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The attached final report presents the results of our follow-
up review of the Food and Drug Admnistration's (FDA) progress
in inplenmenting recomendati ons contained in our nanagenent
advisory report entitled, "Vulnerabilities in the Food and
Drug Admnistration's Generic Drug Agproval Process" (A-15-89-
00051), issued on August 17, 1989. or the past 3 years, the
Secretary of Health and Human Services has reported the
absence of adequate internal controls in FDA's generic drug
approval process as a material weakness to the President and
Congress under the provisions of the Federal Mnagers'
Financial Integrity Act of 1982.

The O fice of Minagenent and Budget (OVB), from 1989 through
1991, designated the application review process for generic
drug approval as a high-risk area, highlighting the need for

t he agency head to personally ensure that corrective action is
t aken. On Decenber 17, 1991, the Conmm ssioner of Food and
Drugs made a number of conmitments to OMB for corrective
actions to address the above issues. In the President's
Fiscal Year 1993 budget, OMB deleted the generic drug
application review process fromthe high-risk list, concluding
that "all nmajor corrections have been conpleted."

Qur followup review disclosed that FDA has not taken
sufficient action to correct this material weakness. W
determned that FDA needs to: (1) nodify the method by which
generic drug applications are assigned to reviewers to renove
any opportunity for shomﬁn?_partiallty or favoritism _
(2) revise its "first-in, Tirst-reviewed" policy for generic
drugs because the current policy may allow for the unequal
treatment of drug firns' applications; (3) develop
conprehensive guidelines to assure that generic drug
applications are reviewed in a uniform and consi stent nmanner:
and (4) establish a quality control review system outside the
Ofice of Generic Drugs to ensure the Rropriety_of I ndi vi dua
generic drug application reviews and the integrity of the
revi ew process.
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The Public Health Service (PHS), in its July 24, 1992 response
to our draft report, concurred with our reconmmendati ons.
However, full inplenentation of actions underway and planned
Is not expected to be conpleted until sone future date.
Consequently, this issue should continue to be reported as a
material internal control weakness, The PHS comments have
been incorporated into the Agency Comments and O fice of

| nspector General Response section of the report and are
included in their entirety in the Appendi X.

W woul d appreciate your comments on this final report within
60 days. Should you wish to discuss the issues raised by our
review and recommendations, please call nme or have your staff
contact Daniel W Bl ades, Assistant |nspector General for
Public Health Service Audits, at (301)443-3583.

At t achnment



Department of Health and Human Services

OFFICE OF
INSPECTOR GENERAL

FOLLOW-UP REVIEW OF THE FOOD
AND DRUG ADMINISTRATION’S
GENERIC DRUG APPROVAL PROCESS

ERVI
7’“ S CES.O

& /
L4
g
4
x
qa?
1,
d3qd

SEPTEMBER 1992  A-15-91-00025




DEPARTMENT OF HEALTH & HUMAN SERVICES Office of Inspector General

SEP | 6 1992 Memorandum

From Bryan B. Mtchell a"‘\/\z‘vM"/{'L
Princi pal Deputy Inspectoy General

Sublect  Fol | ow- Up Review of the Food and Drug Administration's Generic
Drug Approval Process (A-15-91-00025)

Date

T Janes 0. Mason, MD., Dr. P.H.
Assistant Secretary for Health

This final report provides the results of our followup review
of the Food and Drug Adm nistration's (FDA) progress in

i mpl enenting recomrendations contained in our nanagenent
advisory report entitled, "vulnerabilities in the Food and
Drug Adm nistration's Generic Drug Approval Process" (A-15-89-
00051), issued on August 17, 1989. That report was requested
by the then Conm ssioner of Food and Drugs (Conm ssioner) and
the Chairman of the House Subconmttee on Oversight and

| nvestigations (Subcommttee), Commttee on Energy and
Commerce, after disclosures were made of fraud and corruption
within the generic drug application review process. The
report showed that a material internal control weakness
existed in the way generic drug apPIications were reviewed and
approved by FDA, which allowed preferential treatnent to be
given to certain drug firns.

Specifically, the August 1989 report stated that FDA

(1) arbitrarily assigned and reassi gned generic drug
applications to review chemsts (reviewers); (2) |acked
adequate guidelines to ensure the consistent review of
applications; and (3) needed a quality control review system
to ensure that applications are properly reviewed and that all
generic drug firnms receive equitable treatnent.

From 1989 through 1991, the Secretary of Health and Human
Services (HHS) reported the absence of adequate internal
controls in FDA's generic drug approval process as a naterial
weakness to the President and Congress under the provisions of
t he Federal Managers' Financial Integrity Act of 1982 (FM-IA).
In addition, the Ofice of Managenent and Budget (OVB), from
1989 through 1991, designated the application review process
for generic drug approval as a high-risk area, highlighting
the need for the agency head to personally ensure that
corrective action is taken.
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This followup review disclosed that FDA has not taken
sufficient action to correct this material weakness. Al though
FDA has inplenented a system for the assignnent of Abbreviated
New Drug Applications (ANDA) to the various review branches
based on the pharmacol ogi cal class of the drug, this system
still allows branch chiefs to subjectively assign ANDAs to
fast or slow reviewers or to reviewers wth large or snall
backl ogs.  The branch chief's assignnent decision can
influence the order in which ANDAs are approved and may result
in preferential treatment for certain drug firms. In
addition, ANDAs are reviewed in the order they appear in a
reviewer's queue rather than the date they are received in the
review branch. Since reviewers' backlogs may vary
significantly anmong reviewers, FDA's "first-in, first-
reviewed" policy wll not ensure review of applications in
order of receipt.

1

Al so, few FDA guidelines have been devel oped since July 1989
to provide specific guidance to reviewers to ensure

consi stency in the review process. Finally, FDA has not
inmplenented a quality control systemto ensure the propriety
of ANDA reviews and the integrity of the overall ANDA review
process.

