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FDA Drug Approval--A Lengthy Process 
That Delays The Availability Of Important 
New Drugs 

The average time required by the Food and 
Drug Administration to approve drugs--some 
of which could provide increased therapeutic 
benefits--is 20 months, including 17 months 
of FDA time and 3 months of industry time. 
This lengthy approval process delays the avail- 
ability of the therapeutic benefits a drug may 
provide to the public. Some important drugs 
(those providing a major or modest therapeutic 
gain over any marketed drugs) have been ap- 
proved by foreign countries in less time than 
in the United States. 

FDA has established goals to reduce the proc- 
essing time for important drugs by 25 percent 
and for all other drugs by 15 percent. However, 
if these goals are achieved, approval will still 
take 15 months or longer. 

Both FDA and the drug industry contribute 
to the length of the drug approval process, 
and both need to work to speed it up. This re- 
port recommends ways FDA can expedite the 
process. 
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J The Honorable George E. Brown, Jr. 
Chairman, Subcommittee on Science, 

Research, and Technology 
Committee on Science and Technology 
House of Representatives 

Dear Mr. Chairman: 

In response to a May 9, 1977, reques / by the Chairman 
of the Subcommittee on Domestic and International Scieniific 
Planning, Analysis, and Cooperation, House Committee on 
Science and Technology, we have reviewed the Food and Drug 
Administration's (FDA'S) drug approval process. 

Our review consisted of (1) obtaining the views and con- 
cerns of the drug industry, pharmaceutical associations, and 
other knowledgeable members of academia and FDA officials, 
(2) comparing drug approval procedures in Canada and eight 
European countries with those of the United States, (3) 
analyzing FDA's review process for selected new drug ap- 
plications, (4) analyzing the workload of FDA physicians, 
chemists, and pharmacologists involved in reviewing new drug 
applications, (5) interviewing FDA reviewers of new drug 
applications for their perceptions of the drug approval 
process, and (6) reviewing FDA's use of scientific and man- 
agement information systems in its drug approval activities. 

The report includes recommendations to the wretarvaf- 
Health and Human Services. (See pp. 27, 42, and 64.) The 
agency was give=n oppo%?tunity to comment on our draft re- 
port, and its comments are included where appropriate. 

As arranged with your office, unless you publicly 
announce its contents earlier, we plan no further distri- 
bution of this report until 30 days from its issue date. 
At that time we will send copies to interested parties and 
make copies available to others upon request. 

Comptroller General 
of the United States 



COMPTROLLER GENERAL'S FDA DRUG APPROVAL--A LENGTHY 
REPORT TO THE SUBCOMMITTEE PROCESS THAT DELAYS THE 
ON SCIENCE, RESEARCH, AND AVAILABILITY OF IMPORTANT 

TECHNOLOGY NEW DRUGS 
HOUSE COMMITTEE ON SCIENCE 

AND TECHNOLOGY 

DIGEST - - - - ~- - 
The Food and Drug Administration (FDA) 
regulates the testing and marketing of all 
drugs to be used by humans in the United 
States. In approving new drugs, FDA must 
carefully assess their risks and benefits 
to assure that the public health is pro- 
tected. 

FDA's approval process is, however, lengthy, 
and it often takes almost as long to approve 
an important drug as to approve drugs of 
less importance. FDA defines important 
drugs as those providing major or modest 
therapeutic gains over drugs already being 
marketed. The lengthy approval process 
delays the benefits important drugs can 
provide to the public. (See p. 4.) 

The Federal Food, Drug, and Cosmetic Act 
requires that FDA approve new drug applica- 
tions within 180 days, or about 6 months 
after they are filed, or give an applicant 
notice of an opportunity for a hearing on 
the application's deficiencies. The Con- 
gress considered that the 6-month time 
limit adequately balanced the Government's 
interest in having enough time to evaluate 
new drugs with the industry's interest in 
promptly marketing new products. Where 
more time is needed, the law permits the 
time to be extended by mutual agreement 
between FDA and the applicant. (See p. 4.) 

GAO's analysis of the 132 new drug applica- 
tions submitted in 1975 showed that FDA had 
approved 69 (52 percent) by the end of May 
1979. The average approval time for these 
applications, which included 11 important 
drugs, was about 20 months--l7 months of 
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FDA time and 3 months of industry time. Only 
one application was approved within 6 months. 
(See p. 6.1 

A number of important drugs were approved in 
some foreign countries in less time than in 
the United States. With the exception of 
Sweden, approval times in the countries GAO 
visited were considerably shorter. ( See 
p. 6.1 

Some of the 14 important drugs GAO selected 
were available earlier in the United States 
than in some foreign countries--all but 1 
were available in at least one foreign 
country before they were available in the 
United States. (See p. 8.) 

