Division of Metabolism and Endocrinology Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
10903 New Hampshire Avenue 
Silver Spring, MD 20993-0002 
Phone: 301-796-1249
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From: daniel.coleman@boehringer-ingelheim.com [mailto:daniel.coleman@boehringer-ingelheim.com] 
Sent: Wednesday, January 22, 2014 12:14 AM
To: Madara, Patricia
Cc: heidi.reidies@boehringer-ingelheim.com; kathryn.jason@boehringer-ingelheim.com
Subject: NDA 204629 empagliflozin Label Comments
 
Dear Pat,
We are eagerly waiting for the FDA comments and proposals for the empagliflozin labeling
 expected by Friday Jan 24.
Would you kindly plan to email the comments to me as soon as they are available even if they are
issued as a formal paper correspondence?
Heidi and Kathryn have asked if you could kindly also copy them on any emails regarding
empagliflozin so that we can respond as promptly as possible.
If you have time to give us a further update on when we might expect label comments, it would be
greatly appreciated.
Thanks and best regards,

Dan
Daniel T. Coleman Ph.D.
Regulatory Affairs
Boehringer Ingelheim Pharmaceuticals, Inc.
Ridgefield, Connecticut 
P: 203 798 5081
daniel.coleman@boehringer-ingelheim.com
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From: Madara, Patricia
To: "daniel.coleman@boehringer-ingelheim.com"
Cc: heidi.reidies@boehringer-ingelheim.com; kathryn.jason@boehringer-ingelheim.com
Subject: RE: NDA 204629 empagliflozin Label Comments
Date: Saturday, February 01, 2014 10:07:00 AM
Attachments: image001.png
Importance: High

Hi Dan;
 
I forwarded your email and request for a tcon to the Division of Medication Error
Prevention and Analysis (DMEPA).  They have responded with the following
comments, recommendations and requests for additional information.
 
We are happy to discuss our recommendations further. We would like to note that the
recommendations quoted in your email are targeted to help prevent selection of the
wrong strength of the product and are based on post-marketing experience and 
DMEPA’s Container Labels and Carton Labeling Guidance[1]. More specifically:
 
•           Revise the font color of the proprietary name  or revise the color
scheme of the 25 mg strength  so that either the strength or the
proprietary name appears in its own unique color and the color does not overlap with
any other colors utilized in highlighting the strengths.
 
Our practical experience indicates that when the product has several strengths, but
shares the color for the proprietary name and one of the strengths, selection errors
can occur because the same color is used on different labels, which reduces label
differentiation between different strengths. In your specific example, by using the 
color for the proprietary name, you reduce the difference between the labels because
one of your strengths is also expressed in . As a result, labels for both of your
strengths contain more  than any other color which reduces differentiation.
Additionally, according to the Safety Considerations for Container Labels and Carton
Labeling Design to Minimize Medication Errors Guidance, the Sponsors should
ensure that the product strength stands out on the container label and carton labeling
when there are multiple strengths (p.10). Appropriate techniques for this purpose
should be used like boxing, prominent typeface, color differentiation, etc. However,
use of  color in excess on both labels, reduces differentiation between the
strengths.
 
•           Change the  block on either 10 mg strength or 25 mg strength, as
having  color blocks on two strengths decreases the differentiation between the
two strengths.
 
Both labels are mostly white and black with a specific color for a proprietary name
and two color blocks (i.e., three little blocks making up a big block) on the upper part
of the principal display panel (PDP) and around the strength of the product.  Thus, it
appears that these color blocks represent the differentiation strategy between the
labels. However, both of your labels use  color for one of the little blocks on the
PDP for both strengths, which by itself decreases the differentiation between the

Reference ID: 3446182
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products. Please refer to aforementioned statements regarding strength
differentiation.
Overall though, the use of  color on both of your labels decreases
the differentiation between the strengths of the product, as a result, selection errors
can occur.
 
As we stated previously, we are more than happy to discuss our recommendations
further. However, before we do so, we would like to get some information regarding
your new global product design such as:
 

1.    What do you plan to do in terms of the new global design?
2.    What changes are you anticipating?
3.    Have you done any labeling comprehension studies on your new global

design? If so, can you please provide that information to the Agency?
 
Please send any response officially to your NDA.  Please confirm receipt of this email.
Sincerely;
Patricia Madara 
Regulatory Project Manager 
Division of Metabolism and Endocrinology Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
10903 New Hampshire Avenue 
Silver Spring, MD 20993-0002 
Phone: 301-796-1249
 
 
 
 
From: daniel.coleman@boehringer-ingelheim.com [mailto:daniel.coleman@boehringer-ingelheim.com] 
Sent: Monday, January 27, 2014 8:19 PM
To: Madara, Patricia
Cc: heidi.reidies@boehringer-ingelheim.com; kathryn.jason@boehringer-ingelheim.com
Subject: RE: NDA 204629 empagliflozin Label Comments
 
Dear Pat,
 
Following our initial internal meetings to discuss the FDA-proposed revisions to the carton
and container labeling, we are requesting a short telecon with representatives from the
Division of Medication Error Prevention and Analysis to further discuss their requests to:
 

·         Revise the font color of the proprietary name ) or revise the color scheme
of the 25 mg strength  so that either the strength or the proprietary
name appears in its own unique color and the color does not overlap with any other
colors utilized in highlighting the strengths.

·         Change the  block on either 10 mg strength or 25 mg strength, as having
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 color blocks on two strengths decreases the differentiation between the two
strengths.

 
These proposed changes are in conflict with Boehringer Ingelheim’s new global design for
carton and container labeling.  The purpose of our meeting is to better understand these
FDA comments and to jointly consider possible options to address the concerns while
minimizing deviations from the global design.  Please note that FDA’s input to this NDA will
also be considered when preparing future NDA submissions. 
 
We are available at your earliest convenience to discuss.
 
Please contact me if you have any questions or as soon as you can set up a time for a brief
telecon.
 
Best Regards,
Dan

Daniel T. Coleman Ph.D.
Regulatory Affairs
Boehringer Ingelheim Pharmaceuticals, Inc.
Ridgefield, Connecticut 
P: 203 798 5081
daniel.coleman@boehringer-ingelheim.com

 
 
From: Madara, Patricia [mailto:Patricia.Madara@fda.hhs.gov] 
Sent: Friday, January 24, 2014 9:50 AM
To: Coleman,Dr.,Daniel (DRA) BIP-US-R
Cc: Reidies,Heidi (DRA) BIP-US-R; Jason,Dr.,Kathryn (DRA) BIP-US-R
Subject: RE: NDA 204629 empagliflozin Label Comments
Importance: High
 
Dan;
 
I have attached the revised full prescribing information (track changes).  I suggest
that you incorporate all revisions except those for which you have questions or
require clarification.  If you would like to suggest any edits to our revisions, please
provide your rationale.  I need to request that your comments be returned to us by
January 29th.
 
I have attached the requested revisions to your carton and container labeling.  These
revisions are recommended after review by the Division of Medication Error
Prevention and Analysis.  Please incorporate these revisions and resubmit the
labeling officially to your NDA.
 
Finally, the following general revisions should be incorporated throughout the label, if
they are applicable.
 

Reference ID: 3446182
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General Revisions
1.    If there are any instances of the symbol ‘<’ or ‘>’in the text, revise to use

appropriate wording.  The ‘greater than’ and ‘less than’ symbols are dangerous
abbreviations that could be interpreted opposite of its intended meaning.

 
2.    If there are any trailing zeros, remove them (i.e., 5.0 mg to 5 mg, 1.0 mL to 1

mL).  The use of trailing zeros (i.e., 1.0 mL) can lead to 10 fold overdoses if the
decimal is not seen.
 

Please contact me if you have any questions.  Please confirm receipt.
Sincerely;
Patricia Madara 
Regulatory Project Manager 
Division of Metabolism and Endocrinology Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
10903 New Hampshire Avenue 
Silver Spring, MD 20993-0002 
Phone: 301-796-1249
 
 
 
 
From: daniel.coleman@boehringer-ingelheim.com [mailto:daniel.coleman@boehringer-ingelheim.com] 
Sent: Wednesday, January 22, 2014 12:14 AM
To: Madara, Patricia
Cc: heidi.reidies@boehringer-ingelheim.com; kathryn.jason@boehringer-ingelheim.com
Subject: NDA 204629 empagliflozin Label Comments
 
Dear Pat,
We are eagerly waiting for the FDA comments and proposals for the empagliflozin labeling
 expected by Friday Jan 24.
Would you kindly plan to email the comments to me as soon as they are available even if they are
issued as a formal paper correspondence?
Heidi and Kathryn have asked if you could kindly also copy them on any emails regarding
empagliflozin so that we can respond as promptly as possible.
If you have time to give us a further update on when we might expect label comments, it would be
greatly appreciated.
Thanks and best regards,

Dan
Daniel T. Coleman Ph.D.
Regulatory Affairs
Boehringer Ingelheim Pharmaceuticals, Inc.
Ridgefield, Connecticut 
P: 203 798 5081
daniel.coleman@boehringer-ingelheim.com
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From: Madara, Patricia
To: daniel.coleman@boehringer-ingelheim.com
Subject: IND 102145 and NDA 204629 Request to revise pediatric PK study and update pediatric plan
Date: Monday, November 18, 2013 2:29:00 PM
Importance: High

IND 102145                                                               INFORMATION REQUEST
NDA 204629
 
 
Hi Dan;
 
Please refer to your Investigational New Drug Application (IND) submitted under
section 505(i) of the Federal Food, Drug, and Cosmetic Act and to your pending New
Drug Application (NDA) submitted under section 505(b) of the Federal Food, Drug,
and Cosmetic Act, both  for empagliflozin tablets, 10 mg and 25 mg.
In addition, we reference your draft pediatric PK protocol submitted to IND 102145 on
July 19, 2013.  We have reviewed the submission and have the following comments
and requests:

·         The exclusion criteria in your proposed pediatric PK protocol (1245.87)
lists the following for the renal impairment:
“Impaired renal function defined as estimated Glomerular Filtration Rate
[eGFR] <  ml/min/1.73m² (Schwartz formula) as determined at
screening”

·         This criteria should be changed to eGFR < 90 ml/min/1.73m² to minimize
any confounding factors for PKPD data.

·         Please submit a revised pediatric PK protocol to your IND and update the
pediatric plan submitted to your NDA.

