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EXCLUSIVITY SUMMARY

NDA # 201281     SUPPL #          HFD # 510 

Trade Name   Jentadueto 

Generic Name   Linagliptin and Metformin Hydrochloride Fixed-Dose Combination tablets 

Applicant Name   Boehringer Ingelheim Pharmaceuticals, Inc.       

Approval Date, If Known   January 30, 2012       

PART I IS AN EXCLUSIVITY DETERMINATION NEEDED?

1.  An exclusivity determination will be made for all original applications, and all efficacy 
supplements.  Complete PARTS II and III of this Exclusivity Summary only if you answer "yes" to 
one or more of the following questions about the submission. 

a)  Is it a 505(b)(1), 505(b)(2) or efficacy supplement? 
                                           YES  NO 

If yes, what type? Specify 505(b)(1), 505(b)(2), SE1, SE2, SE3,SE4, SE5, SE6, SE7, SE8 

 505(b)(2) 

c)  Did it require the review of clinical data other than to support a safety claim or change in 
labeling related to safety?  (If it required review only of bioavailability or bioequivalence 
data, answer "no.") 

    YES  NO 

If your answer is "no" because you believe the study is a bioavailability study and, therefore, 
not eligible for exclusivity, EXPLAIN why it is a bioavailability study, including your 
reasons for disagreeing with any arguments made by the applicant that the study was not 
simply a bioavailability study.     

N/A

If it is a supplement requiring the review of clinical data but it is not an effectiveness 
supplement, describe the change or claim that is supported by the clinical data:              

N/A

d)  Did the applicant request exclusivity? 
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   YES  NO 

If the answer to (d) is "yes," how many years of exclusivity did the applicant request? 

3 years 

e) Has pediatric exclusivity been granted for this Active Moiety? 
   YES  NO 

      If the answer to the above question in YES, is this approval a result of the studies submitted in 
response to the Pediatric Written Request? 

      N/A 

IF YOU HAVE ANSWERED "NO" TO ALL OF THE ABOVE QUESTIONS, GO DIRECTLY TO 
THE SIGNATURE BLOCKS AT THE END OF THIS DOCUMENT.

2.  Is this drug product or indication a DESI upgrade? 
     YES  NO 

IF THE ANSWER TO QUESTION 2 IS "YES," GO DIRECTLY TO THE SIGNATURE BLOCKS 
ON PAGE 8 (even if a study was required for the upgrade).

PART II FIVE-YEAR EXCLUSIVITY FOR NEW CHEMICAL ENTITIES
(Answer either #1 or #2 as appropriate) 

1.  Single active ingredient product.

Has FDA previously approved under section 505 of the Act any drug product containing the same 
active moiety as the drug under consideration?  Answer "yes" if the active moiety (including other 
esterified forms, salts, complexes, chelates or clathrates) has been previously approved, but this 
particular form of the active moiety, e.g., this particular ester or salt (including salts with hydrogen 
or coordination bonding) or other non-covalent derivative (such as a complex, chelate, or clathrate) 
has not been approved.  Answer "no" if the compound requires metabolic conversion (other than 
deesterification of an esterified form of the drug) to produce an already approved active moiety. 

                           YES  NO 

If "yes," identify the approved drug product(s) containing the active moiety, and, if known, the NDA 
#(s).

NDA# N/A        
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2.  Combination product.

If the product contains more than one active moiety(as defined in Part II, #1), has FDA previously 
approved an application under section 505 containing any one of the active moieties in the drug 
product?  If, for example, the combination contains one never-before-approved active moiety and 
one previously approved active moiety, answer "yes."  (An active moiety that is marketed under an 
OTC monograph, but that was never approved under an NDA, is considered not previously 
approved.)

   YES  NO 

If "yes," identify the approved drug product(s) containing the active moiety, and, if known, the NDA 
#(s).

NDA# 201280 Tradjenta (linagliptin) tablets 

NDA# 020357 Glucophage (metformin hydrochloride) tablets 

IF THE ANSWER TO QUESTION 1 OR 2 UNDER PART II IS "NO," GO DIRECTLY TO THE 
SIGNATURE BLOCKS ON PAGE 8.  (Caution: The questions in part II of the summary should 
only be answered “NO” for original approvals of new molecular entities.)  
IF “YES,” GO TO PART III. 

PART III THREE-YEAR EXCLUSIVITY FOR NDAs AND SUPPLEMENTS

To qualify for three years of exclusivity, an application or supplement must contain "reports of new 
clinical investigations (other than bioavailability studies) essential to the approval of the application 
and conducted or sponsored by the applicant."  This section should be completed only if the answer 
to PART II, Question 1 or 2 was "yes."

1.  Does the application contain reports of clinical investigations?  (The Agency interprets "clinical 
investigations" to mean investigations conducted on humans other than bioavailability studies.)  If 
the application contains clinical investigations only by virtue of a right of reference to clinical 
investigations in another application, answer "yes," then skip to question 3(a).  If the answer to 3(a) 
is "yes" for any investigation referred to in another application, do not complete remainder of 
summary for that investigation.  

   YES  NO 

IF "NO," GO DIRECTLY TO THE SIGNATURE BLOCKS ON PAGE 8.

2.  A clinical investigation is "essential to the approval" if the Agency could not have approved the 
application or supplement without relying on that investigation.  Thus, the investigation is not 
essential to the approval if 1) no clinical investigation is necessary to support the supplement or 
application in light of previously approved applications (i.e., information other than clinical trials, 
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such as bioavailability data, would be sufficient to provide a basis for approval as an ANDA or 
505(b)(2) application because of what is already known about a previously approved product), or 2) 
there are published reports of studies (other than those conducted or sponsored by the applicant) or 
other publicly available data that independently would have been sufficient to support approval of 
the application, without reference to the clinical investigation submitted in the application. 

