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Chemistry Review Data Sheet
1. NDA 205832

2. REVIEW #1

3. REVIEW DATE: September 2, 2014

4. REVIEWER: Arthur B. Shaw, Ph.D. (drug product) and Edwin Jao (drug substance)

5. PREVIOUS DOCUMENTS: None

6. SUBMISSION(S) BEING REVIEWED:

Submission(s) Reviewed Document Date Comment
Original 2014-05-02

IR
2014-05-23 (not 
in DARRTS)

request clarification on ID of manufacturing
sites

Quality amendment 2014-05-30 Response to IR
CMC Filing Review 2014-06-05 Acceptable for filing

IR Letter 2014-06-13
Info about reaction between ethane sulfonate 
and glycerol, receiving specs for excipient  

IR Letter 2014-06-18
Questions about materials in drug substance 
synthesis.

Quality amendment 2014-06-26 Response to 6-13 IR
IR Letter 2014-06-25 Microbiology Testing in specs
Quality amendment 2014-07-01 Response to 6-25 IR
IR Letter 2014-07-02 Drug product questions
Quality amendment 2014-07-07 Response to 6-18 IR
Quality amendment 2014-07-22 Response to 7-02 IR
IR Letter 2014-07-29 Recommend change in dissolution specs
Quality amendment 2014-08-06 Response to 7-29 IR and follow-up to 6-18 IR
IR Letter 2014-08-11 Drug product questions
Quality amendment 2014-08-20 Response to 8-11 IR
Biopharm review 2014-08-14 Recommend approval
Micro review 2014-08-22 Recommend approval

Reference ID: 3620619
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7. NAME & ADDRESS OF APPLICANT:

Name: BOEHRINGER INGELHEIM PHARMACEUTICALS, INC.
Address: 900 Ridgebury Road

P.O. Box 368
Ridgefield CT 06877

Representative: Ann Cherian, Senior Associate Director, Regulatory Affairs
Telephone: (203) 791-6759

Fax (203) 791-6262

Email ann.cherian@boehringer-ingelheim.com

8. DRUG PRODUCT NAME/CODE/TYPE: 

a) Proprietary Name:Ofev (acceptable per Proprietary Name Review in IND 74683, April 5, 
2014)

b) Non-Proprietary Name (USAN): ............................................................ Nintedanib esylate
c) Code Name/# BIBF 1120
d) Chem. Type/Submission Priority 

 Chem. Type: 1
 Submission Priority: P

9. LEGAL BASIS FOR SUBMISSION: Orphan

10. PHARMACOL. CATEGORY: vascular endothelial growth factor receptor (VEGFR) 1-3, 
platelet-derived growth factor receptor (PDGFR) α and β, fibroblast derived growth factor 
receptor (FGFR) 1-3 tyrosine kinase inhibitor

11. DOSAGE FORM: soft gel capsule

12. STRENGTH/POTENCY: 100 and 150 mg (

13. ROUTE OF ADMINISTRATION: oral

14. Rx/OTC DISPENSED:  X__Rx    ___OTC

15. SPOTS (SPECIAL PRODUCTS ON-LINE TRACKING SYSTEM): None

16. CHEMICAL NAME, STRUCTURAL FORMULA, MOLECULAR FORMULA, 
MOLECULAR WEIGHT:

Reference ID: 3620619
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C31H33N5O4 · C2H6O3S
649.76 g/mol (ethanesulfonate)
539.62 g/mol

Reference ID: 3620619
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17. RELATED/SUPPORTING DOCUMENTS: 

A. DMFs:
Reviewed: None
Not reviewed since there is sufficient information in the NDA. See Section P Container Closure
and Excipients below
DMF Holder DMF Subject Item Referenced

B. Other Documents: 
DOCUMENT APPLICATION NUMBER DESCRIPTION

IND 74683 Development of drug
18. STATUS:
CONSULTS/ CMC RELATED REVIEWS:

RECOMMENDATION DATE REVIEWER
EES Acceptable 2014-08-22 N/A
Biopharm review Acceptable 2014-08-14 Kareen Riviere
EA Categorical Exclusion granted No review needed N/A
Microbiology Acceptable 2014-08-22 John Metcalfe
Statistics Not applicable
Methods Validation Pending N/A

Reference ID: 3620619
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Specification. The dissolution test and the microbial limits test were found acceptable 
by the respective reviewers.

