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Learning Objectives

* To understand the purpose of a cover letter for a
submission

* To examine the FDA-issued guidance as it pertains to the
cover letters of submissions

* To evaluate what information is most pertinent to include
in the cover letter depending on the submission type

* To understand the resources applicants can use to create
an effective cover letter for their submission’s purpose
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Purpose of Cover Lett
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Purpose of Cover Letter

* To summarize contents of the submission

* To identify the purpose of the submission

* To highlight the key elements of the submission
* To provide required regulatory statements

* To help the FDA route and manage the submission
effectively
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Guidance for Industr
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Guidance for Industry

e ANDA Submissions —
Content and Format

— Current Final version: June
2019

— Contains nonbinding
recommendations

— Applicants can use an
alternative approach if it
satisfies the requirements of
the applicable statutes and
regulations

www.fda.gov

ANDA Submissions —

Content and Format
Guidance for Industry

US. Department of Health and Human Services
Food and Drug Administration
Crnter for Drug Evaluation and Ressarch (CDER)
Ceanter for Biologics Evaluation and Research (CBER)




Guidance for Industry
* ANDA Submissions — e

CO ntent an d Format & v e———————
— Gives recommendations on :
what generally should be

included in the cover letter
of submissions

— Also provides a Suggested e e
Cover Letter Template in AFFI\DI.‘\ Qu.'c.;.;m;'(u\uu.nun.\m.anv..,.,..v. e u
the Appendix
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Guidance for Industry

e ANDA Submissions — Content
and Format Guidance for
Industry

www.fda.gov

Cover letter is included in Module
1 of the eCTD submission

FDA recommends that cover letter
clearly states if the applicant is
proposing any major changes to
the original ANDA submission (i.e.,
new strength, change in
concentration, change in
formulation, switch from RX to
OTC, etc.)
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Guidance for Industry

ANDA Submissions —
Content and Format

— Applicants are encouraged to
use the template

— Not all paragraphs are
recommended to be included
for all submissions

— Applicants should adapt the
cover letter to meet the
specific needs and submission

type

www.fda.gov

APFENDIN: SUGGESTED COVER LETTER TEMPLATE'
Date

Heading Provide the pre-assipued stbreviried new drug appbeation (ANDA) number, if
applucable
Indcate. if applicable. tar the aubeussion is an el applicatce
Inchcate that expedited review s bemp requested by promding the statement
Expedited Review Request

Refevence Prowade the name of penenc product name and strengths
Dear Sir or Mladam

Paragraph | Provede the name of the appheant
Provude the name of the perenc drug peoduct and uvensia
Provide the drug prodnct pockagmg descrigtion as smgle juhemni-use or unghe
dose, mealeple dose, and of phammacy balk

Pargraph 2. Provede the refesence Raed dnug (RLD) spplicanon suunbey
Provide the propretary name, nogpropretiry mame, and dmg product strenpfhs
1t appean o= the RLD tibetng
Provele the pame of the RLD holder

Patagraph 3 Indcate whether the GDUFA? fer s boen pid
Provide the muowt of amy GDUFA fees Sat were pasd
ovade the User Fee Paymest ID Numsber
Indkcate it & copy of the Genene Drug User Fee Cover Sheet o contained w
wechon L1

Pamgrapk 4'  lodcate whefier 2 Pre-Subwrsssion Facility Coarsposdence (PFC) was subooemed
Provide @ie date of agy PFC sdboussson

Pamgrapd 5. Indcare whetier e application i fof o contbinanos prodact of a coplex
yoodnct (35 defined m the GDUFA Reauthoriranon Performance Goals asd
Program Enluncemnenty Fiscal Yean 2018-2002 (GDUFA 1 Commutmest
Leser))
Indcate wheter Coatrolled Carrespondence was tned to develop the spplication
Prowde Se muobers of suy Contioled Contesgoadence thal were iied 10 Sevelp
e applicanca
In&cate thiat cogies of any Controlled Conespondence ae contimed m secton
11
Applicuas 1w vot megmied 1o we Ba woplen. Haowow, if spplici: stiice Se taploe, Ser el e
nlguest 2 adaptag (e haple b (Sas pecis wede
GDUFA rnfar: w the geaanc drag moer fse progracs codkfied 18 the Gezere Dirag Uner Foe Amensmesn of 2012
20 e Goupmre Dirig L'sss Pow Asasudinasts of 1017

