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. to be discontinued. Additionally, the policy authorizes
the services to make similar decisions concerning locally-
procured drugs in this category or to delegate their au-
thority to local P§T Committees.

The policy also authorizes the procurement of '"possibly
effective" drugs when no alternative means of therapy is
available and final FDA determinations on their efficacy
are expected to require a long period of time. . However,
both central 'and local procureﬁentsrof these items are to
be minimized to take into account the possibility that they
may be finally determined by. FDA to be ineffective and
ordered removed from the market. cy

Shoétly after June 1973, the military departments in-
cluded the revised policy in their instructions for field
installations together with up-to-date consolidated listings
of FDA drug safety and effectiveness data f&i u;é by mili-
tary medical personnel.

Under CHAMPUS, DOD has placed no festribfidns on the
drugs that may be prescribed and is not éuppliéd detailed
data concerning the specific drugs that are being paid for.

Therefore, DOD could be paying for drugs under CHAMPUS

which could not be procured for its direct care activities.

19
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Actions Taken by the
Veterans Administration

Since December 1970, VA's policy has continued to be
ktﬂat all "ineffective" drugs must be removed from VA hospitals
except where special approval of the Central Office Executive
Committee on'Therapeutic Agents has been obtained. Also,
VA'slpolicy concerning "possibly effective'" drugs continues
to require that consideration be given to using an alterna-
tive product having a higher FDA effectiveness classification.

To strengthen the policy's implementation, the VA is
furnishing a list of drugs ordered to be withdrawn from the
market to the P§T Committees at each VA facilify which buys
or dispenses drugs. Further, a current statement of VA pol-
icy on the use of drugs is now being developed by the Central
Office Executive Committee on Therapeutic Agents for distribu-
tion to all VA facilities.

Actions Taken by the Department
of Health Education and Welfare

As we testified in May 1972, HEW's policy was that Fed-
eral funds shall not be spent for "ineffective' drugs except
under approved clinical research projects, or for "possibly
effective" drugs, except under similar projects or when al-
ternative means of drug therapy are not available. In Oc-
tober 1971, HEW agencies involved in direct patient care were

instructed to stop procurement and use of such drugs and to

20
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advise their contract physicians of the Department's policy.
These instrucgions remain in effect,

Although the policy was intended for use in all of the
Department's programs, it has not yet been implemented for
the Medicare and Medicaid programs. The Department, SSA, and
SRS have each drafted proposed regulations to address this
matter. We understand that the drafts of the proposed regu-
lations are under review in the Deéartment and that notices
of proposed rule making will be published for comments by in-
terested parties in the near future. '

You may recall that we issued a letter to the Adminis-
trator, SRS, in May 1972 bringing the matter to his atteg-
tion and asking him to advise us concerning SRS plans fo}
implementing the Department's policy. In June 1972, the Ad-
ministrator told us that a draft of a regulation implementing
the Surgeon General's 1970 policy had been cleared in SRS
aﬁd was being prepared for transmittal to the Officé of the
Secretary for publication as a proposed rule. The regulation
was not published.

As part of our continuing review efforts concerning
Medicaid activities, we have recently initiated a survey of

the administration of the Medicaid drug program. We have

21
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already noted that States were continuing to pay for
"ineffective' and "possibly effective" drugs.

For example, in one month--September 1973--three States
paid an estimated $692,000 for such drugs. Also, we con-
tacted officials of two additional States--which were in-
cluded in our 1972 review--and were informed that these
States had not changed their policy concerning payment for
"ineffective' and '"possibly effective' drugs and would not
do so until SRS issues its final regulations concerning this
matter. '

We have again brought this matter to the attention of
HEW in a letter to the Secretary, dated February 15, 1974.

Mr. Chairman, this concludes my statement. We shall be

happy to ahswer any questions that you or other members of

the Subcommittee may have,

22



COMPETITIVE PROBLEMS IN THE DRUG INDUSTRY 10521

COMPTROLLER GENERAL OF THE UNITED STATES
WASHINGTON, D.C. 20848

B-164031(2)

To the President of the Senate and the
Speaker of the House of Representatives

This is our report on problems in obtaining and enforcing
compliznce with good manufacturing practices for drugs, Food
and Drug Administration, Department of Health, Education, and
Welfare.

Our review was made pursuant to the Budget and Accounting
Act, 1921 (31 U.S.C. 53), and the Accounting and Auditing Act of
1950 (31 U.S.C. 67).

Copies of this report are being sent to the Director, Office

of Management and Budget, and to the Secretary of Health,
Education, and Welfare.

e (7 [,

Comptroller General
of the United States
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COMPTROLLER GENERAL'S
REPOR? TO THE CONGRESS

WHY THE REVIEW WAS MADE

Drugs sold in the United States
during recent years have been
produced by about 6,400 firms,
Although each is accountable for
the quality of its products, the
Congress placed upon the Food and
Drug Administration (FDA) the re- .
sponsibility that drugs, shipped
across State borders, be of satis-:
factory quality when sold to
consumers.

The Federal Food, Drug, and
Cosmetic Act (FD§C Act) makes FDA
responsible for insuring that adul-
terated drugs are prevented from
reaching the market. This law

--defines an adulterated drug as °
one, among other things, which
has not been produced in con-
formity with jood manufacturing
practices and

--requires FDA to inspect drug
manufacturers and repackers (re-
ferred to hereinafter as drug
producers) at least once every
2 years.

Good manufacturing practices
include (1) maintaining formula and
batch-production control records
and procedures, (2) establishing
test procedures to insure that

drug components or the finished
product conform to appropriate

PROBLEMS IN OBTAINING AND
ENFORCING COMPLIANCE WITH GOOD
MANUFACTURING PRACTICES FOR DRUGS
Food and Drug Administration
Department of Health, Education,
and Welfare B-164031(2)

standards of identity, strength, .
quality, and purity, and (3) keeping -
distribution records of each batch

of adrug to facilitate its recall
from distribution, if necessary.

In this review the General
Accounting Office (GAO) has evalu-
ated FDA's program for inspecting
drug producers and enforcing com-
pliance with gaod manufacturing
practices.: GAO reviewed the inspec-
tion records of 73 drug producers
inspected’ during the 2-year period
ended March 31, 1971, and the in-
spection records of 98 drug
producers which were not inspected
during this period.

Except for five large drug
producers, firms were randomly se-
lected for review, The drug pro- -
ducers were in three FDA districts
in which nearly 25 percent of the .
Nation's 6,400 drug producers were
located.

FPINDINGS AND CONCLUSIONS

-Overaitl findings

Several factors have hindered FDA's
obtaining and insuring compliance
with good manufacturing practices
by drug producers.

--FDA has not always enforcod

aggressively compliance with good
manufacturing practices by many

MARCH 29. 1973
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of the drug producers it has
inspected, even though deviations
from these practices can lead to
adulterated products. )

--Proper and timely written
notification of needed correc-
tions was not provided to drug
producers' top management;' and
followup inspections were usually
untimely, hampering, in many in-
stances, FDA's efforts to obtain
voluntary compliance with good
manufacturing practices.

--Some drug producers have not been
inspected:as often as required,
although FDA considers its in-
spections to be an integral part
of its defense against adulterated
products reaching the consumer.

--FDA did not have a complete and
accurate list of drug producers
required to-be registered and
inspected.

FDA has taken some steps to over-
come these problems. More are
nceded.

According to FDA, two factors have
contributed to existing conditions:
(1) its limited resources and

(2) its need to be concerned with
good manufacturing practices for
drugs posing the most significant
potential health hLazard.

Limited enforcement

FDA inspections have shown a large
number of producers to be deviating
from good manufacturing practices.
Although such deviations can lead
to adulterated drugs, FDA has not
enforced compliance with good manu-
facturing practices by many of the
drug producers it has inspected.

During fiscal year 1971, FDA made
7,124 inspections of drug producers.

‘0f these, nearly 4,000 were followup

inspections where deviations from
good manufacturing practices had
been reported previously. Over
half of the followup inspectionms,
2,174, showed that producers still
were not complying with good manu-
facturing practices.

In reviewing inspection records of
73 drug producers, GAO found that

48 percent of the producers criti-
cally deviated from good manufac-
turing practices on successive .
inspections, FDA identifies criti-
cal deviations as those having the
greatest probability of creating
adulterated products. (See p. 12.)

‘FDA has taken relatively few legal
actions to enforce compliance.
During fiscal years 1970 and 1971,
FDA approved only 51 seizures,

2 injunctions, and 5 prosecutions
for deviations from good
manufacturing practices.

GAO believes that producers
chronically deviating from good
manufacturing practices do not have
sufficient incentive to correct
their practices because FDA has

- not used available legal options.

For example, FDA inspected one

firm's manufacturing practices three

times during the 32-month period )
ended December 15, 1971, concluding

" each time that the firm was not

complying with good manufacturing
practices such as formula and
production. control records not
being maintained.

The number of deviations increased

- from 6 in the first inspection, to

23 .in the second, to 49 in the
third inspection. Although 78
deviations were found, of which
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39 were critical, legal action was
not taken. Instead, FDA relied
primarily on oral and written com-
munications with the firm and
followup inspections to promote
voluntary corrective actions,

The shortcomings in FDA's
enforcement are believed to stem
primarily from a lack of instruc-
tions on when legal actions should
be taken and the resultant con-
fusion between district office per-
sonnel responsible for recommending
legal action and FDA headquarters
personnel responsible for approving
it, (See p. 19.)

A February 1972 policy change )
indicates FDA's intention to enforce
good manufacturing practices more
aggressively. GAO believes that the
continuing lack of guidelines to the
district offices will hamper the
effectiveness of this change.

FPollowup actione inadequate

Some drug producers have not
corrected deviations from good
manufacturing practices because FDA
frequently did not take.proper '
followup actions to insure that
drug producers' top management was
aware of inspection findings.

GAO's examination of reports and
other records relating to 150 in-
spections of 58 producers included
in the sample showed that FDA issued
a post inspection letter to top
management in only 75 of 150 inspec-
tions made and that such letters
were often untimely. (See p. 24.)

FDA lacked guidelines for timely
scheduling of followup' inspections
to determine whether producers take
needed corrective action. GAO

Tear Sheet. : ) 3
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reviewed 83 inspection cases
involving deviations from good
manufacturing practices for which
followup inspections were scheduled
to be made during a specific month
prior to December 31, 1971, GAO
found that only 25 were made when
scheduled, 32 were made late, and

© 26 were not made by December 31,

1971. The timing of followup in-
spections is left to the discretion
of each FDA district office.

(See p. 26.)

3

‘The February 1972 policy change

discontinued the use of post inspec-
tion letters as a means of notifying
drug producers of inspection find-
ings. Instead, warning letters will
be used for minor deviations.

Action to seize products or cite
firms for prosecution will be used
for critical deviations, Subsequent

-to the completion of GAO's field-

work FDA réscinded its policy state-
ment of February 1972 and issued a
new policy statement.

However, the policy change does not
provide guidelines to insure that

" drug producers' replies to warning

letters or citations will be prop-.
erly monitored and that timely
followup inspections will be made :
when needed.

Warning letters--unlike post
inspection letters and citations-- -
do not specify a time limit in
which a drug producer must notify
FDA of corrective actions planned
or taken,

Inspection goverage

FDA lacks an effective means of
insuring that all drug producers
are -inspected at least once every
2 years as required by law.
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In the three FDA districts reviewed, -

at least 213 drug producers, or
about 16 percent, had not been in-
spected during the 2-year period
April 1969 through March 1971.
Another 123 firms weré listed as
not inspected but records were not
available to substantiate that the
firms were in fact subject to in-
spection., (See p. 30.)

Records of 98 of the 213 firms not
inspected showed that an average

of 36 months had-elapsed (as of
March 31, 1971) since 74 of these
firms were last inspected. The re-
maining 24 firms had registered for
‘the first time during the 2-year
period and were not required to
have been inspected by March 31,
‘1971, The 24 firms had been
registered an average of 9 months--
7 for over 12 months. (See pp. 31
and 32.)

FDA had not established guidelines
on how soon firms should be in-
spected after registration. S8ince
newly registered firms are per-
mitted to produce and distribute
drug products for consumer use,
FDA should consider making an
earlier initial inspection of such
firms.

The failure to inspect some pro-
ducers when required can be attrib-
uted to weaknesses in the inspection
scheduling process, the prior-

ity given to reinspecting other
producers with a history of deviat-
ing from good management practices,
diversion of manpower to crisis
situations, and the lack of
manpower,

Although GAO found. that noninspected
firms generally were small producers
of nonprescription drugs, the FD§C
Act clearly requires that FDA

inspect all drug producers regard-
less of size or product type. (See
p. 32.)

Inacourate drug firm listings

FDA maintains two master firm list-

‘_ings for management and control pur-

poses: the drug firm registration

‘listing and the official establish-

ment inventory.

" The purpose of the registration

b

trol.

listing is to identify all drug
producers subject to the 2-year in-
spection requirement. The official
establishment. inventory is FDA's
official record of all firms produc-
ing products which fall into FDA's
regulatory purview. The official
establishment inventory is one tool
headquarters uses to decide the
annual allocation of each district's
inspection manpower resources among
various types of inspections.

GAO found that these two listings
for calendar year 1971 were
inaccurate and FDA had neither moni-
tored nor enforced annual registra-
tion of drug producers as required
by law. In GAO's opinion, the use-
fulness of the listings has been
significantly reduced as a basis for
management decisionmaking and con-
(See p. 37.)

RECOMMENDATIONS

The Secretary of Health, Education,
and Welfare (HEW) should direct the
Commissioner, FDA, to:

--Establish more definitive guide-
lines to be followed by FDA head-
quarters and district offices,
specifying (1) when products
should be seized--especially those
posing a questionable health

Y.
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hazard, (2) the amount and type

of documentation needed to ade-
quately support the seizure ac-
tion, and (3) when firms should be
cited for prosecution.

--Consider establishing a time limit
for receipt of the written re-
sponse requested in warning
letters.

--Correct the inventory of drug
producers subject to the 2-year
inspection requirement so that
FDA will have complete and ac-
curate knowledge of the scope of
its inspection responsibilities.

--Establish an inspection sched-
uling system monitored by FDA
headquarters to insure that all
drug producers are inspected at
least. every 2 years.

--Establish guidelines to insure

timely initial inspection of newly
registered drug producers.

Tear Sheet

--Properly enforce the annual drug
producers' registration require-
ment and effectively monitor the
accuracy and completeness of the
registration listing to permit its
use as a cross-check on the offi-
cial establishment inventory
listing.

AGENCY ACTIONS AND UNRESOLVED
ISSUES :

HEW concurred in GAO's recommenda-
tions and advised that a number of
corrective actions had been or would
be taken. (See pp. 22, 29, 35,

36, and 41.)

MATTERS FOR CONSIDERATION BY THE

CONGRESS

This report provides the Congress
with information on FDA's drug firm
inspection coverage and enforcement
of good manufacturing practices.
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CHAPTER 1
INTRODUCTION

Protecting the consumer from unsafe and ineffective
drugs is one of the primary responsibilities of the Food
and Drug Administration (FDA). Drugs, one of mankind's most
effective means of preventing and treating diseases and
other ailments, are produced by about 6,400 drug producers
in the United States. Sales of drugs in 1970 amounted to
about $12.5 billion. While each producer is responsible for
the quality of its products, the Congress gave FDA the re-
sponsibility for insufing that only drugs of satisfactory
quality are sold to the consumer. .

FDA derives its authority to regulate drugs from the
Federal Food, Drug, and Cosmetic Act (FD§C Act), as amended
(21 U.S.C. 301). The FD§C Act defines drugs as articles
intended for use in the diagnosis, cure, mitigation, treat-
ment, or prevention of disease in man and articles (other
than food) intended to affect the structure or any function
of the body of man (for example, articles intended for
weight reduction). The FD&C Act prohibits the shipment of
adulterated drugs in interstate commerce and defines an
adulterated drug as, among other things, one which has not
been produced in conformity with good manufacturing practices
(GMPs) . * :

FDA inspects drug producers to insure that drugs are
produced in accordance with GMPs. Because FDA's ability
to protect the consumer depends to a large exteat on effec-
‘tiveness of its efforts to inspect drug producers and en- '
force compliance with GMPs, we examined FDA's inspection
and enforcement program in three FDA districts in which
nearly 25 percent of the 6,400 drug producers were located.

To keep adulterated drugs from reaching the consumer,
the FD§C Act authorizes FDA to inspect drug producers. Each
domestic drug producer must register annually with FDA and
be inspected at least biennially. FDA's inspections are to
determine whether sound methods, facilities, and controls
are used in all phases of drug manufacture and distribution;
FDA inspections include equipment, finished and unfinished
materials, containers, manufacturing records, and laboratory
controls. ‘
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The 1962 drug amendments to the FD§C Act introduced the
concept that drugs should be produced in accordance with
GMPs, The drug industry and FDA jointly developed the GMPs
after-a careful review of the methods followed in producing
drugs. By following the jointly .developed guidelines, it is
presumed that the marketing of adulterated drugs will be
minimized and that if marketed, they could be readily recalled.

The Secretary of Health, Education, and Welfare (HEW)
issued regulations (21 CFR 133) for determining whether drugs
have been manufactured, processed, packed, or held in ac-
cordance with GMPs, Some examples of GMPs are:

--Prepare and maintain for at least 2 years a separate
batch-production control record for.each batch of
drugs produced. The record should include an accurate
reproduction of the appropriate formula and a descrip-
tion of each step in the manufacturing, processing,
packaging, 'labeling and controlling of the batch,
including dates and specific identification of each
batch of componénts used,

--Establish laboratory controls that include adequate
specifications and test procedures to insure that
components, drug preparations in the course of proc-
essing, and finished products conform to appropriate
standards of identity, strength, quality, and purity,

~--Maintain, for at least 2 years, complete records of
the distribution of each batch of drug in a manner
that will facilitate its recall if necessary.

The regulations also include GMPs covering such areas
as buildings, equipment, personnel, components, production
and control procedures, product.containers, packaging and
labeling, and complaint files. Appendix II contains more
details on GMPs,

To prevent adulterated drugs from reaching the consumer,
FDA can initiate one or more of the following legal actions
through the Department of Justice. '

--Prosecute an individual who violates provisions of
of the FD§C Act.
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--Enjoin a producer or individual from violating the
FD§C Act and FDA regulations,

--Seize any drug product that is adulterated or mis-
branded when introduced into, or while in, interstate
commerce.

Although recall is not provided for under the FD§C Act,
FDA permits producers to voluntarily recall drugs that are
alleged to violate the FDGC Act. During fiscal years 1970
and 1971, respectively, 889 and 1,421 voluntary recalls of
drugs were instituted. FDA officials stated in an August
1968 inspection instruction that most recalls stem from
deviations from GMPs, Appendix III conta1ns comments on
FDA's enforcement alternatives.

A Commissioner, under the direction of the Assistant
Secretary for Health, HEW, administers FDA. The drug firm
.inspection program, under the overall administration of FDA
headquarters in Rockville, Maryland, is carried out by 19
district offices located throughout the United States and in
Puerto Rico. FDA's appropriation for flscal year 1972 was
about $110 million.

For fiscal year 1972 FDA devoted about $5 million, in-
cluding 275 man-years, to the inspection of drug producers.

We directed our review primarily at FDA's inspection

“ program for drug producers to insure that quality drugs are
produced and that actions are taken to have producers cor-
rect deviations from current GMPs, We also tested the ac-
curacy and reliability of data generated by FDA's managenent
information system, '

We reviewed inspection records for 171 drué producers,
of which all except 5 were randomly selected.

We interviewed FDA officials and reviewed applicable
legislative history and FDA's regulations, policies, and
practices for inspecting drug producers and initiating cor-
rective actions. We also reviewed FDA records and files
for fiscal years 1969-71 pertaining to the inspection of
firms and the sampling of drug products.
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We made our review at FDA headquarters in Rockville,
Maryland, and at FDA district offices in Atlanta, Georgia;
Detroit, Michigan; and Philadelphia, Pennsylvania,

10
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CHAPTER 2

LIMITED ENFORCEMENT OF COMPLIANCE

WITH GOOD MANUFACTURING PRACTICES

Although deviations from GMPs can lead to adulterated
drugs, FDA has not enforced compliance with GMPs by many of
the drug producers it has inspected. Of the 7,124 inspec-
tions. during fiscal year 1971, nearly 4,000 were followup
inspections where deviations from GMPs had been previously
encountered. Over half--2,174--of the followup inspections
showed that producers were still not complying with the
FD§C Act.

The FD§C Act provides FDA with legal sanctions to
enforce drug producer compliance with GMPs:

--Authority under section 301 to prohibit the
introduction or delivery for introduction into inter-
state commerce of any drug that is adulterated.

--Authority under section 302 :to initiate injunction
proceedings--civil court actions--to restrain viola-
tions of section 301.

-~Authority under section 303 to impose penalties for
conviction of any person who violates a provision of
section 301.

--Authority under section 304 to seize any drug that-.
is adulterated or misbranded when introduced into.or
while in-interstate commerce.

FDA's guidelines for using this authority provide that
prosecution, injunction, or seizure may be considered on
the basis of inspectional evidence only; i.e., a product
need not be sampled and analyzed to show that it is
adulterated. The guidelines also provide that:

--Support for seizure actions should include documen-
tation of the deviations from GMPs that demonstrate
inadequate assurance of identity, strength, dquality,
or purity of the drug.

11
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--Injunction action may be considered when a producer
has generally ignored the principles of GMPs in the
past and sufficient evidence is available to estab-
lish that continued violations are likély to occur.

--Prosecution may also be considered when a producer
has generally ignored the principles of GMPs, A
record of faulty past performance may be necessary to
warrant prosecution when inspectional evidence is not
accompanied by sample analysis showing adulterated
drugs.

To evaluate FDA's effort to enforce compliance with
GMPs, we reviewed the inspection records of 73 drug pro-
ducers. Sixty-eight of these were randomly selected from
857 drug producers that had been inspected during the 2-year
period ended March 1971 in the 3 FDA districts included in
our review. We also reviewed the inspection records of =’

5 major prescription drug producers that received a more
intensified FDA inspection of GMPs as part of a special pro-
gram, According to FDA, this indepth inspection program

of the major prescription drug manufacturers resulted in
massive improvements in manufacturing practices but was
discontinued because it consumed tremendous resources.,

LIMITED USE OF LEGAL SANCTIONS
TO _ENFORCE GMP. COMPLIANCE

FDA has not always aggressively used its legal sanctions
to enforce compliance with GMPs, Our examination of the
inspection records for the 73 drug.producers showed that.

--58 of the 73 producers had a total of 1,015 GMP
deviations of which 382 according to FDA administra-
tive guidelines were critical and

--35, including the S major prescription drug producers,
or 60 percent, of the 58 firms had critical devia-
tions from GMPs on successive inspections.

FDA identifies critical deviations from GMPs as those

deviations having the greatest probability of creating
adulterated products., The 382 critical deviations included:

12,
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--Raw materials not assayed.

--Incomplete or .no master formula or batch production
record.

--Incomplete or no production and control procedures.
--No laboratory controls
--No distribution records.

In most instances FDA relied on communication with the
producers and reinspection to encourage voluntary corrective
action. Although these steps may have resulted in some
improvements, FDA inspection reports revealed that in most
instances the action taken had not achieved compliance with
GMPs . :

The following three examples illustrate FDA's'
enforcement of GMPs, as noted during our review. |

Firm A is a drug producer with estimated annual drug
sales of $200,000. FDA made four inspections of this firm
during ‘the 50-month period ended December 1971. In each
instance FDA concluded that the firm was not in compliance
with GMPs. The inspection reports revealed, as summarized
below, a total of 34 deviations of which 15 were critical
according to FDA guidelines.

13
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Date

Nov. 1967

Mar. 1968

Sept. 1969

June 1971

Conditions found

Seven deviations from GMPs including
the following four critical deviations:

--No assay of raw materials,
--No controls over labkling.

--No manufacturing records other
than master formula. :

--Lot numbers not assigned to
batches.

Also, firm'did not clean bottles or
caps used in packaging and did not have
equipment to clean them.

Inspection revealed no changes in firm's
operations; owner made no effort to
comply with previous inspector's oral
recommendations. Eight deviations from

GMPs were identified, including the fol-

lowing four critical deviatioms:

--No assay of raw materials.
--No working formulas.

--No manufacturing records. .
--No label controls.

No 'improvements in manufacturing prac-
tices. Six deviations noted, two
critical:

--No assay of raw materials or -
finished products,

~=No manufacturing records.

Also, failure to adequately clean -
packaging and labeling equipment.

Firm was not registered ls.requited
by the act. Thirteen violations of
GMPs were identified, five critical:

~-No master production and
control records,

--No batch production and control
records.

--No laboratory control.

--No Qtability testing of finished
product,

--Lot distribution could not be
readily determined.

14

June 1971. o

FDA action

Deviations discussed with
representative of firm.
Reinspection was scheduled
for March 1968.

No 1isting of inspectional ob-
servations was issued.  Post
inspection letter issued

40 days after inspection.

Letter did not cite any vio-
lation of the FD§C Act. No
response was requested or

received. Reinspection was

. scheduled for (ctober 1968,

but was not mad: until Septem- -
ber 1969. :

A list of inspectional observa-
tions was issued. Post inspec-

" tion letter was. issued 22 days

after the inspection. Response

- was requested but not received.

Reinspection was stheduled for . .
March 1970 but not made until’

A 1list of inspectional observa-
tions was previded. No pest
inspection letter was issued.
Reinspection was to be scheduled,
but no further actioa was tsken
as of December 31, 1971..
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In 1969 the inspector noted that for the previous
several years management had a less than acceptable attitude
toward compliance. He stated, "Specifically, the producer
refuses or is incapable of complying with good manufacturing
practices." Although the management had continually promised
to comply with GMPs, according to the June 1971 inspection
report, there was no evidence that its intent was sincere.
Because of the lack of FDA action, this producer has been
permitted to manufacture and market drugs which are copsidered
adulterated under the FD&C Act.

Firm B is a producer with estimated annual sales of
$30 million consisting primarily of medicated or extra relief
cough drops. FDA inspected the producer's manufacturing
practices twice during the 2-year period ended March 1971,
each time concluding that the firm was not complying with
GMPs. 1In its previous inspection, October 1968, FDA found’
that the producer failed to manufacture cough drops in compli-
ance with GMPs. FDA had observed that no tests were performed
on components or finished drugs and batch production records
were not maintained.

In an April 1970 inspection, FDA observed that the
producer continued to manufacture without batch production
records, testing of components and finished products, as well
as other critical deviations from GMP requirements. FDA,
relying on the producer to voluntarily correct the'deviations,
scheduled the firm for reinspection in 5 months.

In September 1970 FDA reinspected the producer and
again concluded that it was not in compliance with GMPs, The
inspection showed that the producer initiated a components
testing system that did not insure conformity to appropriate
standards of identity and strength. Furthermore the producer
continued to manufacture without subjecting finished drugs
to testing (i.e., identity and strength of active ingredients).
In addition, distribution records were not maintained to de-
termine the disposition of drugs manufactured. FDA, relying
on the producer to voluntarily correct .deviations, scheduled
the firm for reinspection in 10 months, July 1971.

In April 1971 FDA visited the producer to follow up on
a consumer complaint of a bristle~like object in cough drops.
In reviewing the producer's complaint file, FDA noted at
least eight other complaints on cough drops. The firm refused
further review of its complaint file and FDA terminated its
review without taking any action.

1s

-gz
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As of December 1971, FDA had not reinspected the firm to
determine whether corrective action had been taken.

Firm C is a drug producer with an estimated annual sales
of $80,000, consisting primarily of dental drugs, FDA in-
spected the producer's manufacturing practices three times
during the 32-month period ended December 15, 1971--each
time concluding that the producer was not complying with
GMP- requirements such as formula and production control
records not being maintained. The number of deviations
increased from 6 in the first inspection, to 23 in the second,
to 49 in the third--including critical deviations of 5, 9, and
25, respectively. Although a total of 78 deviations were
found, of which 39 were critical, FDA did not recommend that
legal action be taken to correct them; it relied on communica-
tion with the producer and followup inspections to promote
voluntary corrective action.

~ Although the producer corrected some of the dev1at10ns,
the last inspection showed the producer had continued to
manufacture drugs under conditions that did not conform to
GMPs.  An FDA supervisory inspector in this district advised
us that they usually wait at least two inspections before
recommending legal action to allow the firm to correct its
deviations,
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Reasons for infrequent
use of legal sanctions

The Director of the Office of Compliance, Bureau of
Drugs, told us that in his opinion when FDA inspectors find
major deviations from GMPs, in almost all cases they will
find an adulterated product. The Deputy Director, Office of
Compliance, said that in 1971 FDA had increased its effort to
enforce compliance with GMPs,

The Deputy Director said that a producer manufacturing
or marketing a prescription or nonprescription drug which
constitutes a health hazard and which continually deviates
from GMPs should be prosecuted and/or enjoined. He added
that injunctions place a considerable burden on FDA's man-
power since the producer's products must be continually
monitored. He said that, because of this, few producers
have been enjoined and FDA has been oriented toward approv-
ing only those cases which are health hazards,

FDA officials also described the following problems in
effectively using legal sanctions to enforce compliance with
GMPs:

--The lack of adequate guldelines for the use of
seizure actions by the districts.

~-The therapeutic insignificance of GMP violations by
producers of nonprescription drugs,

-=The need for embargo authority.
--The extremely slow judicial process.

Lack of adequate guidelines

According to the Director of the Office of Compliance,
Bureau of Drugs, FDA has had difficulty providing guidelines.
to the field offices for implementing GMPs according to the
law. He said GMPs require the user's interpretation. He
acknowledged, however, that current guidelines for implement-
ing GMPs should be revised and stated that staff resources
limited this action.

17
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FDA has not provided the districts with guidelines to
assist in developing a sound case. In addition, the Direc-
tor of the Division of Case Guidance, Bureau of Drugs, said
that some district personnel did not know what was needed
for compiling a sound case for legal action against viola-
tions of GMPs, He said that as a result district recommenda-
tions were frequently disapproved because the cases lacked
documentation and completeness rather than significance.

Also, the Director of the Division of Case Guidance,
who is responsible for approving the district recommenda-
tions, said that his staff did not have guidelines for mak-
ing case decisions. Rather, they rely on their expertise
and judgment developed over a period of many years of ex-
perience. The benefit of this experience, however, has not
been passed on to the district offices in the form of written
guidance for their consideration when developing recommenda-
tions. The following case illustrates the resultant confu-
sion. ‘

FDA officials in . one district, which initiated 18 of
the 51 seizure actions approved in the 2-year period ended
June 1971, stated that it had become increasingly difficult
to obtain headquarters approval of seizure recommendations.
The officials said five seizure recommendations were dis-
approved during the 2-year period and showed us seven similar
examples from fiscal year 1972, One of these examples
follows.

Firm D produces drugs with estimated annual sales of
$2 million. In December 1971 the district office completed
an inspection during which it observed 26 deviations from
GMPs. Production of two separate quantities of a drug were
considered adulterated based on inspectional evidence show-.
ing they were not manufactured in conformity with current
GMPs. Accordingly the district recommended seizure of both
quantities of production. Consistent with provisions of the
law and implementing regulations, no laboratory analysis
was considered necessary to support the recommendation.