Thanks for your help.  Please confirm receipt of this email.
Sincerely;
Pat Madara
Regulatory Project Manager
Division of Metabolism and Endocrinology Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research
10903 New Hampshire Avenue
Silver Spring, MD 20993-0002
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PeRC PREA Subcommittee Meeting Minutes 
November 6, 2013 

 
PeRC Members Attending: 
Lynne Yao 
Robert Nelson 
Hari Cheryl Sachs  
Karen Davis-Bruno 
Rosemary Addy 
Patricia Dinndorf  
Julia Pinto 
William J. Rodriguez 
Peter Starke 
Wiley Chambers 
Lily Mulugeta 
Daiva Shetty 
Andrew Mosholder 
Gregory Reaman 
Barbara Buch 
Martha Nguyen 
Dianne Murphy 
Jane Inglese 
 
Guests Attending:   
Nichella Simms (PMHS)   Swati Patwardhan (DAAAP)  
Erica Radden (PMHS)   Brittany Goldberg (DAVP) 
Donna Snyder (PMHS)   Katherine Schumann (DAVP) 
Kimberly Compton (DAAAP)  Yodit Belew (DAVP) 
Ellen Fields (DAAAP)   Karen M. Mahoney (DMEP) 
Srikanth Nallani (DAAAP)   Manoj Khurana (OCP) 
Sofia Chaudhry (DPARP)   Lokesh Jain (OCP) 
Susan Limb (DRPAR) 
Satjit Brar (OCP) 
Sandy Chang (DPP) 
Glenn Mannheim (DPP) 
Jing Ahang (DPP) 
Lawren Slate (OCP) 
Carla Epps (DGIEP) 
David Joseph (DGIEP) 
Rigo Roca (DAAAP) 
William Chong (DMEP) 
Todd Bourcier (DMEP) 
Josh Lloyd (DAAAP) 
Mukesh Summan (DMEP)   
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Agenda 
11:00 NDA 204629 Jardiance (empagliflozin) Partial Waiver/Deferral/Plan  
11:15 NDA    
11:30 NDA
   
11:45 NDA 
 NDA 
 NDA 
 
 
Jardiance (empagliflozin) Partial Waiver/Deferral/Plan 
 NDA 204629 seeks marketing approval for Jardiance (empagliflozin) for the 

treatment of Type 2 diabetes mellitus. 
 The application was submitted on March 5, 2013, and has a PDUFA goal date of 

March 5, 2014. 
 The application triggers PREA as directed to a new active ingredient. 
 A waiver is being requested for pediatric patients aged birth to less than 10 years 

because studies would be impossible or highly impractical. 
 Division justification for waiver: The prevalence of type 2 diabetes mellitus in 

pediatric patients less than 10 years of age is very low, which makes studies in this 
age range very difficult, if not impossible.  Waiver of this age range is consistent with 
what has been done for other agents for the treatment of type 2 diabetes mellitus. 

 A deferral is being requested for pediatric patients aged 10 to less than 18 years 
because adult studies are completed and the product is ready for approval. 

 The sponsor proposes to conduct the following studies: 
o Study 1: PK/PD study in pediatric patients with type 2 diabetes mellitus 

 Protocol Submission: July 31, 2013 
 Study Completion: December 31, 2014 
 Study Report Submission: June 30, 2015 

o Study 2: Safety and efficacy study in pediatric patients with type 2 diabetes 
mellitus 
 Protocol Submission: September 30, 2014 
 Study Completion: August 31, 2018 
 Study Report Submission: April 30, 2019 

 In the Division’s view, a more detailed description of the proposed phase 3 trial is not 
possible at this time.  The trial design and sample size estimates are dependent on 
how many doses are selected for the study, which will be based on the pending 
PK/PD study. 

 
 PeRC Recommendations: 

o The PeRC agreed with the Division to grant a partial waiver in pediatric patients 
aged birth to less than 10 years because studies are impossible or highly 
impractical.  This age cut off for a waiver has been accepted for all products to 
treat T2DM to date. 
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o The PeRC agreed with the Division to grant a deferral for pediatric patients 
aged 10 to less than 18 years because the product is ready for approval in adults.  
The PeRC agreed to the proposed timelines for the deferred studies.  Clinical 
efficacy studies are being delayed until non-clinical information related to a 
renal and bone safety signal can be reviewed.  
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From: Madara, Patricia
To: daniel.coleman@boehringer-ingelheim.com
Subject: NDA 204629 Request for Information
Date: Wednesday, October 30, 2013 2:09:00 PM
Importance: High

NDA 204629                                                 INFORMATION REQUEST
 
Hi Dan;
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of
the Federal Food, Drug, and Cosmetic Act for empagliflozin tablets, 10 mg and 25
mg.
 
We continue to review your application and have the following comment and request
for information:
 

·         We are unable to locate the narrative for patient 1245.0025.  who
died in the empagliflozin development program.  Please provide us with a
narrative for this death, or direct us to where this information can be
found.

 
Submit your responses officially to NDA 204629.  Contact me if you have any
questions.
 
Please confirm receipt of this email.
 
Sincerely;
 
Pat Madara
Regulatory Project Manager
Division of Metabolism and Endocrinology Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research
10903 New Hampshire Avenue
Silver Spring, MD 20993-0002
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From: Madara, Patricia
To: daniel.coleman@boehringer-ingelheim.com
Subject: RE: NDA 204629 (empagliflozin) Request for Information #2 (28Oct13)
Date: Monday, October 28, 2013 12:59:00 PM
Importance: High

Dan,

Regarding the information request below, we would appreciate a response by
Wednesday, October 30th.  Please let me know if this is not possible and provide an
alternative timeframe for submission.

Sincerely;

Patricia Madara 
Regulatory Project Manager 
Division of Metabolism and Endocrinology Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
10903 New Hampshire Avenue 
Silver Spring, MD 20993-0002 
Phone: 301-796-1249

 
 

 

 

From: Madara, Patricia 
Sent: Monday, October 28, 2013 12:57 PM
To: daniel.coleman@boehringer-ingelheim.com
Subject: NDA 204629 (empagliflozin) Request for Information #2 (28Oct13)
Importance: High
 

NDA 204629                                                 INFORMATION REQUEST
 
Hi Dan;
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of
the Federal Food, Drug, and Cosmetic Act for empagliflozin tablets, 10 mg and 25
mg.
 
We continue to review your application and have the following comment and request
for information:
 

·         We are unable to reproduce the population pharmacokinetic analysis
using the submitted control stream files for base model (2018.ctl) and
final model (2019.ctl) files and using the data (tranpk.csv submitted as
tranpk.xpt) file.  Please check if the data-sets and model files submitted
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to the Agency are accurate and accordingly submit the revised files and
any additional information that could help resolve this.  We are using
NONMEM v7.2 with gfortran compiler.  The NONMEM run terminates with
the error message “0PROGRAM TERMINATED BY OBJ  ERROR IN CELS  
WITH INDIVIDUAL     1   ID= 1.20100000000000E+03 SUM OF "SQUARED"
WEIGHTED INDIVIDUAL RESIDUALS IS INFINITE MESSAGE ISSUED
FROM ESTIMATION STEP AT INITIAL OBJ. FUNCTION EVALUATION”. 
Comparing the “lst” files with our run to that submitted by you, it only
differs in terms of number of data records. [FDA re-run of the model:
“NO. OF DATA RECS IN DATA SET:    41001, TOT. NO. OF OBS RECS:   
12502, TOT. NO. OF INDIVIDUALS:   2761  versus the Sponsor’s
Analysis:  NO. OF DATA RECS IN DATA SET: 43763, TOT. NO. OF OBS
RECS:   12503, TOT. NO. OF INDIVIDUALS:   2761].

 
Submit your responses officially to NDA 204629.  Contact me if you have any
questions.
 
Please confirm receipt of this email.
 
Sincerely;
 
Pat Madara
Regulatory Project Manager
Division of Metabolism and Endocrinology Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research
10903 New Hampshire Avenue
Silver Spring, MD 20993-0002
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From: Madara, Patricia
To: daniel.coleman@boehringer-ingelheim.com
Subject: NDA 204629 - REQUEST FOR INFORMATION
Date: Monday, October 28, 2013 12:37:00 PM
Importance: High

NDA 204629                                                 INFORMATION REQUEST
 
Hi Dan;
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of
the Federal Food, Drug, and Cosmetic Act for empagliflozin tablets, 10 mg and 25
mg.
 
We continue to review your application and have the following request for information:
 

·         For all cases sent to your hepatic events adjudication committee, please
submit to us the adjudication packages, and the adjudication reports
completed by the hepatic experts.

 
You may submit this information informally, via email but also submit your responses
officially to NDA 204629.  Contact me if you have any questions.
 
Please confirm receipt of this email.
 
Sincerely;
 
Pat Madara
Regulatory Project Manager
Division of Metabolism and Endocrinology Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research
10903 New Hampshire Avenue
Silver Spring, MD 20993-0002
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From: Madara, Patricia
To: daniel.coleman@boehringer-ingelheim.com
Subject: NDA 204629 (empagliflozin) Request for Information.
Date: Thursday, October 10, 2013 2:53:00 PM
Importance: High

NDA 204629                                                 INFORMATION REQUEST
 
Hi Dan;
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of
the Federal Food, Drug, and Cosmetic Act for empagliflozin tablets, 10 mg and 25
mg.
 
We continue to review your application and have the following requests for
information:
 

1.    Please provide any data you may have on the effect of SGLT2 inhibitors
on assays that assess glycemic control using 1,5-anhydroglucitrol.

 
2.    Please indicate whether you have any studies ongoing or planned to

study this possible effect.
 

3.    Please indicate whether your current understanding of this effect would
support labeling, and if so, please propose labeling language.

 
You may submit this information informally, via email but also submit your responses
officially to NDA 204629.  Contact me if you have any questions.
 
Please confirm receipt of this email.
 