Al though OMB recently renoved the application review process
for generic drug approval fromits high-risk list, the
material internal control weaknesses of the process have not
been resolved and should continue to be reported by the
Secretary of HHS under the provisions of the FMFIA

BACKGROUND

In June 1988, the Subconm ttee received allegations of
inproprieties associated with the generic drug application
review process at FDA.  Specifically, it was alleged that
certain enployees in FDA's then Division of Generic Drugs

wi Il fully manipul ated the application review process to give
preferential treatment to certain pharnaceutical conpanies.
The Subcommittee referred crimnal allegations to the Ofice
of Inspector General (O G for investigation. The OG
investigation into these allegations, under the auspices of
the United States Attorney's Ofice, also identified fraud and
m srepresentation in the generic drug approval process,
including false statenents and clains, as well as product
substitution. As of July 1992, 29 individuals, including 5

"I'n order to receive approval to nmarket a generic drug, a
firmnmust submt an ANDA to FDA. An ANDA contalns, anong
other data, information on the generic drug's therapeutic
equi val ence to the brand nane drug, the generic drug's
chem stry, and sanples of proposed | abeling.
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FDA enpl oyees, and 8 conpani es have pleaded guilty or have
been found guilty of fraud or corruption charges. The
investigation is continuing.

The O fice of Generic Drugs (O&D), located in FDA's Center for
Drug Eval uation and Research (CDER) in Rockville, Mryland,
reviews original ANDAs, their anmendnments and suppl enments, and
determ nes their approvability based on nedical and scientific
data. The ANDAs undergo three separate reviews: (1) bio-
equi val ence, which determnes if the generic drug is thera-
peutically equivalent to the brand name drug; (2) |abeling,

whi ch assesses the adequacy of the generic drug |abel: and

(3) chemstry, which evaluates the nmethods used to manufacture
t he drug.

The 01G's August 1989 audit and this followup audit of the
generic drug application review process primarily focused on
the chem stry revi ew because the OGD enpl oyee responsible for
this review-the chemstry reviewer--sunmmarizes the
information fromall three reviews and recommends whether the
ANDA shoul d be approved.

The OGD conprises six ANDA chem stry review branches, an
antibiotic drug review branch, three bioequival ency review
branches, a labeling review staff, a program support staff,
and a managenent staff. The FDA field personnel provide
support to OGD by conducting manufacturing plant inspections,
product testing, and product nonitoring. ring Fiscal Year
éFY) 1991, OGD received 1,453 original and anended generic

rug applications and approved 141. For FY 1992, FDA expects
to spend about $33 million for generic drug eval uations.

OBJECTI VE, SCOPE AND METHODOLOGY

The objective of our review was to determne FDA's progress in
i mpl enenting reconmmendations nmade in the 0IG's nanagenent

advi sory report entitled, "Vulnerabilities in the Food and
Drug Admnistration's Generic Drug Approval Process,'* issued
on August 17, 1989. We verified, to the extentpossible, the
actions that FDA stated were taken or proposed in its

Novenber 6, 1989 response to the O G report.

W reviewed all policy and procedural guides issued by FDA's
OG relating to the ANDA review process. Ve interviewed OGD
officials, reviewed pertinent docunents to obtain information
on the nethod for assigning and reassigning ANDAs toO
reviewers, and selected a judgnental sanple of ANDA files and
rel ated conputer-generated reports to exam ne the assignnment
and review process. W also obtained information on the
quality control systemfor evaluating the propriety of these
reviews and assessing the integrity of the generic drug
application review process. Further, we reviewed FDA's
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interimrule for the collection and testing of bioequival ency
sanples submtted by ANDA applicants to denonstrate that their
generic drugs are therapeutically equivalent to the brand nape
drugs. In addition, we reviewed a consultant team s report;,
whi ch di scussed several weaknesses in the generic drug
application review process.

A draft copy of our proposed report was submtted to the
Public Health Service (PHS) on May 11, 1992, for the purpose
of providing PHS an opportunity to review and comment on the
results of our followup review The PHS coments pertaining
to our recommendations, dated July 24, 1992, have been

i ncorporated into the Agency Comments and O G Response section
of this report and are included in their entirety in the

Appendi x.

Qur review, performed fromApril 1, 1991 to Septenber 30, 1991
at the OGD offices in Rockville, Mryland, was conducted in
accordance with generally accepted governnent auditing

st andar ds.

RESULTS OF FOLOW UP REVI EW

Qur followup review disclosed that FDA has not taken
sufficient action to inplement all of the recommendations nade
in our August 1989 report to correct the weaknesses in the
generic drug application review process. Qur evaluation of
FDA's i nplenentation of each of our recommendations is
presented bel ow.

ASS| GNVENT OF GENERI C
DRUG APPLI CATI ONS

O G Recomrendati on: Devel op policies and procedures for the
random assi gnnent of ANDAs to review ng chemsts, or for other
appropriate nethods for reducing the opportunity to show any
partiality to applicants.

FDA Corrective Action: In response to the 0IG's August 1989
report, FDA stated that ANDAs are currently assigned in the
following manner. The consuner safety officer delivers the
ANDA tO the ANDA review branch which handles the particul ar
drug's pharnmacol ogi cal class. The chem stry branch chief then
assigns the ANDA to a reviewer, considering the reviewer's
expertise wth the drug and ANDA backl og.

2"Fairness in the Food and EXu? Adm ni stration's Ceneric
Drug Program  An I ndependent Consultant Review of Charges of
Unfairness and Retaliation": Arthur H Kibbe, Ph.D., Janes A
Kopf | and John E. Zarenbo, Ph.D., April 1991.
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The FDA also stated that if generic drug applications for the
same drug product canme in sinmultaneously from several drug
firms, those applications would be consciously assigned to
different reviewers so that their reviews would proceed

i ndependent | y.

OG Follow uw; W determned that oGD's nethod for assigning
ANDAs to reviewers is basically the same as that used prior to
the generic drug investigation, Wwhich allowed partiality to
certain drug firnms. The ANDAs are assigned to review branches
based on the pharmacol ogi cal class of the drug and then

subj ectively assigned by the branch chief to individual
reviewers. The subjective assignnent of ANDAs by the branch
chief to reviewers still allows the potential for partiality
to be shown to certain drug firms.