The results of batch testing and stability testing show that the drug products 
conformed to the specifications at release and throughout the proposed expiration 
date of 36 months. All sites were found satisfactory on inspection. 

A risk analysis by the review team is included as an attachment at the end of this 
review.

B. Description of How the Drug Product is Intended to be Used: The drug product, an 
immediate release capsule, is intended to be used to treat idiopathic pulmonary 
fibrosis, with the drug being administered twice daily. Patients will be started on the 
150 mg capsules, with doing cut back to the 100 mg capsules if the 150 mg dose is not 
tolerated. The capsules cannot be divided into smaller doses.

C. Basis for Approvability or Not-Approval Recommendation: The application is 
recommended for approval because the applicant has provided sufficient data to show 
that the manufacturing of the drug product is under control and that the specifications 
are adequate to support the clinical use of the drug.

III.Administrative
See DARRTS signatures and ccs
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
Public Health Service

Food and Drug Administration
Center for Drug Evaluation and Research

METHODS VALIDATION CONSULT REQUEST FORM

TO: FDA
Division of Pharmaceutical Analysis
Attn: Michael Trehy, Ph.D.
Suite 1002
1114 Market Street
St. Louis, MO 63101

FROM: Arthur Shaw, Ph.D.
Craig Bertha, Ph.D.
Office of New Drug Quality Assessment (ONDQA)
E-mail Address: Arthur.Shaw@fda.hhs.gov
Phone: (301)-796 1460
Fax.: (301)-796 4777

     Through: Craig Bertha, Ph.D.
   Phone: (301)-796-1646

And        Youbang Liu, Ph.D.
ONDQA Methods Validation Project Manager
Phone: (301)-796-1926

SUBJECT: Methods Validation Request

Application Number: NDA 205832  
Name of Product: Ofev (nintenanib)  Code name BIBF 1120 Ethanesulfonate
Applicant: BOEHRINGER INGELHEIM PHARMACEUTICALS, INC.

Applicant’s Contact Person: Ann Cherian, Senior Associate Director, Regulatory Affairs

Address: 900 Ridgebury Road P.O. Box 368
Ridgefield CT 06877-0368

Telephone: (203) 791-6759 Fax: (203) 791-6262
Email:  ann.cherian@boehringer-ingelheim.com

Date NDA Received by CDER: 05/02/2014 Submission Classification/Chemical Class: 1P

Date of Amendment(s) containing the MVP: 05/02/2014 Special Handling Required: No

DATE of Request:  06/24/2014 DEA Class: N/A

Requested Completion Date: 08/01/2014 Format of Methods Validation Package (MVP)

PDUFA User Fee Goal Date: 1/2/2015 (See Comment below) Paper X Electronic Mixed

We request suitability evaluation of the proposed manufacturing controls/analytical methods as descr bed in the subject application. Please submit a 
letter to the applicant requesting the samples identified in the attached Methods Validation Request.  Upon receipt of the samples, perform the tests 
indicated in Item 3 of the attached Methods Validation Request as described in the NDA.  We request your report to be submitted in DARRTS promptly 
upon completion, but no later than 45 days from date of receipt of the required samples, laboratory safety information, equipment, components, etc.  
We request that you notify the ONDQA Methods Validation Requestor and the ONDQA Methods Validation Project Manager of the date that the 
validation process begins.  If the requested completion date cannot be met, please promptly notify the ONDQA Methods Validation Requestor and the 
ONDQA Methods Validation Project Manager.  

