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Everyon e deserves
confidence.in their next dose

of medicine: .
Pharmaceutical quality

assures the
availability,

~ safety,
and efficacy
of every dose.
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Objectives

Help facilitate assessment of your type Il
DMF by learning fto:

* |dentify items DMF Holders can include

* |dentify items ANDA applicants can
include

* Recognize missing information in DMFs

www.fda.gov


https://www.fda.gov/drugs/news-events-human-drugs/quality-and-regulatory-predictability-shaping-usp-standards-12112025

* |dentify items DMF Holders can include

www.fda.gov


https://www.fda.gov/drugs/news-events-human-drugs/quality-and-regulatory-predictability-shaping-usp-standards-12112025

FDA Form 3938

« What? Fillable form used for all DMF
submissions

« Why? Expedites information processing

e Where? DMF Submission Resources

DEPARTMENT OF HEALTH AND HUMAN SERVICES
Food and Drug Administration

Drug Master File

1. Date of Submission (mm/dd/yyy) 2. DMF Number

3. DMF Subject (Titie)

w 4. DMF Type (Select one) D i |:|"| D v D v



https://www.fda.gov/drugs/news-events-human-drugs/quality-and-regulatory-predictability-shaping-usp-standards-12112025
https://www.fda.gov/drugs/drug-master-files-dmfs/drug-master-file-dmf-submission-resources

Structure-Data (SD) File

« What? Chemical
structure-data file in
MOL connection table
format

 Why? Unambiguous
chemical structure
information to expedite B
assessment e

www.fda.gov From: Quick Guide to Creating a Structure-Data File for DMF submissions 6



https://www.fda.gov/drugs/news-events-human-drugs/quality-and-regulatory-predictability-shaping-usp-standards-12112025
https://www.fda.gov/media/151718/download?attachment
https://www.fda.gov/media/151718/download?attachment
https://www.fda.gov/media/151718/download?attachment

Amendments

 What? Summary of changes
« How? Recommend Tabular Format

 Why? Clearly focuses on the updates

Section | Current | Change ___ Justification

*More detail can be included outside the summary table

www.fda.gov


https://www.fda.gov/drugs/news-events-human-drugs/quality-and-regulatory-predictability-shaping-usp-standards-12112025

Amendments: Changes

 What? Explain / justify changes
— Provide data as part of justification

— Discuss risk

» See: Consider Draft Guidance for Industry:
Postapproval Changes to Drug Substances

www.fda.gov


https://www.fda.gov/drugs/news-events-human-drugs/quality-and-regulatory-predictability-shaping-usp-standards-12112025

* |dentify items ANDA applicants can
include

www.fda.gov


https://www.fda.gov/drugs/news-events-human-drugs/quality-and-regulatory-predictability-shaping-usp-standards-12112025

Form 356h

 What? Form submitted with ANDA that
includes referencing information.

— DMF numbers

— DMF drug substance facilities

 Why? Identifies related information for us
to review

www.fda.gov 10


https://www.fda.gov/drugs/news-events-human-drugs/quality-and-regulatory-predictability-shaping-usp-standards-12112025
https://www.fda.gov/media/72649/download

Supplements to ANDA

 What? Changes to a DMF caused a
change to the ANDA

* Where? The Cover Letter to summarize
information on the change(s)

— Clearly indicate that changes are related to a
type || DMF.

— Include the DMF #

www.fda.gov 11


https://www.fda.gov/drugs/news-events-human-drugs/quality-and-regulatory-predictability-shaping-usp-standards-12112025

* Recognize missing information in DMFs

www.fda.gov

12


https://www.fda.gov/drugs/news-events-human-drugs/quality-and-regulatory-predictability-shaping-usp-standards-12112025

Letter(s) of Authorization

« What? Letters to give another party the
right to reference your DMF

* Where? Submitted to referenced DMF
with a copy in the referencing ANDA or
DMF.

