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GUIDELINE FOR DRUG MASTER FILES

I. INTRODUCTION

A Drug nester File (DWF) is a submssion to the Food and Drug
Adm nistration (FDA) that may be used to provide confidential
detailed information about facilities, processes, or articles used
in the manufacturing, processing, packaging, and storing of one or
nmore human drugs. The subm ssion of a DVF is not required by |aw
or FDA regulation. A DM is submtted solely at the discretion of
the holder. The information contained in the DVF nay be used to
support an Investigational New Drug Application (IND), a New Drug
Application (NDA), an Abbreviated New Drug Application (ANDA),
anot her DMF, an Export Application, or anmendnents and suppl enents

to any of these.

A DVF is NOTI a substitute for an [IND, NDA, ANDA, or Export
Appl i cation. It is not approved or disapproved. Techni cal
contents of a DVF are reviewed only in connection wth the review

of an I ND, NDA, ANDA, or an Export Application

This guideline does not inpose nmandatory requirenents (21 CFR
10.90(b)). It does, however, offer guidance on acceptable
approaches to neeting regulatory requirenents. Different

approaches may be followed, but the applicant is encouraged to



di scuss significant variations in advance with FDA reviewers to
preclude spending tinme and effort in preparing a subm ssion that

FDA may | ater determ ne to be unacceptabl e.

Master Files are provided for in 21 CFR 314.420. Thi s
guideline is intended to provide DV holders wth procedures

acceptable to the agency for preparing and submtting a DM. The
gui del i ne discusses types of DVF's, the information needed in each

type, the format of submssions to a DWM,, the admnistrative
procedures governing review of DW's, and the obligations of the

DMF hol der.

DMF' s are generally created to allow a party other than the hol der
of the DMF to reference material w thout disclosing to that party
contents of the file. When an applicant references its own
material, the applicant should reference the information contained
in its owm IND, NDA, or ANDA directly rather than establishing a

new DMF

[I. DEFINITIONS
For the purposes of this, guideline, the follow ng definitions

appl y:

1. Agency neans the Food and Drug Adm nistration.
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drug and any other person who owns, an approved application

(21 CFR 314.3 (b)).

Drug product neans a finished dosage form for exanple,
tablet, capsule, or solution, that contains a drug substance,
generally, but not necessarily, in association with one or

nore other ingredients (21 CFR 314.3(hb)).

Drug substance neans an active ingredient that is intended to
furni sh pharmacol ogi cal activity or other direct effect in
t he di agnosi s, cure, mtigation, treatnent, or prevention
of disease or to affect the structure or any function of the
human body, but does not include internediates used in the

synt hesi s of such ingredient (21 CFR 314.3(b)).

Export application neans an application submtted under
section 802 of the Federal Food, Drug, and Cosnetic Act to
export a drug that is not approved for marketing in the United

St at es.



7. Hol der neans a person who owns a DWW

8. Letter of authorization neans a witten statenent by the hol der
or designated agent or representative permtting FDA to refer
to information in the DM in support of another person's

subm ssi on
9. Person includes individual, partnership, corporation, and
associ ati on. (Section 201(e) of the Federal Food, Drug, and

Cosnetic Act.)

10. Sponsor nmeans a person who takes responsibility for and

initiates a clinical investigation. The sponsor nmay be an
i ndi vi dual or phar naceuti cal conpany, gover nnent al agency,
academ c institution, private organization, or ot her

organi zation (21 CFR 312.3(b)).



[ll. TYPES OF DRUG MASTER FILES

There are five types of DW's:

Type | Manuf act uri ng Site, Facilities,
Operating Procedures, and Personnel

Type |1 Drug Subst ance, Drug Subst ance
I nternmedi ate, and WMaterial Used in
Their Preparation, or Drug Product

Type 111 Packagi ng Materi al

Type |V Exci pient, Colorant, Flavor, Essence,
or Material Used in Their Preparation

Type V FDA- Accept ed Reference Information
|



Each DMF should contain only one type of information and all
supporting data. See Section IV.C of the guideline for nore
detailed descriptions of the kind of information desired in each
t ype. Supporting i nformation and dat a in a DWW can be

cross-referenced to any other DMF (see Part V).

