MANUAL OF POLICIESAND PROCEDURES
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PURPOSE This MAPP establishes Center policy and procedures for using a cover form for the technical
review of drug master files (DMF).

BACKGROUND

Since DMFs are reviewed by CDER in support of a number of different submissions to the
Agency, it isimportant to keep consistent, accurate records of DMF reviews. A standard cover
form will facilitate the collection of information during DMF reviews for entry into adatabase in

standard format.
REFERENCES
° 21 CFR 314.420, Drug master files
° Center for Drug Evaluation and Research, Guideline for Drug Master Files, (09/89)
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DEFINITIONS

POLICY

PROCEDURES

Applicant. The company or entity that submits an application.

Application. For the purposes of this MAPP, an investigational new drug application
(IND), new drug application (NDA), abbreviated new drug application (ANDA), DMF,
or export application that references the DMF.

Contact Person. Theindividual to whom correspondence to the DMF holder should be
addressed.

DMF. A submission of information to the Food and Drug Administration intended to
provide confidential information in support of an application, amendment, or supplement
to any of these.

Holder. The company or entity that submitsa DMF.

Letter of Authorization (LOA). A letter from a DMF holder that authorizes another
applicant to incorporate by reference al or part of the contents of their DMF in support
of an application and authorizes FDA to review thisinformation.

Primary DMF. A DMF that references another DMF.

Representative. A third party (usually acompany) that acts on behalf of the holder in
itsinteractions with the Agency. For aforeign firm this party is often referred to as the
"USAgent."

Secondary DMF. A DMF that is referenced by another DMF.

US Agent. A company or agent resident in the United States appointed by aforeign firm
to act astheir representative.

The DMF cover form (Attachment A) should be completed and included as the first page(s) in
every written review of aDMF.

A DMF review should be written in such away that it clearly documents the adequacy of
the information in the DMF to support an application. A completed DMF Cover Form
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(Attachment A) should be included as the first pages(s) of the review. Instructions for
completing aDMF cover form are provided in Attachment B.

° DMF reviews should be filed with the original and duplicate DMF jackets. A copy of the
DMF review may befiled in adivision or officefile. The DMF review or any
information found in the DMF (except for information in the LOA) should not be
included in or attached to the review of an application referencing the DMF.

EFFECTIVE DATE

This MAPP is effective upon date of publication.
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Attachment A
DMF REVIEW COVER FORM

DMF Number: DMF Type:
TITLE:

1. CHEM REVIEW No. 2. REVIEW DATE:

3.ITEM REVIEWED
A. IDENTIFICATION

USAN
Ingredient Dictionary name
Trade name
Manufacturer’s code
Chemical name
CAS number, if available.

B. LOCATION IN DMF
Type of Submission Date of Submission L ocation of I nformation

4. PREVIOUSDOCUMENTS
Typeof Document Dateof Document L ocation Decription

5. NAME & ADDRESSOF DMFHOLDER AND REPRESENTATIVE(S):
NAME:
ADDRESS:

REPRESENTATIVE or USAGENT (if pplicable):
NAME:
ADDRESS,

CONTACT PERSON’' SNAME, TITLE, DEPARTMENT:
ADDRESS:
TELEPHONENUMBER:

6. DMF REFERENCED FOR:
NDA\ANDA\AADAVIND:
PRIMARY DMF (asnesded)
APPLICANT NAME;
LOA DATE:
DRUG PRODUCT NAME:
DOSAGE FORM: CODE:
STRENGTH:
ROUTE OF ADMINISTRATION: CODE:

Originator: Drug Magter File Technical Committee, Chemistry, Manufacturing and Controls Coor dinating Committee
3/23/98
Page A-1



CENTER FOR DRUG EVALUATION AND RESEARCH MAPP 5015.3

7. SUPPORTING DOCUMENTS
8. CURRENT STATUSOF DMF:
DATEOFLAST UPDATEOFDMF:

DATEOFMOST RECENT LIST OF COMPANIESFORWHICH LOA'sHAVE BEEN PROVIDED:
9. CONSULTS
10. COMMENTS

11 CONCLUSON:

Appropriatesgnatureblock andcc ligt.
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Attachment B
INSTRUCTIONSFOR THE USE OF THE DMFREVIEW COVER FORM
Genera Ingructions
1 Donot changetheorder or ddeteany sections. Sectionsthat do not apply should bemarked “N/A.”
2 It may begppropriateto adj ust the spaci ng between sectionsto accommodate necessary information, such asa
chemicd gructureor along lising of NDAsunder [tem 6.
3. Datesshould beinthe DD-MMM-YYY'Y format to conformwiththe COMISDMFliging (eg., 31-MAR-1994).

4, TheDMF cover formisanintegra part of thereview and, assuch, should dwaysbepart of thereview documentation,
both physicaly anddectronically. Theinformation entered intothisformwill beused toidentify thescopeof thereview
for entry intothe COM I Sdatabase, drafting of correspondence, andinformationfor futurereviewers. Wherepossble,
information should bescanned rather than photocopied sothet thereview iscompleteindectronicformat. Chemicd
structuresmay be created with chemistry drawing software.

