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The Food and Drug Administration has nei- 
ther adequately monitored new drug tests nor 
adequately enforced compliance with testing 
requirements. Consequently, it lacks assur- 
ance (1) that the thousands of human subjects 
used in such tests annually are protected from 
unnecessary hazards of new drugs or (2) that 
the test data used in deciding whether to ap- 
prove new drugs for marketing is accurate and 
reliable. 
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COMPTROLLER GENERAL OF THE UNITED STATES 

WASHINGTON. D.C. 20548 

B-164031( 2) 

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

This report shows that the Federal control over new 
drug testing is not +lequately protecting human test sub- 

Pm jects and the public. The Food and Drug Administration, 
Department of Health, Education, and Welfare, is responsi- 
ble for administering the activities discussed in this 
report. 

We made our review pursuant to the Budget and Ac- 
counting Act, 1921 (31 U.S.C. 53), and the Accounting and 
Auditing Act of 1950 (31 U.S.C. 67). 

We are sending copies of this report to the Director, 
Office of Management and Budget; the Secretary of Health, 
Education, and Welfare; and the Secretary of Defense. 

-CIomptroller General 
of the United States 
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COMPTROLLER GENERAL’S 
REPORT TO THE CONGRESS 

FEDERAL CONTROL OF NEW DRUG 
TESTING IS NOT ADEQUATELY 
PROTECTING HUMAN TEST 
SUBJECTS AND THE PUBLIC 
Food and Drug Administration 
Department of Health, 

Education, and Welfare 

DIGEST _----- 
I The Food and Drug Administration is not ade- 

quately regulating new drug testing to insure 
that human test subjects are protected and 
that test data is accurate and reliable. 

The 1962 amendments to the Federal Food, 
Drug I and Cosmetic Act and the Food and 
Drug Administration’s regulations require 
the agency to closely control the clinical 
(human) testing of new drugs. The act re- 
quires that the agency approve a new drug 
for safety and efficacy before it is intro- 
duced into interstate commerce. (See p0 1.) 

Since June 1963 the Food and Drug Adminis- 
tration has required sponsors--persons ac- 
cepting responsibility for investigating new 
drugs-- to submit investigational new drug 
applications to exempt unapproved new drugs 
from the ban on interstate shipment, thus 
permitting shipment to qualified experts 
(clinical investigators) for clinical stud- 
ies to obtain evidence concerning safety and 
efficacy. (See pp. 1 to 3.) 

Within the Food and Drug Administration, the 
Bureau of Biologics regulates the testing of 
biological drugs and the Bureau of Drugs 
regulates all other human drugs. 

At June 30, 1974, there were about 4,600 
active investigational new drugs involving 
about 250,000 test subjects. About 1,200 
sponsors and 5,000 clinical investigators 
were under regulation by the Bureau of Drugs. 
About 200 sponsors and 4,400 clinical in- 
vestigators were under regulation by the 
Bureau of Biologics. The clinical investi- 
gations under a single investigational new 
drug application may include several thousand 
human test subjects. (See pp. 3 to 6,) 
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AGE& MONITORING EFFORTS me---- .---.---m 

Poorly conducted clinical investigations 
unnecessarily expose human subjects to po- 
tential hazards and could result in the Food 
and Drug Administration’s approving a drug 
for marketing on the basis of inaccurate and 
unreliable data, To prevent this, the agency 
must monitor the performance of clinical in- 
vestigations. Such reviews, however, have 
been limited. 

Before 1972 the agency’s monitoring was lim- 
ited to about 40 inspections of clinical in- 
vestigators suspected of wrongdoing, From 
July 1972 through June 1974, the agency, in 
a special survey, inspected 15 sponsors and 
155 of their clinical investigators, In 
1974, at GAO’s requestr the agency inspected 
an additional 83 clinical investigators. 

In most cases, clinical investigators were 
not fully complying with the laws or agency 
regulations and sponsors were not adequately 
monitoring their clinical investigators. 
(See pp. 8 to 21.) 