I n our August 1989 report, we noted instances where
applications for the sane drug product that were submtted to
FDA by conpeting conB%nies at the sane tine were assigned to
the sane reviewer. noted that this situation would allow
the reviewer to control these applications and be in a
position to influence their order of approval. For exanple,
the reviewer could ensure that a particular firm knew about
deficiencies in its applications before the conpeting firns
were aware of their deficiencies, or the reviewer may have
performed a superficial review of one firmis application while
perform ng conprehensive reviews of the other firms
appl i cations.

Despite oGD's policy requiring that ANDAs for thesame drug
that are received sinmultaneously be assigned to different
reviewers, we were able to identify a situation where this
policy was not followed. During our followup review, we
noted, for exanple, that ANDAs for the same drug product,
ketoprofen, submtted by five conpeting firms, were received
inOGD on the sane day. The OGD branch chief did not follow
FDA's stated policy in this area and assigned these ANDAs to
the same reviewer.

We al so determ ned that OGD branch chiefs are not follow ng
OG policy to consider a chem st's backl og when assigni ng
ANDAs. In analyzing the reviewers' workload for a |-nmonth
period during N%é 1991, we noted that ANDA backlo?s ranged
from5 to 53. di scussed bel ow, backl ogs can affect the
sequence of application reviews.

The OGD needs to nodify its current assignnent systemto
remove a branch chief's subjectivity when assigning ANDAs and
to equalize reviewer workloads. One way that this can be done
is for the branch chief to hold the ANDA and then assign it to
the next available reviewer. This process should contribute
toward two goal s: (1) reviewing ANDA's in the order in which
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they are received in the review branch; and (2) alleviating
wor kl oad i nbal ances.

O G Recommendation: Ensure that exceptions to the "first-in,
first-reviewed" policy areuniformy applied by all chemsts,
and ensure that reasons for review ng and approving an ANDA
out of sequence fromthe order it was received are properly
docunented in the ANDA file.

EDA Corrective Action: According to O&D, "first-in, first-
reviewed" pertains to the order of review of ANDAs by

i ndi vidual reviewers, not the order in which ANDAs are
received in the review branch. Through its monitoring system
OGD ensures that ANDAs are reviewed in the order that they
appear in a reviewer's queue. |If an ANDA is reviewed out of
sequence, the reasons are docunmented in the ANDA file.

O G Follow up: The 0GD's interpretation of the "first-in,
first-reviewed" policy--that ANDAs should be reviewed in the
order that they appear in a reviewer's queue, not the order
that they are received in the review branch--is unfair to drug
firms. This is because one firnm s ANDA, submtted to FDA
before another firm's ANDA, may be reviewed | ater since it may
be assi%ned to a reviewer with a large backlog. The table

bel ow shows sone exanpl es where drug firms' ANDAs W || be
reviewed after other drug firms' ANDAs even though they were
received earlier.

LE I | _anpas RECE|I VED AND REVI D BY
MAY 19001
Dat e ANDA Not Approvabl e El apsed Revi ewi ng
ANDA Firm Recei ved Letter |ssued’ Days  Cheni st
20417 A 09/11/89 Pendi ng 599 1
20522 B 11/02/89 Pendi ng 547 2
20501 C 01/30/90 Pendi ng 458 3
32540 D 04/04/90 Pendi ng 394 4
20552 E 04/20/90 Pendi ng 378 5
20622 F 08/02/90 01/31/91 182 6
20643 G 10/01/90 03/08/91 158 7
31320 H 10/04/90 05/09/91 217 3
31321 I 10/25/90 05/21/91 208 8
31325 H 11/06/90 04/24/91 169 1

NOTE:; Not actual ANDA nunbers

A not approvable letter is a letter FDA issues to a drug
firmdescribing which areas in the ANDA are deficient and why.
A not approvable letter, issued for virtually all ANDAs, is one
of the first actions in the ANDA review process.



Page 7 - James 0. Mason, MD., Dr. P.H

The exanples in this table show that OG conpleted its initial
reviews of five ANDAs that were received between

August 2, 1990 and Novenber 6, 1990, while five ANDAs that
were received much earlier--betwen Septenber 11, 1989 and
April 20, 1990--were still pending review Al though we did
not sanple all original ANDAs to determne the extent of this
situation, we believe it is unfair to the drug industry when
original ANDAs are not reviewed in the order in which they are
recei ved by the review branch.

The follow ng tables show another way in which oGD's
interpretation of the "first-in, first-reviewed" policy may be
unfair to drug firns. These tables provide exanples of how
the reviewers' backlogs can influence the sequencing of ANDA
revi ews.

EXAMPLES OF anpa PLACEMENT IN A REVIEWER' S QUEUE

Place in o
Dat e Reviewer's  Review ng

ANDA Firm Recei ved Queue Chem st
21506 F 09/06/90 10 3
38847 F 09/06/90 40 6
22559 G 09/06/90 ‘ 23 7
31000 H 09/06/90 11 8
20641 A 02/05/91 23 1
21025 B 02/05/91 21 2
31084 C 02/05/91 28 3
38904 D 02/05/91 15 4
21029 E 02/05/91 o1 5

NOTE: Not actual ANDA nunbers

Based on their place in the reviewers' queues, ANDAs for
certain firms may be reviewed by OG before or after other
firms' ANDAs, even though they were all received on the sane
day. Continuation of the current OG "first-in, first-
reviewed" policy, coupled with the subjective assignment of
ANDAs to reviewers by branch chiefs, may allow for
preferential or detrimental treatment for certain drug firns.

O G Reconmendation: Require each request for ANDA _
reassi gnment to another chenist, after the initial assignnent,
be approved and justification included in the anoa file.

FDA Corrective Action: During our followup, OGD officials
informed us that when there is a need for reassignnment of an
ANDA (nost often when a reviewer |eaves a branch), the branch
chief initiates a newy established application reassignnent
authorization form which identifies the: (1) AaNDA nunber,
drug nane, and firm (2) names of reviewers that the ANDA was
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reassigned fromand to: (3) date of reassignnment; and
(4) reason for transfer. An OGD manager nust concur with the
reassi gnnent. The conpl eted application reassi gnnment
authorization formthen becones part of the ANDA file,

O G Foll ow up: The OG has inplenented this recommendati on.
By selecting a judgnental sanple, we confirmed that oGDis
conpleting the application reassignnent authorization form and
placing this formin the appropriate ANDA file.