V. SUBMISSIONS TO DRUG

MASTER FILES

Each DMF submission should <contain a transnmttal letter,
admnistrative information about the subm ssion, and the specific

information to be included in the DMF as described in this section.

The DMF nust be in the English |anguage. Whenever a subm ssion
contains information in another |anguage, an accurate certified

English translation nust al so be included.

Each page of each copy of the DMF should be dated and consecutively
nunber ed. An updated table of contents should be included wth

each subni ssi on.



A. Transmttal Letters

The foll ow ng should be included:

1. Oiginal Subm ssions

a. ldentification of submssion: Oiginal,

type of DMF as classified in Section

its subject.

b. ldentification of the applications,
that the DWMF is intended to
including the nane and address
sponsor, appl i cant, or hol der,

rel evant docunent nunbers.

i f known,
support,

c. Signature of the holder or the authorized

representative.

d. Typewitten nane and title of the signer.




2. Amendnents

a. | dentification of subm ssion: Anendnent
the DVF nunber,, type of DW,, and the
subj ect or the anendnent.

b. A description of t he pur pose of
subm ssion, e.g., update, revised fornula
or revised process.

C. Signature of the holder or the authorized
representative.

d. Typewitten nane and title of the signer.




Adm ni strative Information

Adm ni strative information should include the foll ow ng:

Oiginal Subm ssions

a. Nanes and addresses of the foll ow ng:
(1) DWMF hol der.
(2) Corporate headquarters.
(3) Manufacturing/processing facility.
(4) Contact for FDA correspondence.
(5) Agent(s) if any

b. The specific responsibilities of each
person listed in any of the categories in
Section IV.B. 1. a.

C. Statenent of conmmtnent.
A signed st at enent by the hol der
certifying that the DW is current and

that the DMF holder will conply with the
statenents nmade in it.




Amendnment s

a. Nanme of DM hol der.

b. DVMF number.

C. Nanme and address for correspondence.

d. Affected section and/or page nunbers of the
DVF.

e. The nane and address of each person whose

| ND, NDA, ANDA, DM, or Export Application
relies on the subject of the amendnent for
support.

f. The nunber of each |IND, NDA, ANDA, DMWF, and
Export Application that relies on the subject
of the anmendnent for support, if known.

g. Particular itens within the IND, NDA, ANDA,
DIVF, and Export Application that are
affected, if known.

10



C. Drug Master File Contents

1. Types of Drug Master riles

a. Type I: Manufacturing Site, Facilities, Operating

Pr ocedures, and Personnel

A Type | DMF is recommended f or a person outside of
the United States to assist FDA in conducting on-
site inspections of their manufacturing facilities.
The DMF should describe the manufacturing site,

equi pnent capabilities, and operational |ayout.

A Type | DMF is normally not needed to describe
donestic facilities, except in special cases, such
as when a person is not registered and not routinely

i nspect ed.

The description of the site should include acreage,
actual site address, and a map showing its |ocation
wth respect to the nearest city. An aeria

phot ograph and a di agram of the site may be hel pful.

11



A diagram of major production and processing areas
in hel pful for understanding the operational |ayout.
Maj or equi prent should be described in terns of
capabilities, application, and |ocation. Mke and
nmodel would not normally be needed unl ess

equi pnent IS new or uni que.

A diagram of maj or corporate organi zati onal
el enents, with key manufacturing, quality control,
and quality assurance positions highlighted, at both
the manufacturing site and corporate headquarters,

is also hel pful.

Type |l Drug Substance. Drug Substance |nternediate,

and Material Used in Their Preparation. or

Drug Product

A Type Il DW should, in general, be limted to a
single drug internediate, drug substance, drug
pr oduct , or type of mat eri al used in their

preparation.

(1) Drug Substance Internedi ates, Drug Substances, and

Material Used in Their Preparation

12



Summarize all significant steps in the manufacturing
and controls of the drug internediate or substance.
Detai |l ed gui dance on what should be included in a
Type Il DWF for drug substances and internedi ates

may be found in the follow ng guidelines:

GQui deline for Subm tting Supporting Docunent ati on
in Drug Applications for the Mnufacture of Drug

Subst ances.