Upon completion of the requested evaluation, please assemble the necessary documentation (i.e., original work sheets, spectra, graphs, curves, 
calculations, conclusions, and accompanying Methods Validation Report Summary).  The Methods Validation Report Summary should include a 
statement of your conclusions as to the suitability of the proposed methodology for control and regulatory purposes and be electronically signed by the 
laboratory director or by someone designated by the director via DARRTS.  The ONDQA CMC Reviewer, ONDQA Methods Validation Project Manager, 
and ONDQA CMC Lead/Branch Chief should be included as cc: recipients for this document.  

All information relative to this application is to be held confidential as required by 21 CFR 314.430.

Reference ID: 3532038
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Methods Validation Request Criteria

MV 
Request 

Category
Description

0
New Molecular Entity (NME) application, New Dosage Form 
or New Delivery System

1

Methods using new analytical technologies for 
pharmaceuticals which are not fully developed and/or 
accepted or in which the FDA laboratories lack adequate 
validation experience (e.g., NIR, Raman, imaging methods)

2

Critical analytical methods for certain drug delivery systems  
(e.g., liposomal and microemulsion parenteral drug products, 
transdermal and implanted drug products, aerosol, nasal, and 
dry powder inhalation systems, modified release oral dosage 
formulations with novel release mechanisms) 

3
Methods for biological and biochemical attributes (e.g., 
peptide mapping, enzyme-based assay, bioassay)

4
Certain methods for physical attributes critical to the 
performance of a drug (e.g., particle size distribution for drug 
substance and/or drug product)

5

Novel or complex chromatographic methods (e.g., specialized 
columns/stationary phases, new detectors/instrument set-up, 
fingerprinting method(s) for a complex drug substance, 
uncommon chromatographic method

6
Methods for which there are concerns with their adequacy 
(e.g., capability of resolving closely eluting peaks, limits of 
detection and/or quantitation) 

7 Methods that are subject to a “for cause” reason

Reference ID: 3532038
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ONDQA Initial Quality Assessment (IQA) and Filing Review 
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Addendum - IQA Review Cover Sheet

1. NEW DRUG APPLICATION NUMBER: N205832

2. DATES AND GOALS:

Letter Date: 02-MAY-2014 Submission Received Date : 02-MAY-
2014

PDUFA Goal Date: 02-JAN-2015 Planned DPARP Goal Date: 02-SEP-2014

3. PRODUCT PROPERTIES:

Trade or Proprietary Name: 
None provided (however “Ofev” was proposed and granted 
under the I74683

Established or Non-Proprietary 
Name (USAN):

Nintedanib

Dosage Form: Capsules
Route of Administration Oral
Strength/Potency 100 and 150 mg/capsule

Rx/OTC Dispensed: Rx X  OTC

4. INDICATION:  Treatment of Idiopathic Pulmonary Fibrosis (IPF)

5. NAME OF APPLICANT (as indicated on Form 356h): Boehringer Ingelheim 

Pharmaceuticals, Inc.

Reference ID: 3523495
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7. SUBMISSION PROPERTIES:

Review Priority: Priority Review Requested

Submission Classification 
(Chemical Classification 
Code):

Although there is no formal policy, the chemistry classification 
codes for the drug product (see draft of MaPP 7500.3) would 
appear to be type 1 (New Molecular Entity or NME).

Application Type: 505(b)(1)

Breakthrough Therapy No

Responsible Organization
(Clinical Division):

DPARP

8. CONSULTS:

9.
CONSULT YES NO COMMENTS: (list date of request if already sent)

Biometrics X The applicant has not provided a statistical analysis 
of the stability data, however they provide full term 
data (i.e., 36 months long-term data and a 36 month 
expiry request).  It is unlikely that the reviewer will 
need to consult with the biometrics team and request 
formal statistical analyses of the data, unless undue 
variability is noted for any of the parameters than 
might call into question the ability of the product to 
routinely meet the specification acceptance criteria 
during the planned shelf life.