In disapproving the seizure action, FDA headquarters
stated that the identified deviations were not significant
without FDA analysis of the product or other evidence of
widespread defects, Officials in the Bureau of Drugs stated:

18
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The Administrative Guideline concerning critical
and significant GMP dcviations must not be taken
as hard and fast rules, but must be interpreted
concerning relative significance in light of the
firm's actual practices and operations.

They explained that supporting a seizu¥re action based solely
on not following GMPs must be more stringent; i.e., devia-
tions must be of greater significance since the burden of
proof of deficiency is on FDA. ’

FDA district officials took strong exception to the
reasons for disapproval stating that deviations from GMPs
when considered in a group support the recommended seizure.
Specifically, the district was concerned with the Bureau's
position interpreting it to mean that in similar future
instances there would be a need for FDA laboratory analysis
showing a violation to support a seizure action, District
officials pointed out that the FD§C Act and GMPs permit
seizure actions on the basis of inspectional evidence only,
notwithstanding the need for or outcome of an FDA assay of
the finished product.

Because of the confusion created by headquarters' dis-
approval, of this and other seizure recommendations, the .
district officials requested clarification in February 1972
of current FDA policy and guidelines for initiating legal
action when inspections show firms are not complying with
GMPs. The district officials told us that a headquarters'
reply received in May 1972'did not provide the district with
guidelines for future action. FDA advised us in October
1972 that the guidelines for implementing GMPs were being
studied for improvement.

Therapeutic insignificance
of nonprescription drugs

Neither the FD§C Act nor FDA guidelines preclude legal
action against firms that deviate from GMPs when producing
nonprescription drugs. FDA headquarter officials stated,
however, that actions recommended and taken depended pri-
marily on the demonstration of therapeutic significance or
potential health hazard. Since nonprescription drugs usually
do not pose a significant threat to the public health, FDA
officials said they are reluctant to pursue  legal actions
for violations of GMPs on such drugs.

19
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Need for embargo authority

Bureau of Drug officials have expressed ‘a need to have
embargo authority--authority to temporarily detain drugs
suspected or known to be violative while seizure action is
processed and accomplished. Lacking such authority at
present, drugs identified for seizure are often shipped to
distributors before seizure action is approved. The Asso-.
ciate Commissioner for Compliance stated that FDA is unable
to effectively remove a drug from- the market after it has
been widely distributed since a seizure action would have
to be taken through each United States District Court having
jurisdiction over the product location. The need for FDA to
seek embargo authority is discussed in a previous GAO report
to the Congress.’®

Slow judicial process

Some FDA officials consider the effectiveness of
injunctions and prosecutions limited because the judicial
process is extremely slow, and in the meantime firms continue
to produce and market adulterated drugs. During fiscal ‘
years 1970 and 1971, FDA approved a total of 51 seizures,

2 injunctions, and 5 prosecutions because of deviations
from GMPs., It is evident from the national statistics that,
only in a few instances FDA used. either an injunction or
prosecution to enforce GMPs of the FD§C Act.

One of the few injunction orders processed by FDA took
16 months. Thirteen of the 16 months elapsed while the pro-
posed injunction was being processed through FDA headquarters.
By contrast, it took 2 months for the district to prepare the
recommendation and 1 month for the United States District
Court to approve the injunction after it was filed. :

Recent steps toward more
aggressive enforcement

In February 1972, FDA's Associate Commissioner for Com-
pliance issued a policy statement which resulted in the
following instruction being provided to district offices:

!"Lack Of Authority Limits Consumer Protection: Problems In
Identifying and Removing From The Market Products Which
Violate The Law." (B-164031(2), Sept. 14, 1972)

20
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--In those instances where critical deviations are
noted, seizure or citation will be recommended to
headquarters.

This policy change indicates FDA's intention to enforce
compliance with GMPs more aggressively since, before this
instruction, recommendations to headquarters for seizure or
citation were not mandatory.

CONCLUSION

FDA has not always aggressively enforced drug producers'
compliance with GMPs, as indicated by the large number of
producers in our samples with continuing deviations on suc-
cessive inspections. As a result, many firms have continued
to produce and market adulterated drug products. The non-
aggressive enforcement appears to have stemmed primarily
from a lack of guidance on when legal actions should be
taken and what should be documented and the resultant con-
fusion between FDA personnel responsible for recommending
legal action and those responsible for approving such action.
In our opinion, FDA has not provided sufficient incentive to
producers chronically deviating from GMPs to correct their
practices.

FDA's recent policy changes indicate a step toward more
aggressive enforcement of GMPs. FDA district offices have
been directed to submit to headquarters, recommendations of
citation for prosecution or of seizure in all cases of criti-
cal deviations. However, we believe the effectiveness of
this change will be hampered by the lack of guidance avail-
able to district offices, the confusion surrounding the
criteria for legal action, and the needed documentation to
support a case in-court.

RECOMMENDATION TO THE ! ;
SECRETARY OF HEALTH, EDUCATION, AND WELFARE

We recommend that the Secretary, HEW, direct the Com-
missioner, FDA, to establish more definitive guidelines to
be followed by headquarters and district office personnel,
specifying (1) when products should be seized--especially
those posing a questionable health hazard, (2) the amount
and type of documentation needed to adequately support the
seizure action, and (3) when firms should be cited for
prosecution,

21
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HEW concurred in our recommendation and advised us that
the Bureau of Drugs is studying administrative guidelines
for GMPs as well as the current good manufacturing practice
regulations with assistance from a drug quality control ex-
pert consultant with extensive industry experience. HEW |
stated that the guidelines will be rewritten to more clearly
delineate and define actions to be taken. In addition,
training programs for field and headquarters officials will
be intensified and will continue to insure that everyone
making regulatory decisions has written guidelines to the
fullest extent possible or has the experience to make judg-
ments where guidelines are not possible.

HEW stated that the use of the term "critical devia-
tions" throughout the report in referring to inspections of
drug firms was unfortunate and possibly misleading. HEW
explained that in the administrative guidelines for GMPs,
there is a list of critical areas with instructions on when
to recommend regulatory actions where critical deviations
are found and that these guidelines stress the importance
of judgment in determining whether a situation exists that
requires regulatory action. HEW stated that wherever truly
critical deviations from GMPs are found it always acts to
correct the situation.

We agree that certain types of deviations from GMPs are
more significant than others and that judgment must be ex-
ercised in determining when regulatory actions should be
taken, It should be noted, however, that the report shows
the total number of deviations noted during the inspections
of 73 drug producers. To show the extent to which serious
deviations occurred, the report also identifies the number
of deviations which were critical--according to FDA guide-
lines. This was done because FDA identifies critical devia=-
tions from GMPs as those deviations having the greatest
probability of creating adulterated products.

22



COMPETITIVE PROBLEMS IN THE DRUG INDUSTRY 10545

CHAPTER 3

NEED FOR MORE CORRECTIVE

FOLLOWUP ACTIONS

When FDA inspections disclose deviations from GMPs, FDA
district officials take certain followup procedures designed
to obtain voluntary corrective action. These procedures in-
volve giving notice of deviations to the drug firms and making
followup inspections. Our review showed that the procedures
were often not followed or, if followed, were not pursued in
a timely manner. We believe that improvements in following
up on deviations are needed if FDA expects drug firms to
adopt a serious attitude toward its inspection efforts.

In most instances, FDA inspections identify -deviations
from GMPs., Before February 1972, FDA had established the
following procedures in accordance with the FDEC Act to be
followed by the districts in attempting to obtain voluntary
corrective action:

--Upon completion of an inspéction, discuss the findings
with a representative of the firm and provide a list
of inspectional observations noting the objectional
conditions or practices which deviate from GMPs,

--Subsequently, notify the firm's management of devia-
tions--either by a warning letter for minor violations
or a post inspection letter for major violations,

--Make followup inspections to determine if adequate
corrective action has been taken,

In February 1972, FDA issued a policy statement rescind-
ing the use of post inspection letters, except for inspec-
tional findings velating to insanitary conditions associated
with food firms,

To revicew FDA's followup actions, we examined the inspec-
tion reports on the 58 drug producers with deviations from
GMPs., These inspections were made primarily during the
2-ycar period cnded March 31, 1971, The 58 producers were
inspected a total of 268 times; however, deviations were
concentrated in. 156 of the inspections.

23
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POST INSPECTION COMMUNICATION
OF FINDINGS

In nearly all instances FDA inspectors discussed their
findings with producers' reprcsentatives but did not provide
adequate written notification, We examined reports and other
records relating to the 150 inspections (6 of the inspections
were made before the post inspection letter guideline) on the
58 producers with deviations and noted that FDA issued a list
of inspectional observations and a post inspection letter, as
the guideline suggests, in only 65 instances or in about 43
percent of the inspections., FDA did not follow this proce-
dure in the remaining 85 instances--issuing no written com-
munications in 46 instances and only 1 of the 2 types of
written communication in 39 instances.

Over the years, drug firms have complained that post
inspection letters are the only means of notifying their top
management of what needs to be corrected. They have main-

" tained that inspectors' oral and written communications to
immediate plant personnel do not always reach top management.
Accordingly, in January 1968 FDA established procedures for
issuing post inspection letters to top management. However,
FDA issued post inspection letters in only 75 of the 150
inspections.

In addition, our review of 15 post inspection letters
issued by one district office showed they usually were not
issued in a timely manner. On the average, the district took

' 41 days to issue the letter after completing the inspection.
The range was 13 to 89 days. For example:

--Six inspections were made over a 37-month period of a
drug manufacturer with annual sales of §$4 million. A
total of 34 deviations from GMPs were found, of which
seven were critical. FDA issued a post inspection
letter to the producer after each of the first four
inspections but as shown below took more than
1 month to do so in three instances,
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Date Number of Date of Calendar
inspected deviations letter “days
11-27-68 5 2-24-69 89
©6-12-69 6 7-24-69 42
11-06-69 4 12-05-69 29

1-08-70 9 3-13-70 64

3-13-70 9 none issued -
11-17-70 1 none issued -

Action taken on the fourth inspection indicates what
can happen when post inspection‘letters are not issued
timely., Upon completing the inspection on January 8, 1970,
the inspector discussed his findings with plant personnel
and issued a list of inspectional observations, indicating
that the deviations identified could lead to product con-
tamination. Nevertheless, the producer continued to man-
ufacture the product and release it for distribution.

Later FDA analysis of the product showed it had been
contaminated with particulate matter.

On March 13, 64 days after completing the inspection,
FDA issued a post inspection letter reemphasizing that any
one of the deviations could lead to product contamination.
The producer was also reinspected on the same day. The in-
spection report stated that the management was apathetic to
the indicated deviations and would not agree to any correc-
tive action. Two weeks later, after receiving the post in-
spection letter, the producer stated in a written reply to
FDA that it discontinued manufacturing this product and was
in the process of correcting the deviations; and that the
‘product produced in 1969 and 1970 had been recalled.

Delays in informing top management of drug producers
of deviations are not conducive to prompt correction and
may result in prolonging the exposure of consumers to adul-
terated drug products. According to FDA, optimum consumer
protection requires that FDA report to the producer, in a
timely manner, all significant inspection findings, and
schedule an inspection to insure compliance.

FOLLOWUP INSPECTIONS

FDA's followup inspections to insure that produceis
have corrected deviations from GMPs have generally been
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untimely, especially for small drug producers, which com-
prise the vast majority of the 6,400 producers.

We reviewed 83 inspection cases involving deviations
from GMPs for which followup inspections were scheduled and
were to be made during a specifi¢ month before December 31,
1971, Twenty-five reinspections were made on time; i.e.,
when scheduled, 32 were made late and 26 were not made as of
December 31,.1971. For example:

--An inspection of a drug manufacturer with annual sales
of $115,000 was completed in December 1967. FDA
found five deviations from GMPs and scheduled a
followup inspection for April 1968, 4 months later.
However, the firm was not reinspected until May 1969--
17 months later--and four deviations were noted,
Three were among the deviations identified during the
December inspection. A routine followup inspection
was scheduled for May 1971 but had not been made as of
December 1971.

Other than the requirement of the FD&C Act for biennial
inspection, FDA has no definitive guidelines for scheduling
followup inspections of producers that deviate from GMPs.
Instead, followup inspection depends on each district of-
fice's interpretation of the significance of its findings,
the availability of resources, and the likelihood of the
producer's voluntary corrective action,

FDA routinely schedules followup inspections at varying
time intervals in those instances where inspectors note devi-
ations. As the table shows, the scheduled time interval in
one district varied from 1 to 24 months for 48 followup
inspections scheduled to be made before December 31, 1971.
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‘Number of
- Scheduled time reinspections
interval scheduled
Within 1 month 1
2- 3 months .
4- 6 months 13
7- 9 months 6
10-12 months 7
13-15 months 3
16-18 months 2
19-21 months 8
22-24 months 7
a8

0f the 48 followup inspections scheduled, only 28 had
been made as of December 31, 1971, and the average time be-
fore reinspection was 14 months. Fourteen reinspections were
made within 12 months, 9 more within 24 months, and 5 more
within 36 months., The remaining 20 had not. been made at the
end of 1971, although an average of 22 months had elapsed
since the initial inspection,

FDA district officials stated that, although they attempt
to make followup inspections of producers with significant
deviations from GMPs, higher priority work many times pre-
cludes or delays the inspections. They said that there were
no definitive guidelines for determining what work should be
done first; priority was usually given to headquarters-
directed programs and problem firms that produce drugs with
significant health implications, Consequently, some pro-
ducers are not given the attention that may be warranted be-
cause the annual volume or health implications of their drugs
is insignificant compared with other producers.

Post inspection letters to drug
producers eliminated by policy statcment

In February 1972 FDA's Associate Commissioner for Com-
pliance issued a policy statement which provided the
following instructions to distriqt offices:

-~-Use of warning letters will be continued in cases of
minor violations (no impact on health or safety). The
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letters will be issued after approval by headquarters
and will request a response by the producer.

--Use of post inspection letters will be continued only
as the findings relate to insanitary conditions which
could lead to violations of the FD§C Act. (Imnsanitary
conditions are associated primarily with the food in-
dustry.) The firm will be requested to reply within
10 days..

We discussed these changes with the Deputy Associate
Commissioner for Compliance. He said the primary means of
communication with drug producers regarding inspection find-
ings would be the inspector's oral discussion with plant per-
sonnel and the list of inspectional observations. FDA dis-
trict officials explained that, as a result of these changes,
districts' top management are no longer authorized to notify
producers' top management of significant adverse findings.
Instead, they will recommend seizure or citation for
prosecution to FDA headquarters.

In August'1972, subsequent to the completion of our
fieldwork, FDA rescinded its policy statement of February
1972 and issued a new policy statement which (1) requires
that post inspection letters be issued within 10 days of
the completion of an inspection to all drug producers where
critical deviations from GMP regulations are encountered and
(2) allows the judicious use of regulatory letters in those
cases where seizure actions are not practicable and injunc-
tions or prosecutions are not warranted. The new policy
statement also requires a response from the drug producers
within 10 days, and prompt followup action by the District
offices to insure that producers take corrective action. To
maintain control, the Associate Commissioner for Compliance
will receive copies of all regulatory letters issued and

industry responses received.
4

. However, the policy change does not provide instructions
to insure that warning letters--unlike post inspection letters
and regulatory letters--specify a time limit in which a drug
producer must notify FDA of corrective actions planncd or
taken. . wl
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CONCLUSION

FDA's efforts to obtain drug producers' voluntary
_compliance with GMPs in many instances were not effective be-
cause proper and timely written notification of needed cor-

. rections was not provided to producers' top management.
Followup inspections were'usually untimely, if made at all, ..
and were often ineffective when firms were found to have
taken no action.

Proper implementation of the August 1972 policy state-
ment regarding post inspection and regulatory letters should
assist FDA in insuring that (1) district offices properly
monitor drug producers' replies and (2) producers take needed .
corrective actions. However, we believe that FDA should also
consider establishing a time limit for receipt of written
responses requested in warning letters.

RECOMMENDATION TO THE SECRETARY
OF HEALTH, EDUCATION, AND WELFARE

We recommend that the Secretary, HEW, direct the Com=
missioner, FDA, to consider establishing a time limit for
receipt of the written response requested in warning letters,

HEW concurred in our recommendation and advised us that
- instructions were issued in August 1972 to require a response
to all warning letters to firms within 10 days.

Qur review of the August 1972 instructions showed, how-
ever, that the 10-day response was required only for post
inspection and regulatory letters, and was not required for
warning letters. We believe FDA should clarify its instruc-
tions to also establish a specific time limit for receipt of
. the written responses requested in warning letters.
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CUAPTLR 4

SOME DRUG PRODUCERS NOT INSPECTED

AS OFTEN AS REQUIRED

- "The FD§C Act requires all drug producers to (1) register
annually with FDA and (2) be inspected by FDA at lcast once
in the 2-year period beginning with the date of registration
and at least once cvery 2 years thercafter. FDA inspections
are made to determine if GMPs are being followed in actual
practice. FDA considers its inspections to be an intcgral
part of its defense against adulterated drugs recaching the
consumer.

llowever, FDA has not inspected some producers as often
as required. At least 213--perhaps as many as 336'-~of the
1,300 drug producers in the three districts included in our
review had not been inspected during the 2-year period
April 1969 through March 1971, FDA officials acknowledged
during May 1971 hearings before the Subcommittee on
Intergovernmental Relations, House Committece on Government
Operations, that about 26 percent of the registered pharma-
ceutical manufacturers werc not inspected during the 32-month
period July 31,\1968, through March 31, 1971.

Failure to inspect some producers as often as required
can be attributed to weaknesses in the inspection scheduling
process, the priority given to reinspecting other producers
that had a history of deviating from GMPs, diversion of man-
power to crisis situations and headquarters-directed work,
and the lack of available manpower.

FIRMS SUBJECT TO INSPECTION

FDA maintains a narrative inspection history, in the
form of a computer printout, on all producers subject to
inspection, For the thrce districts included in our review,
the printout showed that 609 of the 1,539 firms classified
as drug producers were not inspected during the 2-year
period ended March 31, 1971, .

1S¢e discussion on p. 31,
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Because of numerous errors in printout information, we
found, with FDA's assistance, that only 213 of the 609 firms
were properly classified and had not been inspected.
Although another 123 of the 609 firms were shown as not in-
spected, district officials did not have records to verify
that these firms were subject to the 2-year inspection re-
quirement. " FDA district office boundaries were-realined-in -
1971 and records on the 123 firms could not be located. We
also found that 34 of the firms shown as not inspected pn
the printout had been inspected during the 2-year period.
The remaining 239 firms not inspected were either (1) out of
business, (2) not currently producing drugs (inactive), or
(3) misclassified as to establishment type; i.e., classified
as a drug producer when the firm was either a distributor, a
warehouse (storage facility), a dealer (i.e., drug store),
or a shipper (jobber), and not required to be inspected
biennially. o

We randomly selected and reviewed inspection records on
98 of the 213 producers not inspected during the 2-year
period ended March 31, 1971, to determine the firms' size,
kind of products produced, and past inspection history.

As of March 31, 1971, an average of 36 months had
elapsed since 74 of the producers were last inspected. As
the following table shows, some had not been inspected for
as long as 5 years.

Elapsed time between Number

date of last inspec- . of

tion and March 31, 1971 firms
25-30 months 30
31-36 months 11
37-42 months 15

43-48 months
49-60 months
Over 5 years

l\t
ENE (2 RN -

Total -

The remaining 24 of the 98 producers in our random
selection had registered for the first time during the 2-year
period and were not required to be inspected by March 31,
1971, The 24 producers had/been registered an average of
9 months--seven for over 12 months. FDA has no cstablished
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guidelines on how soon newly registered producers should be
inspected after registration. Since these producers are
permitted to produce and distribute drugs for.consumer use,

" we believe FDA should consider making an car11er initial
inspection of such producers.

TYPES OF FIRMS NOT INSPECTED
AND PRIOR DEVIATIONS

Generally, the drugs produced by most of the
74 producers could be purchased by consumers without a
prescription. Many of the producers manufactured or re-
packed drugs such as vitamins, liniments, salves, bulk
drugs, medicinal gases, and reducing tablets. Thirty-nine
were small drug producers with annual sales of less than
$10,000. Five had annual sales of over $1 million.

Many of the findings during prior inspections related
to labeling and misbranding. However, deviations from GMPs
included

~--failure to prepare control records for each quantity
of drugs produced, .

~-failure to establish prodtction and control procedures
to insure the quality of the drug produced,

--failure to code finished products to determine,” if
necessary, the history of the manufacture and control
of the drug, and

~--inadequate laboratory controls to insure that
components and finished products conform to appro-
priate standards of identity, strength, quality and
- purity. .

A brief inspection history follows on one of the
74 producers. :

. Firm E primarily manufactures high-purity laboratory
chemicals and solvents. On special order it produces a drug
for peptic ulcers which FDA estimated annual sales of
$45,000. FDA inspected the producer in March 1969 and found
that the producer was using, adequate control procecdures.
llowever, the drug for peptic ulcers was not being manufac-
tured at the time of inspection. FDA scheduled the producer
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for another inspection in June 1970. FDA did not perform
this inspection or the rescheduled inspection for March 1971.

Because the drug produced by the firm was to be used by
the military services, the Defense Supply Agency inspected
the producer in June 1971, and identified nine findings
which were deviations from GMPs including:”

--Inadequate control of raw materials, as written
specifications arc not established for all raw
materials, raw materials are not tested, and approved
raw materials are not isolated and distinctly labeled
for ready identification as fit for use.

--Possibility of contamination from other product
exists in the manufacturing operations. :

--Al1l equipment is not routinely inspected and cleaned
before each use and promptly cleaned thereafter.

~-Positive identification of material is not maintained
during processing operation.

--Plant was not clean and orderly. Windows and doors
in plant were not screened to prevent entrance of
insects and other pests.

The Defense Supply Agency communicated its inspection results
to FDA by letter in July 1971, As of April 1972 FDA had not
reinspected the producer. The deterioration in the .pro-
ducer's control procedures during the period FDA did not
inspect it illustrates the importance of inspecting all
producers biennially.

REASONS GIVEN FOR : -
NOT INSPECTING ALL DRUG PRODUCERS )

We noted a lack of controls to insure that producers
are rescheduled and inspected biennially. FDA Burecau of
Drugs officials told us that no one at headquarters had been
assigned responsibility for insuring that all drug producers
were inspected every 2 years, although the Burcau has re-
sponsibility . for this activity. Scveral officials said that
hcadquarters did not maintain records on statistics identify-
ing drug producers inspected’ for GMPs. Also, the districts
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“did not maintain records showing the firms inspected for
#GMPs , .

. FDA headquarters off1c1als told us that district direc-
tors had been assigned the responsibility for insuring that
all drug producers were inspected biennially as required.

*The Deputy Executive Director for Regional Operations told us
“that guidelines on the frequency of inspections had not been
sgiven to district personnel. He did.not believe such guide-

©'lines were necessary since the FD§C Act required biennial

. 1nspect1ons.

We were told that some producers were not inspected
.because they were either overlooked during the scheduling
-process or judgmentally deleted when available manpower was
needed on higher priority work. For example, we found that
17 of 30 producers not inspected were scheduled for inspec-

“'tion one or more times during fiscal years 1970 and 1971.

".These 17 producers were scheduled for ingpection a total of

25 times, with one producer being scheduled for inspection a

*“ total of 6 times. The remeining 13. firms were not scheduled
for inspection. T

At the completion of each inspectio§= the producer is

- normally scheduled for another inspection within 2 years.
"Reinspection dates are fed to the distric® data processing
unit, which prints out a bimonthly schedule of producers to
be inspected during the period. However, FDA district office
personnel must often deleic and reschedule producers at a
futurc date because of such highoy priority assignments as
special inspection or sampling programs imposed by hecad-
quarters and emergency produci recalls. A recent emergency
recall involved a toxic bacteria in a food product. In this
instance, all scheduled drug inspections were delayed at !
least a month.

During our review, a new procedure was initiated 'in one
FDA district to insure biennial ipspection of all drug pro-
ducers. Under this procedure a producer is scheduled for
reinspection within 18 months of the last inspection. This
procedure provides a 6-month 1eadt1me to reinspect within
the required 2-year perlod B

+
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CONCLUSIONS

FDA lacks an effective means to insure biennial
inspection of all drug producers. Although we found that
noninspocted firms generally were small producers of non-
prescription drugs, the FD&C Act clearly requires that FDA
inspect all drug producers regardless ‘of size or product

type.

~ We believe that FDA’should develop an effective means
for insuring biennial inspection of all drug producers and
headquarters should monitor the district offices more
closely to insure that the 2-year recquirement is met. FDA
may want to consider the procedure discussed on page 34 for
wider implementation. An up-to-date listing of producers
not inspected would aid in providing needed control.

Also, FDA should make a more timely initial inspection
of newly registered producers since these producers are
permitted to market drugs.

RECOMMENDATIONS TO THE
SECRETARY, HEALTH, EDUCATION, AND WELFARE

We recommend that the Secretary, HEW, direct the
Commissioner, FDA, to: :

--Establish an inspection scheduling system monitored
by FDA headquarters to insure that all drug producers
are inspected biennially.

--Establish guidelines to insure timely initial
inspection of newly registered drug producers.

HEW concurred in our recommendations and advised us
that FDA will develop a system (to be monitored at the
headquarters level) for scheduling biennial inspections of
all drug producers. HEW stated that full implementation of
the system, however, will depend 6n an increase in inspec-
tion resources presently available to FDA and on other com-
peting priorities for the manpower to perform such
inspections.

IEW pointed out that most of the firms not inspected
biennially were manufacturing nonprescription drugs which
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usually do not pose a significant threat to the public
health. HEW conceded that these firms should have been ‘
inspected in a more timely manner, but advised,us that FDA's
. limited manpower precluded reaching this goal. HEW stated
that the decision was made to use this manpower in inspecting
those plants and those operations that do or could pose a
significant health hazard to the consumer. R T

HEW advised us that instructions will be issued to the
field to inspect newly registered drug producers as promptly
as possible. The instructions will cover not only newly
registered firms but new firms which have failed to register
and which come to FDA's attention through other means,

These firms will be required to register.

HEW also stated that it was unfortunate that the scope
of our audit was not such that a number of approaches taken
by FDA to protect the consumer were not commented on in the
report. HEW cited FDA's new Quality Assurance Program which
calls for large numbers of samples to be analyzed before
inspection to detect specific flaws. HEW stated that under
this approach, inspectors can focus on the conditions in a
firm that led to these flaws.

The Quality Assurance Program was implemented subsequent
to our review and is an attempt by FDA to make its drug in-
spections more efficient by obtaining preinspection.informa-
tion through product analysis. This program, if properly
implemented and carried out, should assist FDA in improving
the effectiveness of its inspection activities.
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CHAPTER §

NEED FOR- IMPROVEMENT IN FDA'S

~ REGISTRATION LISTING AND

OFFICIAL ESTABLISHMENT INVENTORY

Our review showed that two master listings--the
registration listing and the official establishment inventory
(OEI)--maintained by FDA for management and control purposes,
were inaccurate’ and incomplete, and that FDA had neither
monitored nor enforced annual registration of drug producers.
The purpose of the registration listing is to identify all
drug producers subject to biennial inspection., The OEI is
FDA's official.record of all firms that fall into FDA's
regulatory purview. The OEI is one tool headquarters uses
in deciding on-the annual allocation of inspection manpower
resources within each district, We were told that data in
the OEI is assumed to be correct.

In our opinion, the usefulness of the listings has
been significantly reduced as a basis for management
decisionmaking and control. Both listings for calendar
ycar 1971 contained inaccurate and incomplete information.
The registration listing included firms that were not sub-
ject to registration and inspection. The OEI listed some
firms, which were not included on the registration listing,
as drug producers subject to registration and inspection. .|
Conversely, drug producers shown on the registration listing
were not included on the OEI. Also, some firms on the OEI
list had gone out of business, In addition, we found
little use made of the registration listing as a means of
control.

REGISTRATION LISTING

Annual registration is to identify firms that produce
drugs and are subject to FDA biennial inspections. Each
November, ‘FDA mails registration forms to all producers that
registered during the prior:ycar. Other drug cstablishments,
including new drug producers, may rcquest registration forms.
Completed forms arc returned to FDA hcadquarters for review
and distribution, with copics going to the responsible
district offices.
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If a firm has not registered previously, the district

office prepares a master card on the firm, rccording the

" information submitted in the registration form and somctimes
classifying the firm as to the type of establishment, c.g.,
drug producer, distributor, or warehouser. If the firm has
previously registered, the master card is updated. The
updated master card forms the basis for OEI changes. Firms
are recorded on the registration listing when the district
office returns-the registration form to FDA headquarters,

We identified 161 firms shown as drug producers on the
registration. listing for the three districts included in our
review that were not on the OEI. Our review of district

_records for 65 of the firms showed that 15 were not drug
producers .and therefore not required to register or be
inspected. FDA headquarters officials told us that regis- -
tration forms were issued on request without determining that
the firms were subject to registration and inspection.

Our review showed that the districts prepare master
cards without screening the firms. -We were told by a dis-
trict supervisor that only limited information is requested
of the drug firm on the registration form. The supervisor
said that this lack of information sometimes makes it
necessary to guess at what the firm's classification should
be, e.g., a drug producer and subject to the biennial in-
spection or a distributor or warehouser not subject to the in-
spection, Rather than guessing, we believe the information
should be verified and, if needed, enlarged upon via a
telephone call or visit before the firm is classified in
FDA's information systems. We were told visits or telephone
calls for such purpose were made infrequently. )

We were told that, if an inspection later shows that
the firm was improperly classified, the inspector would have
to prepare a change slip to correct the master card-and ‘the -
OEI. Since the registration listing is a separately main-
tained system, the change would also have to be furnished to
FDA hcadquarters., Such changes were not always made,

We reviewed the inspection records at one FDA district
‘office for 31 of the 124 firms that distribute drugs in the
district, Twelve of 13 firms that were registered were mis-
classificd and did not have, to register. FDA did not corréct
the misclassification until we brought its to their attention.
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1t appears that little emphasis has becn placed on' the
jmportance of insuring the accuracy of the registration
listing and little use has been made of it. The Director,
pivision of Case Guidance, stated that the annual- regis-
tration requirement is not strictly enforced by [DA because
~yhre the firm registers, it.is maintained on the OEI listing,
Further, we were told by FDA headquarters officials that
they rely on district office personnel to monitor the list%
. ing. However, guidelines have not been provided to the
district offices instructing them how to perform the ’
monitoring. B

OFFICIAL ESTABLISHMENT INVENTORY -

‘ FDA officials told us that the OEI is a useful, essential
management tool, and that it is used in resource allocation
and inspection planninZ. A district official said, however,
that the OEI contains firms: erroneously classified as drug
producers, and thus portfays'd false image of flrms
requiring biennial 1nspect10ns.
--..

A total of 1,396 f;;ms were-alﬁsgifled as drug producers
on the 1971 OFI llstlug for the 3 dlstrlcts included in
our review.,! However, 368 of these firms® did not appear on
FDA's registration listing, District records of 204 of the
368 firms showed 67 had not reglstered‘“ZS had registered but
were not on the list, and 405 were misclassified.on the OEI
and not required to be rqustered or inspected biennially,
Information was inadequate to determine the classification
of 6 of the remaining'7 fxrms and r, £1rm was listed tw1ce.

m‘h

A data processing supcrv YR one FDA district
attributed the inaccurate and 1ucomp1ete 1nformat10n to

1THe difference botween the total number of firms identified
by the OEI and the narrative inspectidn history as dis-
cussed previously on p.30 had not been reconciled by FDS at
the time of our review. - FDA has contracted with a

private credit organization to obtﬁln data on establish-
ments whose products may be suchct to FDA regulatory
authority. The contract required the “data to be reconciled
with current FDA inventory records.
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--misclqssification of firms by inspection personnel,

: foailure of inspectors to submit data needed to change
“the OEI when reclassification or other changes are
" ‘made to the firm's central records, and

~~clerical errors in processing and maintaining data.