--Disopyramide, used to treat abnormal heart 
rhythm, was available more than 5 years 
earlier in the United Kingdom. 

--Propranolol, an important advance in 
treating high blood pressure at the time 
of its introduction, was available more 
than 7 years earlier in the United Kinqdom. 

--Sodium valproate, used to treat epilepsy, 
was available about 6 years earlier in 
Switzerland. (See p. 8.) 

FACTORS CONTRIBUTING TO 
LONG APPROVAL TIMES 

Both FDA and the drug industry contribute 
to the time it takes to approve new drugs. 
Industry officials pointed out and GAO's 
review confirmed that major factors af- 
fecting drug approval time were: 

--Imprecise FDA guidelines, subject to 
varying interpretations. 

--Scientific and professional disagree- 
ments between FDA and industry. 

--Slow or inadequate FDA feedback to industry 
and lack of promptness in notifying drug 
firms of deficiencies in applications. 
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--Lengthy chemistry and manufacturing con- 
trol reviews. 

--Limited time spent reviewing and uneven 
workload. 

--Incomplete new drug applications and 
industry's slow rate of resolving deficien- 
cies. (See p. 12.) 

Other factors include intense congressional 
and consumer scrutiny of the drug approval 
process, adversary relationships between 
FDA and the drug industry, and FDA's con- 
servative approach to drug regulation. ( See 
p. 30.1 

FDA ACTIONS TO SPEED UP 
THE DRUG APPROVAL PROCESS 

FDA has initiated actions to speed up the 
drug approval process. It has established 
goals to reduce processing time over 3 years 
by 25 percent for important new drug ap- 
plications and by 15 percent for all others. 
(See p. 21.) 

To achieve these goals, FDA plans to issue 
guidelines for clinical studies, manufactur- 
ing controls, and submission of applications. 
In addition, it plans to streamline the re- 
view process. It should monitor these ac- 
tions and revise them when necessary to as- 
sure that goals are met. Even if goals are 
met, the average approval time will be about 
15 to 17 months. 

OTHER FACTORS THAT COULD SPEED UP 
THE DRUG-APPROVAL PROCESS 

--- 

GAO compared the U.S. drug approval process 
with drug approval in several foreign coun- 
tries and identified policies or practices 
in those countries that tended to speed up 
approval. These practices included: 

--The state of development of postmarketing 
surveillance systems. Widespread usage 
of drugs after marketing would shed evidence 
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on safety and efficacy which is not obtain- 
able through the limited controlled clinical 
trials presently used to show safety and 
efficacy. If an adequate system existed 
and FDA had the power to expeditiously with- 
draw drugs in contested cases or modulate 
their use, postmarketing surveillance might 
replace certain phases of present clinical 
testing and thus reduce the approval process. 
The usefulness of FDA's present system is 
affected by the reluctance of physicians 
to report drug reactions because of a per- 
ceived fear of possible malpractice suits. 
(See p. 30.) 

--The use of an expert committee to review 
and approve, or recommend approval of, 
important new drugs. In foreign countries 
the professional status of the committee 
lends considerable credibility to its 
recommendations and serves as a buffer 
between the regulatory agency and political 
and consumer advocates. (See p. 34.) 

--Acceptance of foreign clinical data to 
demonstrate the safety and efficacy of 
a new drug. If FDA accepted adequate and 
well-controlled foreign clinical studies, 
important new drugs might be introduced 
earlier. FDA's policy on the acceptance 
of foreign data needs to be formally 
clarified. (See p. 35.) 

RECOMMENDATIONS - -__ 

GAO is making several recommendations to 
the Secretary of Health, Education, and 
Welfare. r/ (See pp. 27, 42, and 64.) 

IJOn May 4, 1980, a separate Department 
of Education was created. The part of 
the Department of Health, Education, 
and Welfare responsible for the activi- 
ties discussed in this report became the 
Department of Health and Human Services. 
This Department is referred to as the 
Department of Health, Education, and 
Welfare throughout this report. 
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The more significant recommendations are 
that the Secretary direct the Commissioner 
of FDA to: 

--Monitor FDA's progress toward reducing 
processing time for new drug applications 
25 and 15 percent over a 3-year period 
and revise actions when necessary to assure 
that these goals are met. (See p. 27.) 