Clin Pharm X
EES X A request was sent to the ONDQA PM on 07-MAY-

2014, to enter the EER into EES.
Pharm/Tox X As noted above, hard fat does not appear to have 

been used as an excipient in any approved oral 
dosage forms.  The pharmacologist should be made 
aware of this observation from review of the inactive 
ingredient guide.  A formal consult is not deemed 
necessary for this issue.

There are many compounds that present a potential 
toxicological risk (e.g., compounds containing 
structural alert functions, known 
genotoxic/mutagenic compounds, positive 
computational toxicology results, positive Ames test, 
etc.) beyond the common impurities limited by the 
requirements of ICH Q3A and B.  See table 2 in S.3.  
The applicant presents their control strategy for 

Reference ID: 3515306
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assuring that these myriad impurities remain 
sufficiently low.  If, after evaluation of the control 
strategy and supporting data, the reviewer concludes 
it unlikely that the applicant will be able to maintain 
the level of any of these impurities below the 
threshold of toxicological concern ), 
he/she should consult the pharmacologist for 
assessment.

Methods Validation X As nintedanib is an NME, it is recommended that we 
send a method assessment request to the Agency 
laboratory.  Once the reviewer evaluates the methods 
and the associated validation reports, he/she can 
identify the methods most appropriate to forward for 
assessment.  For an oral dosage form, it is typical that 
drug substance and drug product impurities methods 
are forwarded for assessment.

EA X Applicant claims a calculated expected 
environmental introduction concentration and the 
level is below the  cut-off.  Therefore their 
request for a categorical exclusion under 21 CFR 
25.31(b), not requiring submission of an 
environmental assessment or impact statement, is 
appropriate.  However, the reviewer should confirm 
that the calculations meet the Agency guidance for 
EAs (July 1998).  If there are questions, the OPS EA 
expert can be consulted (R. Bloom, PhD).

New Drug Micro X As per the microbiology pilot, the microbiology team 
has been notified of the application.  John Metcalfe, 
PhD is the assigned microbiology reviewer.

CDRH X N/A
Other X N/A

Other Applications or Submissions to note (if any): 

DOCUMENT 
NAME

DATE
APPLICATION

NUMBER
DESCRIPTION

IND Submitted 15-
MAR-2011, 
currently active

74683 Nintedanib capsules for IPF

Reference ID: 3515306
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Previous Communications with the Applicant to note (see module 1.6.3 for complete 
detail): 

DOCUMENT 
NAME

DATES
APPLICATION

NUMBER
DESCRIPTION

Correspondence 19-AUG-2011 IND 74683 Unsolicited Agency CMC-
related comments sent to 
sponsor

Correspondences 29&31-OCT-
2013

IND 74683 CMC-related responses sent to 
sponsor for questions in 30-
SEP-2013, meeting package

Reference ID: 3515306
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Description of Facility Related Risks or Complexities (i.e. foreign sites, large 
number of sites involved, etc.)
See EES for complete list of facilities related to this application.

The drug substance and product are manufactured at foreign sites.  The drug substance is
manufactured by Boehringer Ingelheim Pharma GmbH & Co. KG in Germany.  The drug 
product is also manufactured internationally,  

.

Reference ID: 3515306
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Under the associated IND 74683 for the IPF indication, the DPARP provided solicited and 
unsolicited responses to BI for some CMC-related issues:

 The sponsor was asked to monitor levels of  as impurities in the 
drug substance (19-AUG-2011, letter).  See below.

 In the responses to a meeting request of 29- and 31-OCT-2013, we agreed that any CTD 
sections of the application for which there was no information, could be omitted from the 
submission.