Sincerely;
 
Pat Madara
Regulatory Project Manager
Division of Metabolism and Endocrinology Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research
10903 New Hampshire Avenue
Silver Spring, MD 20993-0002
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Sincerely;
 
Pat Madara
Regulatory Project Manager
Division of Metabolism and Endocrinology Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research
10903 New Hampshire Avenue
Silver Spring, MD 20993-0002
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Executive CAC
Date of Meeting: October 1st, 2013

Committee: David Jacobson-Kram, Ph.D., OND IO, Chair
Abby Jacobs, Ph.D., OND IO, Member
Paul Brown, Ph.D., OND IO, Member
Aisar Atrakchi, Ph.D., DPP, Alternate Member
Todd Bourcier, Ph.D., DMEP, Team Leader
Mukesh Summan, PhD, DABT, DMEP, Presenting Reviewer

Author of Draft: Dr.’s Mukesh Summan and Todd Bourcier

The following information reflects a brief summary of the Committee discussion 
and its recommendations. 

NDA #: 204629
Drug Name: Empagliflozin
Sponsor: Boehringer Ingelheim Pharmaceuticals Inc

Background:
Empagliflozin is a sodium glucose co-transporter 2 (SGLT2) inhibitor. The sponsor is 
seeking an indication for the treatment of type 2 diabetes mellitus (T2DM).

Mouse Carcinogenicity Study 
Carcinogenic assessment in CD-1 mice was initiated at doses of 100, 300 and 1000 
mg/kg for both male and female mice, with dual control groups (0.5% hydroxyethyl 
cellulose in water). This was in accordance with the Committee’s dosing 
recommendations. Decreased survival in the 1000 mg/kg males resulted in early 
termination for this group at week 97. As all high dose males and females were 
terminated at weeks 97 and 102, respectively, the high dose is considered adequate for 
tumor assessment and statistical evaluation. The survival rate across the remaining 
treatment groups was similar to the vehicle control groups. Drug exposure at the 100, 300
and 1000 mg/kg dose groups provided multiples of 4x, 11x, and 45x MRHD in males, 
and multiples of 7x, 28x, and 62x MRHD in females, relative to the clinical dose of 25 
mg.  

Results
Renal adenoma or carcinoma (combined) increased primarily in the 1000 mg/kg males
and is clearly related to empagliflozin treatment when combined (see table below). The 
single adenoma in the 300 mg/kg male was not significant by pair-wise testing and is 
within an older historical control range for this tumor type. The renal neoplasms occurred
in the presence of tubular injury in the dosed groups, and is consistent with the results of 
several other SGLT2 inhibitors.
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David Jacobson-Kram, Ph.D.
Chair, Executive CAC
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  
 

 
 
 
 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
 
 
NDA 204629 INFORMATION REQUEST 

 
 
Boehringer Ingelheim Pharmaceuticals, Inc. 
Attention:  Daniel T. Coleman, Ph.D. 
Sr. Associate Director; Drug Regulatory Affairs 
900 Ridgebury Road; P.O. Box 368 
Ridgefield, CT  06877 
 
 
Dear Dr. Coleman: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for Jardiance (empagliflozin) tablets, 10 mg and 25 mg. 
 
We are reviewing the chemistry, manufacturing and controls (CMC) section of your submission 
and have the following comments and information requests.  We request a prompt written 
response in order to continue our evaluation of your NDA. 
 

1 Provide the rationale for choosing film-coated tablets in the final formulation of the drug 
product rather than  tablets as manufactured using Trial Formulations I and II. 

 
2 The acceptance criteria for Particle Size distribution should include acceptable particle 

size distribution in terms of the percent of total particles in given size ranges, for 
example, D10, D50, and D90.  Incorporate appropriate acceptance criteria for a 3-point 
particle size distribution as part of the Drug Substance Specifications.  See ICH Q6A 
“Specifications: Test Procedures and Acceptance Criteria for New Drug Substances and 
New Drug Products: Chemical Substances” for guidance. 
(http://www.fda.gov/Drugs/GuidanceComplianceRegulatoryInformation/Guidances
/ucm134966.htm). 

 
3 Provide a description of the analytical procedure for Identification by UV used in the 

drug product specifications. 
 

4 The proposed acceptance criterion of Q = % at  minutes is not supported by data.  
We recommend that you revise and implement the acceptance criterion of Q = % at 15 
minutes and provide an updated specifications table for the drug product.   
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If you have any questions, call Patricia Madara, Regulatory Project Manager, at (301) 796-1249. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Danae Christodoulou, Ph.D. 
Branch Chief (Acting) 
Division of New Drug Quality Assessment III 
Office of New Drug Quality Assessment 
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 204629 
MID-CYCLE COMMUNICATION 

 
Boehringer Ingelheim Pharmaceuticals, Inc. 
Attention:  Daniel T. Coleman, Ph.D. 
Sr. Associate Director; Drug Regulatory Affairs 
900 Ridgebury Road; P.O. Box 368 
Ridgefield, CT  06877 
 
 
Dear Dr. Coleman: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for Jardiance (empagliflozin) tablets, 10 mg and 25 mg. 
 
We also refer to the teleconference between representatives of your firm and the FDA on 
September 5, 2013.  The purpose of the teleconference was to provide you an update on the 
status of the review of your application. 
 
A record of the teleconference is enclosed for your information.   
 
If you have any questions, call Pat Madara, Regulatory Project Manager, at (301) 796-1249. 
 

Sincerely, 
 
{See appended electronic signature page} 
 

           Jean-Marc Guettier, M.D. 
      Director (Acting) 
      Division of Metabolism and Endocrinology Products 
      Office of Drug Evaluation II 
      Center for Drug Evaluation and Research 

 
 
Enclosure: 
Mid-Cycle Communication 
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FOOD AND DRUG ADMINISTRATION 
CENTER FOR DRUG EVALUATION AND RESEARCH 
 
 MID-CYCLE COMMUNICATION 

 
 

Meeting Date and Time: September 5, 2013; 3:00 PM eastern time 

Application Number: NDA 204629 

Product Name: Jardiance (empagliflozin) 10 mg and 25 mg tablets 

Indication: adjunct to diet and exercise to improve glycemic control in adults 
with type 2 diabetes mellitus 

Applicant Name: Boehringer Ingelheim Pharmaceuticals, Inc 

Meeting Chair: Karen M. Mahoney, M.D. 

Meeting Recorder: Patricia Madara 

 
FDA Attendees 

Office of Drug Evaluation II; Division of Metabolism and Endocrinology Products 

Jean-Marc Guettier, M.D.  Director (Acting) 
Karen M. Mahoney, M.D.  Diabetes Team Leader 
William Chong, M.D.   Medical Officer 
Todd Bourcier, Ph.D.   Pharmacology/Toxicology Team Leader 
Mukesh Summan, Ph.D.  Pharmacology/Toxicology Reviewer 
Patricia Madara, M.S.   Regulatory Project Manager 
 
Office of Clinical Pharmacology; Division of Clinical Pharmacology II  

Lokesh Jain, Ph.D.    Clinical Pharmacology Team Leader 
Manoj Khurana, Ph.D.  Clinical Pharmacology Reviewer 
 
Office of Clinical Pharmacology; Division of Pharmacometrics 

Nitin Mehrotra, Ph.D.   Team Leader (Acting) 

Office of Program & Strategic Analysis; Program Evaluation and Implementation Staff 

Kimberly Taylor   Operations Research Analyst 

 
Boehringer Ingelheim Pharmaceuticals, Inc. Attendees 

Uli Broedl, M.D.    Assoc. Head, Therapeutic Area Metabolism 
Daniel Coleman, Ph.D.  Sr. Assoc. Director, Regulatory Affairs 
Stefan Hantel, Ph.D.   Project Biostatistician, Medical Data Services  
Sabine Jeck-Thole, M.D.  Head Risk Management TA Metabolism and Virology  
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C. Clinical Pharmacology 

i. The dose-response data from Phase 2 trials (1245.09 and 1245.10) and Phase 3 trials 
(1245.20, .19, and .23) shows modest to no benefit of the 25 mg over the 10 mg dose 
with regards to HbA1c reduction from baseline. The exposure-response data and 
population PKPD report also suggest that both doses provide near maximal response. 
Therefore, we are of the opinion that 10 mg QD could be the optimal dose for 
Empagliflozin. 

ii. Dose-response data from the dedicated trial in renal impairment shows that 
empagliflozin does not appear to be effective in patients with baseline eGFR 30-45 
mL/min/1.73m2 (i.e. Moderate Renal Impairment B), and certainly ineffective in 
severe renal impairment (eGFR < 30 mL/min/1.73m2). . 

iii. Although the 25 mg strength shows a reduction in HbA1c from baseline in patients 
with mild renal impairment, the 10 mg dose was not evaluated in this trial.  Therefore, 
predictive capability of the population PK/PD model is critical to inform the HbA1c 
response of 10 mg Empagliflozin in patients with renal impairment. We are reviewing 
the dose-response data and robustness of the population PKPD model to evaluate if 
the population PKPD model can be used to reliably predict the response following 10 
mg dose.  To facilitate further review of this, we request that you provide some 
additional information regarding the population PKPD model. 

 
3.0  INFORMATION REQUESTS 

A. You will be receiving information requests from the following disciplines: 

i. Chemistry / Manufacturing /Controls 

ii. Biopharmaceutics 

iii. Clinical Pharmacology (see above) 
 
4.0 MAJOR SAFETY CONCERNS/RISK MANAGEMENT 

You did not submit a REMS with your application and at this time, the Office of Surveillance 
and Epidemiology is not proposing a REMS for empagliflozin.  However, they may recommend 
enhanced pharmacovigilence. 
 
5.0 ADVISORY COMMITTEE MEETING 

At this time, the advisory committee meeting for empagliflozin is scheduled for December 13, 
2013. 
 
6.0 LATE-CYCLE MEETING/OTHER PROJECTED MILESTONES 

The late-cycle meeting will be held no later than approximately 12 days prior to the advisory 
committee meeting.  A briefing document will be provided no later than eight days before the 
late-cycle meeting.    
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7.0 APPLICANT QUESTIONS / DISCUSSION 

Boehringer Ingelheim (BI) asked how the blinding in the ongoing cardiovascular outcomes trial 
(CVOT) would be maintained.  FDA indicated that this issue would be discussed at a separate 
meeting with the firewalled team. 

The clinical pharmacology group at BI asked for clarification regarding the exposure – response 
analysis.  FDA responded that data for the dose-response and the robustness of the population 
PK/PD model were being reviewed.  In particular, the model is being assessed to determine 
whether it can be relied upon to predict HbA1c response for the 10 mg dose in Moderate Renal 
Impairment.  It was noted that FDA would be issuing a detailed information request, asking for 
additional analyses to facilitate review of this topic. 