GQui del i ne for the Format and Content of the

Chem stry, Manuf act uri ng, and Controls Section of

an Application.

(2) Drug Product

Manuf acturing procedures and controls for finished
dosage forns should ordinarily be submtted in an
| ND, NDA, ANDA, or Export Application. If this

i nformati on cannot be submtted in an | ND, NDA,

ANDA, or Export Application, it should be submtted
in a DVF. Wen a Type Il DWW is submtted for a
drug product, the applicant/sponsor should follow

the guidance provided in the follow ng guidelines:

13



C.

Quideline for the Format and Cont ent of t he
chem stry, Manufacturing, and Controls Section of

an Application.

Quideline for Submtting Docunentation for the

Manuf acture of and Controls for Drug Products

Quideline for Submtting Sanples and Anal ytical Data

for Methods Validation

Type 111: Packagi ng Materi al

Each packaging material should be identified by the
i ntended use, conponents, conposition, and controls
for its release. The nanmes of the suppliers or
fabricators of the conponents used in preparing the
packaging material and the acceptance specifications
should also be given. Data supporting the
acceptability of the packaging nmaterial for its
i ntended use should also be submtted as outlined
in the "Quideline for Submtting Docunentation for

Packagi ng for Human Drugs and B Biol ogics."

Toxicological data on these mterials would be

i ncl uded under this type of DVF, if not otherw se

14



avai |l abl e by cross-reference to anot her docunent.

d Type IV: Exci pi ent, Colorant, Flavor,. Essence, or

Material Used in Their Preparation

Each additive should be identified and characteri zed
by its met hod of manuf act ur e, rel ease

specifications, and testing nethods.

Toxicological data on these materials wuld be
i ncluded under this type of DMF, if not otherw se

avai |l abl e by cross-reference to anot her docunent.

Usual ly, the official conpendia and FDA regul ations
for color additives (21 CFR Parts 70 through 82)
direct food additives (21 CFR Parts 170 through
173), indirect food additives (21 CFR Parts 174
t hrough 178), and food substances (21 CFR Parts 181
through 186) may be wused as sources for release
tests, specifications, and safety. Gui del i nes
suggested for a Type Il DWW nmay be helpful for
preparing a Type IV DMF. The DMF shoul d i nclude any
ot her supporting information and data that are not
avai |l abl e by cross-reference to anot her docunent

15



e. Type V. FDA- Accept ed Reference I nformation

FDA discourages the wuse of Type V DWs for
m scel | aneous i nformation, duplicate information,
or information that should be included in one of the
other types of DW's. If any holder wshes to
submt information and supporting data in a DVF that
is not covered by Types | through IV, a holder nust
first submt a letter of intent to the Drug Master
File Staff (for address, see D.5.a. of this
section). FDA wll then contact the holder to

di scuss the proposed subm ssion.

2. Ceneral Information and Suggesti ons

a. Environnental Assessnment

Type Il, Type IIl, and Type IV DVF' s should contain
a commtnent by the firmthat its facilities wll be
oper at ed in conpl i ance W th appl i cabl e
envi ronmental | aws. If a conpleted environnental

assessnent i s needed, see 21 CFR Part 25.

16



b. Stability

D. Format,

1. An

Stability study design, data, interpretation, and
ot her I nformation shoul d be subm tted, when
appl i cabl e, as outlined in the "Gudeline for
Submitting Docunmentation for the Stability of Human

Drugs and Biol ogics.™

Assenbly, and Delivery

original and duplicate are to be submtted for all DV

subni ssi ons.

Drug Master File holders and their agents/representatives

should retain a conplete reference copy that is identical

to,

and nmaintained in the sane chronol ogi cal order as,

their subm ssions to FDA

17



The original and duplicate copies nust be collated, fully

assenbl ed, and individually jacketed.

Each volume of a DM should, in general, be no nore than
2 inches thick. For rmul tivol ume subm ssions, nunber each
vol une. For exanple, for a 3-volune subm ssion, volunes

woul d be nunbered 1 of 3, 2 of 3, and 3 of 3.