--Give the industry timely feedback on 
deficiencies in new drug applications 
and on instances when it is responsible 
for delaying drug approval. (See p. 28.) 

--Expedite development of an improved post- 
marketing surveillance program and provide 
for feedback on program results to report- 
ing physicians. (See p. 43.) 

--Formally clarify FDA's policy on the 
acceptance of foreign data. (See p. 43.) 

PENDING LEGISLATION -_ 

During the 96th Congress, two legislative 
proposals entitled the Drug Regulation Re- 
form Act of 1979 (H.R. 4258 and S. 1075) 
were introduced. These proposals would: 

--Require drug firms to establish and main- 
tain a system for collecting and report- 
ing adverse drug reaction information 
(postmarketing surveillance) to FDA. 
(See p. 54.) 

--Provide for informal procedures for re- 
solving scientific disagreements between 
FDA and drug firms. (See p. 54.) 

GAO believes a number of other provisions 
in these proposals would shorten the time 
required to review and approve certain new 
drug applications or would improve health 
care for people. These provisions would: 
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--Reduce duplicate clinical tests on already 
marketed drugs. This would avoid duplicate 
industry testing, which wastes scientific 
resources, and would allow FDA to use its 
limited number of reviewers more effec- 
tively. (See p. 45.) 

--Reduce regulation in the early phases of 
new drug testing. This would encourage 
more drug innovation in the United States. 
(See p. 47.) 

--Accelerate approval of breakthrough drugs 
(major therapeutic advances). This would 
permit the use of these drugs much sooner 
than they normally would become available. 
(See p. 49.) 

--Restrict distribution of certain drugs that 
are suited for a controiled environment 
but which would not be approved for general 
distribution because of t.he risk involved. 
Such restricted use would make important 
drugs available earlier and permit the use 
of some drugs that might not be available 
for general distribution. (See p. 51.) 

AGENCY COMMENTS --- 

The Department of Health', Education, and 
Welfare in its comments (see app. V) said 
it is aware that the evaluation of new drugs 
in the United States takes a sonsiderable 
time. Although the agency did disagree with 
the basis of certain of the analyses used 
in the review, it agreed with most of the 
recommendations. The agency"s comments are 
discussed on pages 9, 28, 43, 55, and 65. 
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CHAPTER 1 

INTRODUCTION 

The Food and Drug Administration (FDA) is responsible 
for regulating the testing and marketing of all human drugs 
in the United States. Over the years, several hundred 
thousand prescription and over-the-counter drug products have 
been marketed by over 4,500 establishments. In approving new 
drugs for marketing, FDA must assure that the public health 
is protected by carefully assessing the risks and benefits 
associated with new drugs and making such drugs available to 
the public as soon as possible. FDA's legal authority and 
responsibility for regulating and approving new drugs is the 
Federal Food, Drug, and Cosmetic Act (FD&C Act) (21 U.S.C. 
301). 

REQUIREMENTS OF THE LAW AND 
IMPLEMENTING REGULATION> 

The FD&C Act and implementing regulations for the in- 
vestigational use of new drugs require FDA to regulate the 
clinical (human) testing of new drugs. Since 1962 the act 
has required that, before a new drug may be introduced into 
interstate commerce, FDA must approve it for safety and ef- 
ficacy. Before that time there was no requirement that FDA 
be notified that drugs were being tested on humans or that a 
new drug be proven effective for its intended use. 

A new drug is defined by the act as any drug not generally 
recognized, among qualified experts, as safe and effective 
for use under the conditions prescribed, recommended, or sug- 
gested in the drug's labeling. A new drug may be an entirely 
new substance, a marketed drug in a new formulation, or a 
marketed drug being proposed for a new use (that is, a use 
for which the drug is not approved). 

The development of new drugs, which can be undertaken by 
a drug firm, a Federal agency, or an independent investigator, 
usually begins with the screening of large numbers of chemical 
compounds in laboratory animals for possible therapeutic ac- 
tivity. The sponsor then selects a few of the most promising 
compounds for further study. The sponsor must demonstrate the 
safety and efficacy of a new drug product through closely 
controlled clinical tests. 
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After completing the animal and clinical tests, the 
sponsor may file with FDA a new drug application (NDA), which, 
if approved, would permit the sponsor to market the drug. The 
NDA contains (1) full reports of investigations, including 
animal and clinical investigations, that have been made to 
show whether the drug is safe and effective, (2) a statement 
of the drug's composition, (3) a description of the methods 
used in, and the facilities and controls for, the manufactur- 
ing, processing, and packaging of the drug, (4) samples of 
the drug and components as may be required, and (5) a copy 
of the proposed labeling. 