Thefallowing sectionswill beentered intothe COM | Sdata-base:

3. ITEM REVIEWED
A.IDENTIFICATION
B.LOCATIONINDMF

6. DMFREFERENCED FOR

10. COMMENTS

11. CONCLUSON:

Pleasemakesur etheinfor mation in thesesectionsisaccur ateand complete.

1 REVIEW #

Eachreview for aparticular iteminaDMF should be numbered sequentialy eventhoughthereviewer may bedifferent.
Reviewsdf different itemsinthesame DM F should have separate numbering sequencesi e, reviewsof Rubber Formulaion A in
DMFXXXX will benumbered ssparatdy fromthereviewsof Formulation B inthesame DMF. Reviewersshould check for
previousreviewsin COMISandin Excdibur.

2. REVIEW DATE

Thisshould bethedatewhenthereviewer completes thereview of thesubmissionslisted. Thisisthedatethat will beenteredinto
thedectronic DM F system, asopposed tothe Review Stamp Date,” whichisentered ssparadly.

3. ITEM REVIEWED

Because DM Fsoften containinformation about anumber of different itemsand a so may contain numerousamendments itis
important toidentify theitem being reviewed and thel ocation of theinformationinthe DMF. Pleasenatethat the Subject” or
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“Title’ of the DMFisenteredintheheeding of the Cover Form.

A.

I dentification: Providedl namesthat uniqudly identify theitem. For reviewsof DM Fsthat arenct
concerned with the preparation of chemica substances, provideadescription of theinformation reviewed
(eg., toxicology studieson compound X inrats). For chemica substances, enter thefollowing, asapplicable

USAN

Ingredient Dictionary name(avallableon COMIS). If therearequestionsabout thenameinthelngredient
Dictionary, contect the Division of DataManagement Services.

Tradename

Manufacturer’ scode

Chemicd name

CASnumbser, if available

If thereisno USAN enter ancther “Listed Name,” such asaBritish Approved Name(BAN), notingthatitis
BAN, INN, etc.

Usethechemicd name(CASor IUPAC) only if thereisno USAN or ingredient dictionary name.

If aparticular synthetic processto obtain adrug substanceisreviewed, thisshould bespecified (eg.,
“compound X synthesized by procedure A”).

Locationaf DMFinformation: All sectionsof the DM reviewed should be specified by typeof
submission, volume, page, and date. Under "Typeof Submission,” specify whether itisan Origind
Submission, Amendment, Amendment in Responseto Letter, Total Update, or Annua Report.

4. PREVIOUSDOCUMENTS

Providealigt of rdevant documents, indluding both holder and FDA--generated documents, whereappropriate. The purposeof
thisligt isto enablethereader to know whererd evant information concerning theitem under review may befoundintheDMF. It
isunnecessary toindudetheentirehigtory of the DMF. Thetypeaf document (eg. amendmert, review), thedate of thedocument
(notthestamp date), and abrief description of thedocument should beprovided. Theextent of thislistisat thediscretion of the
reviewer. If thelistisextendve, it may beinduded asan gppendix.

Example
Typeof Document Dateof Document L ocation Decription
Amendment 06-Feb-1995 Val21 Addformulaionof ResnA
Review#1 26-Jul-1995 Vol 21 Review of 06-Feb-1995 Amendment
Defidency Letter 28-Jul-1995 Vol 21 Deficient for tet methodsfor ResnA
Tdecon 01-Aug-1995 Val3.1 Claifiction of deficiencies
5. NAME AND ADDRESSOF DMFHOLDER AND REPRESENTATIVE(S)
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Indudethe complete addressof theholder. Thismay bean adminigtrativeofficethat isdifferent fromtheactua manufacturing
gte

If aDMF holder hasdesignated athird party to act asitsrepresentetive (US Agent for aforeign firm), thenameand address of the
representatived so should belisted.

CONTACT PERSON: Provideadequateinformationto permit correct addressing of correspondence. If acontact personisnot
spedificaly identified, enter thenameof theindividud who signed the cover | etter for the DMF.

6. DMF REFERENCED FOR
If therearemultiplegpplicationsunder review thet referencethe DMF, it ispreferableto present theinformationintabular form.

I ngppropriate goplication typesshould bedd eted from "NDA/ANDA/AADA/IND." If theapplication supported by the DMFis
asupplemental NDA indudethe supplement number.

If aDMFisreviewedinsupport of another DMF (“ Primary DMF"), thisshould benoted. Indudetheinformetion concerningthe
goplicationthat referenced the primary DMFintheother partsof thissection. Usethedateof the LOA fromtheholder of the
secondary DMF, not thedate of theLOA fromtheholder of theprimary DMF.