(a) In light of previously approved applications, is a clinical investigation (either conducted 
by the applicant or available from some other source, including the published literature) 
necessary to support approval of the application or supplement? 

   YES  NO 

If "no," state the basis for your conclusion that a clinical trial is not necessary for approval 
AND GO DIRECTLY TO SIGNATURE BLOCK ON PAGE 8: 

N/A

(b) Did the applicant submit a list of published studies relevant to the safety and 
effectiveness of this drug product and a statement that the publicly available data would not 
independently support approval of the application? 

   YES  NO 

(1) If the answer to 2(b) is "yes," do you personally know of any reason to disagree 
with the applicant's conclusion?  If not applicable, answer NO. 

     YES  NO 

     If yes, explain:                                      

N/A

(2) If the answer to 2(b) is "no," are you aware of published studies not conducted or 
sponsored by the applicant or other publicly available data that  could independently 
demonstrate the safety and effectiveness of this drug product?  

   YES  NO 
     If yes, explain:

N/A

(c) If the answers to (b)(1) and (b)(2) were both "no," identify the clinical 
investigations submitted in the application that are essential to the approval: 

Study 1218.46: A Phase III randomised, double-blind, placebo-controlled 
parallel group study to compare the efficacy and safety of twice daily administration 
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of the free combination of linagliptin 2.5 mg +metformin 500 mg or of linagliptin 2.5 
mg + metformin 1000 mg, with the individual components of metformin (500 mg or 
1000 mg, twice daily) and linagliptin (5 mg, once daily) over 24 weeks in drug naïve 
or previously treated (4 weeks washout and 2 weeks placebo run-in) type 2 diabetic 
patients with insufficient glycaemic control 

Studies comparing two products with the same ingredient(s) are considered to be bioavailability 
studies for the purpose of this section.

3.  In addition to being essential, investigations must be "new" to support exclusivity.  The agency 
interprets "new clinical investigation" to mean an investigation that 1) has not been relied on by the 
agency to demonstrate the effectiveness of a previously approved drug for any indication and 2) does 
not duplicate the results of another investigation that was relied on by the agency to demonstrate the 
effectiveness of a previously approved drug product, i.e., does not redemonstrate something the 
agency considers to have been demonstrated in an already approved application.   

a) For each investigation identified as "essential to the approval," has the investigation been 
relied on by the agency to demonstrate the effectiveness of a previously approved drug 
product?  (If the investigation was relied on only to support the safety of a previously 
approved drug, answer "no.") 

Investigation #1         YES  NO 

If you have answered "yes" for one or more investigations, identify each such investigation 
and the NDA in which each was relied upon: 

N/A

b) For each investigation identified as "essential to the approval", does the investigation 
duplicate the results of another investigation that was relied on by the agency to support the 
effectiveness of a previously approved drug product? 

Investigation #1      YES  NO 

If you have answered "yes" for one or more investigation, identify the NDA in which a 
similar investigation was relied on: 

N/A

c) If the answers to 3(a) and 3(b) are no, identify each "new" investigation in the application 
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or supplement that is essential to the approval (i.e., the investigations listed in #2(c), less any 
that are not "new"): 

 Study 1218.46 

4.  To be eligible for exclusivity, a new investigation that is essential to approval must also have 
been conducted or sponsored by the applicant.  An investigation was "conducted or sponsored by" 
the applicant if, before or during the conduct of the investigation, 1) the applicant was the sponsor of 
the IND named in the form FDA 1571 filed with the Agency, or 2) the applicant (or its predecessor 
in interest) provided substantial support for the study.  Ordinarily, substantial support will mean 
providing 50 percent or more of the cost of the study. 

a) For each investigation identified in response to question 3(c): if the investigation was 
carried out under an IND, was the applicant identified on the FDA 1571 as the sponsor? 

Investigation #1   ! 
     ! 

 IND # N/A  YES   !  NO       
      !  Explain:   
                           Study 1218.46 was not conducted under an IND. 

       
(b) For each investigation not carried out under an IND or for which the applicant was not 
identified as the sponsor, did the applicant certify that it or the applicant's predecessor in 
interest provided substantial support for the study? 

Investigation #1   ! 
!

YES      !  NO  
Explain:    !  Explain:  

    Applicant provided substantial 
support for Study 1218.46 

       

(c) Notwithstanding an answer of "yes" to (a) or (b), are there other reasons to believe that 
the applicant should not be credited with having "conducted or sponsored" the study?  
(Purchased studies may not be used as the basis for exclusivity.  However, if all rights to the 
drug are purchased (not just studies on the drug), the applicant may be considered to have 
sponsored or conducted the studies sponsored or conducted by its predecessor in interest.) 

  YES  NO 
If yes, explain:

N/A

=================================================================
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Name of person completing form:  Mehreen Hai, Ph.D.                     
Title:  Regulatory Project Manager 
Date:  January 30, 2012 

Name of Office/Division Director signing form:  Jean-Marc Guettier, M.D. 
Title:  Acting Clinical Team Leader 

Form OGD-011347;  Revised 05/10/2004; formatted 2/15/05 
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From: Hai, Mehreen
To: "dawn.collette@boehringer-ingelheim.com"
Subject: RE: NDA 201281 resubmission (linagliptin-metformin FDC)
Date: Monday, January 30, 2012 11:33:00 AM

Hi Dawn,
I received the package insert and the patient information for the linagliptin-metformin NDA that you
emailed to me on Friday, January 27, 2012. We accept your revisions included in this labeling.