THE NDA REVIEW PROCESS 

All NDAs are reviewed by the Office of the Associate 
Director of New Drug Evaluation in FDA's Bureau of Drugs. 
This Office comprises eight divisions, six of which review 
NDAs. Each of the six divisions is responsible for evaluat- 
ing drugs in a particular therapeutic class or for use in a 
particular organ system. 

To review the data submitted, FDA uses a team made up 
of (1) a medical officer, who reviews the clinical test 
results, (2) a pharmacologist, who reviews the animal test 
results, and (3) a chemist, who reviews the chemistry and 
manufacturing controls and processes. The review team may 
also be supported by a biopharmaceutic specialist, a mi- 
crobiologist, and a statistician. A supervisory medical 
officer is responsible for coordinating the team's activi- 
ties. 

As required by the FD&C Act, within 180 days after an 
NDA is filed, FDA must approve it or give the applicant 
not-ice of an opportunity for a hearing on the deficiencies 
found. FDA may take longer than 180 days to decide on an 
application if the applicant and FDA agree to an additional 
period of time. 

Since 1962, when FDA was required to regulate the test- 
ing of new drugs, it has reviewed over 13,500 applications 
for investigational use of new drugs. Between 1962 and 1978, 
FDA approved 1,000 NDAs. 

PURPOSE AND SCOPE OF REVIEW 

Our review was requested by the Chairman of the Subcom- 
mittee on Domestic and International Scientific Planning, 
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Analysis, and Cooperation, House Committee on Science and 
Technology, which in the current Congress was merged with the 
Science, Research, and Technology Subcommittee. Our review 
was directed at determining (1 ) how long it takes to process 
NDAs and approve drugs for marketing in the United States, 
(2) whether delays in approving new drugs adversely affect 
the introduction into the United States of important drugs 
that are available in other countries, (3) how FDA's drug ap- 
proval process compares with those of other countries, and 
(4) whether FDA uses computer technology in its drug approval 
process. 

We met with officials of 10 drug firms, numerous phar- 
maceutical and medical association members, and academicians 
to obtain their insights on the drug approval process. The 
drug firms visited and others we later contacted included both 
U.S. and foreign-based multinational firms. The firms visited 
were Burroughs Wellcome Co.: Cutter Laboratories: Eli Lilly 
and Co.: Hoffman-La Roche, Inc.: Merck, Inc.: Parke, Davis, 
and Co.; Pfizer, Inc.: Sterling Drug, Inc.: Syntex Laborato- 
ries, Inc.: and the Upjohn Company. 

We visited nine foreign countries and obtained the views 
of foreign regulatory and pharmaceutical officials, medical 
experts, academicians, and members of medical associations 
concerning the similarities and differences between their drug 
approval processes and those of the United States. The coun- 
tries visited were Canada, France, West Germany, Italy, the 
Netherlands, Norway, Sweden, Switzerland, and the United. 
Kingdom. Because we did not have legal access to the records 
and files of the drug regulatory agencies in these countries, 
we obtained our information through interviews. 

In reviewing the FDA drug approval process, we reviewed 
the legislation and FDA regulations, NDA files, correspondence, 
and miscellaneous records. We interviewed members of the 
Bureau of Drugs' management as well as 46 physicians, chemists, 
and pharmacologists involved in reviewing NDAs. We also con- 
tacted numerous officials of the pharmaceutical industry re- 
garding specific NDAs. 
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CHAPTER.-? 

FDA DRUG APPROVAL 

PROCESS TAKES A LONG TIME 

The Congress specified in the FD&C Act (21 U.S.C. 355(c)) 
that, within 180 days (about 6 months) after an NDA is filed, 
FDA must approve it or give the applicant notice of an oppor- 
tunity for a hearing on the deficiencies found. The Congress 
considered the 6-month time limit adequate to balance the 
Government's interest in having enough time to evaluate new 
drugs and the industry's interest in promptly marketing its 
new products. Where more time is needed, however, the law 
permits the time limit to be extended by mutual agreement 
between FDA and the applicant. 