ENFORCEMENT EFFORTS 

The Federal Food, Drug, and Cosmetic Act and 
new drug regulations provide for administra- 
tive and legal actions against those who 
violate requirements. The Food and Drug 
Administrati’on has made limited use of these 
enforcement actions. Since the 1962 amend- 
ments, four cases have been referred to the 
Department of Justice, which prosecuted two 
clinical investigators for submitting fraud- ’ 
ulent data. Administrative sanctions have 
not been effectively used. (See pp* 21 to 
25,) 

INFORMED CONSENT -- -- 

The Federal Food, Drug, and Cosmetic Act 
explicitly requires that human beings par- 
ticipating in an experiment with a new drug 
be informed of such use and that their con- 
sent, or that of their representative, be 
obtained. New drug regulations contain 
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detailed requirements concerning how such 
informed consent should be obtained. 

Of 238 Food and Drug Administration inspec- 
tions made since 1972, consent information 
was available on 172 clinical investigators 
and 52 sponsor/investigators (sponsors who 
personally perform all or part of the clini- 
cal testing). Sixty-seven, or 39 percent, 
of the 172 clinical investigators had not 
complied with agency requirements for in- 
formed consent. Twenty-six, or 50 percentp 
of the 52 sponsor/investigators had not 
complied. 

Violations included failing to obtain consent 
and using forms containing various deficien- 
cies, including exculpatory language through 
which the patient is made to waive or appear 
to waive his or her legal rights or to re- 
lease the physician or the institution from 
liability for negligence should adverse ef- 
fects occur. (See ch. 3.) 

INDEPENDENT ‘THIRD-PARTY REVIEW ----- --- 

Some clinical investigators use institution- 
alized subjects, such as those confined to a 
hospital, nursing home, prison, or home for 
the mentally retarded. Because such subjects 
may be more vulnerable to abuse or exploita- 
tion by research projects than the general 
population, the Food and Drug Administration 
since April 1971 has required that an insti- 
tutional review committee be established Ilor 
initial approval and continuing review of 
such studies. (See p. 42.) 

Although Food and Drug Administration regu- 
lations state that, in addition to the spon- 
sor’s continuing responsibility to monitor 
the study, the agency will inspect institu- 
tional review committees periodically, the 
agency does not know the number and loca- 
tions of all committees and has inspected 
relatively few. As of October 1974 the 
Bureau of Drugs had inspected 25 committees 
since 1971, when they were first required 
to be established. The Bureau of Biologics 
had never inspected a committee and was not 
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aware of the regulatio’ns concerning such 
inspect ions D (See ppa 43 and 44.) 

The inspections showed that frequently the 
committees had not adequately reviewed new 
drug studies, The Food and Drug Adminis- 
tration had scheduled inspections at two 
institutions but found that the institu- 
tional review committees had not been es- 
tab1 ished 0 (See ppO 44 to 48.) 

THE AGENCY”S AUTHORITY 
OVER CLINICAL INVESTIGATIONS -w 
SPONSORED BY FEDERAL AGENCIES 

At the time of our review, the Department 
of Defense was sponsoring 53 clinical in- 
vestigations and the National Institutes of 
Health was sponsoring 222, 

A question exists as to whether the Food and 
Drug Administration’s regulatory authority 
under the act extends to clinical investiga- 
tions sponsored by Federal agencies, (See 
p. 52.) 

The agency had not inspected clinical inves- 
tigations sponsored by the Department of De- 
fense and the National Institutes of Health 
until GAO requested that some be inspected. 
The inspections concerning the Department of 
Defense were limited to unclassified studies. 
The inspections showed generally the same 
types of deficiencies as were found in the 
Food and Drug Administration inspections of 
non-federally-sponsored studies. (See ppO 
52 to 58.) 

I  GAO is making recommendations to the Secre- 
tary of Health,, Education, and Welfare to 

I’, enable the Food and Drug Administration to 
improve its monitoring and better control 
clinical investigations. (See pp& 26, 
40, 50, 60, and 63.) 

GAO also is recommending that the Congress 
clarify its intent regarding the question of 
the ,applicability of the Federal Food, Drug, 
and Cosmetic Act to Federal agencies., (See 
p. 60.) 
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