We also noted that FDA instructions for classifying
firms on. the OEI requires that firms be ¢lassified in .a
manner which will best indicate the overall type of estab-
lishment, Thus, firms have been classified, for example, as
a food establishment even though they may also manufacture
or repack drugs. - Of the 65 firms whose district file records
- were reviewed, 30 were properly listed as drug producers
on the registration listing but were classified on the OEI
as other types of producers, such as foods, cosmetics, etc.

.The OEI 'is one source of information used by headquarters
in preparing district offices' annual work plans. The
work plans include an allocation of each district's ‘
manpower resources to the basic problem areas, i.e., foods,
drugs, cosmetics, etc,, based on the number of firms in the
district and priorities which the FDA Commissioner estab-
lishes, Actual selection of drug producers to be inspected
is left to the .district offices. We believe the usefulness
of the OEI in making such resource allocations is reduced
by listing drug producers as other types of producers and
by the various other misclassification errors we found.

CONCLUSIONS

The usefulness of the registration listing and the OEL.
as tools for management decisionmaking and control has been+',
reduced because the lists have not beéen complete or accurate,

.Firms incorrectly listed on the OBI as drug producers in-
flate the number of firms subject to biennial inspection,
Conversely, firms which produce or(repackage drugs but
whose primary business is other than drugs, may not be
subject to biennial inspection.

" FDA ‘has not adequately monitored or enforced the annual
registration of drug producers required by the IFD§C Act.
As a result some firms have registered unnecessarily and
some. have not registered although required to do so,
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pecause of the lack of emphasis placed on reg1stration, it
appears that little effort has been made to insure the list-
ing is corrected when inspcctions disclose that firms were
originally misclassified and need not register. We believe
that enforcement and adequate monitoring of the registration
would enable FDA to cross-check OEI accuracy and completeness.

We believe FDA needs complete and accurate drug firm
inventory and registration listings

--to identify drug producers subject to biennial in-
spection and 4

--to insure proper resource allocation to each dis-
trict's inspection workload.

RECOMMENDATIONS TO THE SECRETARY
OF HEALTH, EDUCATION, AND WELFARE

We recommend that the Secretary, HEW, d1rect the Com-

missioner, FDA, to
» ‘ﬁw

--properly enforce tR& Srnual dri g producers registration
requirement and effectively monitor the acquracy
and completeness of the registration listing to per-
mit its use as a cross-check on the OEI listing and

-

--correct the inventory of drug producers subject to
biennial inspection‘so that FDA will have complete and
‘accurate knowledge of- the scope ‘of its inspection
responsibilities. o E

- HEW concurred in our recommendat1ons and advised us that
FDA headquarters' staff will quarterly match the OEI file
with the drug registration file and provide the district
offices with a list of "non-matches." The two sources of
information, according to HEW, will be used to increase the.
accuracy of both files. HEW advxsed us_ that additional
inventory data will automatically update the list of drug
-manufacturers.

-According to HEW, FDA has’ contrdctéa'with a. major private
A<oncern to compare the establishment inventory with the
inventory of firms dealing in commodities subject to the FD&C
Act. FDA will resolve discrcpancics between these two lists

41



10564 COMPETITIVE PROBLEMS IN THE DRUG INDUSTRY

by June 1973, Other sources of commercial information will
also be used by the district offices to correct the:
inventory. Updates will be received from the contractor
at regular intervals and will become part of prescribed OEI
updatings.. . - ’
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DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE

OFFICE OF THE SFECRETARY
WASHINGTON, D.C. 20201

JAN 8 1973

Mr. Morton A. Myexs

Assistant Director

Manpower and Welfare Division

General Accounting Office . .
Washington, D.C. 20548 -

Deaxr Mr. Myers:

The Secretary asked_ that I reply to your letter of September 28, in
which you asked for our comments on a draft of a GAO report to the
Congress entitled, "Problems in Obtaining and Enforcing Compliance
with Good Manufacturing Practices for Drugs."

Enclosed are our comments which set forth the actions taken or
planned on the matters discussed in the report.

Sincerely yours,

N

,gl é"c#/!h/ |

Assistant Secretary, Comptroller

Enclosure
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Comments of the Department of Health, Education, aﬂd Welfare on the
GAO Draft Report entitled, "Problems in Obtaining and Enforcing
Compliance With Good Hanufacturinq Practices for Druqs"

- General

We concur in the recommendatlons offered by GAO. FDA with its limited
resources has, and will continue to seek ways to best protect the con-

- spumer. Manufacturers and processors, however, must strictly comply with.
the provisions.of the Food, Drug and Cosmetics Act if the consumer is'to
be assured of quality, safety and wholesomeness in their products.

With respect to this report, GAO faults FDA for the limited number of
inspections made of firms manufacturing non-prescription drugs. Else-
where in the report, however, it is brought out that such drugs usually
do not pose a significant threat to the public health.. We concede that
these firms should have been inspected in a more timely manner ~-- but
want to point out that FDA's limited manpower precluded our reaching
this goal., Instead, decision was made to use this manpower in inspecting
those plants and those operations that do or could pose a significant )

" health hazard to the consumex.

We bel:.eve it is unfortunate the scope of the audit was not such that

a numbexr of approaches taken by FDA to protect the consumer were not
commented on in this repott. For example, the agency's new Quality
AoSUranse Frogram whidh calls for large numoers or samples to be analvzed
prior to inspection to detect specific flaws. ' Under this approach,
inspectors can focus on the conditions in a firm that led to these

flaws.

Finally, we believe that the use of the term “critical deviations"
" throughout the report in referring to inspections of drug firms is un-
fortunate and possibly misléading. In the Administrative Guidelines for
_ Good Manufacturing Practices (GMPs), there is a list of "Critical Areas”
. with instructions on when to recommend regulatory actions where critical
deviations are found. These guidelines stress thé importance of Jjulgement
in ‘determining whether a situation exists that requires regulatory- action.
Wherever truly critical deviations from GMPs are found we always act to
correct the situation.

‘ 5"; GAO Recommendation

“i ~wEstablish more définitive quidelines to be followed by FDA headquarters
and district office personnel, specifving (i).when products should be '
+gelzed ~- especiallly those posing a guestionable health hazard, (ii) the
-amount and_ typo.of documentation needed to adequatcly support the seizure
“oaction, and (iii) when firms should be citéd for prosecution. '

Departmont Con

~#Me concur. < The Administrative Guidelines for GMPs as waell as the current
good manufacturing practice regulatiens themselves, are under study by the
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purcau of brugs with assistance from a drug quality control expert con-

" sgltant with extensive industry experience. The Guidelines will be re-
written to more clearly delineate and define actions to be taken. Training
programs for field and headauarters officials will be intensified and con-

. tinuing to assure that everyone making regulatory decisions has written
guidelines to the fullest extent possible and the experience to make Judg- -
ponts where guidelines are not possible.

GAb Recommendation

«--Consider establishing a time limit for réceipt of the written response
requested in warning letters, ‘ - :

nopartment Comment

We concur. Instructions were issued in August 1972 to require a response
to all "warning” letters to firms within ten days. These letters include
(i) Regulatory Letters, (ii) Reports of Inspectional Findings, and (iii)

_ section 306 Warning Letters, = In addition, FDA's inspectors who issue a
report of their GMP findings (FD-2275) to an official other than the firm's
principal executive, will also send a copy to the principal executive of
the firm. : : : - ’

GAO Recommendation

n schoduline custom monitired hi FDA hesdovartors,
n cchoduling cuctam mond e BOR suarkave

Horoducers are dnspedied at ieavi. every wo years.

~=Eotaklich aﬁ,Inspectic
g

o0 assure tnat all aru

Department Comment

We concur in that FDA will develop a system (for monitoring at the head-
quarter's level) for scheduling inspections of all drug producers at least
every two years. Its full implementation, however, will depend upon whether
the inspection resources presently available to FDA are increased and

on other competing priorities for the manpower to perform such

"inspections. !

GAO Recommendation

~-Establish guidelines to assure timely initial inspection of newly
registered drug producers. i : ' "

4

Department Comment

We concur. Instructions will be issued to the field to inspect newly
registered drug producers as promptly as possible. The instructions
will cover not-only newly registered firms but new firms which have
failed to register and which come to our attention through other means,
These firms will be required to register. wl .
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GAO Recommendation

==~Properly enforce the annual drug producers registration requirement
and effectively monitor . the accuracy and completeness of the registration
listing to permit its use as a cross-check on the OEI listing.

Department Comment

We concur. ' Each quarter (headquarters') staff will match the Official
Establishment Inventory (OEI) file with the drug registration file and
provide the district offices a list of “"non-matches." The two sources of
information will be used to increase the accuracy of both OEI and registra-
tion files. When the Drug Listing Act and voluntary inventory data become
available these data will automatically update the list of drug manufacturers.

GAO Recommendation

-~Correct the inventory of drug produceirs subject to the 2-year inspection
requirement so-that FDA will have complete and accurate knowledge of. the
scope of its inspection resoonsibilities. .

Department Comment

We concur. As part of the first major Official Establishment Inventory
validation since 1963, we have contracted with a major private concern to
compare FDA's establishment inventory with their inventory of firms dealing
in commodities subject to the FD&C Act. Discrepancies between ‘these two
lists will be resolved by FDA's District Offices by June 1973. Other
sources of commercial information will also be used by the Districts to -
correct the inventory. ‘Updates will be received from the contractors

at regular intervals, and will become part of prescribed OEI updatings.
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corY
.GOOD MANUFACTURING
PRACTICE REGULATIONS -- DRUGS

Good manufacturing practice regulations set forth .in
71 CFR 133.3 - 133.15 are used as the criteria for determin-
ing whether the method used in, or the facilities or controls
used for, the manufacture, processing, packaging, or holding
of a drug conform to or are operated or administered in con-
formity with GMPs. Compliance with GMPs is intended to insure
that a drug meets the requirements of the FD§C Act as to safety,
and has the identity and strength and meets the quality and
purity characteristics which it purports or is represented
to possess, as required by section 501(a) (2) (B) of the FD§C Act.,
A brief description of -each GMP regulation follows:

CFR
Section
133.3 Buildings

Buildings in which -drugs are manufactuted, processed,
packaged, labeled, or held shall be maintained in a clean and .
orderly manner and shall be of suitable size, construction, and
location in relation to surroundings to facilitate maintenance,
and operation for their intended purpose.

133.4 Equipment
Equipment used for the manufacture, processing, packaging,
labeling, holding, or control of drugs shall be maintained
in a clean and orderly manner and shall be of suitable design,
size, construction, and location in relation to surroundings
to facilitate maintenance and operation for its intended purpose.
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133.5 Personnel

The key personnecl involved in the manufacture and
control of the drug shall have a background .of appropriate
education and/or appropriate experience for -assuming respon-
sibility to insure that the drug has the safety, identity,
strength, quality, and purity that it purports.to possess.

133.6 Components

Components used in the manufacture and processing of
drugs, regardless of whether they are intended to appear in
the finished product, shall be identified, handled, and
otherwise controlled in a manner to insure that they conform
to appropriate standards of identity, strength, quality, and
purity, and are free of contaminants at time of use.- Adequate

" measures shall be taken to prevent mixups and cross-
contamination affecting drugs and drug products. Components
shall be withheld from use until they have been identified,
sampled, and tested for conformance with established specifi-
cations and are released by a materials approval unit,

133.,7 Master and batch production and control rccords

For each drug product, master production and control
records shall be prepared, endorsed, and dated by a competent;
and responsible individual and shall be independently checked,”
reconciled, endorsed, and dated by a second competent and
responsible. individual, These records shall include specified
information concerning, among other things, identity of the
product; dosage; labeling; identity and weight and mecasure
of ingredients; containers, closure, packaging, and finishing
materials; and manufacturing and control instructions, proce-
dures, specifications, spec1al notations and precautions to
be followed.
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A scparate batch-production and control record shall:be

prepared for cach batch of drugs produced and shall be retained

for at least 2 years after distribution has. been completed

or at least 1 year after the batch expiration date, whichever
is longer. The batch production and control record shall

be numbered to permit the identification of all laboratory-
control procedures. and results on the batch and all lot or
control numbers appearing on the labels of drugs from the
batch.. The records must also show an accurate reproduction

of the appropriate master-formula record, checked and endorsed
by a competent, responsible individual,

133.8 Production #nd control procedures

~Production and control procedures shall include all
reasonable precautions, to insure that the drugs produced have
the identity, strength, .quality, and purity they purport to
possess.

Each significant step in the process, such as the selec-
tion, weighing, and measuring of components; the addition of
active ingredients during the process; weighing and measuring
during various stages of the processing; and the determination
of the finished yield shall be performed by a competent,

" responsible individual and checked by a second competent,

responsiblé individual. If such steps in the processing are

controlled by precision automatic mechanical or electronic

equipment, their proper performance shall be adequately checked
by one or more competent, responsible individuals,

:133.9 Product containers and their components

_ Suitable specifications, test methods, cleaning procedures,
and, when indicated, sterilization procedures shall be used

.to insure that containers, closures, -and other component parts

of drug packages are suitable for their intended use. They
shall not be reactive, additive, or absorptive so as to alter
the safety, identity, strength, quality, or purity of the drug
or its components beyond the official or éstablished require-

. ments and shall furnish adequate protection against deteriora~

tion or contamination of the drug.
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133,10 - Packaging and labeling

Packaging and labeling operations shall be adequately
controlled to insure that only those drugs that have met the
standards and specifications established in their master pro-
duction .and control records.shall be distributed; to prevent
mixups between drugs during the £illing, packaging, and
labeling opcrations; to insure that correct labeling is
employed for the drug; and to identify finished products with
lot or control numbers that permit determination of the
history of the manufacture and control of the batch of drug.

S

133.11 Laboratory controls

Laboratory controls shall include the establishment of
adequate specifications and test procedures to insure that
components, drug preparations in the course.of processing,
and finished products conform to appropriate standards of
identity, strength, quality, and purity. Laboratory controls
shall include the establishment of master records containing
appropriate specifications for the acceptance of each lot of
each component used in drug production and a description of
the sampling and testing procedures used to check them.
Samples shall be represcntative and adequately identified.
Such records shall also provide for appropriate retesting of
materials subject to deterioration. In addition, a reserve
sample of at-least twice the quantity of the drug necessary
to perform most of the required tests and stored under condi-
tions consistent with product labeling shall be retained at
lcast 2 years after the drug distribution has been completed
or at least 1 year after the drug's- expiration date, which-
ever is longer. Also, the controls shall include the estab-
lishment of a master. record of appropriate finished-product
specifications and a description of sampling procedures to
check them. In addition, the controls should include adequate
provision to check the reliability, accuracy, precision, and
performance of laboratory test procedures and laboratory
instruments used, ¢ ‘

133,12 Distribution records
Complete records shall be maintained of the distribution
of cach batch of drug in a manner that will facilituate its

recall if necessary.  Such records shall be retained for at
least 2 ycars after distribution of the drug has been completed
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APPENDIX II

or-1 year after the expiration date of the drug, whichever
is~longer, and shall include thc name and address of the
consignee, the date and quantity shipped, and the lot or
control numbers identifying the batch of drug.

133.13 Stability

-u“Adequate provision shall be made to insure the stability
of ‘finished drugs. .

133,14 Exbiration dating

Labels of all drug products liable to deterioration
shall have suitable expiration dates which relate to stability
tests performed on the product to insure that such drug pro-
ducts ‘meet appropriate standards of identity, strength,
quality, and purity at the time of use.

133.15 - Complaint files

‘ Records shall be maintained of all written or verbal
complaints for each product. Complaints shall be evaluated
by competent and responsible personnel and, where indicated,

appropriate action shall be taken. The record shall indicate
the evaluation and action.

ey
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ENFORCEMENT ALTERNATIVES AVAILABLE TO THE
FOOD AND DRUG ADMINTISTRATION

| CRIMINAL_PENALTTES

Section 301 of the FDEC Act scts forth those actions
which arc prohibited under the law, Section 303 provides
that any person who violates a provision of section 301 be
imprisioned for not more than 1 yecar or fined not more than
$1,000, or both. For second and subsequent convictions, the
imprisonment and fine are increased to no more than 3 years °
or $10,000, or both.

Citation

Section 305 of the FD§C Act provides that, before any .
.violation of the FD§C Act is reported for institution of a
criminal proceeding, the person against whom such procceding
is contemplated be. given appropriate notice and an opportunity
to present. his views, cither orally or in writing, with re-
gard to such contemplated proceeding. To comply with this
provision a Notice of Hearing, often referred to as a cita-
tion, is mailed to the alleged violator(s) and a date for
response designated, ‘ to )

INJUNCTION

Section 302 of the FD§C Act provides for injunction to
restrain violations of section 301, An injunction cnjoins
the firm or individual from performing or not performing some
act. »

Scction 304 of the FD§C Act provides that seizure
proccedings may be initiated against any food, drug, device,
-or cosmetic that is adulterated or misbranded when introduced

into or while in interstate commerce.

Recall
A recall is described as voluntary action by a firm to

remove from the market those products that present a threat
to the safety or well-being of the consumer, Although such
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sction is not provided for in the FD&C Act, FDA policy

.tatements indicate that, over the years, rccalls have been

the most effective method of removing from the marketplace

a1l units of products found to be in violation of Section 301
of the FD&GC Act. :

WARNING LETTER

Section 306 of the FD§C Act, under the caption "Report
of Minor Violations" states that:

"Nothing in this Act shall be ‘construed as requiring
the Secretary- to report for prosecution, or for the
institution of libel or injunction proceedings, minor
violations of this Act whenever he believes that the
public interest will be adequately served by a
suitable written notice of warning.”
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PRINCIPAL OFFICIALS OF THE
DEPARTMENT OF HEALTH, EDUCATION, AND WﬁLFARE
RESPONSIBLE FOR THE ACTIVITIES
DISCUSSED IN THIS REPORT

Tenure of office

From To
SECRETARY OF HEALTH, EDUCATION,
AND WELFARE:
Caspar W, Weinberger . Feb, 1973 Prosent
Frank C. Carlucci (acting) Jan., 1973 Feb. 1973
Elliot L. Richardson June 1970 Jan, 1973
Robert H. Finch . Jan, 1969 June 1970
Wilbur J. Cohen Mar, 1968 Jan. 1969
John W. Gardner Aug. 1965 - Mar, 1968
ASSISTANT SECRETARY (HEALTH)
{(note a):
Richard L. Seggel (acting) Dec. 1972 Present
Merlin K. Duval, Jr. July 1971 Dec. 1972
Roger O. Egeberg July 1969 July 1971
Philip R. Lee Nov, 1965 Feb., 1969
COMMISSIONER, FOOD AND DRUG
ADMINISTRATION: .
Charles C. Edwards Feb. 1970 - Present
Herbert L., Ley, Jr. July 1968 Dec. 1969

James L. Goddard Jan, 1966 June 1968

2Before November 1972 this position waé designated as As-
sistant Secretary for Health and Scientific Affairs.
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REPORT TO THE CONGRESS

How To Improve The Procurement
And Supply Of Drugs In The
Federal Government siciosa

Department of Defense
Veterans Administration

Department of Health, Education,
and Welfare

Office of Management and Budget . . ..
General Services Administration ‘
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COMPTROLLEZR GENERAL OF THE UNITED STATES
WASHINGTON, D.C. 2034y

B-164031(2)

To the Speaker of the House of Representatives
and the President pro tempore of the Senate

This is 6ur report on how to improve the procurement and
supply of drugs in the Federal Government, -

We made our review pursuant to the Budget and Account-
ing Act, 1821 (31 U,S.C. 53), and the Accounting and Audit-
ing Act of 1950 (31 U.S.C. 67).

‘ Copies of this report are being sent to the Director,
Office of Management and Budget; the Secretaries of Health,
Education, and Welfare and of the Department of Defense;
the Administrator, General Services Administration; and
the Administrator, Veterans Administration,

T A

Comptroller General
of the United States
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COMPTROLLER GENERAL'S
REPORT TO THE CONGRESS

DIGEST

WHY THE REVIEW WAS MADE

Because of congressional interest
in, and the magnitude of Federal
expenditures for, drugs, GAO re-
viewed procurement and supply prac-
tices of agencies responsible for
most of the Government's direct
procurement of pharmaceuticals.

Direct drug purchases exceeded

$275 million in fiscal year 1972,
and estimated indirect purchases
for such programs as Medicare and
Medicaid were more than double that
- amount. Principal agencies con-
cerned were the Department of De-
fense (DOD) and the Veterans Admin-
istration (VA).

FINDINGS AND CONCLUSIONS

Greater cooperation and
goordination in procuring

drugs would result in savings

DOD and VA operate procurement and
supply systems largely independently
of each other.

Although they stock about 200 of
the same drugs--frequently bought
from the same suppliers--and sup-
port numerous field installations
throughout the United States, these
two large agencies have had little

Inr_sm‘ﬁi. Upon removal, the report
cover date should be noted hereon.

HOW TO IMPROVE THE PROCUREMENT
AND SUPPLY OF DRUGS IN THE
FEDERAL GOVERNMENT

Department of Defense

Veterans Administration

" Department of Health, Education,

and Welfare
O0ffice of Management and Budget

“General Services Administration
B-164031(2) :

exchange of requirements data or
coordination in their procurement.
(See pp. 8 and 9.)

GAO tests of drug purchases during
a 3-year period showed that, in many
cases, DOD and VA had paid the same
manufacturer different prices for
large quantities of the same drugs
within the same general time frames.

'Since'drug prices usually are lower

for purchases in large quantities,
substantial savings could be real-
ized if VA and DOD were to procure
drugs. jointly. (See pp. 9 and 10.)

DOD and VA procedures for developing
their drug requirements are similar.
To consolidate procurement the re-
quirements of the two systems could
be coordinated without undue diffi-

~culty.

Medical facilities supported by the
Defense Personnel Support Center may
not order from VA central stocks
drugs not stocked by that Center.
Similarly, VA medical facilities

may not order directly from that
Center.

Consequently, these facilities pur-
chase drugs they cannot obtain from
their own central supply organiza-
tion from Federal Supply Schedule

R IR
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contracts or directly from vendors
in small quantities at much higher
prices. ?See pp. 10 to 12 and

app. 1.)

About $420,000 could have been saved
in the 3-year period if DOD and VA
medical facilities had acquired
drugs from one another's central
stocks.

For example, from July 1970 to Decem-
ber 1971, military hospitals pur-
chased macrodantin directly from the
manufacturer for $555,000 because

it was not carried in DOD's central
stocks. At that time VA was pur-
chasing this drug for its central
stock and paying -about 48 percent

of the amount paid by the hospitals.
(See p. 11.)

Uneconomical local procurements of
drugs should be avoided whenever
practicable. The availability of
DOD and VA central stocks to all
Federal field facilities should
reduce the frequency of these pro-
curements. .

Benefits of specifications and
central management in
procuring pharmaceuticals

Specifications defining drug product
characteristics encourage competi-
tive procurement and should reduce
the cost of drugs. Use of these
specifications has expanded. A
revised DOD policy for approving
drugs for central management would
improve drug procurement.

-~From October 1970 to June 1972,
the VA Marketing Center prepared
and used 85 new specifications
for procuring drugs. As a result
it saved nearly $1 million annu-
ally. (See pp. 19 and 20.)

=-Under its current policy DOD will
not procure a drug by central
procurement unless (1) data suf-
ficient to develop specifications
is available or (2) all three
military services concur in desig-
nating a single procurement source.

GAO brought the macrodantin case to
the attention of the Defense Medical
Materiel Board. The Board's policy
resulted in substantial excess costs
being incurred because the drug was
not bought centrally. Although the
Board then authorized central manage-
ment of the drug on a sole-source
basis, it did not change its policy.
(See pp. 11, 20, and 21.)

Savings should continue if specifica-
tions are developed for new drugs

and those managed centrally for
which no specifications have been
prepared. DOD could also realize
substantial savings if it would
amend its policy for approving drugs.

Since many drugs for which the De-
fense Personnel Supply and VA Market-
ing Centers prepare specifications
are basically the same and since the
number of these items should in-
crease, duplicate effort could be
avoided and technical talent could
be better used if the Centers coop-
erate in preparing specifications.
(See p. 20.)

Uniform veporting of drugs bought
locally and more effective use of

- relgted reports would: improve

selection of 1tems for central

management

Bulk purchases of drugs for central
stocks are substantially lower priced
than smaller purchases. The primary
method of identifying drug items for
central DOD and VA management is
through review of reports from field
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activities of purchases made di-
rectly from vendors. However:

--The reporting systems of the mili-
tary services for local purchases
differ in many important respects,
exclude certain purchases, and
hamper the identification of
drugs for potential central manage-
ment. - (See pp. 24 and 25.)

~-The voluminous VA report contains
no summary by drug items to facil-
itate a review of purchase in-
formation. (See p. 26.)

Because of wesknesses in the report-
ing systems, VA are DOD may be pro-
curing many drugs locally, instead

of centrally, at unnecessairly high
prices. (See pp. 24, 25, and 27.?_

Overlaggigg quality assurance

activities

DOD and VA have different systems -
for inspecting manufacturers' plants
to insure that they qualify as sup-
ply sources and that the drugs are
of required quality. These inspec-
tions are additional to those made
by the Food and Drug Administration
(FDA), which is responsible for
checking manufacturing practices

and conditions under which drugs are
made in the United States.

RECOMMENDATIONS

To promote Federal agency coopera-
tion in procuring drugs:

--The Director, Office of Management
and Budget (OMB), should lead in
developing--with representatives
of the General Services Administra-
tion (GSA); DOD; VA; and the De-
partment of Health, Education, and
Welfare (HEW)--policies and proce-

.dures, including consolidating re- -

quirements, to increase agency

cooperation in buying drugs and
achieve substantial savings through
large-volume buys. Field installa-
tions should be authorized to ob-
tain their drug requirements from
any centralized Government supply
source. (See pp. 13 and 14.)

--The Administrator, VA, should de-
velop specifications for (1) all
new drugs which VA decides to
manage centrally and (2) centrally
managed drugs for which it cur-
rently has no specifications.

(See p. 22.)

--The Secretary of Defense should
revise DOD policy to insure that
drugs will be obtained centrally
whenever savings would result.
(See p. 22.)

--The Secretary of Defense and the
Administrator, VA, should consider
jointly developing specifications
which would satisfy all Federal

: agengiis' requirements. (See
p. 22.

--The Secretary of Defense should

* (1) develop, for reporting local
drug purchases, a uniform report-
in? system aimed at requiring all
military activities with individ-
ual drug purchases exceeding speci-
fied criteria to report their pur-
chases and (2) require ‘centrally
managed drugs purchased from other
than a central manager to be re-
ported. (See p. 28.) :

--The Administrator, VA, should re-
quire that VA's Central Office
Supply Service (1) prepare lists
of summary and exception data from
the information reported, (2) re-
quire local field stations to re-

- port their purchase data correctly
and consistently, and (3) see that
all vendors report detailed sales
data when required by contracts.
(See p. 28 and 29.)
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--The Secretary of Defense and the
Administrator, VA, should consider
using a standardized coding system,
such as the National Drug Code,
for identifying local purchases
of drugs not having Federal stock
numbers. (See.p. 29.)

--The Secretaries of Defense and HEW
and the VA Administrator should
review the frequency and type of

. inspections required and the re-
lated changes needed to facilitate
the transfer to FDA of all quality
assurance responsibilities pertain-
ing to purchases of drugs by Fed-
gza; agencies. (See pp. 33 and

AGENCY COMMENTS AND UNRESOLVED ISSUES

DOD, VA, GSA, and OMB expressed in-
terest in and. general agreement with
these aims. OMB and VA pointed out
the need to consider total economic
costs in determining whether con-
solidated procurement would be ec-
onomical. This data has not been
developed, and it may be a long
time before it is available.

Meanwhile, opportunities exist for
effecting economies and improvements
within the present state of manage-
ment data and operating methods, and
GAO believes that action to take ad-
vantage of the opportunities should
not be delayed until such data be-
comes available.

DOD and VA expressed reservations

as to whether FDA could provide the
types of inspections they require on
a timely basis. HEW stated that it
would discuss with DOD and VA of-
ficials the quality assurance require-
ments, needed resources, and other
pertinent matters., HEW also said
that it would take necessary action
to transfer to FDA all quality assur-
ance activities if it found that

this would be in the best interest
of the Government.

MATTERS FOR_CONSIDERATION
BY THE CONGRESS

This report shows how Federal drug
procurement, supply, and inspection
functions could be improved and
could save the Government money.
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CHAPTER 1
INTRODUCTION

Government procurements of pharmaceutica //dlrectly
from drug compani¢s are estimated to have exceeded $275 mil-
lion in fiscal year 1972. The two largest buyers were the
Defense Supply Agency (DSA) and the Veterans Administra-
tion (VA), but the Public Health Service (PHS) of the Des
partment of Health, Education, and Welfare (HEW) also made
fairly large purchases.

The Defense Personnel Support Center (DPSC),
Philadelphia--a DSA activity--buys and stocks drugs for the
Department of Defense (DOD) and provides supply support
to military medical field facilities, to other DOD compo-
nents, and to Federal agencies under interagency support
agreements. DPSC bought about $95 million worth of drugs
during fiscal year 1972.

The Defense Medical Materiel Board (DMMB), composed of
the Surgeons General of the Army, Navy, and Air Force, in
coordination with the military medical services and DPSC,
adopts drugs for and deletes them from the DOD central sup-
ply systen.

The General Services Administration (GSA) is respon-
sible, under the Federal Property and Administrative Serv-
ices Act of 1949 (40 U.S.C. 471), for procuring medical sup-
plies for civil agencies. In 1960 GSA delegated to VA the
buying and supplying of drugs, biologicals, and official
reagents! for all civil agencies.

The VA Marketing Center (VAMC), Hines, Illinois--an
activity of the VA Central Office Supply Service in Washing-
ton, D.C.--is the central VA purchasing organization. Dur-
ing fiscal year 1972 it bought about $37 million worth of
drugs for central stock. VAMC determines which drugs should
be adopted for or deleted from the VA supply system subject
to approval of VA's Central Office. VA field stations
requisition centrally stocked medical items from VA depots.

!Chemical substances used in testing drugs.

32-814 {Pt, 24) O - 74 - 43
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VAMC also awards and administers Federal Supply Schedule
(FSS) contracts--those for supplying articles or services
at stated prices for a given period--in accordance with
regulations prescribed by the GSA Administrator.

PHS operates a central supplyvorganization at Perry
Point, Maryland, which purchases, stocks and issues drugs to
all PHS hospitals, clinics, and outpatient offices.

The following table summarizes operations of DPSC, VAMC,

and. PHS within their own agencies. '
Number Number Number Cost of | Drug
of drugs of depots of medical fiscal year inventory
centrally where drugs facilities 1972 drug June 30,
managed are stocked supported procurement 1971

’ ' (millions)

DPSC 1,100 6 1,672 $95 59

VAMC 450 3 . . a182 37 18

PHS 600 1 60 _C9 .5

avA also sells centrally stocked drugs to other Government agencies
and administers FSS contracts used by all agencies., 'In fiscal year
1972 VA sold about $3.5 million worth of depot drugs to other Govern-
ment agencies. VA services about 270 additional medical facilities
in this way.

bIncludes about $9 million worth stored in VA field stations.