Al




Guidance for Industry

 ANDA Submissions —
Amendments to
Abbreviated New Drug
Applications under GDUFA

— Recommendations of what to
include in cover letter for
amendments an ANDA

— Again, applicants should tailor
the cover letter to meet the
specific needs and amendment

type

www.fda.gov

VI SUBMISSION AND RECEIPT OF AMENDMENTS

Any ansendenent subonmied 10 FDA shoudd 1dentty on the firss page thiat 1t 3 an amendment. To
Bclitate processing. FDA prcopumends thae the applacant provide the following iformuation co
the first page of the subnasson. » spproprate

o A statement sndicating whether the amendment s nnselcrted or 1 response 0 20
assessment from FDA

o The discipline Som which the IR'DRL was mssued or the discrplanes from winch
the CRL was 1ssaed

o The amendment chwsficaton (major or nxmar) a5 sdentified by FDA ma CRL

o [fusolicsed the amendment chssification proposed by the sppheant

Contains Nonbinding Recommeend)

o A statement mdieatng St the applacaton should be dassified 3 pricaty
(mncinding 2 pusficanon for that classficanon)

* A staternent mdicatuxg that the apphbcant 15 requesting prsonty review for the
amendinent (ockading 3 pesnficancn for that requess

* A statement mndicating if 3nd when 3 PFC was submminied i preparation for the
amencdment

o A statement mdicating if the amendment &5 addresung a change m the DMF

* A staterment mdicating whether the amendment contas any manmufactamg ot
Habtes changes (e g new faalmes or chanpes that are of the type dentited ou
the FDA Foam 3564, mclading changes i sespoasibelities for facslines already
listed m the ANDA)

FOA
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Guidance for Industry

* |Information to include in the cover letter can also be found:
— in specific guidances for submission types or

— in a specific MaPP (Manual of Policies and Procedures)

* FDA has a quick access page to guidances and sections of the
FDA MaPP

— GDUFA Guidances and MAPPS

www.fda.gov 11


https://www.fda.gov/industry/generic-drug-user-fee-amendments/gdufa-guidances-and-mapps

Cover Letter Compon
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Cover Letter Components

* Generally recommended for ALL submissions
— On Company letterhead
— Submission Type
— Submission Date

— Heading and Reference

 ANDA number, name of generic product and strengths,
sequence number

www.fda.gov
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Cover Letter Components

* Generally recommended for ALL submissions

— Statement of how documents were submitted and file
structure

— Name, signature, and contact information of person
submitting information

— A regulatory and technical point of contact for the
submission, including email address

— Reference, if any, to relevant FDA action letters, emails, or
correspondences

www.fda.gov 14



Cover Letter Components

 Generally recommended for ALL submissions

Regulatory description of the submission, including appropriate
regulatory information, and any desired hyperlinks to submitted
information

Medicare Prescription Drug, Improvement, and Modernization Act
of 2003 (MMA)/verification statement [21 CFR 314.96(d)]

Technical description of the submission, including the approximate
size of the submission (e.g., 2 gigabytes)

Statement that the submission is virus free, with a description of
the software (name, version, and company) that was used to check
the files for viruses

www.fda.gov 15



* Generally recommended for submissions based
on submission type

Cover Letter Components

— Consult applicable guidances for recommended
information specific to submission type

— Reference the aspect of CFR that is the basis of the
submission (i.e., §314.65 if you are withdrawing an
unapproved ANDA)

www.fda.gov 16



Cover Letter Components

Heading and
Reference
examples

www.fda.gov

April 29, 2021

Office of Generic Drugs (HFD-600), ANDA #999999

Center for Drug Evaluation and Research, RESUBMISSION MAJOR

Food and Drug Administration, COMPLETE RESPONSE

10903 New Hampshire Avenue, AMENDMENT

Silver Spring, MD 20993 FACILITY INSPECTION /LABELING
Sequence # 0031

Curallprofen Capsules, 5 mg and 10 mg (ANDA #999999) — Resubmission Major Complete
Response Amendment Facility Inspection/Labeling

April 29, 2021

Office of Generic Drugs INFORMATION REQUEST
Generic Drugs (HFD-600), CDER QUALITY

Food and Drug Administration
Metro Park North VII

7620 Standish Place
Rockville, MD 20855

Reference: ~ ORIGINAL ABBREVIATED NEW DRUG APPLICATION
ANDA # 999999
e¢CTD Sequence # 0006
Curallprofen Capsules, 5 mg and 10 mg
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Commonly Omitted |
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Commonly Omitted Information

« MMA/Verification Statement [21 CFR 314.96(d)(1)]