U S standard paper size (8-1/2 by 11 inches) is
preferred. Paper |ength should not be |less than 10 inches
nor nore than 12 inches. However, it may occasionally be
necessary to use individual pages larger than standard
paper size to present a floor plan, synthesis diagram
batch formula, or manufacturing instructions. Those pages
should be folded and nounted to allow the page to be
opened for review w thout disassenbling the jacket and
refol ded wi thout damage when the volune is shelved. See

Figures 1 and 2.

18
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The agency's system for filing DWM's provides for
assenbly on the left side of the page. The left margin
should be at least three-fourths of an inch to assure
that text is not obscured in the fastened area. The
right margin should be at I|east one-half of an inch.
The submtter should punch holes 8 1/2

i nches apart in
each page. See the page neasurenents shown in Figure 3.
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Figure 3

19



Delivery to FDA

a. Drug Mster File submssions and correspondence

shoul d be addressed as fol |l ows:

Drug Master File Staff

Food and Drug Adm nistration
12420 Par kl awn Drive, Room 2-14
Rockville, Maryland 20852

b. Delivery charges to the above address nust be
pr epai d.

V. AUTHORIZATION TO REFER TO A

DRUG MASTER FILE

Letter of Authorization to FDA

Before FDA can review DMF information in support of an
application, the DVMF hol der nmust submt in duplicate to the
DMF a letter of authorization permtting FDA to reference
t he DMF. If the holder cross-references its own DWMF, the
hol der should supply in a letter of authorization the
information designated by itenms 3, 5 6, 7, and 8 of this
section. The holder does not need to send a transmttal

letter with its letter of authorization.

20



The letter of authorization should include the foll ow ng:

1. The dat e.

2. Nane of DMF hol der

3. DVF nunber
4. Nane of
i ncor porate

r ef erence.

5. Specific product(s) covered by the DMW.
6. Subm ssion date(s) of 5, above.

7. Secti on nunbers and/ or

ref erenced.
8. St at enent  of

current and

conply with the statenents nmade in it.

9. Si gnature of authorizing official.

10. Typed name

aut horizing reference to the DW.

person(s)

i nformati on

comm t nent

t hat

and

aut hori zed

page nunbers to

t he DIVF

DVF hol der

to

by

be

is

w |

of ficial

21



Copy to Applicant, Sponsor, or O her Hol der

The holder should also send a copy of the letter of
authorization to the affected applicant, sponsor, or other
holder who is authorized to incorporate by reference the
specific information contained in the DWV. The applicant,
sponsor, or other holder referencing a DMF is required to
include a copy of the DVMF holder's letter of authorization

in the application.

VI. PROCESSING AND REVIEWING POLICIES

Policies Related to Processing Drug Master Files

1. Public availability of the information and data in a
DMV is determned under 21 CFR Part 20, 21 CFR

314.420(e), and 21 CFR 314. 430.

2. An original DVF subm ssion will be exam ned on receipt to
determine whether it neets mninmum requirenments for
format and content. if the subm ssion is admnistratively
acceptable, FDA will acknow edge its receipt and assign

it a DVF nunber.

22



If the submission is admnistratively inconplete or
i nadequate, it will be returned to the submtter with a
letter of explanation from the Drug Master File Staff,

and it will not be assigned a DVMF nunber.

Drug Master File Review

A DMF | S NEVER APPROVED OR DI SAPPROVED.

The agency w | review information in a DVMF only when an
I ND sponsor, an applicant for an NDA, ANDA, or Export
Application, or another DVMF hol der incorporates material in
the DMF by reference. As noted, the incorporation by
reference nust be acconpanied by a copy of the DVF holder's

|l etter of authorization.

If FDA reviewers find deficiencies in the information
provided in a DM, a letter describing the deficiencies is
sent to the DMF hol der. At the same tinme, FDA will notify
the person who relies on the information in the deficient
DMF that additional information is needed in the supporting
DIVF. The general subject of the deficiency is identified,
but details of the deficiency are disclosed only to

the DVMF holder. Wwen the holder submts the requested
information to the DW in response to the agency's
deficiency letter, the holder should also send a copy of

23



the acconpanying transmttal letter to the affected persons
relying on the DMF and to the FDA review ng division that
identified the deficiencies. The transmttal letter wll

provi de notice that the deficiencies have been addressed.