Thank you,

Mehreen Hai, Ph.D.
Regulatory Project Manager
Division of Metabolism & Endocrinology Products
Center for Drug Evaluation and Research
Food and Drug Administration
mehreen.hai@fda.hhs.gov
Ph: 301-796-5073
Fax: 301-796-9712

From: dawn.collette@boehringer-ingelheim.com [mailto:dawn.collette@boehringer-ingelheim.com] 
Sent: Friday, January 27, 2012 9:42 AM
To: Hai, Mehreen
Cc: dawn.collette@boehringer-ingelheim.com
Subject: RE: NDA 201281 resubmission

Dear Mehreen,
Find attached a word document of the updated, proposed draft linagliptin-metformin package
insert and patient information.  BI has agreed to all the recent FDA edits. 
 
Changes in the attached version include:

• Revised copyright to trademark symbol in JENTADUETO tradename
•  replaced with www.jentadueto.com in the patient information section
• Minor formatting, typographical and grammatical changes

 
 

Thank You,
Dawn 

Drug Regulatory Affairs
Boehringer Ingelheim
Phone:203 798 4268
Mobile:
Fax: 203 837 4268
 

From: Hai, Mehreen [mailto:Mehreen.Hai@fda.hhs.gov] 
Sent: Wednesday, January 25, 2012 11:30 AM
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To: Collette,Dawn (DRA) BIP-US-R
Subject: RE: NDA 201281 resubmission

Hello Dawn,
Please find attached our edits/comments on the package insert and patient information that
you emailed me yesterday for the linagliptin-metformin NDA. If you agree with the edits we have
made, and have no further edits of your own, please clean up the document and email it back to me.
Otherwise, if you have further edits, please let me know when you will be able to send us those edits.

Thanks!

Mehreen Hai, Ph.D.
Regulatory Project Manager
Division of Metabolism & Endocrinology Products
Center for Drug Evaluation and Research
Food and Drug Administration
mehreen.hai@fda.hhs.gov
Ph: 301-796-5073
Fax: 301-796-9712

From: dawn.collette@boehringer-ingelheim.com [mailto:dawn.collette@boehringer-ingelheim.com] 
Sent: Tuesday, January 24, 2012 1:44 PM
To: Hai, Mehreen
Cc: dawn.collette@boehringer-ingelheim.com
Subject: RE: NDA 201281 resubmission

Dear Mehreen,
Find attached a word document of the updated, proposed draft linagliptin-metformin package
insert and patient information.  All FDA edits that BI has agreed to have been accepted and are no
longer visible in the document.  The remaining edits and comments reflect BI responses related to
FDA prior comments.  Additional BI editorial changes are also included in this version.
 
Please do not hesitate to contact me if you have any questions or comments concerning this
submission.
 

Thank You,
Dawn 

Drug Regulatory Affairs
Boehringer Ingelheim
Phone:203 798 4268
Mobile:
Fax: 203 837 4268
 

From: Hai, Mehreen [mailto:Mehreen.Hai@fda.hhs.gov] 
Sent: Wednesday, January 18, 2012 4:15 PM
To: Collette,Dawn (DRA) BIP-US-R
Subject: RE: NDA 201281 resubmission
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Hi Dawn,
Please find attached our edits/comments on the package insert and patient information that you
submitted in the November 30, 2011 resubmission of the linagliptin-metformin NDA. We have no
further comments on the carton and container labels.

Please let me know when you expect to respond to these comments.
THanks!

Mehreen Hai, Ph.D. 
Regulatory Project Manager 
Division of Metabolism & Endocrinology Products 
Center for Drug Evaluation and Research 
Food and Drug Administration 
mehreen.hai@fda.hhs.gov 
Ph: 301-796-5073 
Fax: 301-796-9712
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

Food and Drug Administration
Silver Spring  MD  20993

NDA 201281 
PROPRIETARY NAME REQUEST  
CONDITIONALLY ACCEPTABLE  

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

Attention:  Dawn Collette 
  Associate Director, Drug Regulatory Affairs 

Dear Ms. Collette: 

Please refer to your New Drug Application (NDA) dated January 19, 2011, received January 19, 2011, 
submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act for Linagliptin and 
Metformin Hydrochloride Tablets, 2.5 mg/500 mg, 2.5 mg/850 mg and  
2.5 mg/1000 mg.  

Please also refer to your complete Class 2 resubmission to this NDA, dated and received November 30, 
2011.   We also refer to: 

• Your initial proprietary name submission, dated November 1, 2011, for the proposed 
proprietary name Jentadueto; 

• Our initial correspondence dated November 9, 2011, finding this proposed proprietary name 
conditionally acceptable; 

• Your January 17, 2012, correspondence, received January 17, 2012, requesting re-review of 
your proposed proprietary name, Jentadueto. 

We have completed our re-review of the proposed proprietary name, Jentadueto, and have concluded 
that it is acceptable 

The proposed proprietary name, Jentadueto, 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 January 17, 2012, submission are altered 
prior to approval of the marketing application, the proprietary name should be resubmitted for review.  
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NDA 201281 
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If you have any questions regarding the contents of this letter or any other aspects of the proprietary 
name review process, contact 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 Mehreen Hai at (301) 
796-5073.

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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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

Food and Drug Administration
Silver Spring  MD  20993

NDA 201281 ACKNOWLEDGE -- 
 CLASS 1 COMPLETE RESPONSE 

Boehringer Ingelheim Pharmaceuticals, Inc. 
Attention: Dawn Collette 
Associate Director, Drug Regulatory Affairs 
900 Ridgebury Rd/ P.O. Box 368 
Ridgefield, CT 06877-0368 

Dear Ms. Collette: 

We acknowledge receipt on November 30, 2011, of your November 30, 2011 resubmission of 
your new drug application submitted pursuant to section 505(b)(2) of the Federal Food, Drug, 
and Cosmetic Act for linagliptin and metformin hydrochloride tablets (2.5 mg/500 mg,  
2.5 mg/850 mg, and 2.5 mg/1000 mg). 