CIncludes undetermined purchases from VA and DPSC.

The medical facilities supported by these agencies
also buy drugs directly from manufactures, under FSS con-
tracts, and from local vendors. During fiscal year 1971
total drug purchases under FSS contracts totaled about
$64 million. The. cost of local purchases could not be
ascertained because of limitations in the reporting by medi-
cal facilities. (See ch. 4.) PHS obtains a large part of
its drug requirements from, or under contractual arrange-
ments made by, VAMC and DPSC,
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PAST EFFORTS TO IMPROVE FEDERAL MANAGEMENT
OF MEDICAL MATERIAL

Between 1963 and 1971 DOD and GSA separately and with
other interested Government agencies studied the possibility
of a single agency's having Government-wide responsibility
for managing various categories of supplies, including medi-
cal material which includes pharmaceuticals.

Late in 1964 GSA and DOD entered into an agreement
governing the supply management functions and relationships
between the two agencies. Essentially the agreement con-
templated studies to develop a unified national supply sys-
tem eliminating unnecessary duplication between military
and civil agencies in five commodity areas, including medical
material,

The study on medical material concluded that further
review and evaluation was necessary. Further review was
completed during 1969 and 1970, and in. February 1971 GSA
and DOD approved a new agreement governing their supply
management relationships.

Under the new agreement, several Federal stock classes
were assigned to GSA and DSA for integrated management.
The agreement provides for joint development of plans for
assigning, identifying, and subsequently transferring
necessary resources, funds, and personnel. Although medical
material is included among the commodities assigned to DSA
for integrated management, that assignment has been deferred
pending the outcome of still another study. ’ '

This new study, proposed in June 1971 by the Office of
Management and Budget (OMB), recognized that, although sev-
eral agencies purchase and use medical items and although
studies were previously made, no decision regarding unified
management or a national system was reached. OMB believed
that a further investigation should be undertaken before a
final decision could be made on the best means of providing
medical support to all Federal agencies. To reach a de-
cision OMB has set up a steering group composed of a repre-
sentative from OMB and each of four agencies--VA, DSA; GSA,
and HEW--to study the functions, organization, and management
practices in all Federal agencies involved in medical sup-
ply. The study was started in January 1972; the OMB repre-
sentative chaired the study group. A report on this study
was expected in June 1973 but has not yet been issued.

7
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CHAPTER 2

GREATER COOPERATION AND COORDINATION

WOULD RESULT IN SIGNIFICANT SAVINGS

IN PROCURING DRUGS

Lack of coordination between the central buying agen-
cies and certain restrictions on interagency transactions
increase the costs of drugs to the Government. = In reviews
of a limited number of the procurements during a 3-year pe-
riod, we identified (1) costs of about $420,000 which could
have been avoided through greater coordination between the
procuring agencies and (2) price variances of $447,000 on
Government purchases of the same items. A -substantial por-
tion of the differences could have been avoided and lower
prices realized through greater coordination.

Although DOD and VA have established policies of using
the most economical supply sources and have prescribed priori-
ties of supply sources to be followed by their medical facili-
ties, they operate their drug procurement and supply systems
largely independently of each other. Further, there is little
exchange of requirements data or coordination in procurement,
even though the agencies centrally buy and stock about 200
of ‘the same drugs and one or the other often obtains a lower
price for the same item,

DSA-VA SUPPLY AGREEMENT

DSA and VA have an agreement whereby VAMC can purchase
from DPSC medical material which DPSC manages centrally.
The agreement establishes .the procedures for requirements
planning, material requisftioning and release, billing and
collection, and other matters. .

VAMC does not use the agreement extensively; in fiscal
year 1970 it purchased only about $207,000 worth of drugs
from DPSC. A drawback to more extensive use of the agreement
is DPSC and VAMC surcharges which can total nearly 20 percent
of the cost for drugs supplied to VA field stations. Also,
the flow of drugs from DPSC depots or manufacturers to VAMC
depots and then to VA field stations is cumbersome and results
in extra handling and added transportation costs.

8
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The agreement does not provide for DPSC to buy drugs
from VAMC. We noted no procurements by DPSC from VAMC.

Military medical facilities may not ohtain from VAMC
stocks those drugs which DPSC does not carry, and VA facili-
ties may not buy from DPSC those drugs that VAMC does not
carry. In these cases these medical facilities have to buy
such drugs under the FSS contracts or directly from vendors
at much higher prices than those available from the central
buyers.

DEVELOPMENT OF REQUIREMENTS DATA
- FOR_PROCUREMENT 4

When either DPSC or VAMC approves a drug for central
management, it procures an estimated quantity to cover antic-
ipated needs for a limited period. Thereafter, quantities
to be procured are based primarily on the quantity issued
by depots since the last inventory replenishment. Computer
reports are prepared periodically--monthly by VAMC and
quarterly by DPSC (more frequently if predetermined reorder
points or critically low inventory positions are reached)--
and reviewed to determine items for which procurement or
other supply action should be taken. Both agencies try to
maintain inventory levels representing a number of months'
use--in VAMC 5 to 7 months' supply and in DPSC about 9 months'
supply--plus any special requirements.

Quantities of each drug are purchased to replenish
stocks and fill requisitions. DPSC includes unfilled orders
in calculating its reorder points, but VAMC does not.

Procedures for developing requirements under each sys-
tem are quite similar, and it appears that, to consolidate
procurement, requirements data under the systems could be
coordinated without difficulty. ’

POSSIBLE SAVINGS THROUGH
JOINT PROCUREMENT

DPSC and VAMC independently purchased, at different
prices, many of the same drugs for central stock--in many
cases from the same manufacturer and at about the same time.
"Several manufacturers have told us that large-volume purchases
will generally reduce prices.
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If VAMC and DPSC cooperated, they could forecast their
annual drug requirements; consolidate their procurements,
providing for any special needs for such things as packaging,
labeling, and inspection; and, under joint procurement ar-
rangements, take advantage of the most economical methods of
contracting and supply sources. Apparently, if their re-
quirements had been consolidated and bought under joint pro-
curement arrangements, VA and DPSC could have realized signifi-
cant savings.

For example, procurement records for 43 drugs showed
that, during fiscal yeard 1970 and 1971, DPSC and VAMC paid
different prices for the same drugs purchased within 30 days
of each other. These variances totaled about $246,000, and
each agency obtained the lower price in about half the cases.

We furnished information on these cases to DPSC and VAMC
officials so that they could determine the reasons for the
differences. Some vendors made voluntary refunds totaling
$15,000 to DPSC because of pricing mistakes they had made
during negotiations. Other vendors claimed that the differ-
ences were due to the type of contract negotiated, the vary-
ing quantities ordered, the frequency of orders, special
labeling and packaging requirements, or additional quality
control and testing requirements. One vendor suggested to
DPSC that it and VAMC combine their buys to obtain lower
prices.

) Because of the possibility of long-term storage and

shipments to countries with extreme climates, DPSC generally
requires more protective wrapping for the drugs it buys than
other buyers do. Despite this, DPSC has often paid identical
or lower prices than VAMC for the same drugs purchased in
similar or smaller quantities in the same period.

We also examined the sales records of four manufacturers.
DPSC and VAMC paid two of them $91,000 additional because of
different prices charged for the same items.

NEED TO PROMOTE INTERAGENCY
TRANSACTIONS AT THE USER LEVEL

If drugs stocked by DPSC and VAMC could be made avail-
able to medical facilities: of the system which does not stock
such drugs, substantial savings could be realized. As shown

10



COMPETITIVE PROBLEMS IN THE DRUG INDUSTRY 10593

below, savings would result from eliminating buys through
FSS contracts and buys directly from vendors at prices which,
almost invariably, are substantially higher than those paid
by central managers. (See app. I.)

The military departments have not arranged for their
activities to purchase from VAMC depots drugs not centrally
managed by DPSC. Also, VAMC has negotiated several special
contracts which military and, in some cases, civil agencies
cannot use. The prices under these contracts are lower than
those for the same drugs sold under FSS contracts. VA field
stations may not requisition directly from DPSC.

" Effects on medical facilities

When individual medical facilities cannot -obtain their
required drugs from central stocks because of interagency re-
strictions or impediments, they purchase them through FSS
contracts or directly from vendors in relatively small quan-
tities and usually at much higher prices. Following are ex-
amples of the additional costs incurred in such circum-
stances.

1. From July 1970 to December 1971, military hospitals
purchased macrodantin through FSS contracts for
$555,000 because DPSC did not stock it. At this
time, VAMC was purchasing the item for central stock
and paying about 48 percent of the FSS price. After

. allowing for VAMC's 8-percent surcharge, the hospi-
tals would have saved about $270,000 by purchasing
the item from VAMC, which had procured it centrally
in bulk quantities. After we brought this situation
to DMMB's attention, it arranged for DPSC to cen- //
trally procure, stock, and manage this drug, and
the prices negotiated were comparable to those ne-
gotiated by VAMC.

2. Sales records of purchases totaling about $6.1 mil-
lion made from four vendors during a recent 2-year
period showed that the Government incurred over
$214,000 in excess costs because military and VA
medical facilities bought many drugs directly from
them or under FSS contracts at prices higher than
those paid by DPSC and VAMC for the same drugs for
central stock. Even after allowing for DPSC and VA
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surcharges--amounting to 10-1/2 percent and

8 percent, respectively--about $150,000 would have
been saved had the military and VA medical facili-
ties purchased directly through DPSC or VA central
supply points. For example, during calendar year
1970, VA field stations paid $46.07 for an 8-ounce
jar of Aristocort Cream under the FSS contract.

DPSC stocked this item and could have supplied it for
$39.85 a jar, including all surcharges (18-1/2 per-
cent), a savings of §6.22 a jar. Total savings on
this item alone during calendar year 1970 would have
amounted to over $4,600.

The need to promote interagency transactions extends to
Government medical organizations other than those of VA and
DOD. Our review at the four vendors' plants identified
price variances of $110,000 because PHS and the National In-
stitutes of Health, HEW, purchased drugs directly from these
vendors at prices higher than those paid by DPSC and VAMC for
the same items. '

i Under the existing GSA and DOD agreement, DOD issued a
catalog, effective October 1, 1972, of selected items man-
aged by its Defense Supply Centers for the use of civil agen-
cies. About 600 drugs are listed which any Government agency -
can order from the cognizant Defense Supply Centers. The
catalog states that other DSA-managed items included in sup-
ply catalogs may also be requisitioned so long as a Federal
stock number is provided and appropriate requisitioning pro-
cedures are followed.

This is a.step toward fostering interagency transactions.
However, use of the catalog is not mandatory; consequently,
the agencies will not necessarily use it as an alternative to
more expensive local purchases.

CONCLUSIONS

Substantial savings and other advantages could result
from an effective joint effort--including planning, consoli-
dating procurement, and centrally procuring and supplying
drugs--among DPSC, VAMC, and other agencies that buy drugs.
Coordination should also enable these agencies to improve
inventory management and better serve medical facilities
Further, availability--under an interagency agreement--of the

12
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VAMC and DPSC central supply stocks to all field facilities
should reduce costly buys through FSS contracts and buys di-
rectly from vendors. Because central supply organizations
supply drugs to other Federal agencies, as well as to the
medical facilities they support, the overall benefits to the
Government could be considerable.

To facilitate coordination, DPSC, VAMC, and other af-
fected agencies may have to adjust their methods of deter-
mining requirements to insure that all work together with
compatible supply levels and frequencies of review of inven-
tory status. Contracts for procuring common drugs should in-
clude each agency's special requirements and delivery needs.

OMB should resolve the question of the type of joint
arrangements that should be made for buying the common items
and should make the solution a matter of record, in a DPSC-

" VAMC agreement or in appropriate regulations, by clearly set-
ting forth the arrangements and how they should be imple-

mented. The objectives of the arrangements should include
(1) the elimination of avoidable duplication between the

DPSC and VAMC procurement and supply systems and those of
other Federal agencies that buy, store, and supply drugs and
(2) a management plan permitting DOD and VA medical facili-
ties to order from each other's central stocks when this

. would be beneficial.

Such an agreement could be patterned after the existing
DSA-VA agreement, which prescribes mnecessary funding and
material-requisitioning arrangements. To obtain maximum
benefit from interagency transactions, the agreement should
provide that interagency purchases be mandatory, except in
emergencies.

Procurement consolidation would be a good first step
toward eliminating duplication in procurement.: This, and
making the supply services available to all agencies, should
also improve supply support for medical activities.

RECOMMENDATIONS

We recommend that the Director, OMB, lead in develop-
ing--with GSA, DOD, HEW, and VA representatives--policies
and procedures to provide greater coordination and coopera-
tion among Federal agencies in buying drugs. These policies
and procedures should include agreements between the parties

13
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or appropriate regulations providing for (1) periodic
determinations of the joint requirements of the agencies--and
others they support--for individual drugs and (2) joint pro-
curement arrangements so that the most advantageous prices
can be negotiated with suppliers for bulk quantities, with
specified quantities delivered during a specified period (or
other bases) direct to agency facilities where the drugs will
be used or to Government storage and redistribution depots.

Within this framework, provision could be made for spe-
cial requirements of the agencies, such as the special pack-
aging and specifications for longer shelf life sometimes re-
quired for items for military use. Field installations
should be authorized, except in emergencies or other justi-
fiable circumstances, to obtain their drug requirements from
any centralized Government supply source. ‘

AGENCY COMMENTS AND GAO EVALUATION

. DOD cited its current agreements with VA, GSA, and
other civilian agencies as evidence of its interest in foster-
ing interagency cooperation and coordination in the best in-
terest of the Government. DOD stated that:

"Pending final resolution of this matter DOD is
willing to discuss further arrangements to pre-
vent purchases of an item by one agency when the
item is available from stock of the other agency,
and to obtain the most advantageous prices in the
purchase of pharmaceutical drugs."

In its comments VA stated that:

"We agree with the major recommendation that

there should be greater cooperation and coordi-
nation among Federal agencies buying drugs. Since
the actual items involved will be determined by
the nature of the programs served and will reflect
the differences in mission, the degree of stand-
ardization will be limited by those factors. How-
ever, this should not limit other advantages to
the Government which would stem from a viable pro-
gram of interchange of procurement and supply
techniques, ideas, and innovations."

14
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In commenting on this report, OMB stated that it
generally agreed that significant improvements could be made
and economies could be achieved in procuring, inspecting,
storing, and supplying drugs. However, OMB questioned
whether mere consolidation of DOD and VA drug requirements
and joint procurement would insure economies. Further, both
OMB and VA pointed out that the total economic costs of pro-
curing, storing, and issuing drugs under central procurement
and local procurement systems and their relative cost effec-
tiveness should be determined and considered before arriving
at a decision to centrally buy and stock drug items. OMB
also pointed out that quantlty was only one of the factors
which influenced drug prices.

We agree with the concept of relative cost effectiveness
based on total economic costs, but "* * * the Government has
failed to develop the data and techniques needed to measure
the 'total economic cost' of fulfilling a Government need."!
Further, it appears that substantial time may eélapse before
such management data for selecting the most cost-effective
supply system for drugs will become available. We also agree
with the Commission on Government Procurement's view that
local procurement should be used whenever it is found to be
economically feasible.

Since total economic cost data is not expected to be
available in the near future, we believe the Government
should use those opportunities which, with current management
data and methods of operating, seem to 1nd1cate economies and
improvements.

We are advocating the joint procurement of consolidated
requirements, which does not necessarily include central
storage and reissue. The decision whether or not to cen-
trally stock drug items should be made on an item-by-item
basis after considering all cost factors. Deliveries could
be made direct to users, as is often done under centrally
procured requirements-type contracts, thus obviating storage
and related costs.

"Report of the Commission on Government Procurement," VOl 3
(Dec. 1972), p. 65.
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We agree with OMB that quantity is not the only factor
that affects the prices the Government pays for drugs.
However, we believe that ordinarily it is a major factor, as
evidenced by the differences in prices paid for the same
drugs bought in relatively small quantities under FSS con-
tracts or local procurements and those paid by a central pro-
curing organization for large definite quantity contracts.
(See app. I.) ‘Our analysis of the prices paid for 68 drug
items showed that the FSS prices for 29 items were from 5 to
366 percent higher than the definite-quantity-contract price.
Also, .in a study (B-164031(2), Nov. 22, 1972) comparing
prices paid for the same drug items by DPSC and VA with those
paid by nonprofit organizations that buy drugs on a group
basis for private hospitals, we found that the Government
paid lower prices for 28 of the 31 leading drug items which
these organizations and the Government bought. The Govern-
ment bought substantially larger quantities of 25 of these
drug items. We believe this undoubtedly had some effect on
the prices paid.

OMB stated that the preferable approach would be to
combine the best aspects of each existing procurement system
into one system. We do not disagree; however, as stated on
page 7, the possibility of a single system has been under
consideration since 1963 without result. We believe that,
until a viable single system is designed, actions in line
with our recommendations would improve the existing drug pro-
curement and supply operations.

16
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. CHAPTER 3

BENEFITS OF SPECIFICATIONS AND CENTRAL

MANAGEMENT IN PROCURING DRUGS

Efficient procurement and management of drugs depend
largely on obtaining effective competition and sound poli-
cies for approving items that warrant central management.

VA has improved its drug procurement by increasing the num-
ber of specifications available for procurement personnel to
use in obtaining competition for VA's. requirements. DOD
could save more in procuring drugs by revising its policy
for adopting items for central management.

- DEVELOPING SPECIFICATIONS

VAMC and DPSC prepare drug specifications for procure-
ment personnel to use in advising potential suppliers of the
characteristics that drugs must meet and to generate compe-
tition for the Government's requirements, In many cases,
however, due to patents or regulatory restrictions on . the
products the Government requires, procurement is limited to
a single source.

However, our comparison of central procurements of °
13 drugs by competition based on specifications and on a
sole-source basis demonstrates the advantages of seeking
broad competition, During a 2-year period lower average
prices were obtained on 11 of these items when they were
obtained competitively, and we estimated the Government
would have saved about $338,700 on these 11 items had they
been bought competitively in all instances. The quantities
purchased by each method were different. This probably ac-
counts for some of the price variation, but the primary
reason seemed to be: competition.

Preparing specifications can be difficult. For in-
stance, the data for writing them is ordinarily obtainable
only from manufacturers. Sometimes the manufacturers fur-
nish incomplete information or none at all, especially for
proprietary items, because they recognize that disseminating
complete and accurate data in specifications will probably
result in greater competition for Government, and possibly
commercial, requirements for their drugs.

17
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A further difficulty concerns data for formulating a
drug. Even when the proper ingredients and quantities to
be used are known, a product having a therapeutic effect
different from that desired may be manufactured.

Thus, because of inadequate or incomplete data or the
existence of patents, specifications are issued for many
drugs that the Government buys which do not increase compe-
tition., Frequently, only one source can provide what the
Government wants., :

The degree of competition obtained in procuring drugs
is less than that obtained for many other Government supply
items. In fiscal year 1970 only about 7 percent of VAMC and
DPSC dollar procurements for central stocks were made under
formal advertised procedures. Much of the balance was pro-
cured under contracts negotiated with the sole source of

- supply or under contracts negotiated and awarded after
proposals were solicited. : ,

The primary reasons for the lack of competition are the
large number of patented drugs and the Food and Drug Adminis-
tration's (FDA's) requirements for approving drugs for manu-
facture. Some manufacturers have difficulty meeting these
requirements because of the technical requirements and costs
involved,

'AVAILABfLITY AND USE OF SPECIFICATIONS

DPSC generally will not approve a drug for central
management unless (1) data sufficient to develop a competi-
tive procurement specification is available or (2) all three
military services concur in designating a single procurement
source. Consequently DPSC has prepared specifications for
nearly all the 1,100 drugs it manages. Only 1 percent of
these items are intentionally bought noncompetitively from
preselected sources.

Although DPSC attempts to buy competitively virtually
all the drugs it manages, it has been successful only for
about 51 percent of 1,100 items and the degree of competi- |
tion on many of them is quite Iimited. The remainder, about
535 items, is supplied by single sources. FDA regulations,
which disallow marketing without approved new drug applica-
tions or antibiotic certificates, or patents preclude or

18
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restrict competition for 386 of these. But no apparent laws
or regulations preclude interested firms from bidding for
the remaining 149 drugs..

Thus, although DPSC has developed specifications for
virtually all the 1,100 items, it has obtained competition
for only about half of them. The specifications on the
remainder, although not necessarily generating competition,
do define what is wanted and minimize misunderstanding and
contractor failure to satisfy Government requirements, DOD
considers this benefit of specifications to be significant.
It further believes that specifications should be developed
in restricted competitive procurement so that DOD will be
ready to go into the competitive market when a patent
expires, when it legally buys around a patent, or when
additional manufacturers conform to the regulations for
manufacturing a drug.

Before October 1970 VA generally bought 'its required
drugs on a brand-name basis and did not develop specifica-
tions for drugs it bought on a sole-source basis.

At that time about 70 percent of the drugs VA centrally
stocked were designated for sole-source procurement to obtain
specified brand-name drugs. Also, a large percentage of FSS
contracts were for making manufacturers' product lines avail-
able to the Government at less than market prices. However,
these contracts were negotiated without specifications or
competition.

At that time also, VA ordinarily developed specifica-
tions only when the demand for a generic drug was sufficient
to warrant. central management or for drugs for which no
patents existed or the patents had expired. Generally this
meant that procurement was made from preselected sources
which obviated the need for specifications. '

In October 1970, however, VA began to develop specifica-
tions for 110 of the 450 drugs it managed centrally, for
which it considered competition feasible. This effort has
primarily consisted of obtaining industry comments on DPSC
specifications which VA has rewritten as proposed VA speci-
fications., After suggested revisions were considered, the
specifications were written in final form.

19
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On June 21, 1972, VA officials testified before the
Subcommittee on Monopoly, Senate Select Committee on Small
Business, concerning VA efforts to expand competitive pro-
curement of its centrally managed drugs., VA indicated that
it had developed specifications for 85 of 133 items it had
determined suitable for competitive procurement and that
specifications for 34 of the items were being developed. VA
officials stated that 14 of the 133 items were being deleted
and that, although it was too early to establish the total
potential savings, annual savings of almost $940,000 had
resulted from using the 85 specifications that had been
issued as of June 1972, ‘

COORDINATION POTENTIAL IN
DEVELOPING SPECIFICATIONS

Several Government agencies buy many of the same drugs,
and, as new drugs are developed and adopted for use, this
number should increase. As previously indicated, specifica-
tions are extremely beneficial in obtaining competition and
drugs that conform to required quality standards.

VA and DPSC are not required to coordinate in preparing
specifications for identical or nearly identical drugs they
both manage centrally. This situation leaves potential for
duplicate effort in preparing specifications (1) for new
items for which neither organization has yet prepared speci-

" fications and (2) for those items currently managed centrally
by VAMC without specifications if VAMC decides it can, and
should, issue specifications for such items and if DOD also
decides to use and centrally manage the same items.

When identical and near-identical items are adopted for
central management, DPSC and VAMC, and possibly other agen-
cies, should jointly develop specifications for such items
to avoid possible duplicate effort and to make the best
possible use of the available talent to do this important
work.

NEED TO REVISE DOD POLICY FOR ADOPTING
ITEMS FOR CENTRAL MANAGEMENT

In considering an item for central management, DMMB
requests the manufacturer to furnish information on the
item's essential characteristics. DPSC evaluates this

20
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information to determine whether it can prepare a
specification. DMMB's policy provides that an item not

be adopted for central management unless (1) data suffi-
cient to develop acceptable specificatioms is available or
(2) all three military services concur in designating a
single procurement source. Substantial costs were incurred
because of this policy.

The macrodantin case (see p. 11) illustrates the effect
of this policy. In June 1969 the Air Force proposed this
drug for central management., ' The Navy concurred, but the
Army did not because it considered satisfactory a similar
drug which was centrally managed. The brand-name
manufacturer of the proposed items refused to provide techni-
cal data, and, because specifications could not be developed,
the Air Force)and Navy withdrew their recommendations.

Without concurrence by all three services, DMMB did not
adopt the item for central management on a sole-source basis.
Consequently, military activities continued to purchase it
under the FSS contract, and during the 18 months from July 1,
1970, through December 31, 1971, they purchased $555,000
worth of the drug. During this time VAMC was purchasing the
drug for its central stocks at less than half the FSS price.
Had the military adopted the item for central management,
military medical activities could have saved about $291,000,
assuming the purchases could have been made at the same
price VA paid.

We brought this matter to DMMB's attention in March
1971, and after DMMB concurred it authorized DPSC in July
1971 to centrally manage and procure the item on a sole-
source basis. The first contract was awarded in December
1971.

CONCLUSIONS

Substantial savings resulted from VA's expanded use of
specifications in procuring its centrally managed items.
Savings should continue if specifications are developed to
the extent practicable and beneficial on new items and on
those centrally managed items for which specifications have
not been prepared. DOD could also realize substantial sav-
ings by revising its policy for adopting items for central
management. Further, since many drugs Federal agencies use
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for which DOD and VA prepare specifications are basically
the same and since the number of such items should increase,
VA and DOD could cooperate in preparing specifications for
such drugs. Such cooperation would avoid duplicate effort
and best use technical talent in preparing specifications.

RECOMMENDATIONS

We recommend that the VA Administrator arrange, as soon
as practicable and beneficial, for specifications to be
developed for (1) all new items which VA decides to manage
centrally and (2) centrally managed items for which it
currently has no specifications.

Also, since cooperation and coordination can be valu-
able in developing specifications, we further recommend that
the Secretary of Defense and the Administrator consider
jointly developing specifications which will satisfy all
agencies' requirements. The effort should consider the
requirements of all Federal agencies which .procure drugs so
that specifications will be issued, when possible, for those
items for which the aggregate quantity required justifies
central management.

We recommend that the Secretary of Defense revise DOD
policy to insure that drugs will be adopted for central
management whenever savings will result. Controls on sole-
source drugs will be necessary to (1) insure that the sole-
source designation is not misused, (2) insure that specifica-
tions are developed as soon as possible, and (3) encourage,
when appropriate, the use of lower cost alternative drugs.

AGENCY COMMENTS AND GAO EVALUATION

VA stated that it considered joint development or mutual
use of specifications an important element of the increased
agency cooperation advocated in our report. It did not,
however, comment on the need to develop specifications for
some of the items it currently manages centrally and for new
items it selects to manage centrally in the future.

DOD stated that DMMB would be specifically asked to
coordinate the development of specifications with DSA and
VA and to recommend appropriate action providing for the
"% % % joint coordination/preparation of medical materlal
having common usage within DOD and VA."
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Regarding the recommendation that DOD revise its policy
for adopting items for central management, DOD stated that,
in addition to monetary savings, decisions were based on
such factors as drug efficacy and storage requirements.
However, it said that it would review the criteria and the
standardization procedure used for adopting items for
central management. :

Although DOD policy.provides for central procurement
when savings apparently will result, the policy can be
nullified by the requirement that the three military serv-
ices concur in a sole-source designation, We believe that
DOD should evaluate this requirement in its review of the
standardization and procedures.

23
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CHAPTER 4

UNIFORM REPORTING AND MORE EFFECTIVE USE OF

RELATED REPORTS WOULD IMPROVE SELECTION OF ITEMS

FOR CENTRAL MANAGEMENT

The primary method of identifying drugs for possible
DPSC and VAMC central management is reviewing field activi-
ties' reports of purchases from FSS contracts and local
suppliers. Each military service has a different system
for reporting medical items purchased locally, and neither

DMMB nor DPSC reviews these reports.

VAMC reports local

procurements, but its voluminous reports contain many errors
and no summary. VAMC could use these reports more effec-

tively.

MILITARY DEPARTMENT REPORTS

The following table summarizes pertinent aspects of
the systems the military services use to obtain data from
their medical facilities on procuring medical items, includ-

ing drugs.

Number
of medical
facilities
reporting

Army 19
Navy 93
Air Force 26
Air Force 70

Frequency
of

reporting

Semi-~
annually

Quarterly

Semi-~
annually

Semi-
annually

24

Medical items required

Those on which expendi-
tures totaled $1,000
or more,

Those accounting for the
highest expenditures
during the reporting
period, The number
ranges from 10 to 50,
depending on the re-
porting facility, but
at least 50 percent
must be drugs.

Those representing the
top 15 items purchased
with locally assigned
stock numbers

Those listed in a spe-
cial catalog of non-
centrally stocked med-
ical material
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These reports are sent to field offices which organize
the data and consolidate the reports for each service, but
the field offices do not review and evaluate the items re-
ported. The offices of the respective Surgeons General
that select and recommend items to DMMB for centralized
management make such reviews and evaluations. No single
authority reviewed all of these reports at the time of our
review, but a DOD official advised us that, after we ex-
amined this situation, arrangements were made for all the
military departments to send their consolidated reports to
DMMB for its review and use in evaluating new items for stand-
ardization.

The Army and Né&y Surgeons General have no written
definitive criteria for evaluating and selecting drugs to
be recommended for central management. The Army, however,
does have a written procedure stating that reports of local
purchases will be reviewed to identify items used in suffi-
cient quantity to warrant central management, but what con-
stitutes such a quantity is not defined.

The Air Force has definitive written criteria for
identifying drugs as candidates for central management.
Generally the Air Force considers recommending items pur-
chased by three or more facilities which have aggregate
semiannual expenditures exceeding $1,000.

The Army's and the Navy's lack of these definitive
criteria can result in failure to identify drugs purchased
by their medical facilities in sufficient quantities to
warrant DMMB evaluation, For example, Army and Navy medical
organizations may purchase a drug exceeding $1,000 in value
and the item may not be considered for central management;
whereas, in similar circumstances, the Air Force normally
considers the item for central management. Also, reports
do not include purchases of centrally managed items from
sources other than the central manager. The services could
use this information to monitor field activities to insure
that they were purchasing such drug items from DPSC as pre-
scribed by service regulatioms.

VA REPORTS

Under authority GSA delegated in 1960, VA awards and
administers FSS contracts and obtains semiannual reports
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from vendors on the volume of drugs they have sold Federal
agencies under (1) advertised contracts and (2) negotiated
FSS contracts.

VA requires its field stations to report all local
purchases of drugs to the VA Data Processing Center, Austin,
Texas, which lists the data in the quarterly Drug Acquisi-
tion Report, This report is sent to VAMC for review and
evaluation to determine whether the field stations are (1)
purchasing locally drugs which could be supplied more eco-
nomically if they were available in depot stocks or (2) pur-
chasing in ways VAMC previously designated, such as from
depot stocks, throughfspecial contracts providing for de-
centralized procurement and through FSS contracts.

VA's basic criterion for considering whether a drug
should be centrally stocked is that local purchases should
amount to $10,000 or more a year. All items that qualify
under the criterion are not assured of being considered.
In part, this is due to (1) the sheer volume of the Drug
Acquisition Report--approximately 120,000 transactions
listed on 4,500 pages, (2) the lack of item summaries and
exception data, and (3) errors and inconsistencies due to
VA field stations' failure to adhere to prescribed report-
ing requirements. One individual reviews the report.