VIl. HOLDER OBLIGATIONS

Any change or addition, including a change in authorization rel ated
to specific custoners, should be submtted in duplicate and
adequately cross-referenced to previ ous subm ssion(s). The reference
should include the date(s), volune(s), section(s), and/or page

nunber (s) affected.

A Noti ce Required for Changes to a Drug Master File

A holder must notify each affected applicant or sponsor who
has referenced its DV of any pertinent change in the DWF
(21 CFR 314.420(c)). Notice should be provided well before
making the change in order to permt the sponsor/applicant

to suppl enent or anend any affected application(s) needed.

24



B

Li sting of Persons Authorized To Refer to a Drug Master File

1

A DV is required to contain a conplete list of persons
authorized to incorporate information in the DM by
reference [21 CFR 314.420(d)]. The hol der shoul d update
the list in the annual update. The updated |ist should
contain the holder's name, DMF nunber, and the date of
the update. The update should identify by name (or code)
the information that each person is authorized to
i ncorporate and give the location of that information by

date, volune, and page nunber.

Any person whose authorization has been w thdrawn during
the previous year should be identified under a suitable

caption.

If the list is unchanged on the anniversary data, the
DMF hol der should also submit a statenent that the |ist

is current.

Annual Update

The  hol der shoul d provi de an annual report on the
anniversary date of the original submssion. This report
should contain the required list as described in B. 1., and

25



should also identify all changes and additional information
incorporated into the DVF since the previous annual report
on the subject matter of the DW. If the subject matter of
the DMF is wunchanged, the DM holder should provide a

statenent that the subject matter of the DMF is current.

Failure to update or to assure FDA annually that previously
submtted material and lists in the DVF remain current can
cause delays in FDA review of a pending IND NDA ANDA,
Export Application, or any anendnent or supplenent to such
application; and FDA can initiate procedures for closure of

the DMF (see Section | X).

Appoi nt mrent of an Agent

When an agent is appoi nted, the holder should submt a
signed letter of appointnment to the DVF giving the agent's
name, address, and scope of responsibility (admnistrative
and/or scientific). Domestic DM holders do not need to
appoint an agent or representative, although foreign DW

hol ders are encouraged to engage a U.S. agent.

26



Transfer of Ownership
To transfer ownership of a DVF to another party, the hol der
shoul d so notify FDA and aut horized persons in witing. The

| etter should include the foll ow ng:

1. Nanme of transferee

2. Address of transferee

3. Nanme of responsible official of
transferee

4. Ef fective date of transfer

5. Signature of the transferring official

6. Typewitten nane and title of the

transferring official.

27



The new hol der should submt a letter of acceptance of the
transfer and an update of the information contained in the
DMF, where appropriate. Any change relating to the new
ownership (e.g., plant location and nethods) should be

i ncl uded.

VIll. MAJOR REORGANIZATION OF A

DRUG MASTER FILE

A hol der who pl ans a maj or reorgani zation of a DVMF is encouraged to
submt a detail ed plan of the proposed changes and request its review
by the Drug Master File Staff. The staff should be given sufficient
time to comment and provi de suggesti ons before a maj or reorgani zati on

i s undert aken.

IX. CLOSURE OF A DRUG MASTER FILE

A hol der who wi shes to close a DVF should submt a request to the
Drug Master File Staff stating the reason for the closure. See

Section IV.D.5.a for the address.

The request shoul d include a statenent that the holder's obligations

as detailed in Section VIl have been fulfill ed.
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The Agency may cl ose a DWF that does not contain an annual update
of persons authorized to incorporate information in the DVF by
reference and a |ist of changes made since the previous annual

report. The holder will be notified of FDA's intent to close the

DIVF.

Many of the guidelines referred to in the text and a current |ist

of avail abl e guidelines may be obtained fromthe foll ow ng:

Legi sl ative, Professional, and Consumner
Affairs Branch (RFD- 365)

Center for Drug Eval uation and Research

Food and Drug Adm nistration

5600 Fi shers Lane

Rockville, NMD 20857

Copi es of the Code of Federal Regul ations (CFR) may be purchased

fromthe foll ow ng:

Superint endent of Docunents
U S. Governnent Printing office
Washi ngton, D.C. 20402
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