We consider this a complete, class 1 response to our action letter dated November 16, 2011.  
Therefore, the user fee goal date is January 30, 2012.

If you have any questions, please call me at (301) 796-5073. 

Sincerely,

{See appended electronic signature page}

Mehreen Hai, Ph.D. 
Regulatory Project Manager 
Division of Metabolism & Endocrinology Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 

Reference ID: 3065321



Reference ID: 3083109



From: Hai, Mehreen
To: "dawn.collette@boehringer-ingelheim.com";
Subject: PI for NDA 201281
Date: Tuesday, November 22, 2011 11:37:25 AM
Attachments: Lina-Met proposed label-FDA edits-21Nov2011.doc 

Hi Dawn,
Please find attached our edits/comments on the package insert (PI) that you 
submitted on November 3, 2011 for the linagliptin-metformin NDA. We 
recommend that you submit the PI with your further revisions/comments when 
you re-submit this NDA. We also recommend that you include the revised PPI 
(patient information) that you emailed me on November 10, 2011 in the NDA re-
submission. We will re-start labeling negotiations once the NDA re-submission 
has been received. 

Hope that's clear. If not, please let me know.

Mehreen Hai, Ph.D.
Regulatory Project Manager
Division of Metabolism & Endocrinology Products
Center for Drug Evaluation and Research
Food and Drug Administration
mehreen.hai@fda.hhs.gov
Ph: 301-796-5073
Fax: 301-796-9712
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Response letter. However, our action on your resubmission will be 
based on the GMP-compliance status of all manufacturing and 
testing sites listed in the resubmission at the time of the action.

2) Since the 4-month safety update (4MSU), there is limited new 
safety information for linagliptin/metformin fixed dose combination 
tablets.  Outlined below is the current status of the only studies that 
were ongoing as of the 4MSU.  No other studies for linagliptin/
metformin are ongoing at this time. 

-- 1218.20, 104-week active controlled study linagliptin vs 
glimepiride, with metformin background therapy.  4MSU data cut-off 
was June 30, 2010, and last patient out (LPO) was Dec 21, 2010.  The 
final report is planned to be submitted as a supplement to NDA 
201280 for TRADJENTA (linagliptin) tablets in the next weeks.
-- 1218.40, 78-week uncontrolled open-label extension for linagliptin 
tablets, some patients treated with metformin background therapy.
4MSU data cut-off was Oct 15, 2010, LPO was Dec 29, 2010 
-- 1218.52, 54-week double-blind, metformin-controlled extension 
study of 1218.46 (pivotal factorial design study).  4MSU data cut-off 
was Oct 15, 2010, LPO was June 16, 2011. 

With these new data, no significant changes or findings relevant to the 
safety profile of linagliptin/metformin fixed dose combination tablets 
have been identified.   Please also note that linagliptin/metformin fixed 
dose combination tablets are not yet marketed in any country, so no 
foreign labeling or post-marketing safety information are available. 

BIPI is therefore requesting to waive the requirement for a safety 
update in the resubmission.  Does the Division concur?
      FDA Response: We cannot waive this requirement and would 
ask that at time of your resubmission you provide us with an 
update of new safety information as you have done so in this 
correspondence.  If the status for postmarketing safety data of 
linagliptin remains unchanged or limited, the Division can 
determine at that point to what extent a review is necessary.
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3) Does the Division agree that the Complete Response, with 
information outlined above, could be considered a Class 1 
resubmission?
     FDA Response: In general, a resubmission without new clinical data 
will be a Class 1 resubmission.  However, you are proposing other 
facilities to replace   If inspection of these facilities are 
required, this will be a Class 2 resubmission.  A final determination of 
the type of resubmission will be made upon receipt of your application.

4) With respect to the facilities inspection of the  
testing facility, we would appreciate clarification of the following 
points:

●

FDA’s Complete Response Letter states that FDA 
conducted an inspection at this site for our application.
We are aware that FDA performed a general inspection of 

 but not an inspection for our 
application, i.e., a Preapproval Inspection (PAI).

●

 is listed in FDA’s Inspectional 
Classification Database with a classification 
“VAI” (Voluntary Action Indicated)  Per FDA’s PAC-
ATLS Guidance, a VAI classification is considered a 
“Satisfactory Current Good Manufacturing Practice 
(cGMP) Inspection”.   We agree to remove  
from the application (as stated above), but would like to 
understand how to interpret the VAI classification in 
FDA’s database in the context of FDA’s Complete 
Response Letter.

FDA Response: FDA's inspectional database does not show the 
most current GMP status of a specific site. You should 
communicate with your contract facilities for their current GMP 
status.

Please do not hesitate to contact me if you have any questions.
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Thank You, 
Dawn

Drug Regulatory Affairs 
Boehringer Ingelheim 
Phone:203 798 4268
Mobile:  
Fax: 203 837 4268

From: Hai, Mehreen [mailto:Mehreen.Hai@fda.hhs.gov]
Sent: Wednesday, November 16, 2011 1:06 PM 
To: Collette,Dawn (DRA) BIP-US-R 
Subject: Action letter for NDA 201281

Hi Dawn,
We took action a couple of days early for the linagliptin-metformin NDA 201281- it is 
a complete response based on deficiencies in the facilities inspections. Please 
confirm receipt of the attached letter, and let me know if you have any questions. 
The paper copy should come to you in the mail in a few days. 

Thanks!