To test the report's effectiveness, we had to devise a
special computer program to isolate and summarize purchase
data on potential candidates for central management. This
test covered the reports for September 1970 through May
1971 and revealed 273 items which were not being centrally
stocked although they satisfied the local purchase crite-
rion. VA officials explained that 219 of the items were
inappropriate for central stocking because some needed re-
frigeration, some were blood derivatives, and different in-
travenous systems required various types and sizes of in-
travenous solutions, VA officials said that, of the Tre-
maining 54 items, 24 were already being studied for central
stocking and 30 would be considered.

In September 1972 VA officials informed us that, of
the 30 items, 8 had not been selected for central stocking
for such reasons as declining purchases, insufficient price
break for bulk procurement, and the delay in waiting for
FDA efficacy determinations. Of the remaining items, 9 were
still being studied and 13 had been or were being centrally
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stocked. Of the 13 items, 5 had been centrally purchased;
VA forcasted savings of almost $36,000 for fiscal year 1973
on these items.

FSS contracts for pharmacéuticals are let in two sec-
tions and are labeled section A and section B contracts.
Section A contracts are generally used for generic items
and section B contracts for brand-name items. Section A
contracts ordinarily are let for individual drugs, but sec-
tion B contracts generally are let for the complete product
lines that drug manufacturers produce.

The reports to be submitted by FSS contractors on sec-
tion A contracts are useful to VA in considering items for
central management because VA needs information on indi-
vidual items in determining whether the volume of procure-
ment of single items warrants consideration for central
management. The reports on section B contracts are gen-
erally not usable because they relate to a complete product
line.

Some contractors were not furnishing the reports of
orders received, contrary to contract requirements. To the
extent the réports are not received, the volume of purchases
Federal agencies make is understated; therefore, drugs that
qualify may not be identified or considered for central
procurement. Also, the lack of usable data submitted in
reports on a product-line basis under section B contracts
could result in failure to identify items with potential
for substantial savings through central management.

NEED FOR STANDARDIZED CODING SYSTEM

Under current reporting practices of both VA and mili-
tary medical facilities, reports may include data for drugs
under identification methods when an item does not have a
Federal stock number. For such items the manufacturer's
number, the hospital's number, or other types of identifica-
tion are used.

In such a situation, purchase data on the same item
may possibly be reported in two or more ways and the fact
that the same drug is involved may be overlooked. If such
purchase data is not consolidated, potential items for cen-
tral management may be bypassed. A national drug code
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number has been assigned to every drug, and these numbers
could be used when a Federal supply number has not been
assigned.

CONCLUSIONS

Both the military services' and VA's reporting systems
for local purchases have weaknesses. Specifically, the lack
of uniform reporting, the lack of evaluation criteria, the
failure to evaluate many items that qualify for considera-
tion for central management, and omissions from the local
purchase reports suggest that many items that should be
centrally managed are not and are therefore being procured
locally at unnecessarily high prices.

To implement its stated policy of buying from the most
economical source, DOD should establish a uniform reporting
system for local drug purchases, including centralized re-
view and evaluation of the reports of all the services,
probably by DPSC. Candidates for central procurement should
be recommended to DMMB. :

RECOMMENDATIONS

We therefore recommend that the Secretary of Defense
have DMMB:

~~Develop, for reporting local drug purchases, a uni-
form system aimed at requiring all activities which
made specified total dollar purchases of individual
drugs during the reporting period to report their
purchases.

--Require that centrally managed drugs purchased from
other than the central manager be reported.

Although the basic concept of VA's Drug Acquisition
Report is sound, it could be more effectively used. We
therefore recommend that the Administrator, VA,-require (1)
the Central Office Supply Service to prepare lists of sum-
mary and ‘exception data from the information reported and
(2) local field stations to report their purchase data
correctly and consistently. Further, we recommend that the
Administrator see that vendors report their sales under FSS
contracts on an individual-item basis when this is required
by such contracts and, when not required, negotiate such
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requirements into future FSS contracts when reasonable and
practicable,

We also recommend that DOD and VA, to improve report-
"ing, consider using a standardized coding system, such as
the National Drug Code, for identifying, in their reports
of local purchases, those drugs which do not have Federal
stock numbers, This would avoid the possibility under cur-
rent procedures of either the manufacturer's or possibly
some other identification number's being used for a partic-
ular drug. In this case data relating to identical items
may not be recognized, and as a result, potential items
for central management may be overlooked. : :

AGENQY COMMENTS

DOD stated that all military departments now submit
consolidated reports to DMMB for its review and use in eval-
uating new items for standardization action.

DOD stated also that one of its objectives was a uni-
form reporting system incorporating the points in our recom-
mendation. However, it considers near-term achievement im-
practicable and too costly because of the differing systems.
DOD further stated that action would be taken to insure
that each military department followed standard reporting
criteria and that, as soon as practicable and cost effective,
a uniform reporting system for all local purchases of phar-
maceuticals would be implemented.

VA acknowledged the need for the recommended improve-
ments in its reporting system on field station drug pur-
chases but did not comment on our recommendation to use a
standardized drug coding system. DOD stated that it had
been considering using the National Drug Code. There has
been coordination among the military departments, DSA, and
FDA. The intent is to implement either the National Drug
Code or a comparable system which will facilitate consolida-
tion of purchase data on pharmaceuticals.
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CHAPTER 5

OVERLAPPING QUALITY ASSURANCE ACTIVITIES

AND OBSTACLES TO ELIMINATING THEM

FDA monitors the manufacturing practices and conditions
under which drugs are made by inspecting the plants of drug
firms, reviewing their quality assurance controls, and test-
ing product samples. Under the Food, Drug, and Cosmetic Act
(21 U.S.C. 301), antibiotics, insulin, and certain veterinary
drugs may not be marketed until FDA has tested each batch
for strength, quality, and purity and has issued individual

-certificates of approval to the manufacturer. For all other
drugs, FDA periodically tests products through surveillance
sampling programs to insure that the items meet the purity,
strength, and identity standards provided in the act.

Ay
DPSC and VAMC also operate quality assurance programs to
insure that the drugs they buy are acceptable in purity,
safety, strength, and other considerations. These programs
differ both in qualifying manufacturers as supply sources
for drugs and in procedures for insuring that the respective
supply systems accept only quality products.

In these circumstances, two or all three agencies could
be conducting quality assurance inspections simultaneously
at the same plant.

DIFFERENCES IN APPROVING FIRMS TO
SUPPLY DRUGS AND IN INSPECTING PRODUCTS

Qualification of suppliers

The DPSC quality assurance program includes evaluating
the contractor's ability to supply each required drug. This
is done by surveying manufacturing plants and by testing
product samples. before awarding contracts.

Preaward plant surveys and preaward samples are gen-
erally required when a firm's ability to manufacture a spe-
cific drug is unknown or a doubt exists about the firm's
quality control, housekeeping procedures, or financial posi-
tion. A manufacturer may be disqualified for failing to
satisfy certain requirements of quality control, housekeep-
ing, acceptability of subcontractors, plant capacity, or
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financial condition, but the disqualification pertains only
for the specific procurement for which the manufacturer
failed to meet DPSC requirements. A satisfactory plant in-
spection or demonstrated ability to manufacture a specific -
item is not a prerequisite for being placed on the the DPSC
bidders 1list.

Unlike DPSC, VAMC requires that a plant survey or in-
spection be made of each prospective supplier before it can.
be placed on the list of approved suppliers for VA contracts,
including FSS contracts., Reinspections are made approximately
every 5 years, unless required sooner because of customer
complaints or other problems,

DPSC and VAMC inspection procedures use standards for
manufacturing and processing drugs patterned on the Good
Manufacturing Practices published by FDA, However, although
VA and FDA standards are essentially the same, DPSC standards
are more specific, For example, FDA and VA personnel
standards require that persons who direct the manufacture
and control of a drug be adequate in number, -education,
training, and experience to insure that the drug has the
safety, identity, strength, quality, and purity that it pur-
ports to possess. DPSC standards go further and set specific
personnel requirements, qualifications, and respomnsibili-
ties,

The following table summarizes the results, during
fiscal years 1969 through 1971, of preaward surveys by DPSC
and plant inspections by VAMC to qualify suppliers for their
bidders 1list,

DPSC - VAMC

Number Percent Number Percent
Qualified 238 53 265 .76
Disqualified 213 _4a7 84 24
451 100 389 100

DPSC disqualifies more manufacturers partially because
of its policy of surveying individual products, which may
result in disqualifying a firm only for one item being pur-
chased.
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Product inspections

After a contract has been awarded, DSA, through the
Defense Contract Administration Services, monitors the qual-
ity of products being bought by inspecting the contractor's
plant during the contract period. This quality assurance
concept is designed to determine, before supplies are ac-
cepted, that the contractor has fully complied with con-
tractual requirements for product quality,

Detailed instructions give procedures for the Quality
Assurance Representatives to follow in inspecting products.
Basically, they must review the contractor's manufacturing
and testing procedures and verify that control of manufactur-
ing processes is adequate and that deficiencies are cor-
rected.  The inspections are performed on a lot-by-lot basis
using statistically selected samples. Deficiencies are
reported to the contractor. During fiscal year 1971, 67 de~
ficiency reports were issued; copies were sent to FDA,

In contrast to the DSA product inspection system, VAMC
requires that items -purchased for depot stockage be in-
spected after receipt in the depot but before Government ac-
ceptance, FDA performs these inspections on a cost- '
reimbursable basis, and they are required for each lot of
generic drugs purchased but for only one lot of each brand-
name product purchased during the year. Items purchased =
through FSS contracts are not subjected to any Government
inspections other than those normally performed by FDA under
the Food, Drug, and Cosmetic Act.

During fiscal years 1969 through 1971, FDA tested for
VAMC 544 brand-name drugs and 1,882 generic lots of drugs
furnished by commercial suppliers. FDA rejected 78 lots
(all generic drugs), or 3.2 percent of all lots inspected.

OBSTACLES ‘TO ELIMINATING OVERLAPPING
QUALITY ASSURANCE ACTIVITIES

We discussed the overlapping DOD, VA, and FDA quality
assurance efforts with responsible officials. The officials
indicated that they were prepared to consider a centralized
quality assurance program under FDA direction.
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Officials of DOD and VA have reservations, however, and
stated that it would be imperative that such a program
(1) be at. least as effective as their present programs and
(2) fully recognize the agencies' special requirements; for
example, shelf life and packaging of items for military use.

The FDA Commissioner testified on January 19, 1971, be-
fore the Subcommittee on Monopoly, Senate Select Committee
on Small Business, that drug inspection by three Federal
agencies was duplicative and that the resources used by
other agencies for drug inspection should be allocated to
FDA.

CONCLUSIONS

The present DSA, VA, and FDA drug inspection systems are
not as efficient as they could be, because several Federal
agencies survey. the plants and inspect the products: of the
same vendors and sometimes the same items. Also the agencies
differ in their degrees of inspection for both plants and
products.,

DSA makes preaward surveys and in-plant product inspec-
tions for the majority of the drugs bought for military use--
those items that are centrally managed. However, military
hospitals make substantial procurements commercially, either
under FSS contracts or from local vendors, of which no in-
spections are made, other than those by FDA., VA augments
FDA inspection to a lesser degree than DSA does and still
seems to obtain satisfactory results,

RECOMMENDATION

Advantages should stem from having a single agency re-
sponsible for quality assurance activities pertaining to
purchases of drugs by Federal agencies. Since FDA has
statutory responsibilities pertaining to the manufacture
of drugs, ‘it seems to be the logical choice for this cen-
tralized responsibility. The additional responsibility should
facilitate the performance of its other responsibilities
relating to drug manufacturers.

Accordingly, we recommended that the Secretary of HEW;
the Secretary of Defense; and the Administrator, VA, review
the frequency and type of inspections required and the re-
lated staffing, organization, and administration changes
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that would be needed to facilitate the transfer to FDA of
all quality assurance responsibilities pertaining to pur-
chases of drugs by Federal agencies.

AGENCY. COMMENTS

DOD doubted FDA's capability to perform the types of
inspections it requires.

VA stated that it would use the service when FDA was
capable of performing inspections on a timely basis. HEW
stated that it would discuss the requirements, resources
needed, and pertinent issues for carrying out our recommenda-
tion with the interested agencies, and, if it found that it
would be in the best interests of the Government, it would
take the necessary actions to arrange for the transfer to
FDA of all quality assurance responsibilities pertaining
to purchases of drugs by Federal agencies.

We believe there is a demonstrated need for serious con-
sideration of transferring drug procurement quality assur-
ance inspection activities to FDA. Although discussions of
requirements, resources needed, and pertinent issues are a
first and important step, we believe that such discussions
should be held with the objective of exploring alternatives
that, if proven feasible, would facilitate the transfer to
FDA.
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CHAPTER 6

'SCOPE OF REVIEW )

We limited our review primarily to pharmaceuticals and
did not include medical equipment and other supplies. We:

~-~Reviewed the direct procurement of drugs by‘Federal
agencies.

--Compared selected aspects of the procurement .and sup-
ply systems of DSA and VA--the two major buyers and
suppliers of drugs to Federal medical facilities.

--Evaluated DSA and VA procurement philosophies and
practices and determined the extent of interagency
coordination and its effect on drug prices paid. '

--Reviewed laws and other authorities which control or
influence the manufacture, inspection, and sale of
drugs. ' '

--Reviewed pertinent policies, procedures, and practices
and talked with representatives of organizations
involved directly or indirectly in Federal drug pro-
curement. :

-~-Bxamined records and transactions concerning the mat-
ters reviewed.

The organizations we visited or with whose officials we
talked were:

DOD:
DMMB, Washington, D.C.
Department of the Army:
Office of the Surgeon General, Washington, D.C.
U.S. Army Medical Materiel Agency, Phoenixville,
Pa. i
Walson Army Hospital, Fort Dix, N.J.
Department of the Navy:
" Bureau of Medicine and Surgery, Washington, D.C.
Bureau of Medicine and Surgery, Field Branch,
Philadelphia, Pa,
U.S. Naval Hospital, Philadelphia, Pa.
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Department of the Air Force:
Office of the Surgeon General, Washington, D.C.
Medical Materiel Field Office, Phoenixville, Pa.
Malcolm Grow United States Air Force Medical"
Center, Andrews Air Force Base, Washington,
D.C.
. DSA:
Headquarters,; Cameron Station, Alexandria, Va.
Defense Personnel Support Center, Philadelphia,
Pa.

VA:
Department of Medicine and Surgery, Washington, D.C.
VAMC, Hines, Il1.
Veterans Administration Hospital, Washington, D.C.
Veterans Administration Hospital, Hines, I11,

OTHER ORGANIZATIONS:
Committee on National Formulary, Washington, D.C.
(prepares the National Formulary drug compendia)
Committee of Revision, The United States Pharmaco-
peial Convention, Inc., Washington, D.C. (prepares
the U.S., Pharmacopeial drug.compendia)
HEW: :
Social Security Administration, Washington, D.C.
FDA, Rockville, Md.
GSA:
Federal Supply Service
Arlington, Va.
OMB, Washington, D.C.

We also visited (1) four pharmaceutical firms and exam-
ined their records of sales to Federal agencies, to evaluate
the agencies' procurement practices, and (2) three private
hospitals, to discuss their drug selection, drug procurement,
and quality control procedures.
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_APPENDIX I
COMPARISON OF UIGHEST PRICE PALD UNDER

DEFINITE-QUANTITY CONTRACT BY VA OR DPSC WITH THE

FSS. PRICE FOR DRYGS, MARCH 1968 TO DECEMBER 1969
Definite-quantity

contract
. Buying  Highest . ¥sS ___Difforence

agency price price Amount  Percent

Psyllium hydrophilic mucilloid with VA . 3§ 0,87 $ 2,22 $ 1.35 155
dextrose
6505-050-4567 .

Carisoprodol tablets . DPSC 3.79 6.60 2.81 61
6505-062-4833

Isoprotererol hydrochloride (HCL) and DPSC 2,10 2.64 .54 26
phenylephrine
6505-071-7861 o - :

- Chlorthalidone tablets DPSC 4,19 4.38 : .19 5
6505-074-9914

Quinidine sulfate tablets . DPSC 1.96 . 2.50 k 54 28
6505-138-7400 . .

Tripelennamine HCL tablets VA 6,32 2 16,09 254
6505-148-9000 .

Chloramphenicol capsules VA . 5.41 8.03 2.62 48
6505-160-0495 N
Prednisolone tablets. o DPSC 5.69 10.00 4.31 77

6505-559-6734 . - .

Phenazopyridine HCL tablets VA 32,16 39.84 7.68 24
6505-582-5344

Sodium diphenylhydantoin capsules VA 2,89 4.65 1,76, 61
6505-584-2338 ) ¥

Pentaerythritol tetranitrate tablets VA 9.08 12.45 3.40 38

;- 6505-584-4297 R s

Pentserythritol tetranitrate tablets - VA 4.72 8.30 13,58 R {
6505-597-7341 .

Potassium phenoxymethyl penicillin - DPSC 1,60 7.46 5.86. " 366
tablets 9 S ;
$505-656-1612 !

Sodium aminobenzoate, ‘sodium sulicylate . VA 7.49 8.81 17
and ascorbic acid : ;
6505-660-1746 . T e

Penitaerythritol tetranitrate tablets DPSC 15.36 24.90 954 62
6505-680-2326 .

Nitrofurantoin tablets - VA 75.54 180,00 104 .46 138
6505-685-1972

Btholeptazine citrate and aspirin tablets npPsc 14,71 20,50 5.79 39
6505-687-7901 .

Propoxyphene HCL capsules DPSC 6.45 13.62 7.17 111
6505-725-6992 .

Phenelzine sulfate tablets VA 3. 3.98 .87 28
6505-753-9702 )

Theophylline ephedrine HCL and pheno- VA 8.61 . 23,74 14.13 147
barbital tablets .

6505-753-4766 .

Povidone-iodine solution DPSC 9.86 9.90 B 1) -
6505-754-0374 o T
Amspicillin capsules DPSC 5.40 10,45 5,05 93

6505-770-8343 | . .
Methocarbamol and aspirin tablets . DPSC 18.47 21,00 2,83 147
6505-775-5708 . K
. Propoxyphene HCL, aspirin, caffeine and DPSC 12.75 28.97 16,22 128
B phenacetin :
“ 6505-784-4976 > i

Chlorpropamide tablets DPSC 12.39 17.28 4,89 39
6505-817-2279 t .

Imipramine HCL tablets DPSC 4.47 4.8% .31 8
6505-853-4799 N

Erythromyein estalate capsules &« DPSC 3.43 7. 14.98 11.55 308
6505-890-1388

Sodium phosphate and sodium citrate DPSC .28 & 30 ez 7

solution
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Sodium coliatimethate for injection
6505-890-1582

Carisoprodol tablets
6505-904-3256

Dexbrompheniramine maleate and pseudo-
ephedrine sulfate tablets
6505-926-9019

Propoxyphene HCL capsules
6505-458-2364

Nystatin, gramicidine, neomycin sulfate
and triameinolone
6505-961-5504

Butalbital, aspirin, caffeine and
phenacetin tablets
6505-962-4375

Propoxyphene HCL, aspirin, caffeine and
phenacetin
6505-967-8735

Isoproterenol sulfate inhalation,
nonaqueous
6505-023-6481

Guanethidine sulfate tablets
6505-062-4829 .

Triamcinolone acetonide cresm
6505-064-3940

Glyceryl: guaiscolate syrup
6505-064-8765

1sosorbide dinitrate tablets
6505-072-9346

Glyceryl gusiacolate syrup
6505-079-6269

Nitrofurazone ointment
6505-130-1960

Neomycin sulfate powder
6505-299-9527

Dibucaine ointment
6505-299-9535

Test paper and color chart
6505-559-6859

Diphenhydramine HCL capsules
6505-582-4868

Propantheline bromide tablets

. Promethazine HCL injection

6505-584-3280

Perphénazine tablets
6505~584-3669

Acetone test tablets
6505-616-7861-

Chlorpheniramine maleate tablets
6505-655-8460

Senna pad extract tablets
6505-656-1468

Triamcinolone acetonide cream

© 6505-682-8194

Meglumine diatrizoate injection
6505-734-0658

Simethicone aluminum hydroxide gel
6505-735-1742

Isosorbide dinitrate tablets
6505-761-1506

Dipyridamolé tablets
6505-764-9014

Acetylcystéine solution
6508-767-9111

Isosorbide dinitrate tablets
6505-781-3111

Oxyphenbutazone tablets
6505-786-8747

Bisacodyl tablets
6505-889-9034

Definite-quantity
contract’
Buying  Highest
agency price
VA $ 3.51
VA 4,65
oPSC 3.82
DPSC 12.38
VA 1.70
DPSC 8.58
DPSC 6.82
DPSC 1,23
DPSC- © 6,23
DPSC 39,20
VA .35
DPSC 2.03
VA 11,99
VA 2,28
VA .48
VA .22
DPSC .81
173 2.94
DPSC 14.10
DPSC .63
DPSC 17.15
DPSC 1.48
VA 7,02
DPSC 1,27
DPSC .86
VA 1.5
DPSC, .80
DPSC 11.21 .
DPSC 42.93
DPSC 4.38
ppsc. ®  6.0s
DPSC 42.29
DPSC 21.98

FSS
price

$.23
6.40
6.00

27,79
2.05

16.40
15.92

1.68

Difference
Amount Percent
1.72 50
1.75 37
2.18 57
15.41 124
.35 21
7.82 91
9,10 133
.45 37
1.61 26
78,80 28
s si,
W17 38
3.08 izs
2.82 124
.42 88
.30, 136
.29 “36,
4,28 146

21,90, .. " 18§
S 59
10.72. 63
e 13
20,88 297
43 34
.66 183
.50 38
.30 37
4,25 “38
6.78 16
1.22 28
2,29 38
7.39 17
3.94 18
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Definite-quantity
_contract
Buylag  HIghest PSS __ Difference
agency price price + Amount Percent:
Isoxsuprine HCL tablets DPSC $ 29,99 $ 42,90 $ 12,92 .43
6505-890-1321 . -
Flurandrenalone cream ’ VA .99 1,28 .27 28
6505-890-1554
Dioctyl calcium sulfosuccinate capsules VA 32,65 44,80 12.18 37
6505-890-1627
Fluocinolone acetonide cream ' VA 24,00 30.60 6.60 8
6505-905-9041 ) '
Sodium ampicillin for injection DPSC .37 1,10 .73 187
6505-946-4700 .
Methenamine mandelate tablets DpPsSC 3.48 4.65 1.17 34
6505-982-5429
Fluocinolone acetonide cream DPSC 1.10 1,52 .42 38
6505-985-7110 , )
Total - $655.31  SL.OGZ.BL  $412.00 7
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APPENDIX II

ASSISTANT SECRETARY OF DEFENSE
WASHINGTON, D. C. 20301

HEALTH AND . ' 14 AUG 1973

ENVIRONMENT -~

Mr. Gregory J. Ahart

Director, Manpower and Welfare Division
United States General Accounting Office
Washington, D, C, 20548

Dear Mr. Ahart:

On behalf of the Secretary of Defense we have carefully reviewed the
findings, conclusions, and recommendations contained in the GAO Draft
Report, dated 1 June 1973, "Opportunities to Improve the Procurement
and Supply of Pharmaceutical Drugs" (OSD Case #3636).

The Department of Defense subscribes to the principles set forth in
your report that greater cooperation and coordination between the
Veterans Administration and the Department of Defense in the develop-
ment of drug requirements data for procurement purposes, development
of common specifications and the possibility of joint procurements for
centrally managed common drug items could result in savings to the
government. The following discussion provides specific comments on
each of the report!'s recommendation.

DEVELOP POLICIES AND PROCEDURES DESIGNED TO PROVIDE
GREATER COORDINATION AND COOPERATION AMONG FEDERAL
AGENCIES BUYING DRUGS

As stated in your report, interagency agreements between DoD and
civil agencies are now in being which provide for supply support to
civil agencies to include centrally managed drug items. Specifically,
the following documents are currently in existence relative to inter-
agency support of medical materiel: (a) DoD/GSA Agreement,
February 1971, subject: Agreement Between the Department of
Defense and the General Services Administration Governing Supply
Management Relationships Under the National Supply System; (b)
Federal Supply Catalog (C2510 to 9999CA), effective 1 October 1972,
a catalog provided by DSA for use by Federal civil agencies which
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includes items in Federal Supply Group 65 (Medical Materiel) that
are available to civil agencies; (c) DSA/VA Interagency Supply
Support ‘Agreement, 4 November 1968, subject: Medical and Non-
perishable Subsistence, which provides for DSA support of VA with
drug items centrally managed by DPSC. These are evidence of
DoD interest in fostering interagency cooperation and coordination
in the best interests of the government. )

Your report notes that the 1971 DoD/GSA Agreement specifically
assigns Government-wide support for medical materiel, which
includes pharmaceuticals, to DoD and that the Agreement pertaining
to this commodity hag not been implemented pending the outcome
of a study being led by the Office of Management and Budget. Pending
final resolution of this matter DoD is willing to discuss further
arrangements to prevent purchases of an item by one agency when

the item is available from stock of the other agency, and to obtain

the most advantageous prices in the purchase of pharmaceutical
drugs.

DEVELOP SPECIFICATIONS ON ITEMS CENTRALLY PROCURED
BY VA

DoD will assist the VA in any manner deemed appropriate. The DSA
currently provides VA a copy of all specifications developed on
pharmaceuticals.

REVISE DOD POLICY ON ADOPTING ITEMS FOR CENTRAL
PROCUREMENT

DoD policy provides for central procurement whenever the expected
volume /demand indicates a savings will result. There are other
factors such as generic equivalency, drug efficacy, expiration periods,
and special storage requirements which influence the adoption of
pharmaceuticals and must be considered in arriving at the final
decision to catalog a pharmaceutical item. The Defense Medical
Materiel Board (DMMB) is currently receiving and reviewing
consolidated reports on local purchases from the military depart-
ments. The Board evaluates this data along with the above mentioned
factors in finalizing a decision on standardization. DoD will again
review the criteria used and the standardization procedure for -
cataloging pharmaceuticals to insure compliance with the intent of

the basic policy. :
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DEVELOP JOINT DOD/VA SPECIFICATIONS

A joint effort between the VA, GSA; DOD and other federal agencies
to use common specifications for drug procurement has been imple-
mented on a limited degree through the Intra-Governmental Professional -
Advisory Council on Drugs and Devices (IPADD) and the exchange of
DoD developed specifications with VA, While this effort results in

a separate specification for each agency, the technical data contained
in the specification is normally the same for all agencies. Also, a
mechanism is‘currently available to assist in the development of
common Federal Specifications. DSM 4120. 3M, Defense Standardi-
zation Manual, January 1972, prescribes policies and procedures for
the preparation of specifications within DoD. In part, this reference
states that '"Federal specifications shall be developed for materxals,
products or services, used or for potential use by two or more Federal
Agencies, at least one of whtch is an agency other than DoD. The
common policy of the GSA and DoD provides a basis for determining
whether a standardization document is eligible for inclusion in the
Federal series. DoD policy governs military participation in the
preparation and coordination of Federal specifications and standards,
and prohibits the issuance of a military document which duplicates a
suitable Federal document. -

The Defense Medical Matemel Board has the function to maintain
liaison and coordinate with the Defense Supply Agency and other
government agencies in all professional-technical matters involving
medical materiel. This activity will be specifically tasked to
coordinate this matter with DSA and VA and recommend appropriate
policy/agreements which will provide for the joint coordination/
preparation of specifications for medical materiel having common
usage within DoD and VA.

ESTABLISH A UNIFORM REPORTING SYSTEM FOR LOCAL
PURCHASES

A uniform reporting system incorporating the points contained in your
report is'a DoD objective. To completely achieve this objective in
the near term is considered impractical and too costly since the
automated supply systems of the military departments differ and
many of the smaller medical supply activities are operating a manual
system. Currently the USAF reports all purchases while the U. S.
Army'and U.S. Navy report high dollar value purchases. As a result
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of the DMMB action in April 1972 all military departments submit
consolidated reports to the Board for review and their use in
evaluating new items for standardization action. Continued action
will be taken to insure standard reporting criteria are followed by
each military department and that as soon as it is considered
practical and cost effective a uniform reporting system for all local
purchages of pharmaceuticals will be implemented.

IMPROVE THE VA's DRUG ACQUISITION REPORT

No comment.

CONSIDER UTILIZING A STANDARDIZED CODING SYSTEM

The utilization of the National Drug Code (NDC) for identifying all
purchaées of non-cataloged pharmaceuticals has been and is under
consideration. Coordination with the military departments, Defense
Supply Agency and the Food and Drug Administration has been
effected and as a result a future meeting is being planned. Several
system and other procedural matters remain to be resolved, however,
the intent is to implement either the NDC system or a comparable
system which will facilitate the consolidation of purchase data for
pharmaceuticals.

ASSUMPTION OF THE PHARMACEUTICAL PROCUREMENT
INSPECTION FUNCTION BY HEW

Reservation is expressed regarding your recommendation that the
FDA assume quality assurance responsibilities pertaining to purchases
of pharmaceuticals by Federal agencies. The basic questions as to
whether this consolidation would result in savings or whether the
FDA would be able to meet the unique ASPR and operational require-
ment of DoD have not been resolved. The report does notprovide a
sufficiently detailed analysis for decision concerning these matters,
therefore, suggest that the recommendation be modified to require

a further examination of the feasibility of consolidating this function.
The fundamental concerns of DoD are responsiveness to the needs

of the military departments and the maintenance of an effective
quality assurance program. DoD cannot concur in any course of
action which would fragment the current integrated procurement
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and gquality assurance system or detract from the high quality
inspection standards currently maintained.

We appreciate the objectivity and the many helpful comments regarding

means to improve the procurement and supply of pharmaceuticals contained
in the draft report.

s o
ER e )i {"’7 -y
George J. Hayes iy

Major General, MC USA
Principal Deputy
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DEPARTMENT OF HEALTH, EbUCATION. AND ;A‘/ELF"Q'RE

OFFICE OF THE SECRETARY
WASHINGTON, D.C. 20201

SEP 18 1973

Mr. Gregory J. Ahart

Director, Manpower and
Welfare Division

General Accounting Office

wWashington, D.C. 20548

Dear Mr. Ahart:

The Secretary asked that I respond to your letter of June 1l
which requested our views and comments on your draft report to
the Congress entitled, "Opportunities to. Improve the Procure-
ment and Supply of Pharmaceutical Drugs". As you may know,
Department officials met with General Accounting Office repre-
sentatives to discuss the report; in particular, the conclusions
reached that the Food and Drug Administration of this Department
should assume quality assurance responsibilities pertaining to
purchases of pharmaceutical drugs by Federal agencies.

This will confirm for your records that we agreed to discuss this
matter with other interested agencies (Defense and Veterans Ad-
ministration). At such time we will determine their particular
requirements- discuss the resources needed; and other like pertinent
issues, If, based on these discussions we find it will be in the
best 1nterest of the Government to do so, we will take such actions
as are necessary to arrange for transfer to FDA all quality assur-
ance responsibilities pertalnlng to purchases of pharmaceutical
drugs by Federal agencies.

The opportunity to review this report in draft form has’ been much
appreciated. . .