POLI G ES AND PROCEDURES FOR REVI EW NG
GENERI C DRUG APPLI CATI ONS

QA G Reconmendation: Develop policies and procedures for use
by supervisory and review chem sts to ensure the consistent
and conprehensive review of applications.

FDA Corrective Action: In response to our August 1989 report,
FDA stated that it devel oped 30 policy and procedural guides
since July 1989 that it believes will standardize the process
by which generic drug applications are reviewd and approved.

O G Follow w: This recommendati on has not been inplenented.
In our August 1989 report, we stated that FDA had established
few standard operating procedure's for chemsts to use and,
therefore, was unable to assure that ANDAs woul d be revi ewed
in a conprehensive and consistent nmanner. VW stated that the
| ack of procedures may indirectly favor one conpany's
application for which a reviewer may do a mninal review and
adversely effect another conpany's applications for which a
chem st may do an exhaustive review.

W noted that many of the policy and procedural guides

devel oped by FDA have little relevance to the scientific
review of ANDAs. For exanple, guide 1-89 deals with
correspondence practices; guide 3-89 deals with handling

t el ephone inquiries; and guide 9-89 deals wth providing
copi es of action docunents to nessengers and ot her
representatives of ANDA applicants. In addition, guide 10-89
covers neetings with pharmaceutical firm enployees or their
representatives: guide 11-89 deals with the shredding of
carbons and draft reviews and letters: guide 12-89 discusses
t he nunber of manufacturing sites permtted in an ANDA; and
guide 25-90 deals with the renoval of work-related materials
from O3 at the end of enploynent.

W could not identify any internal guides that specifically
describe the proper way to performa substantive review of an
ANDA. W noted that on Septenber 11, 1990, an ANDA review
branch chi ef devel oped a check Iist of points to be covered
during the chemistry review of an ANDA. W believe this is a
good starting point for the devel opnent of nore conprehensive
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guidelines for reviewers to use to ensure the thorough review
of an ANDA, particularly those sections that deal with the
synthesis of the drug substance, raw material controls,

manuf acturing and processing, |aboratory controls, and
stability.

The | ack of standard operating procedures for the review of
ANDAs was al so discussed in a consultant group's report
entitled, "Fairness in the Food and Drug Adm nistration's
Generic Drugs Program," issued in April 1991. The consultants
di scl osed that:

-- inconplete initial reviews of ANDA subm ssions by
review ng chemsts are the rule rather than the
exception:

o the FDA did not [in 1989}, nor does it today, have a set
of standards for its review chem sts conparable to the
standards the FDA requires of the industry:

--  Dbecause the reviewers have no division-w de standards,
what is inportant to one may be trivial to another; and

-- there is considerable disparity among the reviewers,
especially in regard to specifications, test nethods, and
ot her physical neasurenents.

G ven that FDA has failed to devel op standard operating
procedures to ensure the uniform and conprehensive review of
ANDAs, it may be advisable for FDA to allocate a portion of
its generic drug resources for the specific devel opnent of
such procedures.

O G Recommendation; Suppl enent the May 10, 1989 menor andum
regardi ng exceptions to the "first-in, first-reviewed" policy
by defining and providing exanples of mnor chemstry
deficiencies and including the supplenent in the division's
operating procedures nmanual .

FDA Corrective Action: During our followup, OCD officials
stated that on July 11, 1991, the Director of OGD issued a
menorandum entitled, "Modification of Office's Policy
Regardi ng Exceptions to the 'First-in, First-Review&d
?o%ﬁcy." Thi s menmorandum defined a mnor amendment as

ol | ows:

‘an amendnent is a drug firms response to a not approvable
letter issued by FDA describing deficiencies in the drug firms
application.
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*An anendnent may be classified as 'minor' when an
experi enced review chem st can reasonably be
expected to take | ess than one hour to conplete the
review (excluding tine required to retrieve the
application, and to prepare the chem st review
docurment ation and action letter). The presence of a
| abel ing deficiency will not influence the

determ nation: that is, the amendnent category will
be determ ned by chem stry issues al one."

The reviewer nmakes the initial determnation as to whether an
amendnment should be classified as minor. The reviewer's
supervisor nust then concur with this decision.

O G Follow up: The OG has inplenented this recomendation by
defining a mnor chemstry deficiency and including it in
oGD's policy and procedures manual .

QUALI TY CONTROL REVI EW
SYSTEM FOR GENERI C DRUGS

O G Recommendation; Establish a quality control review system
whi ch includes uniform standards for the review of generic
drug applications and operating guidelines forthe generic
drug application review process.

FDA Corrective Action: I n response to our August 1989 report,
FDA stated that it had designated an official in O3 to act as
a quality control review officer, whose duties include quality
control of all chemstry reviews and proposed approval

actions. According to FDA, the quality control review
official is to be aided by the policies and procedures
established for review ng generic drug applications.

O G Follow up: W determined that the quality control review
official is part of the OG managenent team and reports to the
Director of OG. As such, this arrangenment will not
necessarily ensure the required objectivity to evaluate

i ndi vi dual ANDA reviews or the propriety of the overall ANDA
review process. Further, as stated above, OCGD does not have
policies and procedures to be used for conducting an objective
revi ew.

In our August 1989 report, we stated that FDA lacks a quality
control systemthat assures the fundanental integrity and
fairness of the ANDA review process. W enphasized that a
wel | designed and properly inplenented quality control system
shoul d provide all levels of nmanagenent with the assurance
that they are doing their job properly, tinmely, consistently,
fairIK, legally, and efficiently. The FDA has not gone far
enough in 1 nplenenting our recomendation to establish a

qual ity control review system because there continues to be an
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absence of an independent, objective systemto ensurethe
quality and integrity of individual application review and
the overall application review process.

In light of the problens that have plagued the generic drug
application review process, it is incunbent upon FDA to
develop a quality control review system for generic drugs--one
that is independent from OG managenent and one that is based
on a conprehensive set of standard operating procedures for
review ng applications.