Mehreen Hai, Ph.D.
Regulatory Project Manager
Division of Metabolism & Endocrinology Products
Center for Drug Evaluation and Research
Food and Drug Administration
mehreen.hai@fda.hhs.gov
Ph: 301-796-5073
Fax: 301-796-9712
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From: Hai, Mehreen
To: "dawn.collette@boehringer-ingelheim.

com";
Subject: Patient labeling for NDA 201281
Date: Tuesday, November 08, 2011 3:45:14 PM
Attachments: Lina-Met PPI - FDA edits - 8Nov2011.doc 

Hi Dawn,
Please find attached our comments on the patient labeling for the linagliptin-
metformin NDA. 
Let me know if you have any questions.

Mehreen Hai, Ph.D.
Regulatory Project Manager
Division of Metabolism & Endocrinology Products
Center for Drug Evaluation and Research
Food and Drug Administration
mehreen.hai@fda.hhs.gov
Ph: 301-796-5073
Fax: 301-796-9712
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From: Hai, Mehreen
To: "dawn.collette@boehringer-ingelheim.

com";
Subject: Container labels for NDA 201281
Date: Monday, October 31, 2011 12:14:37 PM
Attachments: Container Labels.pdf 

Hi Dawn,
Please find attached our comments on the container labels for the linagliptin-
metformin NDA. 
Let me know if you have any questions.

Mehreen Hai, Ph.D.
Regulatory Project Manager
Division of Metabolism & Endocrinology Products
Center for Drug Evaluation and Research
Food and Drug Administration
mehreen.hai@fda.hhs.gov
Ph: 301-796-5073
Fax: 301-796-9712
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From: Hai, Mehreen
To: "dawn.collette@boehringer-ingelheim.

com";
Subject: Information request for NDA 201281
Date: Monday, October 31, 2011 11:41:51 AM

Hello Dawn,
We have the following information request for the linagliptin-metformin NDA, 
specifically with regards to hypoglycemia and pregnancy outcome:

We acknowledge there is a relationship between hypoglycemia and fetal 
outcome in rats (i.e., conclusion (b) in your rationale document, shown 
below). However, we have not been able to establish a causal relationship 
between the metformin-induced glucose lowering and the fetal 
malformations in your embryofetal studies in Wistar Han rats. Please 
submit any additional data or literature justification from rat studies 
(preferably the Wistar Han strain) that the degree of glucose lowering seen 
in your embryofetal rat studies is sufficient to cause the observed fetal 
malformations.

b) Involvement of dysglycemia in the observed fetal morphological changes 
in our teratogenicity studies.  Such an exaggerated pharmacological effect 
leading to significant hypoglycemia, as seen in the healthy non-diabetic 
animals, should not be relevant for patients since metformin does not produce 
hypoglycemia in either patients with type 2 diabetes or normal subjects 
(except in special circumstances) as noted in the approved Glucophage label. 

Thank you,

Mehreen Hai, Ph.D.
Regulatory Project Manager
Division of Metabolism & Endocrinology Products
Center for Drug Evaluation and Research
Food and Drug Administration
mehreen.hai@fda.hhs.gov
Ph: 301-796-5073
Fax: 301-796-9712
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From: Hai, Mehreen
To: "dawn.collette@boehringer-ingelheim.com";
Subject: NDA 201281 (linagliptin-metformin FDC) labeling edits
Date: Thursday, October 20, 2011 11:22:15 AM
Attachments: Lina-Met proposed label-FDA edits-20Oct2011.doc 

Hello Dawn,

Please find attached the linagliptin/metformin FDC package insert, with our edits 
and comments. 

Please accept all FDA edits that you agree with. The document that you return to 
us should only show in tracked changes (1) any new edits BI has made to our 
prior edits and (2) any new edits from BI unrelated to our prior edits. To help 
avoid confusion, please delete outdated comments and formatting bubbles. 
Please leave only comment and formatting bubbles relevant to this round of 
labeling negotiations in the label. When you add a comment bubble, please state 
" BI response to FDA change or BI Comment." This will be useful for showing 
which edits come from FDA vs. which edits were from BI. You only need to add a 
comment bubble responding to our bubbles in cases where you disagree with 
our comment or if you want to provide additional information you want us to 
consider. So, not all comment bubbles necessarily need to have an 
accompanying response comment bubble from you.

Please let me know when we can expect to receive your response. 

We will also provide comments on the patient package insert and the carton and 
container labels within the next couple of weeks.

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

Mehreen Hai, Ph.D.
Regulatory Project Manager
Division of Metabolism & Endocrinology Products
Center for Drug Evaluation and Research
Food and Drug Administration
mehreen.hai@fda.hhs.gov
Ph: 301-796-5073
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

Food and Drug Administration
Silver Spring  MD  20993

NDA 201281 INFORMATION REQUEST 

CERTIFIED MAIL 
RETURN RECEIPT REQUESTED 

Boehringer Ingelheim Pharmaceuticals, Inc. 
Attention: Dawn Collette 
Associate Director, Drug Regulatory Affairs 
900 Ridgebury Rd/P.O. Box 368 
Ridgefield, CT 06877-0368 

Dear Ms. Collette: 

Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for linagliptin and metformin tablets (2.5 mg/500 mg, 2.5 mg/850 
mg and 2.5 mg/1000 mg). 

FDA investigators have identified significant violations to the bioavailability and bioequivalence 
requirements of Title 21, Code of Federal Regulation, Part 320 in bioanalytical studies conducted 
by Cetero Research in Houston, Texas (Cetero).1 The pervasiveness and egregious nature of the 
violative practices by Cetero has led FDA to have significant concerns that the bioanalytical data 
generated at Cetero from April 1, 2005 to June 15, 2010, as part of studies submitted to FDA in 
New Drug Applications (NDA) and Supplemental New Drug Applications (sNDA) are 
unreliable. FDA has reached this conclusion for three reasons: (1) the widespread falsification of 
dates and times in laboratory records for subject sample extractions, (2) the apparent 
manipulation of equilibration or “prep” run samples to meet pre-determined acceptance criteria, 
and (3) lack of documentation regarding equilibration or “prep” runs that prevented Cetero and 
the Agency from determining the extent and impact of these violations.   