. Why? 21 CFR 314.420 (5) (d)

www.fda.gov 13


https://www.fda.gov/drugs/news-events-human-drugs/quality-and-regulatory-predictability-shaping-usp-standards-12112025

Impurities

 What? Organic impurities control justifications

« Consider: Q3A and ICH M7, USP Monograph,
Nitrosamines

* Include: Fate & Purge discussion with data

 Why? It helps us understand and assess your
control strategy

www.fda.gov 14


https://www.fda.gov/drugs/news-events-human-drugs/quality-and-regulatory-predictability-shaping-usp-standards-12112025
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/cder-nitrosamine-impurity-acceptable-intake-limits

Maximum Daily Dose

 Where? Can be obtained from the drug
product label for all referencing
applications

« Why? Affects acceptable impurity limits
per ICH Q3A and ICH M7

www.fda.gov 15


https://www.fda.gov/drugs/news-events-human-drugs/quality-and-regulatory-predictability-shaping-usp-standards-12112025

Facilities in the DMF

« What? All facilities listed in 3.2.S5.2.1

— Relay facilities to the referencing applicant(s)

— List the function of the facilities

« Why? Timely evaluation of facilities

9. Establishment Information (Full establishment information should be provided in the body of the DMF. Refer to the instruction sheet
for more information. To add additional establishment(s), press button af boltormn of section; this may be repeated as needed.)

Establishment Mame

Establishment Address

www.fda.gov 16


https://www.fda.gov/drugs/news-events-human-drugs/quality-and-regulatory-predictability-shaping-usp-standards-12112025

Letter Responses

« What? Responses to IRs and CRs
— Timely responses

— Update 3.2.S sections and FDA Form 3938

 Why? This allows us to continue with the
assessment to support the ANDA

7. Submission Type {May select more than one)

[ ] Original (New) [ ] withdrawal of Letter of Authorization ] Response to Deficiency, Complete Response,
- . T Information Request or Additional Comments
[ ] Administrative Amendment [ ] Meeting Letter

www.fda.gov 17


https://www.fda.gov/drugs/news-events-human-drugs/quality-and-regulatory-predictability-shaping-usp-standards-12112025

Secondary DMFs

« What? References to other DMFs

— Should be clearly indicated

« Why? It helps to consider the full scope of
assessment that is needed

* Where? FDA Form 3938 section 10 and
cover letter Y TTTS—r——

www.fda.gov 18


https://www.fda.gov/drugs/news-events-human-drugs/quality-and-regulatory-predictability-shaping-usp-standards-12112025

Prior Assessment Requests

 What? Request for assessment before the
ANDA is received per GDUFA III

— Should meet the criteria (include justification)

— Use the Guidance for Industry

« Why? Timely receipt of the grant or deny
decision

www.fda.gov 19


https://www.fda.gov/drugs/news-events-human-drugs/quality-and-regulatory-predictability-shaping-usp-standards-12112025
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/review-drug-master-files-advance-certain-anda-submissions-under-gdufa

Challenge Question

Submission of FDA Form 3938 allows us to easily

identify the need for assessment of which of the
following?

A. Aresponse to a letter

B. Reference to secondary DMFs
C. Drug substance facilities

D. All of the above

www.fda.gov

20


https://www.fda.gov/drugs/news-events-human-drugs/quality-and-regulatory-predictability-shaping-usp-standards-12112025

Resources

* Drug Master Files (FDA website)

 Druqg Master File (DMF) Submission Resources
(includes links to forms)

 Draft Guidance for Industry: Drug Master Files

 FDA Online Label Repository

» Guidance for Industry: Completeness Assessments
for Type |l APl DMFs Under GDUFA

www.fda.gov 21


https://www.fda.gov/drugs/news-events-human-drugs/quality-and-regulatory-predictability-shaping-usp-standards-12112025
https://www.fda.gov/drugs/forms-submission-requirements/drug-master-files-dmfs
https://www.fda.gov/drugs/forms-submission-requirements/drug-master-files-dmfs
https://www.fda.gov/media/151559/download
https://www.fda.gov/media/151559/download
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/drug-master-files-guidance-industry
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/drug-master-files-guidance-industry
https://labels.fda.gov/
https://labels.fda.gov/
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/completeness-assessments-type-ii-api-dmfs-under-gdufa-guidance-industry
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/completeness-assessments-type-ii-api-dmfs-under-gdufa-guidance-industry
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/completeness-assessments-type-ii-api-dmfs-under-gdufa-guidance-industry

Summary

* Providing explanations and justification
helps us to assess the DMF

* Improving communication can lead to gains
IN review assessment

* Including FDA Form 3938 in each
submission clarifies multiple points

www.fda.gov 22
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