BI asked about the possibility of submitting additional safety information related to the safety 
concerns that were raised (i.e., increased transaminases, Hy’s law cases, lung cancer and 
melanomas).  The applicant indicated data from three additional studies – two studies not 
included in the NDA and data from a controlled extension for a submitted study.  BI noted they 
would provide additional details in an email.  FDA commented that the data could be submitted 
but provided no guarantee that FDA would be reviewed.  FDA also commented that under ‘The 
Program’ submission of unsolicited data by the applicant could trigger an extension of the review 
cycle. 

The meeting ended. 
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From: Madara, Patricia
To: daniel.coleman@boehringer-ingelheim.com
Subject: NDA 204629 (empagliflozin) Request for Information
Date: Sunday, September 08, 2013 9:46:00 PM
Attachments: Info Request NDA 204629.pdf
Importance: High

NDA 204629                                                 INFORMATION REQUEST
 
Hi Dan;
Please refer to your New Drug Application (NDA) submitted under section 505(b) of
the Federal Food, Drug, and Cosmetic Act for empagliflozin tablets, 10 mg and 25
mg.
As mentioned at the recent midcycle communication, I have attached an information
request from the clinical pharmacology review team.  You may receive this request in
an “information request” letter also.
Submit your response officially to NDA 204629.  Contact me if you have any
questions.
Please confirm receipt of this email.
Sincerely;
Pat Madara
Regulatory Project Manager
Division of Metabolism and Endocrinology Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research
10903 New Hampshire Avenue
Silver Spring, MD 20993-0002
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Information Request: 

Based on our review of the dose-response and population PKPD report (U12-2525-01), we need you to 
address the following information request to facilitate further review of your submission: 

a. We note that with regards to the visual predictive checks (VPCs), there appears to be a 
systematic bias in the model predictions e.g. Figures 46, 48, and 50, Pages 148, 150, and 
152, respectively the model simulated trough concentrations are underpredicted for the 
10% percentile and over predicted for the 90th percentile while capturing the median. This 
indicates that PK model is not able to capture the inter-individual variability.   

b. Similarly, from VPCs for HbA1c change from baseline, numbers of graphs indicate issues with the 
predictability, e.g. as shown below.  

  

 

c. Specifically, with regards to the VPC figures of Change in HbA1c by Renal Function subgroups, 
please clarify the following: 

i. As we understand from the design, the 10 mg dose was not evaluated in Moderate 
Renal Impairment subjects (eGFR 30 to 60) in Trial 1245.36. However, you show the 
observed median in the graph for comparison.  How many subjects from Moderate RI 
were there in your analysis and what was the eGFR range.  Also, provide number of 
Moderate RI subjects and eGFR ranges by trial (for 1245.19, .20, .23, and .33) in the 
analysis data sets used for generating observed data for Figures 154 and 155.  

ii. Could you explain why the response on average from 25 mg (observed and predicted) is 
lower than that for 10 mg dose in Moderate RI putting side by side figures 157 and 159, 
and figures 154 and 155, respectively?  

Reference ID: 3377224



 

 

Figure 157, Page 259 Figure 158, Page 260 

  

Figure 154, Page 256 Figure 155, Page 257 

  

 

d. For Figure 113 on Page 215 of the document, which presents the Observed and simulated 
HbA1c change from baseline for three trials (1245.19, .20, and .23), please provide similar 
graphs for individual trials. 
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e. From this final population-PKPD model, please provide the point estimate (95%CI) for predicted 
HbA1c change from baseline for both 10 and 25 mg doses at Week 24 in the following 
scenarios: 

i. For Trial 1245.19 data 

ii. For Trial 1245.20 data 

iii. For Trial 1245.23 data 

iv. For Trial 1245.33 data 

v. Moderate Renal Impairment A (eGFR 30 to 45) for Trial 1245.36 

vi. Moderate Renal Impairment B (eGFR 45 to 60) for Trial 1245.36 

vii. Moderate Renal Impairment (eGFR 30 to 60) for Trial 1245.36 

viii. Mild Renal Impairment (eGFR 60 to 90) for Trial 1245.36 

(Observed median eGFR for each subgroup in Trial 1254.36 could be used for prediction 
purpose)  
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From: Madara, Patricia
To: "daniel.coleman@boehringer-ingelheim.com"
Cc: heidi.reidies@boehringer-ingelheim.com
Subject: RE: NDA 204629 empagliflozin - request for information
Date: Tuesday, August 27, 2013 4:20:00 PM
Attachments: image001.png

 
NDA 204629                                                 INFORMATION REQUEST
 
Hi Dan;
Please refer to your New Drug Application (NDA) submitted under section 505(b) of
the Federal Food, Drug, and Cosmetic Act for empagliflozin tablets, 10 mg and 25
mg.
In addition, reference our email request for information sent on August 21, 2013 and
your response on August 23, 2013, by email.  We have reviewed your proposals and
have the following comments.
 

1.    The proposed listing with links to the available narratives is acceptable.
 

2.    Provide adjudicated case summary documentation for all other events for
which narratives are not available, rather than on a “per patient” basis.

 
Please submit the information officially to your NDA.  Thanks for your help!
Please confirm receipt of this email.
 
Sincerely;
Pat Madara
Regulatory Project Manager
Division of Metabolism and Endocrinology Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research
10903 New Hampshire Avenue
Silver Spring, MD 20993-0002
 
From: daniel.coleman@boehringer-ingelheim.com [mailto:daniel.coleman@boehringer-ingelheim.com] 
Sent: Friday, August 23, 2013 2:41 PM
To: Madara, Patricia
Cc: heidi.reidies@boehringer-ingelheim.com
Subject: RE: NDA 204629 empagliflozin - request for information
 
Dear Pat,
 
To respond to this request, BI is proposing to provide for all 4-point MACE events
captured in the cardiovascular safety meta-analysis report (the primary endpoint):

·         Listing of patients with such events, with hyperlinks to narratives in the NDA if
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available (see below)
·         Adjudicated case summary documentation on a “per patient” basis.  An example of

case summary documentation is provided with this email, for convenient reference.
 
Consistent with Section 10.5 of the preNDA meeting information package submitted
10/26/12 and agreed by the FDA in the minutes of this meeting (12/17/12, question 5), BI did
not prepare narratives for cardiovascular outcome events from the ongoing cardiovascular
safety study (1245.25). Please note that  adjudicated 4-point MACE
events in the meta-analysis report are from Study 1245.25.  BI proposes to prepare individual
narratives on request, if needed.
 
Please confirm that this is acceptable.
 
Best Regards,
Dan

Daniel T. Coleman Ph.D.
Regulatory Affairs
Boehringer Ingelheim Pharmaceuticals, Inc.
Ridgefield, Connecticut 
P: 203 798 5081
daniel.coleman@boehringer-ingelheim.com

 
 
From: Madara, Patricia [mailto:Patricia.Madara@fda.hhs.gov] 
Sent: Wednesday, August 21, 2013 4:37 PM
To: Reidies,Heidi (DRA) BIP-US-R; Coleman,Dr.,Daniel (DRA) BIP-US-R
Subject: NDA 204629 empagliflozin - request for information
Importance: High
 
NDA 204629                                                 INFORMATION REQUEST
 
Hi Heidi and Dan;
Please refer to your New Drug Application (NDA) submitted under section 505(b) of
the Federal Food, Drug, and Cosmetic Act for empagliflozin tablets, 10 mg and 25
mg.
We continue to review the application and have the following request for additional
information:

·         We are unable to locate narratives for the CEC adjudicated events.  If
these have been submitted, please direct us to where they can be found. 
If they have not been submitted, please submit these narratives for our
review as soon as possible.

You may submit this information by email but also submit it officially to your NDA. 
Thanks for your help!
Please confirm receipt of this email.
Sincerely;
Pat Madara
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Regulatory Project Manager
Division of Metabolism and Endocrinology Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research
10903 New Hampshire Avenue
Silver Spring, MD 20993-0002
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From: Madara, Patricia
To: heidi.reidies@boehringer-ingelheim.com; daniel.coleman@boehringer-ingelheim.com
Subject: NDA 204629 empagliflozin - request for information
Date: Wednesday, August 21, 2013 4:35:00 PM
Importance: High

NDA 204629                                                 INFORMATION REQUEST
 
Hi Heidi and Dan;
Please refer to your New Drug Application (NDA) submitted under section 505(b) of
the Federal Food, Drug, and Cosmetic Act for empagliflozin tablets, 10 mg and 25
mg.
We continue to review the application and have the following request for additional
information:

·         We are unable to locate narratives for the CEC adjudicated events.  If
these have been submitted, please direct us to where they can be found. 
If they have not been submitted, please submit these narratives for our
review as soon as possible.

You may submit this information by email but also submit it officially to your NDA. 
Thanks for your help!
Please confirm receipt of this email.
Sincerely;
Pat Madara
Regulatory Project Manager
Division of Metabolism and Endocrinology Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research
10903 New Hampshire Avenue
Silver Spring, MD 20993-0002
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From: Madara, Patricia
To: "daniel.coleman@boehringer-ingelheim.com"
Subject: RE: NDA 204629 (empagliflozin)
Date: Tuesday, July 30, 2013 10:24:00 PM
Attachments: image001.png
Importance: High

Hi Dan;
 
Thank you for this information.  To help collect the data required, we have the
following recommendations:
 

1.    Often the critical information can only be obtained at the site of the occurrence
from the investigator, and is NOT available in the standardized case report
forms. 

 
2.    The information in the narratives should not just be “data-dumps” of case

report information.
 

3.    The difficult problem is one of medical differential diagnosis of causality, and
not just serum chemistries. Reports should be prepared by a physician skilled
in clinical differential diagnosis, and not by a project manager, statistician, or
other non-medical person.
 