Serious questions remain about the validity of any data generated in studies by Cetero Research 
in Houston, Texas during this time period. In view of these findings, FDA is informing holders 
of approved and pending NDAs of these issues. 

The impact of the data from these studies (which may include bioequivalence, bioavailability, 
drug-drug interaction, specific population, and others) cannot be assessed without knowing the 
details regarding the study and how the data in question were considered in the overall 
development and approval of your drug product. At this time, the Office of New Drugs is 

                                                          
1 These violations include studies conducted by Bioassay Laboratories and BA Research International specific to the 
Houston, Texas facility.  
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searching available documentation to determine which NDAs are impacted by the above 
findings.
To further expedite this process, we ask that you inform us if you have submitted any studies 
conducted by Cetero Research in Houston, Texas during the time period of concern (April 1, 
2005 to June 15, 2010). Please submit information on each of the studies, including supplement 
number (if appropriate), study name/protocol number, and date of submission. With respect to 
those studies, you will need to do one of the following: (a) re-assay samples if available and 
supported by stability data, (b) repeat the studies, or (c) provide a rationale if you feel that no 
further action is warranted.  

Please respond to this query within 30 days from the date of this letter. 

This information should be submitted as correspondence to your NDA. In addition, please 
provide a desk copy to: 

Office of New Drugs 
Center for Drug Evaluation and Research 
10903 New Hampshire Avenue 
Bldg. 22, Room 6300 
Silver Spring, MD 20993-0002 

If you have any questions, call Mehreen Hai, Ph.D., Regulatory Project Manager, at
(301) 796-5073. 

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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From: Hai, Mehreen
To: "dawn.collette@boehringer-ingelheim.com";
Subject: Information request for NDA 201281
Date: Wednesday, September 07, 2011 11:21:10 AM

Hi Dawn,
We have the following information request for NDA 201281 (linagliptin-metformin 
FDC):

In Section 8.1.2 of the Toxicology Written Summary (Module 2.6.6), the 
summary discusses qualification of the degradation product  
There is a reference to the 13-week rat combination toxicity study (Doc. No. 
U10-1492) stating, "In this study,  was spiked to linagliptin at a 
concentration of  (p. 21 of 33). The applicant goes on to calculate "a 
safety margin to human use of  for  presumably based on the 
reported  concentration in the administered NOAEL dose.

We cannot locate any information in the final study report documenting 
levels of  or any spiking of linagliptin drug substance. It is 
possible that the lot of linagliptin used, Batch PR4AZU00546A1, was 
previously spiked with the  degradation product but if so, no 
reference to that effect was provided. Please clarify where the information 
referred to in the Toxicology Written Summary comes from and include 
documentation that confirms the concentration of  in the 
linagliptin used to dose the rats.

Thank you,

Mehreen Hai, Ph.D.
Regulatory Project Manager
Division of Metabolism & Endocrinology Products
Center for Drug Evaluation and Research
Food and Drug Administration
mehreen.hai@fda.hhs.gov
Ph: 301-796-5073
Fax: 301-796-9712
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From: Hai, Mehreen
To: "dawn.collette@boehringer-ingelheim.

com";
Subject: Label for Linagliptin-Metformin 
Date: Friday, July 08, 2011 1:06:34 PM

Hi Dawn,
It came to our attention recently that in the package insert that you have 
submitted for the linagliptin-metformin NDA (201281), you have referenced the 
label for Glumetza. This is for Section 13.1 of the linagliptin-metformin label 
(Carcinogenesis, Mutagenesis, Impairment of Fertility). If you want to include 
information from the Glumetza label, you will need to submit the relevant Patent 
Certification, in accordance with 21 CFR 314.50(i). 

Thanks!

Mehreen Hai, Ph.D.
Regulatory Project Manager
Division of Metabolism & Endocrinology Products
Center for Drug Evaluation and Research
Food and Drug Administration
mehreen.hai@fda.hhs.gov
Ph: 301-796-5073
Fax: 301-796-9712
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4. Provide Engineering drawings for all of the bottles and closures that you plan to employ 
for your linagliptin/metformin HCl tablets. The drawings should include the dimensions 
of these components, as appropriate; and you should provide the allowable tolerances 
(acceptance criteria) for these dimensions. 

5. Provide the acceptance criteria for the Fill Weights for the various desiccant packets that 
you plan to use in the container/closure systems that you propose to market your tablets. 

Labeling

1. Section 1.14.1.1 in the labeling section of the electronic submission indicates that there 
are both draft carton and container labels in the submission. However, only container 
(bottle) labels were provided. You should explain this discrepancy and provide the carton 
labels, if appropriate. 

2. Since the product needs to be protected from high humidity, your immediate container 
labels should contain a brief statement about the need to keep the desiccant packet in the 
bottle after opening. 

3. Provide up-dated carton and immediate container labels with your newly proposed 
proprietary name for linagliptin/metformin HCl tablets. 

 If you have any questions, call Khushboo Sharma, Regulatory Project Manager, at (301) 796-
1270.

Sincerely,

{See appended electronic signature page}

Ali Al-Hakim, Ph.D. 
Branch Chief, Branch VII 
Division of New Drug Quality Assessment III 
Office of New Drug Quality Assessment 
Center for Drug Evaluation and Research 
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changed to no less than  of the labeled amount of the drug substance 
dissolved in 20 

minutes.