Thedosageform (DF) and routeof administration (ROA) arelisted to dlow futurereviewersto see, fromexaminingthe COMIS
liging, whether thereview isgpplicableto the DM referenced for their goplication. Pleeserefer tothelist prepared by the CDER
Nomendature Sandards Committeefor information on naming DFsand ROAs. Theligt of DFsand ROAs(withtheir
corresponding codenumbers) may befoundinthe CDER StandardsManud and onthe CDER Common Drive (X: drivein
ONDC, Y: driveinOGD) . Theligt isupdated periodicaly. Atthetimeof theissuanceof thisMAPPthesearelocatedin
x:\Wworkgrpsitermsidrg00201.wpd (Dosage Forms) and x:\workgrpsitermsidrg00301.wpd (Routeof Adminidtration). The
location of thesefilesmay changeinthefuture.

7. SUPPORTING DOCUMENTS

Incdlude DM Fsfor raw maeridsor intermediatesor other appropriate documents, if necessary.

8. DMF CURRENCY

IntheGuiddinefor Drug Master Filesandintheletter acknowledging receipt of aDMF, it isstated that ahol der should update
thecompletelist of personsauthorized toincorporateinformationinthe DMF by referenceannualy and providean annud report
that identifiesdl changessincethelast annua report or provideastatement that the previoudy submitted information remains
current. If theholder hasnot updated the DM Ffor anumber of years, thentheinformationinthe DM F may nat berdliable. The
ligt of firmsauthorized to referencethe DM Fisusually providedinthe Annud Report.

0. CONSULTS

| dentify thedate, theoffice consulted, thematerid/sections sent, and the status of the conault.

10. COMMENTS
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Thisinformationwill beentered intothe COMMENTSfiddin COMI Sfor thebenefit of futurereviewers The COMISDMF
dataquery screen hasnot been updated to permit viewing of thefidd for “ Item Reviewed” soreviewersshouldidentify theitem(s)
reviewedinthe* Comments” Providealiting of thestatusof pending consultsand abrief summary of theareasinwhich
deficiendieshavebeen noted. Thissaction should not bealengthy itemized recap of deficienciesidentifiedinthereview. If
previousdeficencieshavebeen corrected, refer to previousleter. If thereareno deficiencies, thisfidd should beleft blank, except
for anidentification of theitem(s) reviewed (seeabove). Thefidd canaccommodate 240 characters.

Example
Reviewed drug substance X. Inedequatefor synthesis, packaging, Sahility. Send Deficiency Letter.

11 CONCLUSON

If thereareno deficiendiesinthe DMF, theentry should be" ADEQUATE," theteemusedin COMIS. If thereareddficiendies
thisentry shouldbe"INADEQUATE."

S GNATURE/CC.BLOCK
A sgnatureand cc. block should beinduded at theend of the cover form or chemistry review depending onthe procedures

normdly employedinthereview divison. Two copiesof thereview should besent tothe DM jacket. Donot sendacopy of the
review totheapplicationtha referencesthe DMF-.
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ATTACHMENTC
SAMPLEDMF REVIEW COVER FORM
DMF Number: DMF Type
Title PolypropyleneResins

1.CHEM REVIEW #: 2 2.REVIEW DATE: August 3,1994
3ITEM REVIEWED

A. IDENTIFICATION

Formulation42
Chemica Name Polypropyleneresin

B. LOCATIONIN DMF
Typeof Submisson Dateof Submisson L ocation of I nformation
Amendment March 23,1994 Volumell
4.PREVIOUSDOCUMENTS
Typeof Document Dateof Document L ocation Decription
Crigind 06-Feb-1981 Vol 1.1 Ligt formulation names
Amendment 25-Feb-1984 Val21 Add Formulation41
Review#1 25-Apr-1987 Vol 21 Deficient for Formulation41
Defidency Letter 27-Apr-1987 Vol 21 SeeReview#1
Annud Update 05-Mar-1994 Val 3.1
5. NAME & ADDRESSOF DMFHOLDER AND REPRESENTATIVE(S):

NAME: BigtimePolymers

ADDRESS: Main Strest

AnytownMA 20315

CONTACT PERSON’' SNAME and TEL EPHONE NUMBER: John Doe, 617-555-4444
6. DMFREFERENCED FOR:

NDA:NN-NNN

APPLICANT NAME: Big Drug Company

LOA DATE: March 23,1994

DRUG PRODUCT NAME: Curedll

DOSAGE FORM: Solution CODE:138

STRENGTH: 10mg/mL

ROUTE OF ADMINISTRATION: Ord CODE:001

7. SUPPORTING DOCUMENTS N/A

8. CURRENT STATUSOF DMF:
DATEOFLAST UPDATE OF DMF. 0O5-Mar-1994
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DATEOFMOST RECENT LIST OF COMPANIESFORWHICH LOA'sHAVE BEEN PROVIDED: 05-Mar-
1994

0. CONSULTS N/A
10. COMMENTS: Ddficient for manufacturing procedureand spedifications.

11 CONCL US ON: Inedeguate

Review Chemig, HFD-YYY

Chemistry Team Leader, HFD-YYY

cC

DMFXXXX (2 copies)
HFD-YYY/DivisonFleNDA NN-NNN
HFD-YYY/PM

HFD-YYY/TeamLesder

R/D Initby:

F/T\Wp: c:\chem\D\OX XX X408.1RC
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