* Priority Requests on every resubmission after action letter even after
granted

 Unsolicited Information

— Information not requested by the FDA (gratuitous) but necessary for
application assessment

— Labeling updates included in submission but not requested as a part of an
action letter

www.fda.gov 19



Commonly Omitted Information

* New or revised patent certification or litigation
updates

* Significant changes are noted on latter pages of
a long cover letter

— i.e., identifying a new strength amendment on page
10 of cover letter

www.fda.gov 20



Commonly Omitted Information

* Major Amendment Information not noted
— New batch/studies in response to deficiencies

— Changes to Facilities

* Changes made on 356h or in Quality Section but not noted on
cover letter

— Changes to Drug Master File (DMF)

— Changes that would require an additional filing review

www.fda.gov 21



Best Practices
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Best Practices

FOA

* Include all new or major changes or labeling updates in
header/reference if combining submissions

www.fda.gov

April 29, 2021

ANDA #999999
i A RESUBMISSION MAJOR
Oftlce Of Generic Dmgs (}{FD-GOO). COMPLETE RESPONSE
Center for Drug Evaluation and Research, AMENDMENT
Food and Drug Administration, FACILITY INSPECTION /LABELING
10903 New Hampshire Avenue, NEW STRENGTH AMENDMENT
Silver Spring, MD 20993 UNSOLICITED AMENDMENT]

Sequence # 0031

Curallprofen Capsules, S mg and 10 mg (ANDA #999999) — Resubmission Major Complete
Response Amendment Facility Inspection/Labeling, New Strength Amendment, Unsolicited
Amendment (New Bio Study)
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Best Practices

* Create a Cover Letter template to include all the
information typically included

— Reduce chances of leaving out information that will require
another submission (i.e., MMA/verification statement)

— Unnecessary information can be removed as appropriate

e Highlight significant elements of your submission in the
beginning of your cover letter

— Order the major changes first to increase visibility

www.fda.gov 24



Best Practices

e Separate each item in its own paragraph

* Be concise, especially if more detail is provided
within other Modules

* Use key words rather than vague and lengthy
descriptions of content

— “reformulation” vs. “changes to composition of
product”

www.fda.gov
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FOA

Best Practices

* Get familiar with the types of changes that can affect your review process
and ensure those changes are always noted on your cover letter

* Bold the text of any administrative requests that are combined with data
submitted for review

— i.e., Request for Reconsideration submitted along with Completer Response (CR)
letter resubmissions

* Use a cover letter and cover letter attachment when combining submission
types and to avoid long cover letters

— Use cover letter attachment for responses to Information Requests, Discipline
Review Letters, CRs, and email requests rather than putting the information in the
body of the cover letter

www.fda.gov 26



Test Your Knowledge
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Challenge Question 1

Which module of the eCTD submission is the Cover
letter contained in?

A. Module B
B. Module 2
C. Module A
D. Module 1

www.fda.gov 28



Challenge Question 2

A. True
B. False

www.fda.gov

True or False: The FDA cover letter template provides
information that is required for each submission.

29



Summary

e Applicant should use cover letters to help the FDA identify the
content and purpose of the submission

* While FDA provides some guidance for cover letters, the
applicant must tailor their cover letter to meet their specific
needs and regulatory requirements

* The cover letter should help guide the FDA on how to route
your submission for appropriate review

* The cover letter should clearly state any significant changes to
the application (i.e., formulation change, new strength
amendment, etc.) in the heading and body of the cover letter

www.fda.gov 30



C.Y.A. — “Cover Your Application”

Using your cover letter as a detailed overview of the contents of your submission and
required regulatory statements helps the FDA better triage your amendment and ultimately,
assist the FDA in completing a more efficient review cycle.

Closing Thought

www.fda.gov 31



Resources

e GDUFA Guidances and MAPPS

e eCTD Technical Conformance Guide

* Code of Federal Regulations Title 21

e Guidance for Industry: ANDA Submissions — Content and Format

e Guidance for Industry: ANDA Submissions — Amendments to Abbreviated
New Drug Applications Under GDUFA

e MaPP: ANDA Amendments and Supplements Reviewed by the Division of
Filing Review

www.fda.gov 32


https://www.fda.gov/industry/generic-drug-user-fee-amendments/gdufa-guidances-and-mapps
https://www.fda.gov/media/93818/download
https://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfcfr/cfrsearch.cfm
https://www.fda.gov/media/128127/download
https://www.fda.gov/media/89258/download
https://www.fda.gov/media/94417/download

For additional questions, please
contact the
Regulatory Project Manager
(RPM)
assigned to the respective ANDA
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