Our analysis of NDAs initially submitted in calendar 
year 1975 showed that, for those approved as of May 31, 1979, 
the average time from submission of application to approval 
was about 20 months. This included about 17 months of FDA 
time and about 3 months of industry time used to resolve de- 
ficiencies cited by FDA. 

NDAs that were involved in the lengthy review process 
included drugs FDA classified as being important. FDA con- 
siders a new drug important if it provides a major or modest 
therapeutic gain over any marketed drugs. In many cases, FDA 
takes about as long to approve important new drugs as it does 
to approve drugs that have little or no therapeutic advantages 
over drugs on the market. The lengthy approval process delays 
the therapeutic advantages of important new drugs to the public 
and, according to industry officials, adds substantially to 
the cost of developing new drugs. One industry source advised 
us that, for each month a drug firm is awaiting approval of 
a drug, about $200,000 is incurred for clinical studies. 

A number of important new drugs were approved in certain 
foreign countries in a shorter period of time than in the 
United States. All countries we visited require drugs to be 
proven safe and effective. With the exception of Sweden, the 
approval times in the countries we visited were considerably 
shorter. 

LENGTHY NDA PROCESSING - 

To determine the time taken to process and approve 
NDAs, we analyzed all NDAs initially submitted in the same 
calendar year. We chose 1975-- a year that would allow 
us to look at what happened to 6 group of NDAs over time, yet 
recent enough to reflect current regulations and practices. 
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Our analysis of the 132 original NDAs submitted in 1975 showed 
that only 1 was approved within 6 months and 86 (65 percent) 
took longer than 6 months to initially review and notify the 
applicant of the deficiencies. A profile of the 132 NDAs is 
shown in appendix I. 

As of May 31, 1979, FDA had approved 69 (52 percent) of 
the 132 NDAs. The average time to approval for these 69 NDAs, 
which included 11 important new drugs, was about 20 months. 
As stated, this represents 17 months of FDA time and 3 months 
of industry time. Six of the 11 important new drugs took 20 
months or more. Average time to approval of the 69 NDAs varied 
by the NDA's therapeutic significance, chemical type, company 
size, or the specific division within FDA responsible for re- 
viewing the therapeutic category of the drug: however, all 
categories took an average of 17 months or more. The average 
time to approval of each of these categories is shown in the 
following table. 

Category 

Therapeutic ranking: 
Important drugs 
Other drugs 

Chemical type: 
New molecular entities 
New formulations 
Marketed drugs 

Size of company: 
Large (research budget 

more than $30 million) 
Medium (research budget 

$10 million-$30 million) 
Small (research budget 

less than $10 million) 

FDA division: 
Cardio-renal drug products 
Neuropharmacological drug 

products 
Metabolism-endocrine drug 

products 

Average time to approval 
Total FDA Industry 

(months)- 

21 19 2 
19 16 3 

24 22 2 
17 14 3 
20 16 4 

18 15 

17 15 

22 19 

23 20 

20 17 

17 

3 

2 

3 

Anti-infective drug products 20 
Oncology and radiopharmaceu- 

tical drug products 22 
Surgical-dental drug products 17 

14 
18 

5 

18 
13 



IMPORTANT NEW DRUGS TAKE 
A LONG TIME TO APPROVE 

Of the 132 new drugs submitted to FDA for approval in 
1975, 69 were approved, including 11 classified by FDA as 
important. The 11 took from 12 to 32 months to be approved; 
about half took over 20 months. For example, dobutamine, a 
drug used to treat cardiac decompensation (a form of heart 
failure) was approved in July 1978, about 31 months after it 
was initially submitted for approval. Another new drug FDA 
classified as important is somatotropin. This drug, used to 
promote growth in children of short stature due to a defi- 
ciency of pituitary growth hormone, was approved in July 1976, 
about 15 months after an NDA was submitted to FDA. 

For drugs approved during 1974-77, important new drugs 
took about as long to approve as other drugs. For example, 
for important new drugs approved in 1977, the average approval 
time was 24 months, compared to 27 months for other drugs. 