Slncerely yours, .

a((e//z éa‘r*d‘ ALl

Asslstant Secretary, Comptroller
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VETERANS ADMINISTRATION

OFFICE OF THE ADMINISTRATOR OF VETERANS AFFAIRS
WASHINGTON, D.C. 20420

JULY 25 1973

Mr. Frank M., Mikus

Assistant Director, Manpower -
and Welfare Division (801)

U. S. General Accounting Office '

Room 137, Lafayette Building

811 Vermont Avenue, N. W.

Washington, D. C. 20420

Dear Mr. Mikus:

We have reviewed your draft report entitled
"Opportunities to Improve the Procurement and Supply -
of Pharmaceutical Drugs - Department of Defense and
Veterans Administration" (Code 88016). - '

) ‘We agree with the major recommendation.
‘that there should be greater cooperation and coordi-
nation among Federal agencies buying drugs. Since
the actual items involved will be determined by the
nature of the programs served and will reflect the
differences in mission, the degree of standardization
will be limited by those factors. However, this
should not limit other advantages to the Government
which would stem from a viable program of interchange
of procurement and supply techniques, ideas, and
innovations. : o

The report rests heavily on the premise that '
consolidation of the agencies' requirements will
result in larger quantities purchased at lower prices,
and that a mandatory requirement for use of control
stocks would be economical. However, the need should
be stressed to consider all costs involved in procure-
ment decisions. Savings would not result until the
centralized agency sources prove to (1) be economic
in terms of their location and number, (2) price their
items to recover all costs to the Government, and
(3) be competitive with alternate sources of supply.

It is possible that more consideration would need to

be given to shelf-life, special packaging, and labeling
for respective agencies before blanket standards could
be set and before specific savings could be ascertained.
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Mr. Frank M. Mikus

Assistant Director, Manpower
and Welfare Division

U. 8. General Accounting Office

Also, the coordination of stock requirements and
monitoring of stock levels could offset some of the
advantages of inventory consolidation. [22]"
With regard to the recommendation on page 34b,
we consider the joint development of specifications ‘
or the mutual use of existing specifications as an
important element of the increased interagency coopera-
tion advocated by this report.

We acknowledge the need for improvement of
our reporting system on field station acquisitions, as
recommended on page 40.”*With reference to the recom-
mendation on page 50°the VA will utilize such service
exclusively when the Food and Drug Administration is
capable of performing inspections on a timely basis
and furnishing us with copies of its reports.

With reference to the leadership role of
the 0ffice of Management and Budget, we have been
informed that all OMB personnel involved with supply
programs and management were recently transferred to
the General Services Administration. This reorgani-
zation could have a marked effect on future inter-
agency coordination efforfs;

[6] :

On page 13 of the report, 182 is listed as
the number of medical facilities supported by VA;
apparently, no credit has been given to our serving
other civil agencies, under the GSA assignment, which
" would raise ‘the VA total to approximately 450. Also,
on the same page, under the "Drug Inventory" entry,
it should be noted that VA's central stocks are
turned four times a year, instead of twice as is the
case with the Defenﬁf ?ersonnel Support Center.

7]

On page 14 of the'report, reference is
made to a review which preceded a February 1971 agree~
ment between the General Services Administration and
" the Department of Defense. Having understood, from
involvement in studies previous to that date, that we,
as a party of interest, would be involved in any future
determinations, we were surprised by the February 1971
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Mr. Frank M. Mikus

Assistant Director, Manpower
and Welfare Division

U. S. General Accounting Office

action. We have not been able to determine what
studies were made and would appreciate a copy of
the review.

. Thank you for the opportunity to review
this draft. If you have any questions concerning
our comments my staff will be available.

Sincerely,

ﬁwzg,ﬁ__
FRED B. RHODES
Deputy Administrator

GAO note 1: Numbers in brackets ref

. . er to age i
this flnal report. A page numbers in
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UNITED STATES OF AMERICA

GENERAL. SERVICES ADMINISTRATION .
WASHINGTON, D.C. 20408

JUL 6 1973

Honorable Elmer B. Staats
Comptroller General of the
United States

General Accounting Office
Washington, D.C. 20548

Dear Mr. Staats:

Thank you for the opportunity to comment on the draft report to the
Congress on "Opportunities to Improve the Procurement and Supply
of Pharmaceutical Drugs."

The draft report cites efforts to improve the management of medical
material made by the General Services Administration (GSA) and other
Federal agencies in the past and in conjunction with the recent Office
of Management and Budget study of medical and nonperishable sub-
sistence commodities, In addition, the General Accounting Office
report should note that GSA currently is working closely with the
Veterans Administration (VAMn a project to improve the present
method of procuring drugs.

A coordinated study has been made to identify high dollar volume
items and to utilize this information to improve the method of con-
tracting. We are also addressing ourselves to the feasibility of
developing a continuing system for accumulating demand data to
support continued efforts to improve our contracts.,

The collection of data on high dollar volume drug items required
developing coding techniques for item identification, The preliminary
experience and information gained on this study should be useful

Keep Freedom in Your Future With U.S. Savings Bonds
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Although we have assigned the procurement responsibility for drugs
and pharmaceuticals to the VA, we do retain broad responsibility for
management of this class and are very much concerned about the -
resolution of the problems outlined in your report.

Sincerely,

.
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EXECUTIVE OFFICE OF THE PRES)DENT

OFFICE OF MANAGEMENT AND BUDGET
WASHINGTON, D.C. 20503

JUL 20 1973

Mr. Gregory J. Ahart, Director
United States General Accounting Office
Washington, D.C., 20548

Dear Mr. Ahart: ~

This is in response to your letter to the Dlrector
requestlng our comments on the GAO draft. report entitled
"Opportunity to Improve the Procurement and Supply of
Pharmaceutical Drugs."

We are in general agreement with the thrust of the draft
report that significant improvements can be made and econ-
omies achieved in the procurement, inspection, storage and
supply of pharmaceutical drugs. While we have no objection
to the recommendation in the draft report that the Office
of Management and Budget take the leadership in an inter-
agency effort to effect these improvements, it should be
pointed out that such an effort has been underway for

some time under OMB leadership, and we expect the results
to provide the basis for decisive action with respect to
the procurement and supply of medical material and non-
perishable subsistance as well as drugs and pharmaceuticals.

The conclusions and recommendations contained in the draft
report with respect to the consolidation of requirements,
single procurement, central storage and inventory manage-
ment seem more far-reaching than a careful examination of
the facts may warrant. Specifically, we question whether
there is adequate support for the conclusion that mere
consolidation of requirements would assure more economical
procurement. The analysis in the draft report of the
reasons for different prices received by DOD and VA for
similar purchases does not indicate that the lower price
in each instance was related to a larger quantity procurement.
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If, as the facts seem to indicate, the lower prices were

due to other causes, then the act of consolidating procure=
ment would be not only an inappropriate response to the
problem but would also remove the advantage of the current
practice which permits the measuring of relative cost effect-
iveness of the DOD and VA supply support operations through
comparative examination of the competing systems. We do not -
question that some savings can normally be achieved by con-
solidating requirements, but we believe the procurement
system or technique used in many instances can have even
greater impact on the total economic cost of the procure-
ment. It would seem preferable to seek the best from each

of the procurement systems and only after these are identi-
fied for incorporation in 'a single system should we recommend
consolidated procurement with reasonable assurance that it
would be an appropriate and timely step.

In addition to the above, we would also suggest that further
consideration be given to portions of the draft report which
encourage central storage and issue as the means of providing
supply support. By omitting any recognition of the expenses
of the Government that should be weighed in comparing costs
of local purchase versus central storage and issue the draft
report would give undue emphasis to the latter method of
support to the detriment of total cost effectiveness. The
omission in the draft report is one that commonly occurs

in Government according to the report of the Commission on
Government Procurement. In Part D, Chapter 6 of the Commis=-
sion's report which deals with total economic costs, the
Commission states its finding that the practice throughout
the Government in the procurement of commercial products was
to focus on the price paid the supplier rather than on the
total cost of satisfying a requirement. The result, according
to the Commission, is that"the Government has failed to develop
the data and techniques needed to measure the total economic
cost of fulfilling a Government need." Generally, these
costs should include the price of the product, procurement
personnel costs, warehousing, distribution, obsolescence,
taxes foregone, and costs arising through use or consumption.
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Failure of the draft report to give consideration to these
factors results in a stronger preference for central storage
and issue than may be justified. As a minimum, it would seem
desirable for the draft report to refer to the results of the
Commission's extensive study in this problem area.

We appreciate this opportunity to comment on the draft GAO
report. If you would like to discuss this matter with OMB
staff or if there are any questions regarding the above
comments, please comtact Mr, James D. Currie, 395-5193.

Sincerely,

Dudley C. Mecum

Assistant Director
Management and Organization
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PRINCIPAL VA AND DOD OFFICIALS RESPONSIBLE FOR THE

MAJOR PORTION OF THE DIRECT PURCHASES OF

PHARMACEUTICALS FOR THE GOVERNMENT

. Tenure of office

~ From To
VETERANS ADMINISTRATION
ADMINISTRATOR OF VETERANS AFFAIRS:
Donald E. Johnson June 1969 Present
DIRECTOR, SUPPLY SERVICE: :
Donald P. Whitworth Jan. 1965 Present
DEPARTMENT OF DEFENSE
SECRETARY OF DEFENSE:
James R. Schlesinger July 1973 Present
Elliot L. Richardson Jan. 1973 July 1973
Melvin R. Laird Jan. 1969 Jan. 1973
ASSISTANT SECRETARY OF DEFENSE
(HEALTH AND ENVIRONMENT)
(note a):
Dr. Richard S. Wilbur . Aug. 1971 Present
Dr. Lewis H. Rousselot Jan. 1968 July 1971
DIRECTOR, bEFENSE SUPPLY AGENCY: ‘
Lt. Gen. Wallace H. Robinson,
Jr., USMC i Aug. 1971 Present
Lt. Gen. Earl C. Hedlund,
USAF _ July 1967 Aug. 1971
COMMANDING OFFICER, DEFENSE PER-
SONNEL SUPPORT CENTER: :
Maj. Gen. Abraham J, .
, Dreiseszun, USAF July 1972 Present
Maj. Gen. Robert E. Hails, .
USAF Aug. 1971 July 1972
Col. Donald J. Bussey, USAF June 1971  Aug. 1971
Brig. Gen. William M. Mantz,
USAF Nov. 1967 May 1971
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Tenure of office
From To

DEPARTMENT OF THE ARMY

SECRETARY OF THE- ARMY:’ : ) .
Robert F. Froehlke July 1971  Present
Stanley R. Resor S .. July - 1965- June 1971

SURGEON GENERAL: ' ‘
Lt. Gen, H. B. Jennings, Jr. Oct. 1969 Present

DEPARTMENT OF THE ‘NAVY

SECRETARY OF THE NAVY:-

John H. Chafee k Jan. 1969 May 1972

John W, Warner May 1972 Present
SURGEON GENERAL OF THE NAVY:

Vice Adm. George M. Davis Feb. 1969 Feb, 1973

Vice Adm. D. L. Custis. Feb. 1973 Present .

DEPARTMENT OF THE AIR FORCE

SECRETARY OF THE AIR‘FORCE:
Robert C. Seamens, Jr. Jan. 1969 Present

SURGEON GENRAL: : : '

Lt. Gen. Robert A, Patterson Aug. .~1972 . Present.
Lt. Gen. Alonzo A. Towner May 1970  July 1972
Lt, Gen. K. E. Pletcher Dec., 1967 Apr. 1970

aThis position was formerly entitled "Deputy Assistant Sec-
retary of Defense (Health and Medical)" under the Assist-

. ant Secretary of Defense (Manpower and Reserve Affairs).
The change was effective in June 1970. Dr., Rousselot
occupied the position under both titles.
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EXHIBITS PROVIDED BY THE FOOD AND DRUG ADMINISTRATION

STATEMENT
% v BY

ALEXANDER M. SCHMIDT, M.D,
COMMISSTONER
FOOD AND DRUG ADMINISTRATION
~ PUBLIC HEALTH SERVICE
DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE

BEFORE
THE

SUBCOMMITTEE ON MONOPOLY
SELECT COMMITTEE ON SMALL BUSINESS
"UNITED STATES SENATE

. FEBRUARY 20, 1974
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Mr. Chairman:

We are pleased to have this opportunity to appear this morning to
discuss Food and Drug Administration drug quality assurance programs
and the effect these programs may have on other Government agencies

Al
involved in drug procurement and reimbursement. ’

FDA QUALITY ASSURANCE PROGRAMS

Let me begiﬁ by stating that the pharmaceutical industry must bear

the primary responsibility for assuring the production of high quality
drug products. The Food and Drug Administration's (FDA) role is to
assure that manufacturers meet this responsibiligy. We do so by
setting appropriate standards for the manufacture of druﬁs, and by
carrying out surveillance activities such as factory inspections

and analysis of selected products. When firms do not meet théir
respons%bilities, the Federal Food, Drug, and Cosmetic Act (FDC Act)
provideé us with authority to take certain measures to bring about

correction and/or to remove offending products from the market.

Our quality assurance programs for drugs are aimed at providing

optimal aséuraﬂce of drug quality to all physicians and consumers.
These programs employ a major portion of our field manpower available
for drug work and range in approach from continuing surveys of the
manufact9ring practices of selected drug firms, to intensified targeted
programs»such as certification of specific products or plant inspection

and analyses involving a certain product‘with»identifigd problems.
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Inspection of Drug Manufacturing Establishments

The Federal Food, Drug, and Cosmetic Act requires inspection of
every drug firm at least once every two years. A major portioh of
our field inspection time is expended in our efforts to comély with
this mandate. 1In F* 1973, we inspected 2,700 registered human drug
establishments and made some 7,000 inspections of registered and.
related drug establishments.f This level of 1nsp§ctional activity
will be maintained during the current fiscal year. It will allow
us to inspect not only those firms with identifiable problems, but
also 97 percent of malgf manufacturers of prescription legend drugs,

responsible for about 95 percent of marketed prescription legend drugs.

A primary objective of the inspectional program is to determine
whether drug manufacturers are féllowing what the law reférs to

as current good maﬁufacturing practices (GMP's). GMP's are spelled
out in fegulations, and serve to guidé our inspectoré when reviewingxl

plant operations.

\,

\

In addition to providing routine surveillance on a scheduled basis,
GMP inspections may bé‘made on a selective basis. We often schedule
inspections as a result of information obtained from our own prodpct
analysis, or other feporté of defective products. A pending new déug
application or request for certification of an antibiotic by a fifm
may also triggér an inspection, as a determination of compliance with

GMP is a required condition for approval.
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Monitoring Marketed Drugs

A second bagic appronéh‘to assuring the quality of drugs is a
monitoring program involving the sampling and analysis of marketed
drugs to determine their adherence to compendial standards, as well

as standards established in New Drug Applications (NDAX

Criteria used in selecting drugs for examination are:

-=Therapeutic significance - drugs prescribed for serious

conditions or digseases.

-=Complexity of Compounding - for instance, drug products in
which the active ingredient of a potent drug makes up a small

portion of the total weight of a solid dosage form.

==Product History - drugs for which quality failures have occurred,

or which have a potential for degradation or decomposition.

The objectives of this program are to:
--Identify defective batches of drug products and remove

them from the marketplace.

.

--Help determine the reasons for batch failures and assure

that manufacturing procedures are corrected as necessary to

eliminate the problems.
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--Provide a means for measuring changes in the quality of

drugs and the relationship of such changes to FDA actions.

--Provide a statistically valid evaluation of the quality of

selected drugs under study. .

The analytical work under tnis program ié carried out by FDAig
National Center for Drug Analysis in St. Louls or one of our iSV
field laboratories. Where féasible; drugs of similor composition'
are assigned to a single laboratory for analysis, increasing
laboratory efficiency by permitting‘use of mass production
’techniqueo. During fY 73‘ we analyzed over 9 000 human;dfug samples.
During the current fiscal year, we plan to analyze 15 000 samples of
human drugs. In general, we have found that only a small percentage
of drugs analyzed are defective. All those that are defective are
followed-up by our -field offices to remove-them from the market and
to ascertain the cause of the defect. Also, we publish the results
of our drug quality surveys in the FDA Drug Compliance Informacion

Letter, a copy of which I would like to submit fOr,the record.

When our monitoring activities reveal problems with an entire class
or type of drug, specific intensive programs are established. Our
recent efforts to assure digoxin content uniformity and dissolution
and sterility of large volume parenteral solutions (LVP) are examples

of such programs.

In 1970, to assure digoxin content uniformity, we established an

_industry-wide voluntary certification program. Until a firm
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demonstrated that it could consistently manufacture digoxin in
compliance with standards, it had to obtain a batch-by-batch analysis

and FDA release prior to marketing.

When we later received informatibn concerning variation in bioavailability
of digoxin manufactured by different firms, and a new United States
Pharmacopeia (USP) dissolutdon rate standard was adopted, we instituted

a certification program similar to that emplo&ed in the content

uniformity problem.

New regulations perta;ning to the marketing of digoxin became effective

on January 22, 1974; a copy is submitted for the record. The regulations
require batch-by-batch certificagion of digoxin until the firm demonstrates
that its product consistently meéts the new USP dissolution st&ndards.
These regulations also require that all firms intending to continue

~the marketing of digoxin must present evidence of biocavailability

within 180 days after filing such notice of intent.

In the case of the large volume parenterals (LVP), we instituted a
special étogram in response to continuing reports of nonsterile
.products. The program evaluétes the quality cpntrol and
manufacturing procedures in all plants of all firms producing
large volume parenterals in the United States. Ten manufacturing
plants, representing the four manufacturers (Abbott, Baxter, McGaw,

and Cutter) were inspected during May and June of 1973.
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After careful evaluatiqn of the 1nspeétion reports and review of the
scientific literature pertaining to principles of sterilization, etc.,
Qe met with the individual firms during September and chober of 1973.
In these technical sessions,kwe identified problem areas and separated
them into those which could and should be corrected imme&iately/énd
those which would require longer-term imﬁrovementsvin production

practices.

The FDA then prepared’summary papers identiffing the significant
problem areas and proposed solutions. These have subéequently
been commented upon by each firm, and we have now prepared ;
éummary document designed to establish common standards for the

industry as a whole.

The latter has been submitted to all the firms (in January 1974) for .
final comment. The FDA expects that from this program will evolve
specific guidelines for FDA inspfctions of LVP manufa;turets and

revisions of our good manufacturing practice regulations.

Drug Product Defect Reporting Program

Another program for monitoring drug quality is a joint effort

involving various pharmaceutical associations, the United States

Pharmacopeia and FDA. Under this program,kpharmacists across the
. ; :

Nation report apparent product defec;s'or problems to ;hewUSP.
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Copies of these reports are furnished to the manufacturer or other
distributor of the product in question, and to FDA. Based on
evaluation of these reports, we issue inyestigatory assignments

to the field when indicated, or in some cases institute special

programs or surveys.

During FY 1973, we received 2,750 program reports. The program is
expandiﬁg at a rapid rate as demonstrated by the fact that ﬁe,have

already received 2,350 reports for the first half of FY 1974.

The kind of correction this program may bring aboutkis illustrated by
the interesting story of nitroglveerin. A pharmacist quescioned the
suitability of a plastic, pen-shaped container for nitroglycerin
tablets. Our investigation revealed that the drug was rapidly
absorbed into the container walls and after 30 days only seven

percent of the tablet potency remained, i.e., the drug was practically
worthless. FDA contacted the manufacturer and the plastic, pen-shaped

containers were recalled.

We have since 1ssued a regulation requiring that nitroglycerin be
packaged in glass containers and dispensed only 1n the original

unopened container.

ADDITIONAL ACTIVITIES CARRIED ON BY FDA TO ASSURE UNIFORMLY HIGH
DRUG QUALITY

In conjunction with our total quality assurance program, the Agency

_ conducts a number of programs which help assure a uniformly high

quality for the Nation'e drug supplv, including:
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Establishment and Product_Ipventory

Essential to any national drug quality assurance plan is full

information concerning the pharmaceutical industry and its drug
products. This is necessary in order to plan and schedule work
assigmments efficiently and accurately, both at the headquarters

and regional levels, and to evaluate our performance.

As you know, all drug manufacturers must register annually with
'FDA. During the past two years we have improved our data systems
and we continuously review our Official Establishment Inventory
list of registered finns to verify its accuracy and to insure that

all registered firms are active.

The Drug Listing Act of 1972 authorizes us for the first time to

recuire information that wili result in-a comprehensive inventory

of all marketed pharmaceutical products. We are currently processing
’~submissionsbunder this Act and expect this file to be active within

a few months. This will provide an important resource for other

agenciés, as well as for the FDA, and will enable us to use ip

other areas field manpowér formerly needed for gathering inforﬁation

on diug products.
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New Drug Approval

As you of course know, all new drugs introduced into the market since
1938 must be shown to be safe and effective. What is less well known,
perhaps, is that the approval process also, applies to quality

control procedures and other manufacturing practices. Before a

new drug application may be approved, our Bureau of Drugs must

have assurance, through inspections, that the applicant can and

will manufacture the drug under conditions of current good
manufacturing practice. In addition, the new drug approval imposes
requirements for the maintenance of certain records, including
periodic reports regarding clinical expetienqes with the drug.
Important changes 1in manufacturing processes or controls must

be approved by the FDA before they can be implemented, The new

drug approval process is therefore an important and essential

part of our overall quality assurance program,

Drug Efficacy Study Implementation (DESI)
Under the Federal Food, Drug, and Cosmetic Act enacted-in 1938,
safety was the sole consideration for obtaining approval to market

a new drug, The Drug Amendments of 1962 extended the requirements
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to include substantial evidence of effectiveness and also required a
review of the effectiveness of all drugs approved between 1938 and

1962.

The Food and Drug Administration contracted with the National Academy
of Sciences/National Research Council (NAS/NRC) to carry out a review
of the pre?1962 drugs and we have used the results of the NAS/NRC

advisory study in making 6ur own final determinations of efficacy.

As a result of this program, some 5600 ineffective drug products have
been removed from the market, ineffective indications for use have been
deleted from drug labeling, and where drugs have been shown to be
possibly or probably effective, manufacturers have been provided an

opportunity to supply data that will establish their effectiveness.

In addition;'mAnufacturers of many products not previously covered
‘by new drug applications (NDA) have been required to submit
abbreviate§ NDA's: Before such applications are approved, we
require compliance with current,good‘manufacturing practice
regulations. As in the case of NDA submissions, this is determined
by a plént inspection. This program has greatly increased our
inspecfion activities in émall and medium-size firms in the past

and has resulted in substantial improvement in compliance
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‘with the requirements of the good manufacturing practice

regulations,

This program also has improved and promoted the exchange of information
between FDA and Defense Personnel Support Center (DPSC) regarding drug
efficacy status and has a marked influence on the purchasing policies of
of various Government agencies such as the DPSC. The impact of the
program is remarkably broad. For example, the Secretary of DHEW has
directed that Federal funds will not be expended.fOt the purchase of
drugs classified under the DESI program as no greatet than "possibly
effective for use in certain of the Department's programs, such as
Direct Care Ptograms, Contract Care Programs, and Federal Grant

Programs.

With the Drug Enforcement Administration (which includes the former
Bureau of Narcotics and Dangerous Drugs) we have established procedures
for implementing the 1arge~sca1e DESI review follow—up action against
amphetemine-containing drugs not in compliance with current requirements

(regulation 130.46).

These drugs are under the jurisdiction of both DEA and FDA. Although
this cooperative action has not been completed, “some 1 755 amphetamine—
containing drugs manufactured by 351 firms have been effectively removed
from the market. This regulatory action involved 549 drug recalla and

also five selzure actions under the FDC Act. With cooperating State
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health officials, a high degree of success has been achieved in the
removal of these violative drugs from pharmacy shelves throughout

the country.

Liaison for exchange of DESI Program information has been established
with the Chief Pharmacy officer, Public Health Service : In addition,
we have received numerous communications from State, foreign government,
and United Nations health officials‘about drug status under the DESI
‘Review Program. Copies of the DESI'announcements are routinel&ll

forwarded to several Government agencies.

Batch Certification

The Federal Food, Drug, and Coemetic Act requires that samples of each
batch of antinioticsvand4insulin be tested and certified by FDA before
these éroducre are relessed fcr‘sale. Batch certification is also
imposed for other produccs when it is needed to assure uniform quality;

As previously discussed digoxin hss been subjected to batch certification
gince our drug surveillance progrsm revealed significant variances from

official standards.

Current Good Manufacturing Practice Reg;lations (GMP)

FDA regulations set standards for the facilitiea and conditions under

which drugs are manufactured. Because gocd manufacturing practices

should be "current" and'changefae drug technoloéy changes, these

reguletions are periodicelly updated. The regulations were last revised
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in 1970 and are cutreptly under further revision. Among changes
being actively considered is a requirement that all drug products
bear an expiration date based on adequate atabiliéy éata, and also
addition of GMP regulations for specific classes of products such

as large volume parenterals.

Bioévailability'énd‘Biqequivalengz

It has been shown in recent years that in a few instances chemically
equivalent drugs, even thqugh they meet all official standards,
produce significantly different blood levels in man. In scigntific

terms they differ in biocavailability or, to use another term, they

are lacking in bioequivalency.

To assure the bioequivalency of ‘chemically equivaleni drugs we are

taking three steps:

First, we will shortly publish in final form regulations describing
standards and procedures to be followed in conducting bidavailability

studies.

Second, we ﬁiil shortly publish,prbposed«regulatibﬁé requifing
bioavailability studies for all drugs of the following kinds:
--Those for which the precise dosage is particularly
critical and where a bioavailabilit& problem would

create a health hazard.

32-814 (Pt..24) O - 74 - 47
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--Those formulations with previously documented

biovailability problems.

“ And last, we will also publish in the near- future a notice concerning
the procedures we will follow in calling for and reviewingvﬂdta'about
the potential for bioavailability problems with other drugs (i.e.,

those without previously well-documented bioavailability problems).

In my oplnion, the 1ssue of bioequivalency is being overdrawn. As
we have learned more about non—equivalency problems, 1t has

become clearer that they are limited in number and are manageablef“

RELATIONSHIP WITH OTHER GOVERNMENT AGENCIES

Many Government agencies are involved in the procurement of
drugs. An organization called the Intra-Governmental Professional
Advisory Council on Dfugs and Devices’(IPADD) was é#tébliéhed fo
providé thesé‘ageﬁcieskﬁith-ﬁ forum f6£ theliimely interchange of
medical-technical information, and, through cooperative efforts,
te improve -the quality of drugs furnished’tOxthe agencies, Types
of information exchanged include specifications, standards, and

. kfhose involving quality'controlugnd 1nSpeEtion. FDA 1is. a charter

member of IPADD,
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Working groups have been established within IPADD for indepth
exploration of appropriate subjects’and areas. These groups
meet every 4 to 6 months, which provides an opportunity for

informal contact and exchange of information of mutual interest.

FDA supplies the Defense Personnel Support Center (DPSC) with

copies of FDA Daily Action Reports i&entifying all seizures,
prosecutions, injunctions, and recalls involvini drugs. Since
September of 1973, we have also been supplying DPSC with unevaluated
copies of all Noticés'of dﬁservations, thé form suﬁplied‘tg‘éll drug
firms by our inspectors af~the end of inspections. These documents

represent the individual inspector's raw unreviewed observations.

Representatives of the Bufeau of Drugs maintain frequent contact with
the various Federal purchasing agencies and continually respond to
inquiries, both written and telephone, from DPSC, Defense Medical
Material Board, Veterans Administration‘(VA), General Services
Administration, and Public Health Service Stock Pile Management,
conéerning firmsvand broduéts. These inquiriesigenefally involve
such matters as the adequacy of labeling, "new drug".statua, FDA
inspectional and laboratory results, and tests, précedures; or othef

data in new drug applications that have been submitted to us.
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In addition, when a drug is to be recalled from the market and we
determine from distribution reports that the firm has supplied the
drug to DPSC, VA, or other Government agency, FDA notifies that ‘
aéency of the recall. It‘is then the responsibility of that agency

to insure appropriate recall of the drug under its control.

When we receive a report through our Drug Defect Reporting System,
the DPSC is notified whenever the report originéted from a Federal
hospital or other Federal installation, and also where a "Federal

Stock Number" is part of the labeling of the product.

GENERAL ACCOUNTING OFFICE (GAO) REPORTS

The Food and Drug Administration has completed actions to implement
the recommendations of thg March 1973 GAO report on Enforcement of
Good Manufacturing Practices for Drugs. We have developed a
monitoring system to identify (1) new drug firms that require
igspection, (2) existing firms that failed to reregistef for the
current year, and (3) firms that require an inspectién to fulfil the
statutory requirement for biennial inspection. In addition, FDA has
vevised the Adminiétrative Guideline for GMP's to provide more
specific guidance to FDA peisqnnel in determining the need for
regulatory action. That guideline is undet’current coﬁside:ation for

further revision.
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The more recent GAO report (December 1973) on Improving the Federal
Procﬁrem?nt of Drugs recommended that the separate quality aséur;nce
activities of the Depar;ment of Defense, the Véteqans Administration
and FDA should. be consolidated into a single organization. We believe
this is a sound recommendation;ﬁhat will enhance the efficiency of
Federal quality assurance efforts. We also feel that the Food and
Drug Administration is the most logical focal point for this

responsibility.

To explore the feasibility of consolidation, we have already held
discussions with representatives of the Assistant Secretary of
Defense (Health and Enviﬁonment);and,the Veterans Administration.

These discussions are continuing.

We have‘requested from Deéartment of Defense (DOD) and VA information
as to precisely what resources they now expend for drug quality
assurance. We expect that within 30 days of receipt of such data,

we can prépare and circulate a proposed program to’both those

agencies.

CONCLUSTON
\Atithe present. time, FDA directs essentially all of its human drug
budget, approximately $43 million, to -assuring that the drugs in

the marketplace are safe and effecti§e. During the last two years,
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we have analyzed thousands of drug samples in both certification

. and suréeillance programs, and have inspected 97 percent of thosé
ﬁanufactuters of hﬁman prescription leéqnd drugs who are redpon;ible
for aboﬁt 95 percent df':héfmsrketedidrﬁss.”iQé'belieVE‘thgt the
impact of our quality assurance ptogrﬁma on ‘the drug industry has
made th?t industry one of the most quality-control conscious
industries in the country. This has resulted in a drug supply for

this Nation that is of the highest quality in the world.

We plan to take any necessary ﬁeasureé“to“fufﬁher's#reﬁgthen‘&ur
quality-assurancevﬁrogram‘ih‘the months ahead. We know we will
find problems in the future and this is to‘be expected. When
they are found, we will correct them, and ‘théreby take one more
step toward the goal of a consistently and uniformly high qgality

drug supply.

We will be pleased to respond to any questions:you or your

Subcommittee may have.
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FDA

DRUG U.S. DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE
Public Health Service

COMPL l ANCE FOOD AND DRUG ADMINISTRATION
INFORMATION  Pureevcfbroe
LETTER °

February 28, 1973

TO: . Manufacturers, Repackers, and Relabelers of Drug Products

RE: Drug Surveillance Reborts

The Food and Drug Administration, as part of its regulation of the American drug
supply, routinely conducts drug quality surveys. FDA now intends to publish the
results of its drug quality surveys, and to send copies to all manufacturers,
repackers and relabelers of drug products. - In this way, the industry will be .advised
concerning FDA's laboratory findings on batches of different classes of marketed
drugs. This is in line with FDA's attempts to provide to the public and the
regulated industries as much valuable information as it can within the scope of
the Freedom of Information Law. It is hoped that information of this nature will
lead to better compliance by regulated industries. Each report will include
pertinent information such as scope of survey, sampling information, laboratory
tests and summary of results.,

The analytical methods used are either those specified by the United States -
Pharmacopeia (U.S.P.) and. National Formulary (N.F.), or automated procedures
developed by FDA or adapted from published methods and validated. Many of -the
methods may be found in.the FDA's "Drug Autoanalysis Manual," available from

the Division of Industry Liaison. Samples analyzed and found defective by non-
official methods are check-analyzed by U.S.P., N.F., or other official methods
such as those of the Association of Official Analytical Chemists (AOAC). Defective
samples are followed up by FDA Field Offices so as to remove offending batch(es)
from the market either by legal action, voluntary recall, or destruction, or
cooperative action by State or local authorities. o

Test results xﬁ;\y or may not be indicative of the quablity of other lots of the same
product or other products produced by the listed manufacturer.