I hope this is helpful.  Please contact me if you have any questions.
Sincerely;
Patricia Madara 
Regulatory Project Manager 
Division of Metabolism and Endocrinology Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
10903 New Hampshire Avenue 
Silver Spring, MD 20993-0002 
Phone: 301-796-1249
 
 
 
 
From: daniel.coleman@boehringer-ingelheim.com [mailto:daniel.coleman@boehringer-ingelheim.com] 
Sent: Tuesday, July 30, 2013 5:29 PM
To: Madara, Patricia
Subject: RE: NDA 204629 (empagliflozin)
 
Dear Pat,
We plan to submit the liver dataset (including narratives) to the NDA by Monday August
12.
Please note that, in the interest of time, we are focusing on the narratives for patients
treated with empagliflozin.
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Best Regards,
Dan

Daniel T. Coleman Ph.D.
Regulatory Affairs
Boehringer Ingelheim Pharmaceuticals, Inc.
Ridgefield, Connecticut 
P: 203 798 5081
daniel.coleman@boehringer-ingelheim.com

 
 
From: Madara, Patricia [mailto:Patricia.Madara@fda.hhs.gov] 
Sent: Monday, July 29, 2013 4:42 PM
To: Coleman,Dr.,Daniel (DRA) BIP-US-R
Subject: RE: NDA 204629 (empagliflozin)
 
Many thanks.  Greatly appreciated.
 
From: daniel.coleman@boehringer-ingelheim.com [mailto:daniel.coleman@boehringer-ingelheim.com] 
Sent: Monday, July 29, 2013 4:40 PM
To: Madara, Patricia
Subject: RE: NDA 204629 (empagliflozin)
 
Hi Pat,
Yes I got it.
I will be discussing with the team tomorrow morning and will be asking for a date.
 
Best Regards,
Dan

Daniel T. Coleman Ph.D.
Regulatory Affairs
Boehringer Ingelheim Pharmaceuticals, Inc.
Ridgefield, Connecticut 
P: 203 798 5081
daniel.coleman@boehringer-ingelheim.com

 
 
From: Madara, Patricia [mailto:Patricia.Madara@fda.hhs.gov] 
Sent: Monday, July 29, 2013 4:37 PM
To: Coleman,Dr.,Daniel (DRA) BIP-US-R
Subject: RE: NDA 204629 (empagliflozin)
 
Hi Dan;
 
Did you get this email?  Any timeframe for receipt.  Thanks.  Pat
 
From: Madara, Patricia 
Sent: Saturday, July 27, 2013 9:32 AM
To: daniel.coleman@boehringer-ingelheim.com
Cc: Madara, Patricia
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Subject: RE: NDA 204629 (empagliflozin)
Importance: High
 
Hi Dan;
 
Because of overlapping leave schedules, we really need a timeframe for submission
of these liver datasets.  Please provide a date or estimated date of arrival.  As much
as possible can also be sent informally via email.  Also let me know when to expect
the disc.
 
Sincerely;
Patricia Madara 
Regulatory Project Manager 
Division of Metabolism and Endocrinology Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
10903 New Hampshire Avenue 
Silver Spring, MD 20993-0002 
Phone: 301-796-1249
 
 
 
 
 
From: Madara, Patricia 
Sent: Friday, July 12, 2013 12:38 PM
To: 'daniel.coleman@boehringer-ingelheim.com'
Subject: RE: NDA 204629 (empagliflozin)
Importance: High
 

NDA 204629                             

Hi Dan;

Please refer to your New Drug Application (NDA) submitted under section 505(b) of
the Federal Food, Drug, and Cosmetic Act for empagliflozin tablets, 10 mg and 25
mg.

In addition, reference our information request sent on June 12, 2013 and your related
questions below.  We have reviewed your proposals and find them acceptable.

Please send the desk copy disc directly to me at the address below:

Patricia Madara
Food and Drug Administration 
Center for Drug Evaluation and Research 
White Oak Building 22, Room: 3360
10903 New Hampshire Avenue 
Silver Spring, Maryland
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Use zip code 20903 if shipping via United States Postal Service (USPS).
Use zip code 20993 if sending via any carrier other than USPS (e.g., UPS, DHL,
FedEx).
 

Please confirm receipt of this email.
Sincerely;
Patricia Madara 
Regulatory Project Manager 
Division of Metabolism and Endocrinology Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
10903 New Hampshire Avenue 
Silver Spring, MD 20993-0002 
Phone: 301-796-1249
 
 

 
 
 

 

 

 
 
From: daniel.coleman@boehringer-ingelheim.com [mailto:daniel.coleman@boehringer-ingelheim.com] 
Sent: Thursday, July 11, 2013 11:06 AM
To: Madara, Patricia
Subject: RE: NDA 204629 (empagliflozin)
 
Dear Pat,
Regarding the dataset you requested for evaluation of liver events with the eDISH
tool (in your email below and attached);
Please let me know if you have any concerns about the following proposed revisions
to the variable names that were requested to be used in the datasets:
 
1) Standardvariable length
 
1a) As there is a limit of 8 characters for variable names in the XPT-files that will be
provided in the eCTD submission, we will shorten some of the Standardvariable
names, e.g.
ALT_REF_HIGH will be changed to ALT_RFH,
BILI_REF_HIGH will be changed to BILI_RFH, and so on.
 
1b) The files on the additional requested CD/DVD desk copy will be in CPT file format
which can have longer variable names.  In these CPT files we will use the
Standardvariable names requested by the FDA instead of the shortened variable
names (above) used in the XPT files. Please note that because of this the Desk copy
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will contain different Standardvariable names from the Standardvariable names used
in the eCTD version.
 
 
2) For some patients there is more than one measurement per date in the liver test
data.
 
2a) Because sometimes multiple samples were taken on a single day we will include
an additional variable for the “Time of Exam”
Standardvariable = EXTM, Variablemeans = Time of Exam, Variabletype = Char
(HH:MM:SS)
 
2b) In addition when more than one kit was sent for the same date and time there is
more than one measurement reported for the same time on a particular date.
To distinguish between these two samples we will include an additional variable for
the “Visit Number”
Standardvariable = VISITNUM, Variablemeans = Visit Number, Variabletype = Num
 
Thanks for your consideration.
 
 
Best Regards,
Dan

Daniel T. Coleman Ph.D.
Regulatory Affairs
Boehringer Ingelheim Pharmaceuticals, Inc.
Ridgefield, Connecticut 
P: 203 798 5081
daniel.coleman@boehringer-ingelheim.com

 
 
From: Madara, Patricia [mailto:Patricia.Madara@fda.hhs.gov] 
Sent: Wednesday, June 12, 2013 5:18 PM
To: Coleman,Dr.,Daniel (DRA) BIP-US-R
Subject: NDA 204629 (empagliflozin)
Importance: High
 

NDA 204629                              INFORMATION REQUEST

Hi Dan;

Please refer to your New Drug Application (NDA) submitted under section 505(b) of
the Federal Food, Drug, and Cosmetic Act for empagliflozin tablets, 10 mg and 25
mg.

We continue to review the data submitted.  Please see the attached PDF document
containing a request for additional information.  Please submit your response officially
to the NDA.
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Please confirm receipt of this email.

Sincerely;

Pat Madara
Regulatory Project Manager
Division of Metabolism and Endocrinology Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research
10903 New Hampshire Avenue
Silver Spring, MD 20993-0002
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From: Madara, Patricia
To: daniel.coleman@boehringer-ingelheim.com
Subject: NDA 204629 (empagliflozin) - REQUEST FOR INFORMATION
Date: Monday, July 29, 2013 4:19:00 PM
Importance: High

NDA 204629                                                 INFORMATION REQUEST
 
Hi Dan;
Please refer to your New Drug Application (NDA) submitted under section 505(b) of
the Federal Food, Drug, and Cosmetic Act for empagliflozin tablets, 10 mg and 25
mg.
 
We continue to review the application and have additional requests for
information related to the SAE cases of lung cancer and melanoma.  These
cases are listed in Table 2.1.5: 3 “Patients treated for >6 months and reported
with melanoma after 6 months” and Table 2.1.5.8:  4, “Patients treated for > 6
months and reported with lung cancer after 6 months” on p. 158 of the
Summary of Clinical Safety.   Specifically, can you please submit the following
information for the cases:

 
1. Risk factors for lung cancer:

a)     Smoking cigarettes or secondhand exposure
                          i.        duration and quantity of cigarette use (i.e., pack years)
                        ii.        if former smoker, time since last exposure

b)    Prior history of lung cancer or other cancers
c)     Family history of lung cancer
d)    Occupational exposure (asbestos or radon gas)
e)     Prior history of chest radiation
 

2. Risk factors for melanoma:

a)     Family history of melanoma
b)    Sun exposure:  sunburns at childhood and use of tanning beds
c)     History of basal cell carcinoma or squamous cell carcinoma
d)    Prior history of melanoma
e)     Exposure to immunosuppressive agents or history of

immunosuppression (i.e., organ transplant history or HIV)
 

3. Include the pathology reports (with molecular results if performed), extent
and result of the staging evaluations, and treatments administered for the
malignancies as well as outcomes.
 

You may submit this information by email but also submit it officially to your NDA. 
Thanks for your help!
Please confirm receipt of this email.

Reference ID: 3348868



 
Sincerely;
Pat Madara
Regulatory Project Manager
Division of Metabolism and Endocrinology Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research
10903 New Hampshire Avenue
Silver Spring, MD 20993-0002
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DEPARTMENT OF HEALTH AND HUMAN 
SERVICES  
 

 
 
 
 

 

 Food and Drug 
Administration Silver 
Spring  MD  20993 

 
 
NDA 204629 

PROPRIETARY NAME REQUEST  
CONDITIONALLY ACCEPTABLE 

 
Boehringer Ingelheim Pharmaceuticals, Inc  
900 Ridgebury Road, PO Box 368. 
Ridgefield, CT 06877-0368 
 
Attention:  Daniel T.Coleman, Ph.D. 
  Sr. Associate Director, Regulatory Affairs 
 
 
Dear Dr. Coleman: 
 
Please refer to your New Drug Application (NDA) dated and received March 5, 2013, submitted under 
section 505(b)(1) of the Federal Food, Drug, and Cosmetic Act for Empagliflozin Tablets,  
10 mg and 25 mg. 
 
We also refer to your April 25, 2013, correspondence, received April 26, 2013, requesting review of your 
proposed proprietary name, Jardiance.  We have completed our review of the proposed proprietary name 
and have concluded that it is acceptable.  
 
The proposed proprietary name, Jardiance, will be re-reviewed 90 days prior to the approval of the NDA.  
If we find the name unacceptable following the re-review, we will notify you. 
 
If any of the proposed product characteristics as stated in your March 5, 2013, submission are altered 
prior to approval of the marketing application, the proprietary name should be resubmitted for review.  
 