Important new drugs approved in 1978 required a little 
less time for approval than those approved in prior years. 
However, the approval time for other drugs was substantially 
longer in 1978 (36 months) than the approval times for these 
drugs in prior years (a range of 21 to 27 months), as shown 
in the following table: 

Drugs 
approved 

during 

Average number of months 
for approval of drugs 

Important Other 

1974 21 24 
1975 22 21 
1976 24 24 
1977 24 27 
1978 20 36 

We selected 14 important new drugs to compare the approval 
time in the United States with approval times in foreign coun- 
tries. Of the nine foreign countries visited, five provided 
us with information on their approval time for these drugs. 
These 14 drugs, according to FDA records, represent all the 
important new drugs approved by FDA during the period July 
1975 through February 1978 and also approved for marketing 
in European countries. 

Thirteen of the 14 new drugs were approved in at least 
one of the five foreign countries in less time than in the 
United States. (See app. II for the approval times of these 
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drugs.) For example, beclomethasone dipropionate, a drug used 
to treat chronic asthma, was submitted to FDA in February 1974 
and approved in May 1976--27 months later. This drug was ap- 
proved in a much shorter period of time in Canada, Norway, 
Sweden, Switzerland, and the United Kingdom. The approval 
times ranged from 5 months in the United Kingdom to 19 months 
in Sweden. 

In some of these cases, an NDA was submitted to FDA 
before it was submitted to another country, but the drug was 
approved for marketing in the other country before it was ap- 
proved in the United States. For example, an application for 
prazosin, used to treat hypertension, was submitted for ap- 
proval in the United Kingdom in April 1973 and in the United 
States in February 1973. This new drug was approved for use 
in the United States in June 1976, 40 months after the NDA was 
submitted, and was approved in the rJnited Kingdom in October 
1973, 6 months after the application was submitted. An appli- 
cation for another new drug, cimetidine, used to treat duodenal 
ulcers, was submitted to FDA in July 1976, and 2 months later 
the application was submitted to the United Kingdom. This 
drug was approved by the United Kingdom in November 1976 and 
by FDA in August 1977. 

Sweden and the United States had the longest average ap- 
proval times for the 14 important new drugs, and the United 
Kingdom and Switzerland had the shortest average approval times. 
The average approval times for the five foreign countries and 
the United States are shown in the following table. 

Country Average time -- 

(months) 

Canada 16 
Norway 17 
Sweden 28 
Switzerland 12 
United Kingdom 5 
United States 23 

According to regulatory officials in the five countries, aver- 
age approval times for the 14 drugs are representative of the 
approval times for all drugs in these countries. 

Because we did not have access to drug records of the 
foreign countries, we were not able to determine why they 
approved drugs in a shorter period of time. However, there 
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are a number of differences between the FDA and foreign drug 
approval processes; these are discussed in chapter 4. 

IMPORTANT NEW DRUGS AVAILABLE 
EARLIER IN OTHER COUNTRIES 

Although some of the 14 important new drugs were availab 
earlier in the United States than in certain other countries, 
all but 1 of them were available earlier in at least one of 
these five countries. (See app. III for a detailed breakout 
by drug and country.) At the time of our European visits, 
Sodium Iodine I-123 was available in the United States but 
not in any of the five foreign countries. The remaining 13 
drugs were available from about 2 months to almost 13 years 
earlier elsewhere than in the United States. Most of these 
other 13 drugs were available earlier in Switzerland and the 
United Kingdom. 

For example, somatotropin, discussed earlier, was avail- 
able in the United States in July 1976, but was available in 
Sweden in May 1971. Other drugs available earlier elsewhere 
include: 

--Disopyramide, used to treat abnormal heart rhythm, was 
available more than 5 years earlier in the United 
Kingdom. 

--Propranolol, an important advance in treating high 
blood pressure at the time of its introduction, 
was available more than 7 years earlier in 
the United Kingdom. 

--Sodium valproate, used to treat epilepsy, was avail- 
able about 6 years earlier in Switzerland. 

--Bromocryptine was available almost 3 years earlier 
in Switzerland. It is used to treat an endocrine 
disorder of the uterus and breast, Parkinson's 
disease (a nervous system disease affecting older 
people), and acromeqaly (an endocrine system 
disease with a particular effect on the bones). 

le 
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AGENCY COMMENTS 
AND OUR EVALUATION 

The Department of Health, Education, and Welfare (HEW), &/ 
in commenting on our draft report (see app. V), said that it 
is aware that the evaluation of new drugs in the United States 
takes considerable time. It explained that the process is 
lengthy because the system is deliberate and thorough: it 
operates on the basis of an administrative record which con- 
tains the evaluations of the data and evidence submitted by 
applicants. 

