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DFPARTMENT OF HEALTH & HUMAN SERVICES Public Heatth Service

Fooa and Drug Administration

Rocxville MD 20857

. _ . Jane 1, 1990
Ts al: NDA or ANDA Holdere ana Applicants

Dear Sir or Madam:

This letter is intended to continue the series of efforts to
communicats interim and informal generic drug policy and guidance.
This effort began with a letter from Harry M. Meyer, Jr., M.D.,
dated October 11, 1984, shortly after passage in 1984 ocf the Drug
Price Ccmpetition and Patent Term Rastoration Act. The ssventh,
moat recent, letter in the series issued July 29, 1988, and
provided guidance on the "180-day axclusivity"” provision in section

505(3)(4)(B)(4iv) of the Federal Food Drugm and Cosmetic Act (the
Act ).

This istter discusses information that <the Center for Drug
Evaluation and Research, Food and Drug Administration (FDA),
believes important to share with generic drug manufacturers and
sponsors. The Agency has implemented several changes in reaponse
to the events that occurred or were discovered cver the past two
vears. The Office of Generic Drugs hao produced a series of Policy
and Pracedure Guides (the Guidea). Thesmse Guides should provide you
insight into FDA's efforts to devise new policies and procedurss
that attempt to asmsure fair, and asven-handed dealinga with
appiicants. They seek to maks operational FDA°s pledge to
implement its policiss and procedures in an efficient and business-
like manner. The list of the Guides that have been issued to date
im attached for your refersnce. FDA will continue to isaue Guidea
in the future., and will provide notice of their avalilability
through Ms. Carolann Hooton, Chief, Freedom of Information 8taff,
Center for Drug Evaluation and Research (HFD-18), Room 168B-06, 5800
Fishers Lane, Rockville, Maryland 20857. Please contact this
office to vreceive copies.

In April 1989 Robert A. Jerussi, Ph.D., was reasaigned tc serve &a
Deputy Director for Chemistry in the Division of Generic Drugs. He
is the Agency’s lead chemist for issues involving the chemistry and
manufacturing control of generic drug products. Among Dr.
Jerussi‘s duties is the quality control of the administrative
record inoluding proposed action letters that result from reviews
of abbreviated new drug applications (ANDA’s) and abbreviated
antibiotic drug applications (AADA°s). He has jdentified a need to
communicate to industry areas in which we expect regulated industry
to change ita behavior, and that FDA has changed its administration
of the process for reviewing and approving ANDA’s.

Examples of the practices that the Agency famls require change on
the par:t of some applicanta are:

1. .
Txcept am otherwiae providad, the Agency will no longer accept.an
application that is submitted with incomplets or miasing data.
Examples of what we mean by incomplete or missing data include
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at least ~hree months of accelerated stability data, authorization
anc refersncas to appropriate drug master files, completad batch
records for the lots used 1in generation of stability and
biocequivalance studies, properly endorsed 456H forma, complete
biosquivalence studies, (or proposed bicequivalence study
protocola) and the chemistry, manufacturing, and ocontrols data
proposed by the Agency [see proposed rule =f July 10, 1888 (54 FR
28872, 28833)]. Further, an application that is accepted but later
determined to be deficient will, upon the identification of at
least one major cdefect, be removed from ite place in the rsview
process without further substantive review and the sponsor will be
80 notifiad. When the identified deficiencies are corrected, and
the application is amended, the application will reentsr the queue
at the appropriate point; i.e., 120 days.

Raguested” Designation on Somms Applications. FDA’s regulations, 2l
CFR 314.70(b), provide for axpedited review of supplemental
applications. Hcwever, some applicants have abused this provision
ty requesting expecited review in instances clearly not intended by
the regulations. The Agency will review an application designated
for an expadited review to determine 1f it meets the criteria set
forth in 21 CFR 314.70(b). Those requassts found to meet the
criteria will receive expedited review; those found not to meet
them will be entersd in the qusue for regular review. Requeats for
expedited raview for applications that do not meet the criteria are
therefors strongly discouraged because the time to consider and
reach judgment on the merits of such a request will only delay its
antry into the gqueue.

3. mmwwmmm
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Approval. FDA is obligated to carefully reviaw annual repcrts. We
will especially look for svidence- of the following problems that
have been frequently identified: (1) omission of stability
information the epplicant has committed to provide, (2) failure to
follow approved stability protocol, or (3) improperly implemented
manufacturing changes in the abssnce of prior approval .of
supplementa. ‘ '

4. .
Each ANDA will be reviewsd to decermine if an applicant has
conatructed iss application 4in the absence of a properly

manufactured production bateh. Such applications will be rejected
without subastantive review, :

5.
Clearly VYiolative Acticn Qr Incorract 1
jx= Regu.ations An applicant 1= expected to understand the Act,
it amendments, and implementing regulationsa. An applicant’s
aubmimsion should relate aoccurataly to the provisions of the Act
and the regulations., and the applicant should address conplotely
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and conscientiously the items in a ''not approvable’ letter.