If you have any questions regarding the contents of this letter or any other aspects of the proprietary name 
review process, contact Margarita Tossa, Safety Regulatory Project Manager in the Office of Surveillance 
and Epidemiology, at (301) 796-4053.  For any other information regarding this application contact the 
Office of New Drugs (OND) Regulatory Project Manager Patricia Madara, at (301) 796-1249. 

 
     Sincerely, 
 
     {See appended electronic signature page}   

      
Carol Holquist, 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: Madara, Patricia
To: daniel.coleman@boehringer-ingelheim.com
Subject: NDA 204629 - 23July13 - Request for information #2 (clinical)
Date: Tuesday, July 23, 2013 4:56:00 PM
Attachments: 23July13 Clinical Review Information Request.pdf
Importance: High

NDA 204629                                                 INFORMATION REQUEST
 
Hi Dan;
Please refer to your New Drug Application (NDA) submitted under section 505(b) of
the Federal Food, Drug, and Cosmetic Act for empagliflozin tablets, 10 mg and 25
mg.
We continue to review the application and have additional requests for information. 
Please see the attached PDF document.
You may submit this information by email but also submit it officially to your NDA. 
Thanks for your help!
Please confirm receipt of this email.
Sincerely;
Pat Madara
Regulatory Project Manager
Division of Metabolism and Endocrinology Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research
10903 New Hampshire Avenue
Silver Spring, MD 20993-0002
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Madara, Patricia 

From: Madara, Patricia
Sent: Wednesday, June 12, 2013 5:18 PM
To: 'daniel.coleman@boehringer-ingelheim.com'
Subject: NDA 204629 (empagliflozin)
Importance: High
Attachments: 12June13 request for information_attachment.pdf

Page 1 of 1

6/12/2013

NDA 204629                              INFORMATION REQUEST  

Hi Dan;  

Please refer to your New Drug Application (NDA) submitted under section 505(b) of the 
Federal Food, Drug, and Cosmetic Act for empagliflozin tablets, 10 mg and 25 mg.  

We continue to review the data submitted.  Please see the attached PDF document containing 
a request for additional information.  Please submit your response officially to the NDA. 

Please confirm receipt of this email.  

Sincerely;  

Pat Madara 
Regulatory Project Manager 
Division of Metabolism and Endocrinology Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
10903 New Hampshire Avenue 
Silver Spring, MD 20993-0002 
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Request for Information 

To assist in our review of the Empagliflozin new drug application, we request that you provide additional datasets and narratives for 
analysis of liver events for use with our Evaluation of Drug-Induced Serious Hepatotoxicity (eDISH) tool.  These datasets should contain 
the information listed below, and be in the format listed below.  The liver test data and the demographic data should include all subjects in 
the development program.  The narrative data does not need to be submitted for all subjects, but is needed for all subjects with liver 
events, and either ALT > 5xULN or TBL > 2xULN. 

We also request that you provide information on potential imbalances in baseline risk factors for lung cancer between the treatment and 
comparator groups. 

Liver Test Data 

Requirement Standardvariable Variablemeans Variabletype 
Required STUDYID Unique identifier for a study within the submission Char 
Required USUBJID Unique subject identifier within the submission Char 
Required TRTCD Treatment Code Num 
Required TRTGRP Treatment Group Char 
Required EXSTDT Start Date of Dose Char (ISO 8601 YYYY-MM-DD) 
Required EXDT Date of Exam Char (ISO 8601 YYYY-MM-DD) 
Required EXENDT End Date of Dose Char (ISO 8601 YYYY-MM-DD) 
Required ALT Serum alanine aminotransferase activity (U/L) Num 
Required ALT_REF_HIGH ALT High Normal Range (U/L) Num 
Required BILI Total serum bilirubin concentration (mg/dL) Num 
Required BILI_REF_HIGH BILI High Normal Range (mg/dL) Num 
Required AST Serum aspartate aminotransferase (U/L) Num 
Required AST_REF_HIGH AST High Normal Range (U/L) Num 
Required ALP Alkaline phosphatase (U/L) Num 
Required ALP_REF_HIGH ALP High Normal Range (U/L) Num 
Optional ONPROTOC Subject on Protocol at the Time of exam (Y/N) Num 
Optional GGT Gamma glutamyl transferase (U/L) Num 
 

Demographic Data 

Requirement Standardvariable variablemeans Variabletype 
Required STUDYID Unique identifier for a study within the submission Char 
Required USUBJID Unique subject identifier within the submission Char 
Required INVID Investigator Identifier Char 
Optional INVNAM Investigator Name Char 
Optional INVDESC Investigator Description Char 
Required BIRTHDT Date of birth Char (ISO 8601 YYYY-MM-DD) 
Optional AGE Age in years at randomization Num 
Required SEX Sex (M/F) Char 
Optional RACE Race (WHITE, BLACK, OTHER) Char 
Optional COUNTRY Country Char 
Required HEIGHT Height in cm Num 
Required WEIGHT Weight in kg Num 
Optional COMPLETE Subject completing the study (Y/N) Char 
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Optional DROPDT Date subject discontinued the study Char (ISO 8601 YYYY-MM-DD) 
Optional DROPREAS Reason for discontinuation Char 
 

Format for Narrative Data: 

1. STUDYID (Required): Unique identifier for a study within the submission (Char) 

2. USUBJID (Required): Unique subject identifier within the submission (Char) 

3. NARRATIVE* (Required): Clinical Narrative (Char) 

*: Requirements for Variable NARRATIVE - To the medical writer: 

Please be aware that we wish to use eDISH to assess the likelihood that your new compound causes liver toxicity and identifying potential 
"Hys Law" cases of elevated ALT or AST >3xULN and TBL >2xULN (or more in Gilbert syndrome) is just the first step. The next two 
steps are: 

1) looking at all the liver test data for patients of interest over the time of observation, to appreciate the time-related elevations and 
which of the tests rises first, and then 

2) evaluating the narrative data gathered to adjudicate the probable cause of the abnormal findings. 

This may require additional questions, tests, examinations to search for the cause, and only after ruling out other causes can a presumptive 
diagnosis of probable drug- related liver injury (DILI) be made. Liver biopsy is not definitive, and there is no single test or finding that 
proves DILI. For the adjudication to be successful, your investigators must search actively for the cause of all cases of elevated ALT or 
AST >3xULN and TBL >2xULN. Finding a probable, very likely, or definite cause of the liver injury other than the drug is very 
important. The eDISH system, as used by medical reviewers at CDER, includes the capability to create time-course graphs for each 
subject, and to read the narrative summaries, helping them in drawing their own conclusions as to whether the drug may have caused the 
abnormal findings. We will want to review the data independently. Estimation of the likelihood that the liver injury was caused by the 
drug being studied is frequently difficult and requires information to rule out or rule in other possible causes. 

Therefore, we recommend that the narratives should be written by physicians or other medical personnel skilled in medical differential 
diagnosis. Pertinent negative findings should be included in any narrative. The data that needs to be gathered by the investigator are those 
that can establish or rule out other causes, such as acute viral hepatitis A or B (less often C or E), biliary disease such as stones or tumors, 
cardiac failure or shock, acute alcoholic or autoimmune hepatitis. 

It is not necessary to include all subjects in this patient narrative data set. However, make sure to include narratives for subjects with 
either ALT > 5xULN or TBL > 2xULN. The narratives should include information described in the following points: 

1. Indication 
2. Subject’s medical history and concomitant medications 
3. Dates and laboratory values of diagnostic tests done to evaluate liver disease including X-ray, ultrasound, or liver biopsy 
4. Time course of any signs or symptoms of liver disease, including jaundice 
5. Differential diagnosis and final diagnosis of liver disease 
6. The study site investigator and the sponsor’s assessment of relationship of study drug to abnormal hepatobiliary lab results or 

adverse events 
7. Clinical course of liver-related adverse events including treatment and outcome 
8. Complete information about the resolution, or progression, of increased ALT or total bilirubin in each of these study subjects, 

including time to complete resolution of all hepatobiliary lab results, or most current available patient status for any cases in 
which the events had not resolved at the time of report preparation. 

9. It is also helpful to include in the narrative: 
‐ Dose and duration of study therapy in weeks 
‐ Laboratory values for ALT, AST, ALP, TBL and corresponding dates of measurements 
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Format of Supplemental Narratives in PDF: 

When you submit the clinical narratives in a SAS data set, it should be allowed to supplement narratives in PDF files. Such flexibility 
should add more power to eDISH in determining potential DILI. 

The supplemental narratives can be submitted in the following fashion: 

1. Each supplemental PDF file only represents one subject of interest. The name of the PDF file is the unique subject ID: USUBJID that is 
used in the data submission to the FDA. 

2. No two subjects should share the same PDF file. 

The supplemental narratives may include any forms of text, bullet points, tables, graphs, or other eye-catching tools that PDF format 
permits. However, they should be kept simple, clear, and informative. 

Important Note for your data manager: 

Due to limitations and restriction of the FDA gateway system, the narratives submitted through the FDA gateway system could be 
truncated. To ensure the FDA reviewer receive complete narratives, please burn the narratives (as SAS data set) and the 
optional/supplemental narratives on a CD/DVD, and then mail to the review division as a desk copy to compensate such limitations.” 
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Madara, Patricia

From: Madara, Patricia
Sent: Wednesday, June 05, 2013 2:11 PM
To: 'daniel.coleman@boehringer-ingelheim.com'
Cc: Madara, Patricia
Subject: NDA 204629 - URGENT REQUEST FOR INFORMATION

Importance: High

NDA 204629 INFORMATION REQUEST 

Hi Dan; 

Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal Food, Drug, 
and Cosmetic Act for empagliflozin tablets, 10 mg and 25 mg. 

We are reviewing your application.  Please see the following comment and request for information below.  
Please provide your response via email as soon as possible:

 Upon scheduling the pre-approval inspection of , in support of 
review of NDA 204629, FDA was notified by site representatives that the analytical method for 
empagliflozin has not yet been transferred to  and no release test has been performed 
at the site.  FDA expects that all sites are ready for inspection at the time of application 
submission.  Please clarify the current status and provide relevant timelines for method transfer 
and implementation at .

 It may be necessary to schedule a teleconference on Friday, June 7th. Please confirm availability.

Please confirm receipt of this email. 