Boehringer Ingelheim Pharmaceuticals, Inc. (BIPI) appreciates the agency’s
preliminary notice and would like to propose a new dissolution specification (i.e., 
Q = at 30 minutes).  BI is of the opinion that the results of a recently 
completed study (1288.6) titled “Relative bioavailability of two different batches 
of a 2.5 mg linagliptin / 1000 mg metformin fixed dose combination tablet (FDC) 
in healthy male and female volunteers (an open-label, randomized, single dose, 
two-way crossover, Phase I trial)” support the new proposed dissolution 
specification. The clinical trial report for this study was not available at the time 
the original NDA (201281) was submitted, yet is now available.

BIPI would like to respond to the issue noted in the 74-day letter yet we do not 
wish to disrupt the review timelines. Therefore we propose two options:

a) Submit a response which includes a summary of the information from the 
1288.6 clinical trial report

b) Submit the full clinical trial report for study 1288.6 to NDA 201281 as part 
of the response

We respectfully request your preference.

If you have any questions or comments concerning this issue, please do not 
hesitate to call me.  My phone number is (203) 798-4268.

Thank You, 
Dawn

Drug Regulatory Affairs 
Boehringer Ingelheim 
Phone:203 798 4268

Mobile:  
Fax: 203 837 4268
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

Food and Drug Administration
Silver Spring  MD  20993

NDA 201281 PREA WAIVER DENIED 

Boehringer Ingelheim Pharmaceuticals, Inc. 
Attention: Dawn Collette 
Associate Director, Drug Regulatory Affairs 
900 Ridgebury Rd/ P.O. Box 368 
Ridgefield, CT 06877-0368 

Dear Ms. Collette: 

Please refer to your submission dated January 19, 2011, requesting a  waiver under 
505B(a)(4) of the Federal Food, Drug, and Cosmetic Act for pediatric studies for linagliptin and 
metformin tablets (2.5 mg/500 mg, 2.5 mg/850 mg and 2.5 mg/1000 mg) for the treatment of 
patients with type 2 diabetes mellitus. 

We have reviewed your submission and do not agree that a  waiver of pediatric studies in 
patients ages 0 to 16 is justified for linagliptin and metformin tablets (2.5 mg/500 mg, 2.5 
mg/850 mg and 2.5 mg/1000 mg) for the treatment of patients with type 2 diabetes mellitus. 

A  waiver for pediatric studies for this application is denied at this time.  Please submit your 
pediatric drug development plan by June 13, 2011.  Your pediatric drug development plan must 
address treatment of pediatric patients with type 2 diabetes mellitus.  We will consider a partial 
waiver of the pediatric study requirement for ages 0 to 9 years (inclusive) because the necessary 
studies are impossible or highly impractical.  We also will consider a partial deferral of the 
pediatric study for ages 10 to 16 years (inclusive).

A pediatric drug development plan (or pediatric plan) is a statement of intent that outlines the 
pediatric studies (e.g., pharmacokinetic/pharmacodynamics including assessment of 
swallowability, safety and efficacy).  The pediatric plan must contain a timeline for the 
completion of these studies, i.e., the dates (M/D/Y) of (1) protocol submission (2) study 
completion and (3) submission of study reports.  In addition, you must submit certification of the 
grounds for deferral and evidence that the studies are being conducted or will be conducted with 
due diligence and at the earliest possible time. 
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If you have any questions, please contact Mehreen Hai, Ph.D., Regulatory Project Manager, at 
(301) 796-5073. 

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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From: Hai, Mehreen
To: "dawn.collette@boehringer-ingelheim.

com";
Subject: Information request for NDA 201281
Date: Friday, April 08, 2011 3:03:32 PM
Attachments: IR NDA 201281.pdf 

Hi Dawn,
Please find attached an information request for NDA 201281 (linagliptin + 
metformin). Please confirm that you were able to open and read the attachment.

Thanks!

Mehreen Hai, Ph.D.
Regulatory Project Manager
Division of Metabolism & Endocrinology Products
Center for Drug Evaluation and Research
Food and Drug Administration
mehreen.hai@fda.hhs.gov
Ph: 301-796-5073
Fax: 301-796-9712

Reference ID: 2930684



I. Request for specific protocol information and site level and subject level data: 

For Protocol 1218.46 entitled “A Phase III Randomized, Double-blind, Placebo-controlled 
Parallel Group Study to Compare the Efficacy and Safety of Twice Daily Administration of the 
Free Combination of Linagliptin 2.5 mg + Metformin 500 mg, or of Linagliptin 2.5 mg + 
Metformin 1000 mg, With the Individual Components of Metformin (500 mg or 1000 mg, twice 
daily) and Linagliptin (5 mg, once daily) over 24 Weeks in Drug Naïve or Previously Treated (4 
Weeks Washout and 2 Weeks Placebo Run-in) Type 2 Diabetic Patients with Insufficient 
Glycemic Control” please provide the information below for the following two sites: 

1. Dr. Sathyanarayana Srikanta site 91004 
2. Dr. Vyankatesh Shivane Krishnacharya site 91015 

Please provide the information listed below: 
A. For each investigator, please provide telephone number, fax number and e-mail address. 
B. Please provide an electronic copy of the protocol and blank eCRF. 
C. Please provide the following site-specific individual subject data (“line”) listings by 

subject number, from the datasets.  
1. Listing for each subject/number screened and reason for subjects who did not 

meet eligibility requirements 
2. Subject listing for treatment assignment (randomization) 
3. Subject listing of drop-outs and subjects that discontinued with date and reason 
4. Evaluable subjects/ non-evaluable subjects and reason not evaluable 
5. By subject listing of eligibility determination (i.e., inclusion and exclusion 

criteria)
6. By subject listing, of AEs, SAEs, deaths and dates, including events qualifying for 

adjudication and hypoglycemic events 
7. By subject listing of protocol violations and/or deviations reported in the NDA, 

description of the deviation/violation
8. By subject listing of the primary endpoint efficacy parameters HbA1C.  For 

derived or calculated endpoints, provide the raw data listings used to generate the 
derived/calculated endpoint. 