6.
T . From time to time an applicant or
{ts representative has behaved in an unprofessional and
intimidating manner, including verbal abuse, toward an Agenocy
representative. Such behavior is not acceptable. 8imilarly,
applicants are encouraged to inform FDA if an Agency staff person
hae treated an applicant or ita representative in an unprofessional
manner.

The Agency has also identified areas for improvement in its own
practices that will have an impact on applicants:

1. At times, FDA has issued conflicting messages on similar
application-related issues. Those cocurrences may have undermined
the confidance that applicants had in the fairness and integrity of
the ANDA review process. The Office of Generic Drugs and the
Divimion of Generic Drugs are working to resclve and communicate
clear policies on iassues that have been identified to us as
ape~ific areas of concern such as the size of the biocequivalence
batch, the sequence of tha various events in the review process,
and the operation of the "firet in-first reviewed" policy for
applications. We will maks every effort to improve the consistency
of cur approach and to resclve such problems. Please call to our
attention instances where our instructions appear inconsistent or
conflisting.

2. FDA is improving its procedurs to adequately document the
administrative record. This documentation will provide a clear
trail identifying the baeis for the Agency s decisions in the
svaluation process as required by 21 CFR 10.70.

We smsk tc build a high quality, efficient generic drug review
program. This can be accomplished only by a cooperative offort
betwesan the Agency and the generic drugs industry. If applicants
understand the prccesas for review of ANDA°s, follow the
requirsments closely for developing ANDA’s, and then indspendently
audit them for completoness, quality, organization, and clarity
before they are submitted, then this will greatly assist the Agency
in efficiently reviewing the applications.
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I inv:te your comments on any of the information contained in this
letter. You can direct your comments to me or to the attention of
D. Bruce Burlington, M.D., Acting Director, Office of Generic
Drugs, Center for Drug Evaluation and Research (HFD-800), Room 13-
B-22, Parklawn Building. Rockville, Maryland 20857. -

Sincerely yours,

Carl C. Pec

Director
Center for Drug Evaluation and Ressarch

Attachment: Policy and Procedure Guides List
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June 1380
ATTACHMENT

OFFICE OF GENERIC DRUGS
POLICY AND PROCEDURE GUIDES

The following Office of Generic Drugs Policy and Procedurs Guides
and misceilaneous documents relating to policy and procedure have
been issued.

GQuids Date

Numper Iamad Suhiect

1-88 July 13, 1888 Correspondence Practices

2~8S July 13, 1989 Batsh Sizes Requirements for Drug
Products Containing Controlled
Substancea and Inquiries to the Drug
Enforcement Administration

3-88 Auguet 1, 1888 Handling Telephone Inquiries on
Status of Processing from Applicants
or their Representatives

4-89 August 4, 1888 Microbiology Consults

5-89 August 13, 1888 Processing of Supplements That the
Applicant Proposes to Put Into Effect
Prior to Approval Under 21
CFR 314.70(c).

6-89 Auguas+t 17, 1889 Not Approvable Actions for ANDA and
AADA Supplements

7-89 August 17, 1989 Approvable Actionas for ANDA and AADA
Supplements

8-8¢ August 21, 1889 Changes in the Labeling of ANDAs
Subsaquent to Reviasion of Innovator
Labeling

9-8¢ Auguet 29, 18889 Providing Copies of Acticn Documents
to Messengers and Other
Representativea of ANDA Applicants

10-89 September 21, 1888 Meetings with Pharmaceutical Firm
Employees or Their Representatives

11-89 September 25, 1889 Shredding of Carbons and Draft

Reviews and Letters



ATTACHMENT (continued)

June 1880
12-389

13-88

17-30

18-80

15-80

November 2, 1988

Nevember Z, 1888

November B8, 1889

January 18, 1860

March 7, 1880

March 29, 1980

March 29, 1880

April 12, 1880

MEMORANLUM: May 1, 1880

SUPPLEMENT: May 21, 1980

20-80C

21-90

May 25, 1990

May 22, 1880

Number of Manufacturing Siten
Permitted in an ANDA or AADA

Teasting Requirements Applicable to
Finished Dosags Forms Manufactured
Duteside the United States

Signatory Concurrence and Agrsement

on Final Typed Reviews and Latters

g’mli Other Itema in the Administrative
ile

Monitoring and Reporting the Progress
of ANDA and AADA Reviews

Ths "First In-First Reviewed" Policy
and Exceptions Thereto as it Applies
to Original ANDA‘s and AADA’s and
Amendments

Iasuance of Action Lettars Within the
Office of Generic Drugs

Reguests for Expedited Raview of
Supplementes to Approved ANDA"s and
AADA s

Availability of Labeling Guidances
Reviews of ANDAs/AADAs and DMFa

Supplemental Information on
Implementation of the February 1,
1880 Fedsral Register Notice
Regarding FD&C Red #3 (ses also March
21, 1980 letter from Daniel L.
Michels on this subject - copy
attached (to Supplement])

Variations in Soelid Oral Dosage Forma
and Injesctables that can be Included
Within a Single ANDA.

The “First In-First Reviewed' Policy
and Exceptions Thereto as it Applies
toSupplementalApplicationatoANDAe
and AADAs