Sincerely; 
Pat Madara 
Regulatory Project Manager 
Division of Metabolism and Endocrinology Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
10903 New Hampshire Avenue 
Silver Spring, MD 20993-0002 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
 

 

NDA 204629 
FILING COMMUNICATION 

 
Boehringer Ingelheim Pharmaceuticals, Inc. 
Attention:  Daniel T. Coleman, Ph.D. 
Sr. Associate Director; Drug Regulatory Affairs 
900 Ridgebury Road; P.O. Box 368 
Ridgefield, CT  06877 
 
 
Dear Dr. Coleman: 
 
Please refer to your New Drug Application (NDA) dated and received March 5, 2013, submitted 
under section 505(b) of the Federal Food, Drug, and Cosmetic Act, for empagliflozin tablets,  
10 mg and 25 mg. 
 
We also refer to your amendment dated April 12, 2013. 
 
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.  This application is also subject to the provisions 
of “the Program” under the Prescription Drug User Fee Act (PDUFA) V (refer to 
http://www.fda.gov/ForIndustry/UserFees/PrescriptionDrugUserFee/ucm272170.htm . 
Therefore, the user fee goal date is March 5, 2014. 
 
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 January 24, 
2014.  In addition, the planned date for our internal mid-cycle review meeting is August 26, 
2013.  We have not yet determined whether we will hold an advisory committee meeting to 
discuss this application.  
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At this time, we are notifying you that, we have not identified any potential review issues.  
Please note that our filing review is only a preliminary evaluation of the application and is not 
indicative of deficiencies that may be identified during our review. 
 
We request that you submit the following information: 
 
Office of Biostatistics; Division of Biometrics VII 

1. Meeting minutes from the data safety monitoring board (DSMB) and DSMB charter for 
the dedicated cardiovascular outcomes trial, #1245.25, titled “A Phase III, multicentre, 
international, randomised, parallel group, double blind cardiovascular safety study of BI 
10773 (10 mg and 25 mg administered orally once daily) compared to usual care in type 2 
diabetes mellitus patients with increased cardiovascular risk” 

 
Office of Clinical Pharmacology; Division of Clinical Pharmacology II 

2. Raw electronic data sets for the drug – drug interaction (DDI) study #1245.83, titled “A 
randomized, open-label, three-way crossover trial to investigate the effect of rifampicin 
and probenecid on empagliflozin pharmacokinetics in healthy male and female subjects” 

 
Please respond only to the above requests for information.  While we anticipate that any response 
submitted in a timely manner will be reviewed during this review cycle, such review decisions 
will be made on a case-by-case basis at the time of receipt of the submission. 
 
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. 
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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 requests for a partial waiver of pediatric studies (patients less 
than 10 years of age) and a partial deferral of pediatric studies (patients greater than nine years of 
age) for this application.  Once we have reviewed your requests, we will notify you if the partial 
waiver and partial deferral requests are denied. 
 
If you have any questions, call Patricia Madara, Regulatory Project Manager, at 301-796-1249. 

 
Sincerely, 
 
{See appended electronic signature page} 
 
Mary H. Parks, M.D.  
Director 
Division of Metabolism and Endocrinology Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
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Madara, Patricia

From: Madara, Patricia
Sent: Thursday, April 18, 2013 12:30 PM
To: 'daniel.coleman@boehringer-ingelheim.com'
Subject: NDA 204629 (empagliflozin) - request for clarification

Importance: High

NDA 204629 INFORMATION REQUEST

Hi Dan; 

Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for empagliflozin tablets, 10 mg and 25 mg. 

We have received your application and we are reviewing the data submitted. We have the following 
comments and requests for clarification:

 As discussed at the pre-NDA meeting held on November 27, 2012, all laboratory datasets 
were to be submitted in U.S. units. The same was requested for all tables and figures in the 
body of individual study reports and in the summaries. 

 We are unable to identify the laboratory data in U.S. units in your submitted datasets.  
Additionally, it does not appear that the tables and figures for the individual study reports 
were converted to U.S. units or hyperlinked to converted tables and figures.  In the 
summaries, it does not appear that the vitamin D data are presented in U.S. units either.  If 
the converted data have been submitted, please provide direction as to where they are 
located.

Please confirm receipt of this email. 

Sincerely; 

Pat Madara
Regulatory Project Manager
Division of Metabolism and Endocrinology Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research
10903 New Hampshire Avenue
Silver Spring, MD 20993-0002
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Madara, Patricia 

From: Madara, Patricia
Sent: Monday, March 25, 2013 2:40 PM
To: 'daniel.coleman@boehringer-ingelheim.com'
Subject: NDA 204629 - REQUEST FOR INFORMATION
Importance: High
Attachments: Empagliflozin Data Request.pdf

Page 1 of 1

3/25/2013

NDA 204629                              INFORMATION REQUEST 

  

Hi Dan;  

Please refer to your New Drug Application (NDA) submitted under section 505(b) of the 
Federal Food, Drug, and Cosmetic Act for empagliflozin tablets, 10 mg and 25 mg.  

We have received your application and we are beginning to review the data submitted.  Please 
see the attached PDF document containing requests for additional information.  Submit your 
responses officially to the NDA by April 12, 2013. 

Please confirm receipt of this email.  

Sincerely;  

Pat Madara 
Regulatory Project Manager 
Division of Metabolism and Endocrinology Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
10903 New Hampshire Avenue 
Silver Spring, MD 20993-0002 
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Reference is made to your New Drug Application 204629 for empagliflozin tablets, 10 mg and 
25 mg, submitted on March 5, 2013. Reference is also made your response, dated March 15, 
2013, to our information request regarding the location of the electronic dataset used in the 
cardiovascular (CV) meta‐analysis. In order to conduct our review in a timely manner and 
produce your results, please submit the following consolidated datasets to your application, 
based on all trials included in your meta‐analysis: 
 

1. Demography dataset: This dataset will contain, at minimum, demography, population 
indicators, treatment variables, trial dates (e.g. randomization date, start of treatment 
date, etc.), and measured baseline patient characteristics (e.g. smoking status, history of 
CV disease, etc.). The structure of this dataset is one record per patient.  
 

2. Disposition dataset: This dataset will have all patient disposition information (e.g. 
screened, enrolled, treated, discontinued treatment or trial and reasons for 
discontinuation). The structure of this dataset is one record per patient. 
 

3. Adverse event dataset: This dataset will contain information (including dates) relevant 
to all adverse events, including CV events, collected during the respective trials. The 
structure of this dataset will be one record per patient per adverse event.  
 

4. Cardiovascular event committee dataset: This dataset will contain information 
(including dates) relevant to CV events only. The dataset will include any event that 
triggers a potential event for adjudication, dates, and whether the event was positively 
adjudicated for inclusion in the CV analyses. The structure of this dataset will be one 
record per patient per event.  
 

5. Concomitant medication dataset: This dataset will contain information about all 
medications administered, including study treatments. The structure of this dataset will 
be one record per patient per concomitant treatment.  
 

6. Time to Event Analysis Dataset: This dataset will contain all information relevant for the 
planned time‐to CV event analyses. For example, the dataset will contain variables for 
patient and trial identification, demographics, treatment group, population flags, 
cardiovascular composite endpoint(s), individual component, censor, and risk factor 
information. All composite endpoints specified in the meta‐analysis protocol (primary, 
secondary, tertiary), and respective components, as well as all‐cause mortality, should 
be accounted for in this dataset. This dataset will also contain any variable relevant for 
protocol specified subgroup CV analyses. The structure of this dataset will be one record 
per patient per analysis population per event.  
 
A sample data definition file summarizing the type of data requested for this dataset is 
provided in the table that follows; you may create different variables names than those 
specified. The column labeled “Derivation/Comments” provides clarification of what is 
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requested for some variables. An example of a partial time to event analysis dataset is 
also provided.  

 
Dataset Specification: All datasets requested should contain a unique identifier (e.g. USUBJID) 
for every patient and unique identifier (e.g. STUDYID) for each trial. The patient and trial 
identifiers should be consistent across all submitted datasets. Submit all requested datasets in 
SAS transport (.xpt) format.     
 
Submission Content: Submit all of the above requested datasets as well as corresponding 
complete data definition files. In the data definition files, specify the convention used for 
missing variables.  
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Table 1: Sample Time to Event Data Definition File 

Time to Event Analysis Dataset: (dataset name).xpt 
Variable Name  Label  Type  Length SAS 

Format 
Source 
dataset 

Derivation/Comments 

USUBJID  Unique subject ID  Char        

STUDYID  Study ID  Char         

SITEID  Site ID  Char         

SUBJID  Subject ID for the trial  Char         

POPLN  Population   Char        Specify analysis population for example, on‐
study, on‐treatment.  

TRTP  Planned treatment  Char         

TRTA  Actual treatment 
received 

Char         

DSETRT  Dose of treatment   Char        Specify dosage of treatment (e.g. 30 mg of drug 
X once daily)  

EXPTRT  Duration of treatment 
exposure (in days) 

Num         

RANDDT  Randomization date  Num         

TRTSDT  Date of first exposure to 
treatment 

Num         

TRTEDT  Date of last exposure to 
treatment 

Num         

LASVSDT  Date of last visit  Num         

LASCNDT  Date of last contact25  Num         

AGE  Age (in years)  Num         

RACE  Race  Char         

BMI  Body mass index (in 
kg/m2) 

Num         

SEX  Sex  Char         
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COUNTRY  Country  Char         

SMOKE  Smoking Status  Char         

DIABDUR  Time since diagnosis of 
diabetes (in years) 

Num          

EVENT  Outcome  Char        Specify (yes or no) if patient experienced each 
CV outcome (component as well as composite 
endpoint) and all‐cause mortality.   

CNSR  Censor  Num        This variable represents if the patient is 
censored for the corresponding “EVENT” or 
outcome, described previously. Preferred 
coding scheme: 1=censored, 0=not censored 
(event occurred) 

EVNTDT  Date of outcome  Num        Specify date of outcome or censor date if 
patient never has event.  

DAYS  Number of days to 
outcome or censoring 

Num         
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The partial dataset below provides an example of the content requested for the time to event 
dataset for a study of duration 90 days. The example is based on information for one patient, 
ID=12345, who had an MI on day 40 and dies on day 60, due to non‐CV causes. The primary 
MACE endpoint is a composite of MI, stroke or CV death, and the secondary MACE+ endpoint is 
a composite of MACE or unstable angina. Patient 12345 is on treatment for 15 days and 
censored 10 days after treatment discontinuation for the on‐treatment analysis (as specified in 
study protocol).   
 