The first sur\}ey report is on central nervous system stimulants.

A
f. E. Byers, Director
Office/of Compiiance
Bureal of Drugs
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REPORT ON CENTRAL NERVOUS SYSTEM STIMULANTS

Scope of the Survey

This survey covered Dextroamphetamine Sulfate Tablets U.S.P. XVIII, marketed as '
a single active ingredient product in tablet form in the following dosages: 2.5 mg.,
3.0 mg., 4.0 mg., 5.0 mg., 10.0 mg., 12.0 mg., and 15,0 mg,

Of the 24 domestic formulators known to produce Dextroamphetamine Sulfate Tablets,
samples of batches from 22 firms were collected in this survey. FDA's District
Offices reported a total annual production between September 1, 1970, and September
1, 1971, by all 24 firms of about 104 million Tablets representing 175 batches.
Batches varied in size from slightly less than 100,000 Tablets to slightly more than

© 2,000,000 Tablets. Fifty-two batches from 22 firms or30 percent of all batches
were tested. This represented a range of from 6 to 100 percent of the batches pro-
duced by individual firms., The output of two firms, Cord Laboratories and Riverton
Laboratories, was unavailable for sampling.

Sampling Information -

Samples were collected under FDA's FORDS (Formulator-Oriented Rx Drug Studies)
Program from the formulators'(manufacturing plant or primary distribution warehouse)
or from their branch warehouses or major accounts. No collections were made at
locations more than once removed from the manufacturer. Samples were collected
from batches released for distribution by the firms' quality,,c\ontrol.

Laboratory Tests

Sufficient tests were conducted to determine whether samples met compendial
requirements.- Individual Tablets were analyzed by a semiautomated procedure as
described under Method No. 3 of the FDA Drug Autoanalysis Manual. Testing was
performed on each of six sub-samples from each batch. Where outside of compendial
limits, results were verified by the U.S.P, Method.

Summary of Results

Of the 52 samples analyzed (see Table'1) two samples),’ one 5 mg. and the other
10 mg. Tablets, were found defective with a sample defect rate for the survey of
3.8 percent. No samples of other dosage strengths were defective.
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Table 1.--Testing Results "FORDS" Study T
Dextroamphetamine Sulfate Tablets U.S.P. XVIIL

[Survey Period - Septembér 1971~January 1972]

-
Declared {Number batchesf Number
Manufacturer potency = sampled and | defective
(mg.)  analyzed | samples

, i
American Pharmaceutical Co. seeeeeennes S
George N, Bell, Mfg. ChemistS «veoeveess .
Bolar Pharmaceutical Co. vesesvsnssssnes

(a)
(b)

—

. . -
oA ONNonowo NI GO nnan

The C. M, Bundy CO. sesvseessosnssias
Columbia Pharmaceutical Corp. seeeeeses

-
.
o

Don Hall Labs., INC. vievenreaeososones

-

E. W. HEUN COu vevrvivvreeeroavonsnes

—

Invenex PharmaceuticalSeeesseesseanssess

Kasar Labs. sisceceseoscccssssoseacass
Kirkman Labs., INC. cetvevereceocesnnen
The Lannett Co., INCe severvsenvenocans
Linden Labs., INC. vvevevseronocasannns
Mills Pharmaceuticals, INC.  cevevessnns
Philips Roxane Labs., INC.  seveasnecsns
Premo Pharmaceutical Labs., INC. «eeeevs
Rondex Labs., Inc. 0-'-'-‘-:-”---”--“
Smith, Kline, & French Labs. ...eceetes
Stayner COIP. seveseersassosascsssssnne
Towne, Paulsen & Co., INC. teseevensen

—

—

WeSt-Ward, TNC. +etresnsecsnsasnnnnss
West Coast LabS. +seseeevecsssossansss

— =
onN

The Zemmer CO. vevsvesarosvsnssssssnns

TOTALS vvaseveernnensecnns Slasg 2

(@) Defective due to subpotency (88.8% of declared), and lack of content uniformity
(three tablets; 84.5%, 83.3%, and 84,8% of declared), Lot destroyed under State
supervision, ‘(b) Defective due to lack of content uniformity (two' tablets; 128.6% and
116.8% of declared). Lot voluntarily removed by manufacturer from distribution
channels, :
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FDA drug compliance information letter

U.S. DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE « Public Health Service » FOOD AND DRUG ADMINISTRATION
Bureau of Drugs « Office of Compliance

May 7, 1973
TO: Manufacturers, Repackers, and Relabelers of Drug Products

RE: Drug Surveillance Reports

The Food and Drug Administration, as part of its regulation of the American drug
supply, routinely conducts drug quality surveys. FDA now intends to publish the.
results of its drug quality surveys, and to send copies to all manufacturers,
repackers’'and relabelers of drug products. In this way, the industry wiil be advised
concerning FDA's laboratory findings on batches of different classes of marketed -
drugs. This is in line with FDA's-attempts to provide to the public and the
regulated industries as much valuable information as it can within the scope of
the Freedom of Information Law, It is hoped that information of this nature will
lead to better compliance by regulated industries. Each report will include
pertinent information such as scope of survey, sampling information, laboratory
tests and summary of results.

The analytical methods used aré either those specified by the United States
Pharmacopeia (U.S.P.) and ‘National Formulary (N.F.) or automated procedures
developed by FDA or adapted from published methods and validated. ‘Many of the
methods may be found in the FDA's s "Drug Autoanalysis Manual," available from
the Division of Industry Liaison. Samples analyzed and found defective by non-
official methods are check-analyzed by -U,S.P., N.F., or other official methods
such as those of the Association of Official Analytical Chemists (AOAC). Defective
samples are followed up by FDA Field Offices so as to remove offending batch(es)
from the market either by legal action, voluntary recall, or destruction, or
-cooperative action by State or local authorities, "

Test results may or may not be indicative of the quality of other lots of the same
product or other products produced by the listed manufacturer,

The second survey report is on Ethinyl Estradiol.

T. E Byz, 1rector

Office of Co pliance
Bureau of Dfugs
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REPORT ON ETHINYL ESTRADIOL

Scope of the Survey

This study covered Ethinyl Estradiol Tablets U.S.P, XVIII, marketed as a single
active ingredient product in tablet form, in the following dosages: 0.02 mg., 0.05
mg., and 0.5 mg.

Of the seven domestic formulators known to produce Ethinyl Estradiol-Tablets, samples
of batches from four firms ‘were collected in this survey. Batches varied in size from
slightly under 200,000 tablets to slightly more than 2,000,000 tablets. Eight batches
from four different firms were tested. The output of three firms (Ferndale Laboratories,
Inc.; Organon Inc.; and Marshall Pharmacal) was unavailable for-sampling, .

Sampling Information

Samples were collected under FDA's FORDS (Formulator-Oriented Rx Drug Studies)
Program from the formulators (manufacturing plant or primary distribution warehouse)
or from their branch warehouses or major accounts. No collections were made at :
locations more than once removed from the manufacturer, Samples were collected
from batches released for distribution by the firms' quality control.

Laboratory Tests

Samples were analyzed by semi-automated procedure as described under Method
No. 24 of the FDA Drug Autoanalysis Manual. Testing was performed on each of
six sub-samples from each batch. Where outside of compendial limits, results
were verified by the U.S.P. Method.

Summary of Results

Of the eight samples analyzed (see Table 1) one sample of 0,05 mg. tablets was .
found defective due to lack of content uniformity, with a sample defect rate for the
survey of 12,5 percent. No samples of other dosage strengths were defective.
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Table 1,--Testing Results "FORDS" Study
Ethinyl Estradiol Tablets U.S.P, XVIII

[Survey Period - May 1, 1970-May 1, 1971]

Declared | Number batches| Number
Manufacturer potency sampled and |defective
(mg.) analyzed samples
Heun, E. W, Company.eeceesss 0.05 1 0
Linden Laboratories, INC. eeusss 0.05 1 1 (@)
Schering Corporation eeeececess 0.02 1 0
0.05 1 0
0.5 1 0
* Upjohn Company ceeececesesces 0.05 3 0
TOtals seveceodascesece 8. 1

(a) ‘Defective due to lack of content uniformity (25 tablets defective ranging
from 26.5 percent to 183.6 percent of declared). The average for all 30
tablets check analyzed was 75.4 percent of declared. The lot was
voluntarily removed by manufacturer from distribution channels,
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DA drug compliance information letter

U.S.DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE « Public Health Service « FOOD AND DRUG ADMINISTRATION
Bureau of Drugs « Office of Compliance

July 18,1973

TO: Manufacturers, Repackers, and Relabelers of Drug Products

RE: Drug Surveillance Reports

The Food and Drug Administration, as part of its regulation of the American drug
supply, routinely conducts drug quality surveys. FDA now intends to publish the
results of its drug quality surveys, and to send copies to all manufacturers,
repackers and relabelers of drug products. In this way, the industry will be advised
concerning FDA's. laboratory findings on-batches of different classes of marketed
drugs, This is in line with FDA's attempts to provide to:the public and the
regulated industries as much valuable information as it can within the §cope of
the Freedom of Information Law. It is hoped that information of this nature will
lead to better compliance by regulated industries. Each report will include
pertinent information such as scope of survey, sampling information, laboratory
tests and summary of results,

The analytical methods used are either those specified by the United States
Pharmacopeia (U.S.P.) and National Formulary (N.F.) or automated procedures
developed by FDA or adapted from published methods and validated, Many of the
methods may be found in the FDA's "Drug Autoanalysis Manual, " available from

the Division of Industry ‘Liaison. Samples analyzed and found defective by non-
official methods are check-analyzed by U.S.P., N.F., or other official methods. -
such as those of the Association of Official Analytical Chemists (AOAC). Defective
samples are followed up by FDA Field Offices so as to remove offending batch(es)
from the market either by legal action, voluntary recall, or destruction, or
cooperative action by State or local authorities. '

Test results may or may not be indicative of the quality of other lots of the same
product or other products produced by the listed manufacturer,

The third survey report is on Psychostimulants,

jl‘i/ﬁ T

T, E. Byers, Director
Office of Combliance
Bureau of Drugs
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REPORT ON PSYCHOSTIMULANTS

Scope of the Survey

This survey covered five psychostimulant drugs marketed as single active
ingredient drugs each in one or two dosage forms as follows: Amitriptyline
HCI Tablets and Injection, U.S.P., XVIII; Desipramine HCl Tablets and
Capsules, N.F. XIII; Imipramine HC! Tablets, U,S8.,P. XVIII; Nortriptyline
HCI1 Capsules, N.F. XIII; and Protriptyline HCI1 Tablets.

Of the seven domestic formulators known to produce these drugs, samples of
batches from five firms were collected in this surveéy, The output of two firms,
Standard Pharmacal Company and Taylor Pharmacal, was unavailable for
sampling.

Sampling Information -

Samples were collected under FDA's FORDS  (Formulator-Orientéd Rx Drug

Studies) Program from the formulators (manufacturing plant or primary distribu-
tion warehouse) or from their branch ‘warehouses or major accounts. No
collections were made-at locations more than once removed from the manufacturer,
Samples were collected from batches released for distribition by the firms'
quality control, ' ‘

Laboratory Tests

Samples were analyzed for compliance with the specifications in the compendial
monograph or NDA by the appropriate semi-automated procedure or other method
of analysis deemed appropriate by the National Center for Drug Analysis.” Testing
was performed on each of six sub-samples from each batch.

Summary of Results

Of the 42 samples analyzed (see Table 1), no samples were found»defeci_:ive.
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Table 1.--Testing Results "FORDS" Study Psychostimulants

"~ [Survey Period - May 1972=September 1972;

, Declared Number batches Number
Manufacturer potency sampled and defective
{mg.) analyzed . samples
Amitriptyline HC] Tablets:
Merck Sharp & Dohme..... 10.0 3 0
25,0 3 0
50.0 3 L0
TotalSeuweioosessd 9 -0
Amitriptyline HC]1 Injection: L -
Merck Sharp & Dohme..... 10,0 mg/m} 2 0.
TotalSeeeeeavonsns 2 0
Desipramine HCI Tablets: -
K-V Pharmacal +e.eeooveed” 25.0 2 0
. 50.0 3 20
TOtalSeevenessnens ) 0
Desipramine HC1 Capsules: :
“U L8 Vitamin e vvevev e 25,0 4 0
50.0 21 0
TotalSeuesas ooy od -5 - 0
Imipramine HCl Tablets: - : i
Ciba-Geigy Corpeieeeeesss 10.0 ©2 L0
..25.0 1 0
50.0 3 00
TotalSessesenseesy 6 0
Nortriptyline HC]1 Capsules:. - .
© Bl Lilly & Company....... 10,0 3 0
25.0 .6 .0
TotalSeeiseevoned 9 )
Protriptyline HC) Tablets:
Merck Sharp & Dohme.,.... 5.0 3 0
. - 10.0 3 0
TotalSesessosssssed 6 0
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FIDA drug compliance information letter

"U.S. DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE » Public Health Service « FOOD AND DRUG ADMINISTRATION
Bureau of Drugs « Office of Compliance ’

October 5, 1973 )

TO: anufacturers, Repackers, and Relabelers of Drug Products

RE:  Drug Surveillance Reports

The Food and Drug Administration, as part of its regulation of the American drug
supply, routinely conducts drug quality surveys. FDA now intends to publish the
results of its drug quality surveys, and to send copies to all manufacturers,
repackers and relabelers of drug products. In this way, the industry will be advised
concerning FDA's laboratory findings on batches of different classes of marketed
drugs.  This is in line with FDA's ‘attempts to provide to the public and the
regulated industries as much valuable information as it can within the scope of
the Freedom of Information Law. It is hoped that information of this nature will
lead to better compliance by regulated industries. Each report will include
pertinent information such as scope of survey, sampling:information, laboratory
tests and summary of results,

The analytical methods used are either those specified by the United States
Pharmacopeia (U.S.P.) and National Formulary (N.F.) or automated procedures
developed by FDA or adapted from published methods and validated. Many of the
methods may be found in the FDA's Drug Autoanalysis Manual, available from the.
Divisioh of Industry Liaison. Samples analyzed and found.defective by nonofficial
methods -are check-analyzed by U.S.P., N.F,, or other official methods such as
thosé of the Association of Offictal Analytical Chemists (AOAC), Defective samples
are followed-up by FDA Field Offices s¢ as to remove offending batch(es) from the
market either by legal action, voluntary recall, or destructlon, or cooperative
action by State or local authorities.

Test results may of may hot be indicative of the quality of ‘other lots of the same
product or other products produced by the listed manufacturer.

The fourth survey report is on Antiemetics.’

7
T. E. Byery, Director

Office of Qmpliance
Bureau of Drugs
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REPORT ON ANTIEMETICS

Scope of the Survey

This survey covered four different drugs marketed as single active ingredient
preparations; three in tablet form and one in both capsule and injectable form,
Drugs in this study were: -Cyclizine HCI Tablets U.S.P, XVIII, Meclizine HCl
Tablets U,S.P. XVIII, Dimenhydrinate Tablets U.S.P. XVIII, and Trimethobenz~
amide HCI Capsules and Injection N,F. XIII.,

Of the twelve domestic formulators known to produce these drugs, samples of

batches from eleven firms were collected and analyzed in the survey. The
output of one firm, Bowman Pharmaceutical, was unavailable for sampling.

Sampling Information

Samples were collected under FDA's FORDS {Formulator-Oriented Rx Drug Studiés)
Program from the formulators (manufacturing plant or primary distribution warehouse)
or from their branch warehouses or major accounts. No collections were made at
locations more than once removed from the manufacturer. Samples were collected
from batches released for distribution by the firms' quality control.

Laboratory Tests

Samples were analyzed for compliance with the chemical specifications in the
compendial monographs. Initial chemical analyses were performed-by methods
deemed appropriate by the National Center for Drug Analysis. Testing was
performed on each of six sub-samples from each batch.

Summary of Results

Of the 33 samples analyzed (see Table 1) no defective samples were found.

32-814 (Pt. 24) O - 74 - 48



‘10668 COMPETITIVE PROBLEMS IN THE DRUG INDUSTRY

Table 1,--Antiemetics

[Survey Period - February 1972-June 1972]

Number batches

Declared Number
Manufacturer potency sampled and defective
: (mg.) analyzed samples
Cyclizine HCI Tablets:
Burroughs Wellcome Co. ....{ 50.0 6 9
Total vovviiienninnnd 6 0
Dimenhydrinate Tablets:
Cord Laboratories, Inc. ... 50.0 2 0
Paul B, Elder Co. vevvenvnasd 50.0 2 0
The Lannett Co., Inc. ...... 50.0 1 0
Linden Labs., Inc.. «.ovvvuad 50.0 1 0
Phoenix Labs., InC. +vevee. 50.0 1 0
Richlyn LaboratoriesS........J 50.0 1 0
G. D. Searle &CO. vvvuenrnnd 50.0 6 0
West-Ward, InC. voveenenend 50.0 -1 0
Total vevennnncesend 15 0
Meclizine HCI Tablets:
Pfizer, INC. vovevvevanaanand 25.0 4 o
Total viveinennncensd 4 0
Trimethobenzamide HCIL
Capsules:
Hoffman—Lé Roche Inc .v coeeed : 100.0 1 0
250.,0 4 0
Total veiviieinesnnsd 5 0
Trimethobenzamide HCl
Injection:
Hoffman-La Roche Inc. .....q 100.0 mg/ce 3 0
Total sovevenoenenend 3 0
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FDA drug compliance information letter

U.S. DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE « Public Health Service « FOOD AND DRUG ADMINISTRATION
Bureau of Drugs e Office of Compliance :

January 23, 1974

TO: Manufacturers, Repackers, and Relabelers of Drug Products

RE: Drug Surveillance Reports

The Food and Drug Administration, as part of its regulation of the American drug
supply, routinely conducts drug quality surveys. FDA now intends to publish the
results of its drug quality surveys, and to send copies to all manufacturers,
repackers and relabelers of drug products, In this way, the industry will be advised
concerning FDA's laboratory findings on batches of different classes of marketed
drugs. This is in line with FDA's attempts to provide to the public and the
regulated industries as much valuable information as it can within the scope of
the Freedom of Information Law. It is hoped that information of this nature will
lead to better compliance by regulated industries, Each report will include
pertinent information such as scope of survey, sampling information, laboratory
tests and summary of results.

The analytical methods used are either those specified by the United States
Pharmacopeia (U.S.P.) and National Formilary (N.F.) or automated: procedures
developed by FDA or adapted from published methods and validated, ‘Many of the
methods may be found in the FDA's Drug Autoanalysis Manual, available from the
Division of Industry Liaison. Samples analyzed and found defective by nonofficial
methods are check~analyzed by U.S.P., N.F,, or other official methods such as
those of the Association of Official Analytical Chemists (AOAC). Defective samples
are followed up by FDA Field Offices so as to remove offending batch(es) from the
‘market either by legal action, voluntary recall, or destruction, or cooperative
action by State or local authorities.

Test results.may or may not be indicative of the quality of other lots of the same
product or other products produced by the listed manufacturer.

The fifth survey report is on Progestins.
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REPORT ON PROGESTINS

Scope of the Survey

This survey covered seven drugs, each marketed as a single active ingredient
product in one to three dosage forms, Dosage forms covered were tablets and
injections or injection suspensions. The following drugs were programmed in
the study:

1. (a) Progesterone Tablets N,F,1
(b} Progesterone Injection (Aqueous or oil vehicle) N.F.
(c) Progesterone Injection (Sterile Suspension) N,F.

2. (a) Medroxyprogesterone Acetate Tablets U.S.P,
(b) Medroxyprogesterone Acetate Injection (Sterile Suspension) U.S.P.

3. _Hydroxyprogesterone Caproate Injection (oil vehicle) U.S.P.

4, Dydrogesterone Tablets N.F.

5, Ethisterone Tablets N.F.

67 Norethindrone Tablets N.F.,

7. Norethindrone Acetate Tablets N.F.
Of the 20 domestic formulators known to prociuce these drugs, samples of batches
from 16 firms were collected in this survey. Unavailable for sampling was
production from E. W. Heun Company, Maizel Laboratories, and Organics Inc.
The result from sampling of Parke Davis' Progesterone Injection Suspension,

25.0 mg/ml, is not listed in Table 1 as a defective sample since an apparent
syringeability problem interfered with the analysis.

Sampling Information

Samples were collected under FDA's FORDS {Formulator-Oriented Rx Drug Studies)
Program from the formulators (manufacturing plant or primary distribution ware~
house) or from their branch warehouses or major accounts. No collections were
made at locations more than once removed from the manufacturer. Samples were
collected from batches released for distribution by the firms':-quality control.

1.  Not available for sampling.
2. See Table 1, Footnote c.
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Laboratory Tests

Samples were analyzed by the National Center for Drug Analysis for compliance
with the specifications in the official compendial monographs (except sterility
requirements). Initial analyses were performed by methods deemed appropriate
by NCDA. Check analyses, as required, were made by the official method.
Testing was performed on each of six sub-samples from each batch.

Summary of Results

Of the 51 samples of these drugs that were analyzed (see Table 1) two samples
of Progesterone Injection, one labeled 25.0 mg/ml and the other labeled 50.0
mg/ml were found defective due to substrength.
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Table 1—-Progestins
(Survey Period - May 1972-September 1W2)
. N NUMBER BATCHES NUMBER
MANUFACTURER ey SAMPLED AND DEFECTIVE
ANALYZED SAMPLES
nomom Injection (, movoil) .
Bel-Mar Labs., Inc‘Aq‘ . e e e e : 25.0 mg/ml 2 o
50.0 mg/mi 1 ]
100.0 mg/mi 1 [}
D-M Pharmaceuticals . . . . . . . . o o e 50.0 mg/m! 1 [}
EingSinn, InC. . . . . . . o e e e e e 26.0 mg/m! 1 1 (a)
50.0 mg/mi 1 1(b)
Gotham ?mfm-mmuICo e, . L 50.0 mg/m! 1 [
Eli Lilly &Co. . . Vo e e e e e e e e 26,0 mg/mi 2 [}
50.0 mg/mi 1 [}
Maurry Biological Co., Inc. . . . . . . . ... 50.0 mg/mi 1 [}
Medical Chemicals Corp. . PR P 50.0 mg/mi 1 0
Myers-Carter Labs., Inc. . . . . . . . . . .. e 50.0 mg/mi 1 0
100.0 mg/mi 1 o
Porke, Davis &Co. . . . . . . . . e e 25.0 mg/mi 1 = ()
. 60.0 mg/ml 1 0
Pasadena Research Labs.,inc. . . . . ... . . FEER . 50.0 mg/mi 1 0
. . 100.0 mg/mi 1 0
ScheringCorpération . . . . ... L L L . 50.0 mg/mi 1 [
Tétan Pharmacel Co,, Inc. . .. . . Lo L 50.0 mg/mi i. .g.
: TOTAL . . . . . .
ne Injection Su:m-lm. . .
Elkimslnn Inc.. .. F 25.0 mg/mi 1 [
50.0 mg/mi 1 o
Halimark Laboratories F T I T R 25.0 mg/ml 1 0
50.0 mg/mi _ 1 o
Msurry Biological Co., Inc. . . . . .. . . . . o 50.0 mg/mi 1 0
Medical Chemicals Corp. . . . . . . . . . . .. . 25.0 mg/mi 2 o
50.0'mg/mi 1 0
100.0 mg/m! 1 0
Pasadens Research Labs., Inc. . . ... . .. . . . . . . . . . 25.0 mg/mi 1 [}
Titen Pharmacel Co., Inc. . . . . . . . o . o 25.0 mg/ml 1 [
0.0 mg/mi S o
TOTAL . 12 o
xyprogesterons Amm rumn :
Yh' Upjohn Co. A 25mg 1 [
R 10.0mg 3 o
TOTAL . . . % . . . 2 0
' Moxvpropmm Acetate Innetion smu- Smp«-tow F
The Upjohn P Y 50.0 mg/mi 3 0
100.0 mg/mi 2 o
TOTAL . . . . . . . 5 []
Hydroxyprogesterone Caproste lnsunlow
E.R. Squibb & Sons Inc, . [ T T 250.0 mg/ml 1
TOTAL . . . . . 1
Dydrogesterone Tab
Philips Roxlne Lubs., Inc. S T 50mg 1 0
10.0mg 2 0
TOTAL . . . . T 0
Ethisterone Tablets:
Sehoring Corporation . . P 10.0 mg 1 o
TFOTAL . .. . . . . . 1 0
Norethindrone Tablets:
Porke, Dovis & CO. . . . . . . . . . . .o ... 5.0mg a o
TOTAL . . . . . . . B X 1 []
indrone Acetate Tablets:
Parke, Davis & CO. . . . . . . . . . .o oo . e 5.0mg 3 [
TOTAL . e 3 0
GRANDTOTAL . . . . 51 2

(8)  Defective dus to subpotency in five of six sub-samples. The average potency was 86.6 percent of dclared for the sample, Removed from distribution channels by seizure action.
(b} Defactive due to subpotency in each of six sub-samples. . The average potency for the sample was 86.8 percent. Remaved from distribution channels by seizure action.

() The resuit on this sample is not listed as defective becaise an spparent syringesbility problem interfered with the analysis. Because of this problem, the firm volunterily recglied the
betch.
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TITLE 21--FOOD AND DRUGS

CHAPTER I-~FOOD AND DRUG ADMINISTRATION,
DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE

SUBCHAPTER C--DRUCS
PART 130--NEW DRUGS

CONDITIONS FOR MARKETING OF bIGOXIN PRODUCTS

In April, 1970, the Food and Drug Administration inaugurated a
program to systematica;ly:test marketed batches of digaxin tablets
after the agency became aware of an apparent potency pfoblem with this
cardiac glycoside. As a result of this testing program, from April to
November, 1970, there were‘79 recalls of,digoxin products. In October,
1970, a voluntary certification program was initiated whereby partici-
pating manufacturers agreed not to release new batches of digoxin tablets
until samples of the batches were tested by the Food and Drug Administration
and found to meet The United States Pharmacopeia (USP) requirements
for potency and contgnt’uniformity.

In December, 1971, John Lindenbaum, M.D. and bis colleagués
published a paper in The New England Journal of Medicine (Lindenbaum, J.,
Mellow, M. G., Blackstone, M. D., Putler, V. P., '"Variation in Biologic

Availability of Digoxin from Four Preparations, The New England Journal of

Medicine, 285:1344, 1971) describing a study of the biologic availability in
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normal human volurnteers of 4 batches of commercially marketed digoxin
tablets. The study noted marked differences in serum digoxin levels
achieved with tablets produced by different manufacturers. Significant
variation between different batches prepared by a single manufacturer
was a;so observed. Lindenbaum conducted the study after observing low
serum digoxin concentrations in several patients receiving unusually
large maintenance doses of digoxin. :

The tablets use; in the study had not been analyzed for compliance
with compendial specifications including potency and content uniformity.
Subsequently, the Food and DrugVAdministration analyzed tablets from
batches used in the Lindenbaum study and found that the two batches which
gave aﬁceptable serum digoxin levels met these compendial épecifications.
Oné batch which had given véry low serum digoxin levels did not meei thesge
éompendial specifigations'varying from 76 to 152 percent of labeled
potency. At that time sufficient tablets of the other batch which gave
low serum digoxin levels could not be found for analysis. On this basis,
it was the Food and Drug Adminisyratioh's view that the problem idengified

by Lindenbaum may have been one of potency and not biocavailability '
(vitei, T. G., Banes, D., Byers, T. E., "Bloavailability of Digoxin",

The New England Journal of Medicine, 285:1433, 1971).

Somewhat prior to this, the Food ahdvbrﬁg Administrétion had begun
a systematic investigation of several formulations of the cardiac.
'glycosides. John G, Wagner, Ph.D., Professor of Pharmacy, Upjohn Center

for Clinical Pharmacology, University of Michigan, Ann Arbor,; Michigan,

2
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under an extramural contract with the food and Drug Adminlstration. had
just completed a pharmacokiéetic evaluation of digitoxin when the agency
learned of the results of the Lindenbaum study. Dr. Wagner then proceeded
to study the bicequivalence of digoxin tablets. In addition to conduct-
ing a bioavailabil%ty study on digoxin tablets made by two different
wanufacturers, Dr. Wagner developed a reproducible in vitro dissolution
test which showed significant correlation with in vivo bioavgilability
test results. The results of the Wagner study were published in The
Journal of the American ﬁedic#l Association in April, 1973 (Wagner, J. G.,
et al., "Equivalence Lack in Digoxin Plasma Levels," Journal of the

American Medical Association, 224:199-204, 1973).

In the meantime, sufficient tablets of the second batch of gigoxin
tablets which gave low serum digoxin levels in the Lindenbaum study
were located for chemicalkanalysis. The Food and Drug Administration's
analysis showed that the tai)lets met the compendial’ specifications for
content uniformity. It was therefore apparent that thékptoblem identified
originally by Lindenbaum and his colleagues was attributable to bioavaila-
bility and not to potency (Skelly, J. and Knapp, G., "Biologic Availability

of Digoxin Tablets," Journal of the American Medical Association,

2243243, 1973).

The Food and Drug Administration recognized thét very few well
controlled digo#in biocavailability studies had been.performed and. was awarel‘
of data which indicated that éven the possibility of’batch-to-batch
biocavailability inconsistency could not be discounted. The égency continued
to implement studies to determine the dimension of the prpblem and to

provide the basis for a systematic regulatory approach to assure the

3
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uniformity of all digoxin products. In addition.to inaugurating
additional in vivo.séudies under the extramural contract program, the
agency, in its own labdtdtofies,‘adaptéd, mddified, and vqlidated several
dissolution procedures in both acid and wutéf media ba?edvon the method
originally developed by Dr. Wégner. Samples of digoxin tablets préduced
by all knan manufacturers wére obtained for laboratory analysis. A’
dissolution profile'ﬁas obtained on all thé tablets wﬁich met compendiél
requirements for poteﬁcy and céntent uniformity. A satisfactory correlation
existed with the available in vivo data. “
The USP in conjunction with tﬁe FDA have initiated studies to

determine the correlation between bioavailability in vivo and the dissolution
rate of digoxin:tablets in vitro. As a result of the availablekdata from
all such studies showing a satisfactory correlation bétween bioavail#bilit&
and dissolutioﬂ, the USP monograph for digoxin tablets has been revised to
include a requirement for dissolution. This revision is included in the
usp XViII~Sixth Interim Revision Announcement which became effective on
November 15, 1973; The dissolution method described in the revision
involves the use of ; rotating basket 1in an acid dissolution medium,

" The Commissioner'hés determiﬁe& thag'the solution to the §rob1em
of the bioavailability of digoxin products will involve three Sepataﬁe
but related actions. As a first step, immediate action will be taken to
remove from the market those digoxin products which, on the ba;is of
dissolution test resulté, are not adéquately bloavailable. The second
action will 1nrlude procedufes to assure that manufactureis conduct the
in vivo tests needed to demonstrate the bioavailability of th&sé digoxin

4
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products which meet all compendial requirements including dissolution.
The third aqtion will involve procedures to monitor digoxin product
reformulations in order to-assure that ordeflyAprogress 1s made towards
the marketing of digoxin products which are 100 percent bioavailable.