OTHER RECOVIVENDATI ONS MADE | N OUR
Al 1 1 NERI C DRUG REPORT

O G Recommendati on;: Require branch chiefs to nonitor and
report to the division director on the progress of ANDA
revi ews.

FDA Corrective Action: In responding to the 0IG's August 1989
report, FDA stated that branch chiefs and division directors
now nonitor the progress of ANDA reviews by conparing the dat e
of receipt of an ANDA to the date that an action letter for
that ANDA was issued. This conparison is done to determ ne
whet her ANDAs are being reviewed in a tinmely manner, and that
ol der ANDAs in a chem st's review queue arerevi ewed before
newer ANDAs in that chem st's queue.

In addition, OGD reported that it has devel oped a systemto

i nprove docunentation and tracking of ANDAs recommended for
approval .  Tracking forns have been devel oped for this
purpose. The OCGD managers stated that they nmeet with the OGD
Director twice a nonth to discuss the status and progress of
each ANDA recommended for approval by the chem st.

OGFollow UD: W confirmed that OGD has inplenmented a nanua
process to nonitor the progress of individual ANDA reviews and
that the OG Director is apprised of such progress.

The issue of nonitoring ANDA reviews was al so discussed in an
O G report entitled, "Review of the Food and Drug

Adm nistration's Generic Drug Managenent |nformation System”
issued on July 6, 1990 (A-15-89-00063). In that report, we

di scl osed that FDA does not produce reports to effectively
noni tor day-to-day generic drug application review operations
or to detect indications of possible manipulation of the
review and approval process. W recommended ways in which the
generic drug nanagenent information system (MS) could be

_ "Action letters are approval or not approvable letters
i ssued to drug firns by FDA upon conpletion of the review of
the firms' generic drug application.
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i nproved to strengthen managenent oversight. Ve are currently
conducting a followup review of the generic drug MISto
assess FDA's progress in inplenmenting our recomendations.

0IG Recommendation: Require drug firnms to submt biocequiv-
alency samples with the ANDA and validate the authenticity of
the samples submitted.

EDA Corrective Action: In response to our August 1989 report,
FDA stated that it was drafting a regulation requiring

bi oequi val ency testing firms to retain reserve sanples that
can be tested later if questions arise about a drug's

bi oequi val ence.

O G Follow u»: W determned that on Novenber 8, 1990, FDA
issued an interimrule in the Eederal Reaister requiring
manuf act urers who conduct in-house bioequival ence tests, and

| aboratories that conduct such tests under contract for the
manufacturer, to retain for 5 years reserve sanples of the
drug products used in these tests. An FDA field investigator
is required to collect the reserve sanples during a
preapproval inspection of the manufacturer's facilities and of
any contract |aboratory. The sanples are then to be tested in
an FDA |aboratory. According to FDA, these actions are
intended to help it ensure'bi oequi val ence between generic
drugs and their brand-name counterparts, and to help it
investigate nore fully instances of possible fraud in

bi oequi val ency testing.

O G rRecommendation: Disclose in reports required by the FMFIA
that there is a material weakness in t he internal control
structure for the generic drug approval process that allowed
preferential treatment to drug firms, and monitor corrective
action until the weakness is resolved.

FDA Corrective Action: The Secretary of HHS, since 1989, has
reported the absence of internal controls in FDA's generic
drug approval process as a material weakness to the President
and Congress under the provisions of the FVFI A

O G Follow up: The Secretary of HHS has again reported the
absence of internal controls in FDA's generic drug approval
process as a material weakness in the HHS' FMFI A report for
1991.

*The manufacturer of a generic drug product must
denonstrat e bi oequival ence through studies in humans show ng
that its product's rate and extent of absorption do not differ
fromthose of the brand name product that was initially
approved by FDA
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As part of the FMFIA process, OMB in 1989 designated the
application review process for generic drug approval as a
high-risk area--an area where the Government's vulnerability
Is such that an agency head nust personally see to its
correction as a matter of priority. Subsequent to the high-
risk designation, HHS was required to apprise OVB of FDA's
progress in inplenmenting corrective actions in the generic
drug application review process, including actions delineated
in the 1989 A G report.

In Septenber 1991, we net with FDA officials to discuss the
possi bl e removal of the generic drug application review
process fromoMB's high-risk list and to disclose our findings
fromour followup review of the process. VW informed the
officials that corrective actions pertaining to the generic
drug application review process were not fully inplenented.
The FDA officials acknow edged that additional corrective
actions were needed to address internal control weaknesses in
the review process.

On Decenber 17, 1991, the Conm ssioner made a witten
conmmtnent to OVMB to conplete the follow ng activities by
Decenber 31, 1991: (1) finalize new policres for the

assi gnment of generic drug applications; (2) finalize a
reference docunent that identifies all policies and procedures
to facilitate the chemstry review of abbreviated new drug
applications: and (3) assess the concept and feasibility of a
quality control review system for generic drug application
reviews that would be conducted in conjunction wth the
proposed quality control pilot program for pioneer drugs
currently under devel opment in CDER.

In the President's FY 1993 budget, OVB deleted the application
review process for generic drug approval fromthe high-risk
list, concluding that "all major corrections have been
conpleted. @ Despite this action, we believe that failure to
neet the conmtnents nade by the Comm ssioner may result in
the generic drug application review process being returned to
the high-risk area. The PHS, in its July 24, 1992 response to
our draft report, stated that the comm tnments nade by the
Conmi ssi oner to OVB have been fulfilled.

CONCLUSI ONS

The sanme conditions that enabled the nmanipul ation of the
generic drug review process in the late 1980s continued to
exist at the tinme of our followup review This is because
FDA has not fully inplenented the recommendations nmade by O G
in its August 1989 report.
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Accordingly, we believe FDA should nodify the nmethod by which
ANDAs are assigned by branch chiefs to reviewers in order to
renove any opportunity for showing partiality or favoritism
Such partiality can be shown by assigning ANDAs to a fast
reviewer over a slow reviewer, Or assigning ANDAs to a
reviewer with a small backlog rather than to a reviewer with a
| arge backlog. Also, branch chiefs should not assign ANDAs
for the same drug product from conpeting conpanies that are
sinultaneouslg received in FDA to the same reviewer. Such
aNDAs shoul d be independently and concurrently reviewed. The
FDA should also revise its "first-in, first-reviewed" policy
for generic drugs, which may favor or penalize a drug firm
depending on a reviewer's backl og.