 We agreed that the sponsor would include the executed drug product batch records 
(EBRs) for one primary stability batch of each strength of the drug product in the NDA, 
but that they would also include the EBR for a phase 3 clinical batch as well if there were 
significant differences from the primary stability batches.  It would be unusual to allow a 
firm to designate stability batches as “primary” if there were significant differences from 
these as compared to the phase 3 clinical batches, but nonetheless, that is what was 
agreed.  The application provides the executed batch records for the clinical/primary 
stability batches 1363940001 (100 mg) and 1363980001 (150 mg ), consistent with our 
request.

 In addition the sponsor was provided additional comments:

o The sponsor was requested to include a test for  in the drug 
substance specification or to justify the absence of such a test.  The proposed 
specification does not include such a test and the applicant provides a justification 
for its absence in S.4.5.

o The sponsor was asked to justify the lack of microbial testing for the drug 
product.  Currently the applicant proposes to include microbiological testing in 

																																																							
2Observe below from the IND phase of development that the Agency informed the sponsor that they should provide 
data confirming the physical (in addition to chemical) stability of the suspended drug substance in the soft gel 
formulation.
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USP
Apparatus

Rotation 
Speed

Media
Volume

Temp Medium

2 100 rpm 900 ml 37 °C 0.1 M HCl

The proposed dissolution acceptance criterion is:

Acceptance Criterion

Q = % at 60 min

BIOPHARMACEUTICS RECOMMENDATION: 
The ONDQA Biopharmaceutics team has reviewed NDA 205-832 for filing purposes. We found this 
NDA fileable from a Biopharmaceutics perspective. The Applicant has submitted a reviewable 
submission.

Reference ID: 3515306

(b) 
(4)





ONDQA Initial Quality Assessment (IQA) and Filing Review 
For Pre-Marking Applications

Office of New Drug Quality Assessment (ONDQA) Internal Quality Procedure 5106 Record A
Effective Date:  09/01/2013 Page 17 of 25

10

Are drug substance 
manufacturing sites 
identified on FDA Form 
356h or associated 
continuation sheet?  For 
each site, does the 
application list:
 Name of facility,
 Full address of facility 

including street, city, 
state, country 

 FEI number for facility 
(if previously registered 
with FDA)

 Full name and title, 
telephone, fax number 
and email for on-site 
contact person. 

 Is the manufacturing 
responsibility and 
function identified for 
each facility?, and

 DMF number (if 
applicable)

X
The site is identified in S.2.1 and is 
listed on the Form 356h (for the drug 
product-related responsibilities)

Reference ID: 3515306
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1

Are drug product 
manufacturing sites are 
identified on FDA Form 
356h or associated 
continuation sheet.  For 
each site, does the 
application list:
 Name of facility,
 Full address of facility 

including street, city, 
state, country 

 FEI number for facility 
(if previously registered 
with FDA)

 Full name and title, 
telephone, fax number 
and email for on-site 
contact person.

 Is the manufacturing 
responsibility and 
function identified for 
each facility?, and

 DMF number (if 
applicable)

X
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45.
Is information on mixing the 
product with foods or liquids 
included?

x

46.
Is there any in vivo BA or BE 
information in the submission?

x
The Applicant conducted BA studies 1199.17, 
1199.21, and 1199.75 that will be evaluated 
by the Clinical Pharmacology reviewer.
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This document will be sequentially signed in DARRTS by all of the following who authored or 
reviewed this assessment:

See appended electronic signature page}

Craig M. Bertha, PhD
Acting CMC-Lead
Division III
Office of New Drug Quality Assessment

See appended electronic signature page}

Kareen Riviere, PhD
Biopharmaceutics Reviewer
Office of New Drug Quality Assessment

See appended electronic signature page}

Tapash Ghosh, PhD
Biopharmaceutics Team Leader
Office of New Drug Quality Assessment

{See appended electronic signature page}

Eric Duffy, PhD
Division Director, Acting Branch Chief
Division III
Office of New Drug Quality Assessment
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