Table 2: Example of Partial Time to Event Dataset for One Patient 

USUBJID   POPLN  EVENT  CNSR  DAYS 
12345 
12345 
12345 
12345 
12345 
12345 
12345 
12345 
12345 
12345 
12345 
12345 
12345 
12345 
 

On study 
On study 
On study 
On study 
On study 
On study 
On study 
On treatment 
On treatment 
On treatment 
On treatment 
On treatment 
On treatment 
On treatment 

MI 
Stroke 
CV death 
UA 
MACE 
MACE+ 
All‐cause death 
MI 
Stroke 
CV death 
UA 
MACE 
MACE+ 
All‐cause death 

0 
1 
1 
1 
0 
0 
0 
1 
1 
1 
1 
1 
1 
1 
 

40 
60 
60 
60 
40 
40 
60 
25 
25 
25 
25 
25 
25 
25 
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Madara, Patricia

From: Madara, Patricia
Sent: Wednesday, March 13, 2013 1:58 PM
To: 'daniel.coleman@boehringer-ingelheim.com'
Cc: Madara, Patricia
Subject: NDA 204629 - REQUEST FOR INFORMATION

Importance: High

NDA 204629 INFORMATION REQUEST 

Hi Dan; 

Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal Food, Drug, 
and Cosmetic Act for empagliflozin tablets, 10 mg and 25 mg. 

We have received your application and we are beginning to review the data submitted.  Please see the 
following comment and request for information below.  Please provide your response via email:

 We are unable to find an electronic dataset to be used in the meta-analysis of cardiovascular safety 
incorporating cardiovascular safety information across the development program.  If such an 
electronic dataset was submitted, please tell us where to find this dataset within the application.

Please confirm receipt of this email. 

Sincerely; 
Pat Madara 
Regulatory Project Manager 
Division of Metabolism and Endocrinology Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
10903 New Hampshire Avenue 
Silver Spring, MD 20993-0002 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 

 

 
NDA 204629  

NDA ACKNOWLEDGMENT 
 
Boehringer Ingelheim Pharmaceuticals, Inc. 
Attention:  Daniel T. Coleman, Ph.D. 
Sr. Associate Director; Drug Regulatory Affairs 
900 Ridgebury Road; P.O. Box 368 
Ridgefield, CT  06877 
 
 
Dear Dr. Coleman: 
 
We have received your New Drug Application (NDA) submitted under section 505(b) the 
Federal Food, Drug, and Cosmetic Act (FDCA) for the following: 
 
Name of Drug Product: empagliflozin tablets, 10 mg and 25 mg 
 
Date of Application: March 5, 2013 
 
Date of Receipt: March 5, 2013 
 
Our Reference Number:  NDA 204629 
 
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 May 4, 2013, in 
accordance with 21 CFR 314.101(a). 
 
If you have not already done so, promptly submit the content of labeling [21 CFR 
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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LATE-CYCLE COMMUNICATION 
DOCUMENTS 

 



DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration
Silver Spring MD  20993

NDA 204629
LATE-CYCLE MEETING MINUTES

Boehringer Ingelheim Pharmaceuticals, Inc.
Attention:  Daniel T. Coleman, Ph.D.
Sr. Associate Director; Drug Regulatory Affairs
900 Ridgebury Road; P.O. Box 368
Ridgefield, CT  06877

Dear Dr. Coleman:

Please refer to your New Drug Application (NDA), dated March 5, 2013, submitted under 
section 505(b) of the Federal Food, Drug, and Cosmetic Act, for Jardiance (empagliflozin) 
tablets, 10 mg and 25 mg.

We also refer to the Late-Cycle Meeting (LCM) between representatives of your firm and the 
FDA on December 2, 2013.     

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

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 (Acting)
Division of Metabolism and Endocrinology Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research

Enclosure:
  Late Cycle Meeting Minutes
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FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

MEMORANDUM OF LATE-CYCLE MEETING MINUTES

Meeting Date and Time: December 2, 2013; 2:00 – 3:30 PM

Meeting Location: White Oak Building 22, Conference Room 1419
10903 New Hampshire Avenue
Silver Spring, MD 20903

Application Number: NDA 204629

Product Name: Jardiance (empagliflozin) tablets, 10 and 25 mg

Sponsor/Applicant Name: Boehringer Ingelheim Pharmaceuticals, Inc.

Meeting Chair: Karen M. Mahoney, M.D.

Meeting Recorder: Patricia Madara

FDA Attendees

Office of Drug Evaluation II

Mary H. Parks, M.D. Deputy Director
Sara Stradley, Pharm.D. Administrative Director of Regulatory Affairs

Office of Drug Evaluation II; Division of Metabolism and Endocrinology Products

Jean-Marc Guettier, M.D. Director (Acting)
Karen M. Mahoney, M.D. Diabetes Team Leader
William Chong, M.D. Medical Officer
Todd Bourcier, Ph.D. Pharmacology/Toxicology Team Leader
Mukesh Summan, Ph.D. Pharmacology/Toxicology Reviewer
Julie Van Der Waag, MPH Chief Project Management Staff 
Patricia Madara, M.S. Regulatory Project Manager

Office of Clinical Pharmacology; Division of Clinical Pharmacology II 

Lokesh Jain, Ph.D. Clinical Pharmacology Team Leader
Manoj Khurana, Ph.D. Clinical Pharmacology Reviewer

Office of Biostatistics; Division of Biometrics II

Mark Rothmann, Ph.D. Team Leader

Office of Biostatistics; Division of Biometrics VII

Mat Soukup, Ph.D. Team Leader
Janelle Charles, Ph.D. Statistics Reviewer
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NDA 204629
Late-Cycle Meeting Minutes

Page 2

Office of Compliance, Office of Manufacturing and Product Quality; Division of Good 
Manufacturing Practices

Steve Hertz Consumer Safety Officer

EASTERN RESEARCH GROUP ATTENDEES

APPLICANT ATTENDEES

Matthew Bogdanffy, Ph.D. Director, Nonclinical Drug Safety
Uli Broedl, M.D. Assoc. Head, Therapeutic Area Metabolism
Daniel Coleman, Ph.D. Sr. Assoc. Director,  Regulatory Affairs
Mark DeBellis, M.S. Assoc. Director, CMC RA
Stefan Hantel, Ph.D. Project Biostatistician, Medical Data Services, BI
Kathryn Jason, Ph.D. Director, Regulatory Affairs
Sabine Jeck-Thole, M.D. TA Head Risk Management Virology and Metabolism
Gabriel Kim, M.D. Team Member, Global Pharmacovigilance
Sabine Luik, M.D. MBA. Sr. VP, Medicine & Regulatory Affairs
Sreeraj Macha, Ph.D. Team Member, Clinical PK & PD
Roman Messerschmid, Ph.D. R&D Project Leader
Joanne Palmisano, M.D. FACP Vice President, Regulatory Affairs
Heidi Reidies, M.S. Executive Director, Regulatory Affairs
Afshin Salsali, M.D. Clinical Project Leader, Medicine
Thomas Seck, M.D. Assoc. Head, Therapeutic Area Metabolism
Mitchell Taub, Ph.D. Senior Research Fellow, DMPK
Beth Weinberg, R.Ph. Advisor, Regulatory Affairs, Eli Lilly
Marion Wienrich, Prof., Ph.D International Project Leader, BI
Markus Wolters, Ph.D. International Project Leader
Hans-Juergen Woerle, M.D. Therapeutic Area Head, Metabolism

1.0 BACKGROUND

NDA 204629 was submitted on March 5, 2013 for Jardiance (empagliflozin) tablets, 10 and 25 
mg.

Proposed indication: adjunct to diet and exercise to improve glycemic control in adults with type 
2 diabetes mellitus

PDUFA goal date: March 5, 2014

FDA issued a Background Package in preparation for this meeting on November 20, 2013. 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration
Silver Spring MD  20993

NDA 204629
LATE CYCLE MEETING 

BACKGROUND PACKAGE

Boehringer Ingelheim Pharmaceuticals, Inc.
Attention:  Daniel T. Coleman, Ph.D.
Sr. Associate Director, Drug Regulatory Affairs
900 Ridgebury Road; P.O. Box 368
Ridgefield, CT  06877

Dear Dr. Coleman:

Please refer to your New Drug Application (NDA), submitted under section 505(b) of the 
Federal Food, Drug, and Cosmetic Act, for empagliflozin tablets, 10 mg and 25 mg.

We also refer to the Late-Cycle Meeting (LCM) scheduled for December 2, 2013.  
Attached is our background package, including our agenda, for this meeting.

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 (Acting)
Division of Metabolism and Endocrinology Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research
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LATE-CYCLE MEETING BACKGROUND PACKAGE

Meeting Date and Time: December 2, 2013; 2:00 – 3:30 PM

Meeting Location: White Oak Building 22, Conference Room 1419
10903 New Hampshire Avenue
Silver Spring, MD 20903

Application Number: NDA 204629

Product Name: Jardiance (empagliflozin) tablets, 10 and 25 mg

Indication: adjunct to diet and exercise to improve glycemic control in adults 
with type 2 diabetes mellitus

Sponsor/Applicant Name: Boehringer Ingelheim Pharmaceuticals, Inc.

INTRODUCTION

The purpose of a Late-Cycle Meeting (LCM) is to share information and to discuss any 
substantive review issues that we have identified to date and our objectives for the remainder of 
the review. The application has not yet been fully reviewed by the signatory authority, division 
director, and Cross-Discipline Team Leader (CDTL) and therefore, the meeting will not address
the final regulatory decision for the application.  We are sharing this material to promote a 
collaborative and successful discussion at the meeting.  

During the meeting, we may discuss additional information that may be needed to address the 
identified issues and whether it would be expected to trigger an extension of the PDUFA goal 
date if the review team should decide, upon receipt of the information, to review it during the 
current review cycle.  If you submit any new information in response to the issues identified in 
this background package prior to this LCM, we may not be prepared to discuss that new 
information at this meeting.  

BRIEF MEMORANDUM OF SUBSTANTIVE REVIEW ISSUES IDENTIFIED TO 
DATE

1. Discipline Review Letters

No Discipline Review letters have been issued to date.

2. Substantive Review Issues

There are no substantive review issues at this time.
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