W reiterate the need for FDA to devel op specific policy and
procedural guides for reviewers so that all ANDAs wil| ge
conprehensively reviewed in a uniformnanner. |In addition, an
i ndependent quality control system should be established to
assess the propriety of individual ANDA reviews and to ensure
the integrity of the ANDA revi ew process.

We believe that the Secretary of HHS should continue to report
the absence of internal controls in FDA's generic drug

approval process as a material weakness under the provisions

of the FMFIA. In addition, although OVB has del eted the ,
generic drug application review process fromthe high-risk
list, failure to nmeet the commtments nmade by the Conmi ssioner
naykresult in the review process being returned to the high-
risk area.

RECOMVENDATI ONS

W& recommend t hat you direct the FDA Conm ssioner to:

-- nodify the ANDA assignment nethod to renove the
opportunity for branch chiefs to subjectively assign
ANDAs tO reviewers:

-- revise the "first-in, first-reviewed" policy to ensure
that ANDAs that are received in the review branch first
are reviewed first:

o devel op specific witten guidelines for review ng
chem sts on the proper way for an ANDA to be revi ewed:

-- establish a quality control review system outside of OGD
to ensure the propriety of individual ANDA reviews and
the integrity of the ANDA review process; and

T continue to report the absence of adequate interna
controls in the generic drug approval process as a
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material weakness under FMFIA until such tinme as all
reconmended i nprovenents have been fully inplenented.

AGENCY COMMENTS AND O G RESPONSE

The PHS, in its July 24, 1992 menorandum conmenting on our
draft report, concurred with our recomendations. However
full inplenentation of actions underway and planned is not
expected to be conpleted until some future date.

Consequently, this issue should continue to be reported as a
material internal control weakness. Its conplete response is
included in its entirety in the Appendix to this report and
certain responses are paraphrased in this section.

The PHS concurred with our recomrendation to nodify the ANDA
assi gnment nethod to renove the opportunity for branch chiefs
to subjectively assign ANDA's to reviewers. According to PHS
in a menorandum dat ed Decenber 30, 1991, the Director, OGD,
initiated a series of steps which resulted in the ful
inPIenentation, on June 8, 1992, of a new policy that
efrectively renoves any subjectivity in the assignnent of
ANDAs. The PHS believes that as a result of 0GD's new random
assi gnment system OIG's concerns regarding reviewer backlog
and assi gnment of applications are no | onger rel evant.

The PHS comments indicated that OGD has nmade progress in
decreasi ng the range of application backl ogs anong revi ewers.
Qur audit cited exanples of backl ogs of applications rangin%GD
from5 to 53 for different reviewers. However, a My 1992
review of pending apBIications anong reviewers indicated that
the w dest range of backlogs of applications ranged from2 to
14 for 1 branch. W are encouraged-by the reported decrease
in the range of application backl ogs anmong reviewers and
bel i eve that the random assi gnment procedure should further
reduce any disparities anong revi ewer work | oads.

The PHS concurred with our reconmmendation to revise the
"first-in, first-reviewed" policy to ensure that ANDAs
received in the review branch first are reviewed first.
According to PHS, FDA has inplenmented this reconmendation with
its nem1randon1assi§nnent system which will ensure that ANDAs,
Brinarily unreviewed original applications, received in the
ranch first will be reviewed first. Under this policy, there
are provisions for limted exceptions to the procedures. Any
devi ati ons which are not explicitly permtted under the
gui delines for the random assi gnnent policy nust be approved
by the division director and carefully docunmented. In
addition, under the system of assigning applications, reasons
for deviations fromthe review priority on the reviewer's
queue nust be docunented at the tine the exception is made.
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The PHS agreed with our recommendation to devel op specific
witten guidelines for review ng chemsts on the proEer way
for an ANDA to be reviewed. On Decenber 30, 1991, the
Drector, O3, issued a draft chem stry reference docunent for
all reviewers and their supervisors. This docunent s being
revi sed and OCGD expects to finalize it inSeptenber 1992.

The PHS stated that in addition to the draft docunent, policy
and procedure guides have been available to review ng staff
since 1989. The PHS stated that at |east 12 of these guides
are directly relevant to the scientific review of
applications. Qur followup audit work showed that many of
oGD's policy and procedure guides actually had little

rel evance to the scientific review of ANDAs. The PHS al so
cited guide #28-90 as an exanple of a ?uide focused on the
conpr ehensive review of ANDAs. Qur followup audit showed,
however, that the purpose of guide #28-90 is to expedite the
revi ew process

The PHS concurred with our recommendation to establish a
quality control review systemoutside of OGD to ensure the
propriety of individual ANDA reviews and the integrity of the
ANDA review process. The PHS stated that this was inplenmented
in 1991, when OGD assigned responsibility for performng
quality control assessnents of seledted chemstry reviews to
the Associate Director for Chemstry. I'n response to
suggestions from O G and others that the quality contro
function be separated from O, the Associate Director for
Chem stry was assigned fromOG to the Ofice of the Drector
of CDER.  The CDER managenent wi |l conduct an independent
review of this individual's performance. Pending
establishnent of this CDER-w de program the Associate
Director for Chemstry will performaquality control

assessments Of sel ected ANDA chem stry reviews.

The PHS concurred that, at the time of our May 12, 1992 draft

report, the generic drug approval process still had
deficiencies that constituted a material weakness under FMIA.
However, in its coments, PHS stated that FDA had inpl enented

actions to address both the 01G's May 12, 1992 reconmendations
and the Conmissioner's conmitrments to OMB. The PHS indicated
t hat because of such progress, it planned to request the HHS
Managerment Oversight Council, which is responsible for
resolving FMFI A issues, to renove the generic drug approva
process from HHS' |ist of material weaknesses.