The third action will include means of adequately‘advisihg practitioners of
changes in digoxin bioavailability resulting from product reformulations.
The Food and Drug Administration is prepared to take the actions
necéssary to assure the removal from the markét of all batches of digoxin
tablets in the channels of commerce after November 15, 19%3, which do not
meet all compendial requirements. The agency has initiated a program for

sampling and analyzing batches of digoxin tablets in the channels of
commerce. Manugacturers of batches of digoxin tablets which are found not
-to-be in compliance with the compendial requirements will be requested

by: the Food and Drug Administration to initiate reéall of the subject
batches from the market. Violative batches which are not promptly and
effectively recalled will be subject: to regulatory procedures.

Data indicate that a significant number of manufacturers will need
to reformulate their digoxin tablets to6 assure that their digoxin tablets
meet the new compendial requirement for dissolution. ‘Because of the
narrow margin between therapeutic and toxic levels of*&igoxin and the
potential fof serious risk to cardiac patients using digoxin products -
which may vary in bioavailability, the Commissioner has determined that
immediate actions wmust be taken to assure better uniformity of all
digoxin products for oral use. These actions include:

1. Procedures to remove 'from the market all batches of digoxin

5
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products which do not meet current good manufacturing practice and
compendial requirements.

2. Procedures to require manufacturers to submit samples of all
new batches of digoxin tablets to the Food and Drug Administration for
analysis and certification prior to release of these batches for distribution.

3. Procedures to monitor digoxin product formﬁlations to assure
that any reformulation will result in compliance with all in vitro
test requirements and in uniform batch-to-batch bioavailability.

4, Procedures to require manufacturers to conduct in vivo bioavail-
ab1lity tests.

5. Proéedures to assure uniformity in the labeling of all digoxin
products for oral use.

The Commissioner is of the opinion that, in view of the questions
that have been raised regarding the bioavailability of digoxin products
and the need for some‘manufacturers to reformulate their products to meet
the new requirements for dissolution, these drug products cannot' properly
be considered generally recognized as safe and effective within the
meaning of sectién 201(p) of the Federal Food, Drug, and Cosmetic Act.
Therefcre, all digoxin products for oral use are new drugs for which
approved new diug applications are reduired. All persons marketing such
diug products mustvéubmit an abbreviated new drug applicatien for these

products on 6r before (insert date 30 days after the date of publication

in the FEDERAL REGiSng) 1f marketing is to coniinue. After this date,

any such drug product tﬁen on the market which is not the subject of an

abbreviated new drug application submitted for such drug product will be

6
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subject ‘to regulatory procedures un&er section 505 of the act.

The Commissioner has determined that, in view of the questions
raised regarding the bioavailability of digoxin products for oral use,
there is sufficient evidence to invoke the authority under section 505(j)
of the act to fu;ly investigate this question in order to obtain more
definitive data to demonstrate the bioavailability of these products and
to correlate bioavailability in vivo with the dissolution rate of digoxin
tablets in vitro. Therefore, any person who submité an abbreviated new
drug application for digoxin products for oral use shall; within the times
specified in the new § 130.51, submit to the Food and Drug Administration
additional data in the form of records and reports, pursuant to section
505(j) of the act, which show adequate evidence of the product's
bioavailability. A review of these data will facilitate a determination
of whether there i1s a ground for withdrawing approval of the drug in
question under ‘section 505(e) of the act. Failure to submit these
required records and reports is in itself a violation of the act, justifying
withdrawal of approval of the application.

Digoxin products for parenteral use are new drugs subject to the
requirements of the Drug Efficacy Study Implementation notice (DESI 8627)
published in the FEDERAL REGISTER of July 27, 1972 (37 FR 15024). The
conditions for marketing digoxin products for parenteral use are describedk
in the DESI notice and include a requirement for the suBmission of data to
show the biologic availability of the drug in the formulation which is
marketed.

Digoxin tablets formulated so that the quantity of digoxin dissolved
i

7
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at one hour, when tested by the method in the USP, is greater than 95
percent of the assayed amount of digoxin or so that the quantity of
digoxin dissolved.at 15 minutes is greater than 90 percent of the
assayed amount of digoxin are new drugs which may not be marketed
without an approved new drug application. Persons intending to market
such drugs are required to submit full new drug applications as provided
for in § 130.4 (21 CFR 130.4). The application shall include, but not
be limited to, clinicalistudies establishing signifiéantly greater
biocavailability than digoxin tablets meeting compendial requirements
and dosage recommendations based on clinical studies establishing the
safe and effective use of the more bioavailable digoxin product. Marketing
of these digoxin products will be allowed only under a proprietary or
trade name, established name, and labeling which differs from that used
for digoxin tablets that meet all of the requirements in USP XVIII and
that are formulated so that the quantity of digoxin dissolved at ome hour
is not more than 95 percent of the assayed amount of digoxin or that
the quantity of digoxin dissolved at 15 minutes is not more than 90 percent
of the assayed amount of digoxin.

The Food and Drug Administration is familiar with two in vitro
methods ("paddle-water," "paddle-acid"), 1n‘add1tion to that described
in the USP, developed to measure digoxin tableg dissolution. These
three methods result in data which show significant differences in
dissolution in comparative tests on some formulations. Definitive
bioavailability data to compare the relative value of each of these

methods to predict bioavailability of the few forrulations where the

8
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methods show significant differences in dissolution rate are not now

available. Until such data are available it is not possiblebto rule

out the usefulness of each method in particular situations or. to

define the limitations of any method. Once such data is available it

is anticipated more stringent dissolution rate requirements will be set.

The Commissioner requests that manufacturers who conduct research utilizing

the "paddle-waterd and "paddle-acid" methods, particularly in comparison

with the method in the USP, submit ahy data obtained using these methods

to the Food and Drug Adminigtration pursuant to section 505(j) of the act.
Available evidence shows that digoxin tablets which have a dissoluﬁion

rate below the compendial requgrement (i.e., 55 percent at one hour) when

tested by the in .vitro method in USP XVIII are not adequately bioavailable

when tested by in vivo methods. Correlative in vivo and in vitro data

are not now available to predict with certainty the minimum dissolution

rate at which biologic availability will be demonstrated. Manufacturers

whose digoxin tablets do not now meet the compendial requirements for

dissolution may reformulate their product to achieve a dissolution at

any rate above the dissolution requirements of the USP, but not more than

95 percent dissolution at one hour or more than 90 percent dissolution at

15 minutes. The Food and Drug Administration recommends that these

manufacturers reformulate their products to achieve dissolution of 70 to

90 percent at one hour by all three methods. This récommgndationlis based on

data compiled by the Food and Drug Administration which indicates that

when in vitro tests uniformly show dissolution at 70 to 90 percent at one hour

by all three methods there is good probability to predict that in vivo tests

9
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will demonstrate ihat‘the product is bioavailable. To assist manufacturers
who do not have the capabiiity to determine dissolution by all three
methods, the Food and Drug Administration is prepared, on request, to
test samples of reformulated tablets by all three methods and to supply
the results of these analyses ﬁo the manufacturer.

The references set forth in the preamble together with the following
additional supportive data and backgréund information havebheenf%séembled
and are on display in the offiée of thé'Hearing,Clerk, Fbod and Drug

Administration, Room 6-86, 5600 Fishers Lane, Rockville, MD 20852:

10
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Therefore, pursuant to provisions of the Federal Food, Drug, and
Cosmetic Act (secs. 201(p), 501(b), 502, 505, 701(a); 52 Stat. 1041-1042,
1049-1053, 1055; 21 U.S.C. 321(#), 351¢(b), 352, 355, 371(a)) and.under
authority delegated to the Cpmmissioner (21 CFR 2.120), Part 130 of
Title 21 of the Code of Federal Regulations is amended by adding a new

§ 130.51 as follows:

'

§ 130.51 Digoxin products for oral use; conditions for marketing.

(a) Studies have shown evidence of clinically significant differences
in bioavailability in diffefent batches of certain marketed digoxin products
for oral use from single manufacturers as well as in batches of these
products produced by different manufacturers. These differences were
observed despite the fact that the products met compendial/specifications.
Other studies have shown that there is a sufficient correlation between
' bioavéilability in vivo and the dissolution rate of digoxin tablets in
vitro to make the dissolution test an 1mpottént hdditioq to the comégndial
standards. Because of the potential for seri&us risk to cardiac patients
using digoxin products which'may vary in bioavailability, the Commissioner
of Food and Drugs has determined that immediate action must be taken to
assure the uniformity of all digoxin products for oral use.’ The Commissioner
is of the opinion that digoxin products for oral use are new drugs within.-
the meaning of section 201(p) of the Federal Food, Drug, an& Cosmetic Act
for which approved new drug applibations are required.‘ The Commissioner
has determined that, because of questions raised regarding tﬁe bioavailability

of digoxin producfs for oral use, there is sufficient evidence to invoke
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the authority under section 505(3) of the act to fully investigate
this question and to facilitate a determination of whether there is a
ground for withdrawal of approval of the drug product under section
505(e) of the act; Markéting of these products may be continued only
under the followiﬁg conditions: .

(1) Digoxin products for oral use, other than tablets: Any
person marketing digoxin products for .oral use, other ;han tablets,
shall submit to the Food and Drug Administration on or before (insert

date 30 days after the date of publication in the FEDERAL REGISTER),

an abbreviated new drug application for these products. Any such drug
product then on the market which is not the subject of an application
submitted for the drug product shall be subject to regulatory procedures
under section 505 of the act., In addition go the information specified
in § 130.4(f), the application shall contain:

(1) Avfull list of the articles used as components of the
digoxin product, specifications for components, detailed identification
and analytical procedures used to assure that the components: meet
established specifications of 1dent1ey,kstreggth, qgality, and purity
and a complete description of the manufacturing process.

(11) The source of the digoxin used in tﬁe formulation including
‘thé name and address of the supplier. v

(111) A statement that stability studies will be conducted
to establish a suit;ble expiration date for the digoxin product in the
form in which it is distributed.
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(iv) - A statement that the product label will contain a suitable
expiration date. 1In the absence of any stability‘téat data, this
expiration_date shall be no longer than one‘year after the batch is manufactured.
If the expiration date is greater than onme year, supporting stability
daté shall be included in the application. .

(v) Labeling that is in compliance with all requirements of the act
and regulations promulgated thereunder, the pertinent parts of which
are as indicated in paragraph (e) of this section.

(vi) A statement‘that the applicant will initiate recall of all
stocks of the drug product outstanding when so requested by -the Food and
Drug Administration.

(vi1) A statement that the applicant intends to conduct in vivo
bioavailabilit} tests and that the applicant, under the records and reports
provisions of section 505(j) of the act, will: o

(a) Within 30 days after the submissfon of the applicatioﬁ, submit
to the Food and Drug Administration the protocol which the applicant proposes
to follow in conducting these in vivo bioavailability tests. The protocol
shall contain all of the essential elements set forth in paragraph (d) of
this section. The tests shall not be initiated prior to receiving notifica-
tion from the Food and Drug Administration that the bioavailability protocol
has been reviewed And elther approved or its deficiencies delineated. :

(b) Within 180 days after receiving notification from the Food and
Drug Administration that the bioavailabili;y protogol“has been reviewed,
submit to the Food and Drug Administration the results of the in vivo

bioavailability tests.
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(2) Digoxin tablets: Any person marketing digoxin tablets, in
addition to complying with all of the requirements of pafagraph (a) (1)
of this section,. shall include in their abbrgviéted new drug application:

(i) A statement that the applicant will establish procedufes'to
test each lot of digoxin tablets prior to releasing the batch for
distribution to assure that the batch meets all of The United State;
Pharmacopeia. (USP XVIII) requirements for digoxin tab}ets‘including,
but not limited éo; potency, content uniformity, and diésolution and that
the quantity of digoxin dissolved at one hour is not more than 95 percent
~ of the assayed aﬁounf of digoxin or that the quantity of digoxin dissolved
at 15 minutes is not more tﬁan 90 percent of the assayed amoun£ of
vdigoxin.

(11) A statement that finished product specifications ghall be
established to include provisions to assure thet the range of average one-
hour dissolution values among batches of digoxin tablets does not exceed 20
percent.

(3) Before releasing for distribution any ﬁatch of §1goxin tablets
manufactured after (insert date of publication in the FEDERAL REGISTER),
the manufacturer shall: | '

(1) Test & sample of the batch to assure that the‘batch meets all
of the requirementsvof The United States Pharmacopeia (USP XVIII) including,
but not~;{?ited to, potency, content uniformity, and d;s;olution and .that
the quantity of digoxin dissolved at one hour‘is nét more than 95 percent
of the assayed amount of digoxin or that the quantity of digoxin dissolved

at 15 minutes is not more than 90 percent of the assayed amount of digoxin.
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(i1) Submit a sample of the batch-to the Food and Drug Administration
accor&ing to the procedures set forth in paragraph () of this section.
Results of tests conducted on the batch by or for the mgnﬁfacturer
and the batch production record shall accompany the sample.

(11i) Withhold the batch from distribution until he is notified by
the Food and Drug Administration that the sample was tested and found
to meet all of the fequirements in The United Statee Pharmacopeia (USP
XVIII) for potency, content uniformity, and dissolution and that the
~" quantity of digoxin dissolved at omne hour is not more than 95 percent of
the assayed amount of digoxin or that the quantity of digoxin dissolved

at 15 minutes is not more than 90 percent of the assayed amount of digoxin.
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(iv) Submit a sample of each batch of digoxin tablets as provided
for in paragraphs (a)(3)(1i) of this section until he is notified by
the Food and Drug Administration that he 1s released from the certification
program. This notification will be made on tﬁe basis of sample test
results, inspectional findings regarding compliance with current good
manufactur;ﬁg practice, and compliance with all other requirements of
this .section and any other directives issued by the Food and Drug Adminis-
tration as a condition for release from the certification program.

(4) Any manufacturer who has distributed any batch of digoxin
tablets which does not meet the compendial requirement for dissolution,
when tested by the method in The United‘Statés Pharmacopeia (USP XVIII),
shall initiate recall of the subjéct batch when so requested by the Food
and Drug Administration.

(b) TFailure of an applicant to submit the protocol and/or the
results of the in vivo bicavailability tests showing adequate evidence of
the product's bioavailability within the times specified in paragraph (a)
(1) (vii) of this section and/or to comply with all of the certificiation
requirements of paragraph (a)(3) of this section shall be jugtificatiqn for
withdrawal of approval of the application under section 505(e) of the act.

(¢) Any product reformulation or change in mapufacturing process
will require the submission of a supplement to the approved abbreviated
new drug application containing adequate data to demonstrate the bioavail-
ability of the reformulated product. Food and Drug Administration approval
of the supplement is required before the reformulated product is marketed.

The Food and Drug Administration recommends that, where digoxin tablets

are reformulated, manufacturers reformulate their
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product to achieve dissolution of 70 to 90 percent at one hour when tested
by all three methods (i.e., the USP method,‘and the "paddle-watexr" and
"paddle-acid" methods) described in paragraph (h) of‘this section.

(d) The protocol for the in vivo bioavailability tests required in
paragraphs (a) and (c) of this section shall employ a threc-way crossover
design using the digoxin test product; a reference digoxin tablet supplied,
on request, by the Food and Drug Administration; and bulk digoxin USP in
an oral solution. Appropriate venous blood ﬁnd urinary samples are to be
collected and analyzed. The method shall be capable of detecting the
difference between the reference tablet and the reference oral solution.
Bioavailability of the test product shall be demonstrated if a mean
absorption of at least 75 percent ofkthe combined mean of the two reference
standards is observed. Assistance in developing a protocol for a particular
dosage formulation may be obtained by contacting the Food and Drug
Administration, Bureau of Drugs (HFD-ZQO), 5600 Fishers Lane, Rockville,

MD 20852.
(e) Parts of the digoxin product labeling indicated below shall be

substantially as follows:

CARDIAC (DIGITALIS) GLYCOSIDES LABELING
GUIDELINE (ADULT)

DESCRIPTION

The cardiac (or digitalis) glycosides are
a closely related group of ‘drugs having in common
specific and powerful effects on the myocardium.
These drugs are found in a number of plants. The

term "digitalis" is used to designate the whole
' 36
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group. Typically, the glycosides are composed. of
three portions, a steroid nucleus, a lactone ring,
and a sugar (hence "glycosides').

(This section should include a chemical and
physical description of digoxin and the same quanti-
tative ingredient information as that required onb

the label.)
ACTION

The digitalig glycosides have qualitatively

the same therapeutic effect on the heart. They (1)
increasé the force of myocardial contraction, (2)
increase the refractory period of the atrioventricular
(A-V) node, and (3) to a lesser degree, affect the
sinoatrial (S-A) node and conduction system via the
parasympathetic and sympaﬁhetic nervous systems.
~Ga§trointestinal absorption of digoxin is a

passive process. Absorptioh of digoxin from tablets

is 50-75 percent. Digoxin 1s‘on1y 20-25 percent bound

to plaéma proteins and is predominantly excreted by

the kidneys unmetabolized unless there is significant
renal failure. Renal excretion of digoxin is proportional
to glomerular filtration rate and is largely independent
of urine flow. Digoxin is not effectively removed

from the body by dialysis, exchange transfusions or

during cardiopulmonary bypass presumably because of
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tissue binding. In subjects with normal renal
function digoxin is excreted exponeﬁtially with ah
average half-1ife of 36 liours resulting in the loss
of 35-40 percent of the body s.tores daily.,

Serum levels and pharmacokinetics are essentially
unchanged Sy massive weight loss suggesting that
lean body mass should be used in dosage calculations.
The peak blood levell_ from oral dosing with tablets
occurs 1-3 hours after administration. The onset
of therapeutic action of digoxin after oral tablets

is 1-2 hours with the peak therapeutic effect occurring

6-8 hours after dosing.

INDICATIONS

3. “Conxestive heart fallure,” nll degrees,
is the primary indication, The incrensed car-
dlag output results in diuresis and general
amelioration of the: disturbances character-
1stic of right (venous congestlon, edema)
and left (dyspnea, orthopnea, cardlac asth-
ma) heart failure. ;

Digitalls, generally, s most effective fn “low
output” fatlure and less effective In "higt\
output® (bhr '
infection, hv-port.]\vmldlsm) hcnrt ml]ure

Digitalls should be continued after failure
13 abollshed unless some known precipitating,
factor s corrected.

2. “Atrlal Obrilation —especially when the
ventriculnr rate is elevated. Digitalls rapidly
reduces ventricular rates and ellmlnatoa the'
pulse deficlt. Pa
or weakness are relleved a.nd any concoms

t mitant congestive faijure amellorated.

i Digitalts is continued in doses necessary 1o
maintain the desired ventrlcular rate and

| other clinical effests.

3. “Atrial 9y

digitalis shuws the heart

and  reg. rhrhm Hay g
Preciently wE L8 AT RTIA S, atel
Lbrillatinn =t 8 slow gencriaular rate
Stopping d ailz at this point muy ne 1.

lowed by restcraticn of sintis rhythm, espe-
clally 1f the flutter was of the paroxysmal
type. It is preferable, however, to continue
digitalis if fallure ensues or If atrial flutter
is & frequent occurrence.

4. "Paroxysmal atrial tachycardia®™ digitalls
may be iused, especially If it is resistant 1o
lesser measures. Depending on the urgency,
a more rapid acting parenteral preparation
may be preferable to Initiate digitallzation,
although if fallure has ensued or paroxysms
recur frequently, digitalis i§ malntalned by
oral administration.
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Digitatis is not Indlenled in slauvs lachy-
cardia or premsture systoles in the absence
of heart failure, !

. “Cardiogenic shock”—the value of digitalis
18 not established, but the drug is often em- !
ployed, especially when the condition 15 ac-
companied by pulmonary edema. Digitalis
seema to adversely affect shock due to infec- |

. tions, |

CONTRAINDICATIONS

The presence of toxic: effects (See "gverdosage'')
induced by any digitalis preparation is an absolute
contraiﬁdication to all of the glycosides.

Allergy, tho;gh rare, does occur. It may
not extend to all preparations and another may be
tried.

Ventricular Fibrillation.

Ventricular tachycardia, unless congestive
failure supervenes after a protracted episode not
itself due to digitalis.

WARNINGS

Many of the arrhythmias for which digitalis is
advised are identical with those reflecting digitalis
intoxication. If the possibility of digitalis intox-
jecation cannot be excluded, cardiac glycosides should
be temporarily withheld if permitted by the c¢linical
situatibn;

.The patient with congestive heart failure may
complain of nausea and vomiting. These symptoms
may als§ be indications of digitalis intoxication.

A clinical determination of the cause of these
symptoms must be attempted before further drug administration.
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Patients with renal insufficiency are apt
to be unusually sensitive tc digoxin. See. Action.
Section for mechanism.

PRECAUITONS

“Potassiwm depletion” sensitives the nmyo-
cardium to digltalis and toxicity Is apt to de-
velop even with usual dosage. Hypokalemis
also tends to. reduce the positive inotrople
-effect of digitalis.

Potassium wastage may result from diu-
retle, corticosteroid, hemodialysis and other '
therapy. It is apt to accompany mainutrl-
tlon, old age and Ilong-standing congestive
heart faiture. i

“Acute myocardial infarction,” severe pul- .
monary disease, or far advanced heart failure
are apt to be ‘moreé sensitive to digitalis and
more prone to. disturbances of rhythm.

“Catelum” affects contractility and exelta-/
bliity of the heart in' a manuner simliar to
that. of digitalls, Calclum may produce seri- |
ous arthythmias in-digitalized patients. -
> D! 4 are

less b 33 rate 18 and

blood levels are significantly higher.
“Incomplete AV block,” especially pa-

tients subject to Stokes Adams attacks, may

develop advanced or complete heart block.

Heart fallure in these patients can usually

be by other and by in-

creasing the heart rate.
“Chronic constrictive pericarditis,” is apt

to respohd unfavorably. .

“Idiopathic hypertrophle subnortic stenos
si8” must he managed extremely carefully.

Uniless cardiac fallure I severe it is doubtful

whether digitalls should be employed,

“Renal Insufciency” delays the excretion

of digitalis and dosage must be adjusted ac
cordingly in patients with renal:disease.

. Nore: This applies also to potassium ad-
should 1t b V.

Electrical conversion of arrbythmiss may

require adjustment of digitalls dosage. | ™

ADVERSE REACTIONS

Gyneéomastia, uncommon.

Overdosage or toxic effects. Gastrointestinal--
anorexia, nausea, vomiting, diarrhea are the most common
early symptioms of overdosages in the adult (but rarely
conspicuous in infaﬂts). Uncontrolled heart failure may
also produ;e such symptoms; Central lervous System -

headache, weakness, apathy, visual disturbances.
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Cardiac Disturbances (Arrhythmias)-- ventricular

premature beats is the most common, except in infants

and young children.

32-814 (Pt. 24) O - 74 - 51

e L —

! T and | nonpa 1 nodal |

! rhythmn, Mriovontrlculnr (lnfmnoh) am‘-

an
(PAT) with biock are also O icn arthyth-
mlu due to dlmtulu averdoesge.

slow-
mg of the pulse is a clintcal slgn of dmmts

ing degree, may proceed to oomplou heart
‘block.
Norz: The 18 Lt

tal in determining the presence and nature
i of these toxic disturbances, Digitalis may

¢ also Induce other changos (as of the ST seg-

ment), but these provide no messure of the
l degree of digitalization. .
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TREATMENT OF ARRHYTHMIAS PRODUCED BY OVERDOSAGES

Digitalls 18 discontinued: until after all
Mgn:h of toxicity are aboushod This may be
©oall Y
are not sovere and appear n’w the time for
peak effect of the drug.
H salls are. 1y used. Potas-
sl“m chloride in divided doses totaling 4 to
6 gm. for adults (See Pediatric xnmnmtlo'n

for ¢ ) p renal
i adequate.
‘When correction of the urrhychmln ls ur-
gent, p is

* neusly in'a of B p
. water, & total of 40-100 mEq (40 mEq, per
800 ml,) st the rate of 40 mEq. per hour
unless limited by pain due to local irritation.
Additional amounts may be given if the
;. arrhythmia 18 uncontrolled and the potas-
num well tolerated.

is indi~
caud to avold potasstum toxicity, e.g. peak-
ing of T waves.

. CAUTION

Potassium should not be used and may be
dangerous for severe or complete heart blovk
due to digitalis and not- related to any
tachycardia,

Chelating agents to bind calelum may also
be used to counteract the arrhythmia effect
of toxicity, hyp and of
elevated serum calcium wlich may also pre-
cipitate digitalis toxicity.

Four grams (0.9 percent solutton) of the
disodium salt of EDTA is dissolved in 500 ml.
ot 8 percent dextrose in water (60 mg. per

and administered over a psl‘lod of 2
haun unless the arrhythmia i controlled
before the Infusion is completed. §

lhould bo

A
observed #0 that the infusl may
promptly lboppod when the dulred effect Is

Othor g agents are:
5 Quinidine
agenta,

DOSAGE AND ADMINISTRATION

Oral digitalis is administered slowly or rapidly
as required until the desired therapeutic effect is
obtained without symptoms of overdosage. The amount can
be prediéted approximately from the weight of the patient
with alléwanees made for excretion during the time taken
to induce digitalization.

Subsequent maintenance dosage is also determined
tentatively by the amount necessary to sustain the

desired therapeutic effect.
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Reéommended dosages are practical average figures
which may require considerable modification as dictated
by individual sensitivity or associated conditions.

(See Wérning Precautions.) ’

The average digitalizing dose with digoxin tablets
is 1{25-1.5 milligrams. Digitalizatidq may b; aécomplished
by’se§eral approaches. A,dose of 1,0 mflligram orally
usuaily‘produces a digitalis effect in 1-2 ﬂours and
becomes maximal in 6-8 hours. -Additional dosés of 0.25
or 0.5 milligram ma& be given at 6-8 hour intervals to
full digitalization. v '

The usual daily oral maintenance dose is 0.25-0.5
milligram. For previously undigitalized patients, in-
stitﬁtion of daily maintenance therapy without a loading
dosé results in devélopment of éteady-state plateau
concenﬁrations in about seven days in patients‘with
normal renal function. . By giving 0.75 milligram digoxin
daily in divided doses the desired therapeutic affect
mayvbe achieved in a previously undigitalized patient
with normal renal function in 4-5 days.

It cannot be overemphgsized'that the values given are
averages and substantial individual variation can be
‘expected.

(If pediatric dosage is available the labeling sections

above should be expanded to include the following information.)
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PEDIATRIC INFORMATION

[ ! WARNINGS

Newborn infants during first month of life
have a sharply defined tolerance to digitalis.
Impaired renal function must also be care-
rully taken into consideration.

“Premature and immature infants” are

i particularly sensitive and.further reduction
L of dosage may be necessary.

Congestive fallure accompanying acute

‘glomer g care
in digitalization. A relatievly low total dose
administered In divlded Qoges and concomf-
taut use ot r other .

" 6lve agents has been reeommonded Constant

is and

1 discontinued as soon as possible. H
p H 8 i
S1ENOSIS .
See Adult Precautions, t
“Rheumatic carditis”.—such crses, espe- |
olally when severe, are unusually sensitive
to digitalis -and prone to disturbances of |
rhythm. If heart fallure develops, digitaliza~ (
:ll‘on may be tried with relatively low doses; |
until a
effect i obtained. If a therupoutic trial does * I
not résult in improvement, the drug should
be ooV and be di

tinued,
Nore: Digitalis glycosides are an impor- .
tant cause of accidental pofsoning In

i

children,
PRECAUTIONS
Dosage must. be carefully titrated.
El may be
y to avold .
P signs of y in the new-

lbom are undue slowing of the sinus rate,
sinoatrial arrest, and prolongation of PR
interval.
OVERDOSAGK ENFECTS

‘Toxic signs differ from the adult in a nume ~
ber of respects.

Oardiac arrhythmias ere the more reli-
. ;bh end Mq\xent _signs of toxiolty.

' and
3 sre. rare o
injtial ucm.

are rarely .
. seen: nodal and atrial systoles are more
. frequent.

Atrisl arrhythmias, atrial ectopic rhythms | ;
:-and paroxysmal. atrial tachycardia wlth AV
block p Iy are more mani«

y in
Ventricular arrhythmlu are rare. !
S TREATMENT OF 7TOXIC ARRHYTHMIAS |

(See sectlon for adults.) Potasslum prepa-
. rations may be given orally in divided doses '
totaling 1-2 gm. dally in children. When cor-
rection of the arrhythmia is urgent, 6 to
' 30 mEq. of potassium per hour are given,
i ‘this amount being dissolved in 100 ml. of 8
pereent  dextrose . In  water, Additional
. amounts of potassium may be given If nec-
essary and well tolerotod by the child. :
A chelating agent may be trlnd it other
fall, EDTA hu boen :
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recommended in & dose of 15 mg./kg./br. in
B percent dextrose in water, the total not
to exceed 60 mg./kg./day. A continuous
electrocardiogram uhould ‘be observed so that

i the can be mptly when .
the desired effect is achieved.

i
DOSAGE AND ADMINISTRATION

i

|
Digitalization must be lndivlduallzed
[ iy, 1 and infants

are p p

dosage which must be determined by careful

titration.

Oral - dosage. Newborn (normal), from
birth to 1 month, require adult proportions
by body weight.

; - Infants, 1 month to 3 years require ap- !
proximately 50 percent more by body weight
than adult proportions.
Children, 2 years and over require adult
s proportions by body welght.
. {Complete by addmg dosage for the spo-
. oific preparation.)

* Long term vse of digitalis is indicated in
! almost all infants who have been aigitalized
for acute congestive failure unless the cause
is transient. Many favor maintaining digi-
talis untll at least 3 years ot age in all in-
tants with pal atri
or who show either defiinite or latent taiture,

Many children with severe inoperable
congenital defects need digitalis mrvughout i
__childhood and often for Mfe.
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(f) Abbreviated new drug applications shall be submitted to the
Food and Drug Administration, Bureau of Drugs, Office of Scientific
Evaluatiorn, Generic Drug Staff (HFD-107), 5600 Fishers Lane, Rockville,
MD 20852.

(g) All samples of digoxin tablets required by paragraph (a)(3)
of this section.to be submitted to the Food and Drug Administration shall
be handled as follows:

(1) The sgmple shall conaist of 6 subsamples of 1000 tablets
each collected at fandom from throughout the manufacturing run, Fach
of the 6 subsamélgs shall be identified with the name of the product,
the labeled potency, the date of manufacture, the batch number, and
the name and addfeés of the manufacturer.

(2) -The sample together with the batch production record and results
‘of all tests conducted bf or for the manufacturer to determine the
product's identity, strength, quality, and purity, content uniformity
and dissolution shall be submitted to the Department of Health, Education,
and Welfare, Public Health Service, FDA National Center for Drug
Analysis, 1114 Market St., St Louis, MO 63101. The outer wrapper shall
be ideﬁtified "SAMPLE -~ DIGOXIN CERTIFICATION."

(h) The Food and Drug Administration is aware of data with two
in vitro methods; in addition to that described in The United States

Pharmacopeia (USP_XVIII), developed to measure digoxin tablets dissolution.
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