9. By subject listing of exposure to randomized study drug 
10. By subject listing of concomitant medications including rescue medications 

(antidiabetic medications) 
11. By subject listing, of laboratory tests performed for safety monitoring 

II. Request for information concerning request for waiver from the requirements 
outlined in 21 CFR 312.120 

In your request for a waiver from the requirements outlined in 21 CFR 312.120 submitted in 
NDA 201281, you state that not all technical requirements of the new rule as outlined in 21CFR 
312.120(b) have been met. Please state the requirements that have and have not been met.  

1
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We are providing the above comment to give you preliminary notice of potential review issues.  
Our filing review is only a preliminary evaluation of the application and is not indicative of 
deficiencies that may be identified during our review.  Issues may be added, deleted, expanded 
upon, or modified as we review the application.   

We acknowledge your request for a waiver of the requirement that the Highlights of Prescribing 
Information be limited to no more than one-half page.  We will consider your request during 
labeling discussions.  In the meantime, we encourage you to submit revised labeling that meets 
the half page requirement. 

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 in pediatric patients unless this requirement is waived, 
deferred, or inapplicable. 

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

If you have any questions, please contact Mehreen Hai, Ph.D., Regulatory Project Manager, at
(301) 796-5073. 

      Sincerely, 

{See appended electronic signature page}

Mary H. Parks, M.D. 
Director 
Division of Metabolism & Endocrinology Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 

Reference ID: 2925644

(b) (4)

(b) (4)



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

MARY H PARKS
03/31/2011

Reference ID: 2925644



From: Hai, Mehreen
To: dawn.collette@boehringer-ingelheim.

com;
Subject: Information request for NDA 201281
Date: Tuesday, March 08, 2011 3:51:32 PM

Hi Dawn,
We have the following information request for NDA 201281 (Linagliptin-
Metformin FDC):
Please provide raw concentration and PK/PD parameter data (preferably as 
SAS transport files) for all BE/Clin Pharm studies (1288.1, 1288.2, 1288.3, 
1288.4, and 1218.57) and the PKPD study (1218.45), for both linagliptin and 
metformin, as applicable. 

• The concentration data-set(s) should at least have the following columns: 
ID, Analyte Name, Nominal Time, Actual Time, Concentration, Unit, 
Comments (if any), Treatment, Period, and Sequence.

• The PK/PD parameter data set(s) should at minimum have the following 
columns: ID, Trial Number, Parameter Name, Unit, Comments (if any), 
Treatment, Period, and Sequence.

Please provide a response as soon as possible.
Thank you!

Mehreen Hai, Ph.D.
Regulatory Project Manager
Division of Metabolism & Endocrinology Products
Center for Drug Evaluation and Research
Food and Drug Administration
mehreen.hai@fda.hhs.gov
Ph: 301-796-5073
Fax: 301-796-9712
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From: Sharma, Khushboo 
Sent: Tuesday, January 25, 2011 9:51 AM 
To: 'dawn.collette@boehringer-ingelheim.com' 
Subject: Request for NDA 201281 
Dear Ms. Collette, 

We are reviewing the Chemistry, Manufacturing and Controls section of your NDA 201281 
received January 19, 2011. We have the following comments and information requests. We 
request a prompt written response within a week in order to continue our evaluation of your 
submission:  

You indicate in section 3.2.P.2 that "A series of design experiments has been 
performed to investigate and improve the robustness of the manufacturing process."  
No design space is found in the CMC sections of the NDA. For FDA's review planning 
purposes, we request a confirmation that you do not intend to propose a design space 
in the manufacturing process of the product.

If your response can be found in the contents of your submission, just cite those sections of the 
submission that are relevant to the issues under consideration. Otherwise, please provide the 
appropriate information as an amendment to the submission. In addition, a copy of your response 
submitted by e-mail (khushboo.sharma@fda.hhs.gov) will expedite the review of your request. In 
your cover letter refer to the date on which this information was requested.  

Please acknowledge the receipt of this email and provide the time line of the amendment 
submission.  

Thank you  
Khushboo Sharma, MBA
Regulatory Health Project Manager
FDA/CDER/OPS/ONDQA
Division of New Drug Quality Assessment III
Phone (301)796-1270
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

Food and Drug Administration
Silver Spring  MD  20993

NDA 201281 
NDA ACKNOWLEDGMENT

Boehringer Ingelheim Pharmaceuticals, Inc. 
Attention:  Dawn Collette 
Associate Director, Drug Regulatory Affairs 
900 Ridgebury Rd/ P.O. Box 368 
Ridgefield, CT  06877-0368 

Dear Ms. Collette: 

We have received your New Drug Application (NDA) submitted pursuant to section 505(b)(2) of 
the Federal Food, Drug, and Cosmetic Act (FDCA) for the following: 

Name of Drug Product: TRADEAME (linagliptin and metformin tablets) 2.5 mg/500 mg,     
2.5 mg/850 mg, 2.5 mg/1000 mg     

Date of Application: January 19, 2011 

Date of Receipt: January 19, 2011 

Our Reference Number:  NDA 201281 

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 March 20, 2011, 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. 

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: 
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Food and Drug Administration 
Center for Drug Evaluation and Research 
Division of Metabolism and Endocrinology Products (DMEP)  
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.

If you have any questions, call me at (301) 796-1211 until February 7.  After that date, contact 
Mehreen Hai, Ph.D, who is the Regulatory Project Manager for this application, at (301) 796-
5073.

Sincerely,

{See appended electronic signature page}

Enid Galliers 
Chief, Project Management Staff 
Division of Metabolism and Endocrinology 

Products
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
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