Wiil e FDA has taken positive steps to address the serious
deficiencies that constitute a naterial weakness disclosed in
our August 1989 report and May 12, 1992 draft foll ow up

report, actions still remain to be taken to fully address this
weakness. ChIK one corrective action has been fully

i npl emented --the random assi gnment of applications. As for the
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other two recommendations, regarding the devel opment of a
reference docunent for reviewers and inplenmentation of a
quality control review system FDA is still in the process of
i npl emrenting these actions.

Consi stent with the fact that full inplenentation of
corrective actions underway and planned is not expected to be
conpl eted until sone future date, HHS should continue to
report the generic drug application review process as a
material internal control weakness under the provisions of the
FMVFI A In addition, although OVB has del eted the generic drug
application review process fromthe high-risk list, failure to
neet the commtnents nade by the Conm ssioner may result in
the review process being returned to the high-risk area.

The HHS' FMFI A policy requires that a detailed internal
control review be conducted within 1 year after a materi al
weakness is reported as being corrected. Such an interna
control review will provide the Managenment Oversight Council
with the information needed to determne if the generic drug
approval process' weakness has in fact been corrected.
Accordinqu, FDA shoul d conduct an internal control review
after all corrective actions pertaining to the generic drug
approval process have been conpl et ed.

W woul d appreciate being advised within 60 days on the status
of corrective actions taken or planned on each reconmendati on.
Shoul d you wi sh to discuss the Issues raised by our review and
reconmendations, please call nme or your staff may contact
Daniel W Blades, Assistant Inspector CGeneral for Public

Heal th Service Audits, at (301)443-3583.

bcc:

O G ES

Reading File - QAS
Reading File - PHSAD

PHSAD/ERADISH/JLJ - 08/26/92 FILE 2GENER.RPT
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quality control aasessmentr of generic drug application reviews.
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PUBLI C HEALTH THE OFFICE OF

M_D%MEP . - OF FDA ‘S
DRUG APPROVAL -15-01-0002
General Comments

The O G conducted its field work on this review from April 1 to
Septenber 30, 1991. In the nonths following this review, PHS’
Food and Drug Admnistration (FDA) and its Center for Drug

Eval uati on and Research (CDER) have taken additional steps to

address all issues raised by QG in this report. As aresult,

the recommendations made by O G either have been or are being

inplenented at this tine.

V¢ are pleased to report that the conmtnents nade b% t he
Commi ssioner of Food and Drugs in Decenber 1991 to the Deputy
Director, Ofice of Managenment and Budget (oMB) have been =
fulfilled. These commtnents were to: ~ (1) finalize new policies
and procedures for the assignment of generic drug applications,
(2) finalize a reference document to facilitate the chemstry
review of abbreviated new drug applications (aNDA), and

(3) assess the concept and feasibility of a quallt%/ control
review system The follow ng paragraphs describe fhe actions
taken to fulfill each of these comm tnents.

Regarding the first commtnent, a December 30, 1991 nenorandum
from the Director, Office of Generic Drugs (OGD) initiated

I mpl ementation of a policy for the random assi gnment of ANDAs.
Copies of this menmorandum were provided to 0GD's chemstry staff.
The nmemorandum started a series of steps which resulted in the
full inplenentation of random assignnment' procedures effective
June 8, 1992. This policy effectlveIK I enoves anTy subjectivity
in the assignment of ANDAs based on the concept of_ a chemstry
review branch queue of unassigned applications. The oldest
Bendl ng unreviewed original application in the branch queue wll
e assigned to the next available reviewer, subject to limted
exceptions such as new reviewers, conflicts-of-interest by virtue
of prior enploynment, and applications requiring special
expertise. Any deviations from this ?ollcy must be approved by
the appropriate supervisor and carefully docunmented.

In reference to the second conmtnent, FDA issued a draft
chemstry reference document, dated Decenber 30, 1991, for all
chenmistry reviewers and their supervisors. This docunent
identifies the elements of a review of the chemstry,

manuf acturing, and controls portion of an anpa. It facilitates
the review process by indicating which parts of the Food, Drug,
and Cosnetics Act; Code of Federal Regulations; OG Policy and
Procedure Quides; and other FDA docunents relate to each "el enent
of a review O is currently revising the draft to conform
section nunber references to the regulations inplenenting Title |
of the Drug Price Conpetition and Patent Term Restoration Act of
1984, Public Law 98-417, which were published in April 1992. O



% gcts to issue this chemstry reference in final in Septenber

Finally, the third commtnent has also been met. On Decenber 30,
1991, the Associate Drector of Chemstry, O, CDER was
designated to perform quality control assessments of selected OGD
chemstry reviews. This individual was assigned to the Ofice of
the Director, CDER to enable Center managenent to conduct an

I ndependent review of his perfornance.

G_Reconmendat i on

Ve recommend that the Assistant Secretary for Health direct the
FDA Conmm ssi oner to:

L Modify the ANDA assignment method to renove the opportunity
for branch chiefs to subjectively assign ANDAs tO reviewers.

PHS Comment

W concur that the ANDA assignnent system should provide a
reasonabl e assurance that the opportunities to msuse and

mani pul ate the system have been corrected. FDA has inplenented
this recomrendation with a new policy that effectively renoves
any subjectivity in the assignnent of ANDAs.

In a menmorandum dated Decenber 30, 1991, the Director, O,
initiated a series of steps which resulted in the full

i npl enentation, on June 8, 1992, of a new policy for the random
assignment of ANDAs. This policy provides for the assignnent of
ANDAs, primarily unreviewed original applications, in the order
in which they are received in the branch. The ol dest
applications in the branch queue are assigned to the next
available reviewer, subject to limted exceptions such as
potential conflict-of-interest by virtue of prior enployment, or
applications requiring special expertise. The policy also helps
to alleviate workload inbalances that mght occur when the review
chemsts work from individual queues.

The new policy and procedures further reduce the opportunity to
show partiality to applicants by building on controls previ ou_sI?/
in place. For exanple, the report indicated that it was possible
for a chemstry reviewer to perform a superficial initial review
of one firms ANDA while performng a conprehensive review of
another's.  Thus, deﬁendln on the situation, giving advantage to
one firm over the other. disagree with this assertion.

The OGD has had guidance and controls in place for many nonths
that act to prevent superficial review of anpas. PolicCy and
Procedures Cuide #28-90 requires that reviewers conduct a
conprehensive review of an ANDA before issuing a not approvable



letter. The not approvable letter must contain a full statenent
of all deficiencies.

In order to enforce this guidance, 0Gb’s first-line supervisors
are directed to ensure that the chemsts' reviews are

conpr ehensi ve, address the major conponents of the ANDA, and that
the resulting action letters reflect the conplete review.
Following this initial review, the Directors of 0GD’s two
Divisions of Chemstry examne the chem st(r:%Erew ews to ensure
that they are conprehensive and adhere to R and OGD policies.
Lastly, the Associate Director for Chemstry, who reports to CDER
managenent, conducts an independent quality control audit of
selected chemstry review to provide a third |level of control.

The O G report also expressed concern that, under o0GD’s former
procedures, consideration was not given to a chemst's backlog
when assigning ANDAs for review. 0 support its position, the
report cited exanples of the backlogs of applications ranging
fromS to 53 for different chemsts.

A chem st's workl oad consists of Anpas, suppl ements, and annual

reports. Al of these were taken into account by branch chiefs

when assi ?m ng work. In addition, branch chiefs considered these
a

addi tion critical factorss

» The nunber of strengths for the applications in the
queue. Applications submtted prior to January 1, 1991,
correspond to only one strength, while subsequent
agpllcatlons typically respond to two or nore strengths.

ual 'y, each chemst has a conbination of applications
submtted under the prior and new policies.

» The speed in which a chemst performs a review
» The chem st's experti se.

« The conplexity of applications in the chemst's queue.
For exanple, one chemst's queue of five applications
requiring complex, lengthy reviews may have required as
much tine as another's queue of nore applications that
needed nore straightforward reviews.

A May 1992 OGD review of pending applications among chem sts
indicated that the w dest range of backlogs of applications
ranged from 2 to 14 for one branch.

The 01G's concern regarding reviewer backlog and assignment of
applications is no longer relevant under 0GD's new random

assi gnment system



O G Reconmendati on

2. Revise the "first-in, first-reviewed" Bolicy to ensure that
aNDas that are received in the review branch first are
reviewed first,

PHS Comment

V& concur. FDA has inplemented this recomendation with its new
random assi gnnent system which will ensure that ANDAs, prinmarily
unreviewed original ~applications, received in the branch first
will be reviewed first. Under this policy there are provisions
for limted exceptions to the procedures. An exanple ofa
special circunstance that could require deviation from the
"first-in, first-reviewed" policy would be applications which
require special reviewer expertise, such as netered dose
inhalers. Any deviations which are not explicitly permtted
under the guidelines for the random assignment policy nust be
approved by the division director and carefully docunented.

In addition, under the system of assigning applications, reasons

for deviations from the review priority on the chemst's review

gueue reflecting oGD's "first-in, first-reviewed" policy nust be
ocunented at the time the exception is made. Any exceptions are
reported to the branch chief who documents the incident and

di scusses this topic during regularly scheduled neetings with the
division director.

O G Recommendati on

3. Devel op specific witten guidelines for review ng chemsts
on the proper way for an ANDA to be reviewed.
PHS Conment

W concur. FDA IS inplementing this recommendation. On
Decenber 30, 1991, the Director, OGD, issued a draft chemstry
reference docunent for all chemstry reviewers and their
supervisors.  This docunent supplenents existing policies and
procedures and further ensures the consistent and conprehensive

review of applications. It identifies the elements of a review
of the chemstry, manufacturing and controls portion of an ANDA
or abbreviated ‘antibiotic application. It facilitates the review

process by indicating which parts of the Federal Food, Drug, and
Cosnetic Act, the Code of Federal Regulations, OG Policy and
Procedure Quides, and other CDER or FDA docunents relate to each
element of a review 06D’s training branch is using this
document in its curriculumto train new chem sts.

Currently oGD is revising this draft document. The revised
chemstry reference document wll conform section number



references to the regulations inplenenting Title | of the Drug.
Price Conpetition and Patent Term Restoration Act of 1984, Public
Law 98-417. These mPI enenting re%%lDatlons were published on
ril 28, 1992. As stated above, expects to 1ssue this
chemstry reference document in final in Septenber 1992

In addition to the chemstry reference document, OGD has had
Policy and Procedure Cuides available for its reviewng staff
since 1989. At least 12 of these guides are directly relevant to
the scientific review of applications.

QIG _Recommendat i on

4. Establish a quality control review system outside of OGD to
ensure the propriety of individual ANDA reviews and the
integrity of the ANDA review process.

PHS Comment

W concur. Foa has inplenmented this recomendation. In 1991,
oGD assigned responsibility for performng quality control
assessnents of selected chemstry reviews to the Associate
Director for Chemstry. In response to'suggestions from O G and
others that the quality control function be separated from OGD,
the Associate Director for Chem st(r:t\;Ewas assigned from OGD to the
Ofice of the Director of CDER  CDER management will conduct an
I ndependent review of this individual's performance.

The CDER is in the initial stages of developing a broader quality
assurance function that wll cover reviews performed of both
aNDas and New Drug Applications (NDA). Pending establishment of
this CDER-wide program the Associate Director for Chemstry wll
perform quality control assessments of selected ANDA chem stry
revi ews. |

O G Recommendation

s. Continue to report the absence of adequate internal controls
in the generic drug approval process as a material weakness
under the Federal nagers' Financial Integrity Act (FMFIA)
until such time as all recomrended inprovenents have been
fully inplemented.

PHS Conmment
W concur that at the time the OG report was prepared, the
generic drug approval process still had deficiencies that

constituted a material weakness under FMFIA. However, our
response to this OG report denonstrates that all of the AG
recormendations, as well as the Comm ssioner's conmtnents to
OMB, have been fully inplenented. Therefore, we wll notify the



Departnental Management Oversight Council (Council) that
appropriate actions have been taken to correct the material
internal control weakness in this programarea. W wil| request
that the Council declare this material internal control weakness
corrected and the generic drug aPprovaI rocess be removed from
the Departnental |ist of internal control weaknesses reported
under FMFIA.