Although HEW agreed with most of the recommendations in 
our report, it disagreed with the basis of certain of the 
analyses used in the review. HEW's specific comments in this 
regard are discussed below. 

--HEW considers our report unbalanced because it focuses 
on the speed of the NDA approval process alone and does 
not strike an appropriate balance 'between adequate 
scientific testing of new drugs, the therapeutic needs 
of patients, and property rights of drug manufacturers. 
Moreover, according to HEW, neither the feasibility of 
speeding up the process with current resources nor the 
health risks of adopting a quicker, more superficial 
review process are considered in this report. 

Our report does not advocate that FDA change its require- 
ments for scientific testing or minimize the protection of 
patients. Such matters were not reviewed and were not included 
in the scope of our review. We believe that the primary re- 
sponsibility for these concerns rests with the FDA Commissioner. 
Our focus was on the means by which the test results and other 
information required in an NDA were reviewed and processed. 
While we have suggested that FDA make its process more ef- 
ficient and responsive, we are not advocating a superficial 
review process. With regard to speeding up the review process 
with its current resources, we have suggested that FDA consider 
the use of paraprofessionals as a means of maximi.zing the use 
of its resources. (See p. 28.) 

A/On May 4, 1980, a separate Department of Education was 
created. The part of HEW responsible for the activities 
discussed in this report became the Department of Health 
and Human Services. This Department is referred to as 
HEW throughout this report. 
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--HEW said that, while our report discloses that drug 
evaluation is a lengthy process, it does not provide 
evidence of inordinate delays. 

We did not attempt to draw the fine line between the 
lengthy review process and inordinate delays. The objective 
of our review was to determine whether the FDA drug approval 
review process could be improved. We made several recommenda- 
tions to speed up the process (without sacrificing quality of 
review). HEW acknowledges that it continues to seek ways to 
improve its timeliness and responsiveness. In this regard, (1) 
HEW has directed FDA to reduce the processing time for important 
new drug applications by 25 percent and for all other drugs 
by 15 percent (see p. 121, (2) legislation has been proposed 
to speed up the process (see p. 451, and (3) FDA has initiated 
administrative actions intended to streamline and speed up 
the process (see p- 21). 

--HEW said that our report does not describe or discuss 
the benefit-risk analysis of marketing drugs between 
countries. 

Neither FDA nor foreign drug regulatory agencies document 
any benefit-risk analysis they might make: therefore, we were 
not able to make this comparison. It should be noted, how- 
ever, that HEW considers its benefit-ri.sk analysis one of the 
most important elements in evaluating an MDA. 

--HEW said that our comparisons of the drug approval 
process in the United States with those of several 
European countries are based only on testimonial re- 
ports of interviews with foreign drug representatives 
and the opinions of one or two foreign drug regulatory 
officials. 

Contrary to HEW's statement, our comparisons were based on 
information obtained through extensive discussions with (1) the 
most responsible drug regulatory officials in nine foreign 
countries, (2) nationally recognized physicians, pharmacolo- 
gists, academicians, and researchers, (3) respected physicians 
of medical societ.i.es, and (4) senior officials of multinational 
companies. Further, the results ;)f our interviews were corrob- 
orated when possible by published descriptions of the foreign 
drug approval process and analytical analysis performed and 
published by researchers in the United States. 

--HEW stated that the sample of drugs we selected to 
compare with foreign countries was biased in favor 
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of drugs approved in other countries before they were 
approved in the United States. Also, no attempt was 
made to examine a sample of drugs approved in the 
United States before they were approved in foreign 
countries. 

Some drugs, as HEW's comments indicated, may have been 
approved in the United States before they were approved in cer- 
tain foreign countries. However, the primary objective of 
our review focused on the timeliness of FDA's drug approval 
process. In this regard, the overall average approval time 
for drugs in the United States was longer than in the foreign 
countries we visited with the exception of Sweden. 
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CHAPTER 3 

FACTORS CONTRIBUTING TO LENGTHY 

DRUG APPROVAL PROCESS ^-I_ 

Both FDA and the drug industry contribute to the long 
time it takes to approve drugs: therefore, both need to work 
to speed up the process. FDA has established goals to reduce 
the processing time for important new drug applications by 
25 percent and for all other drugs by 15 percent. However, 
even if these goals are achieved, the average time to approval 
of drugs will be about 15 to 17 months. 

The major factors that affect the time to approve NDAs, 
as pointed out by industry officials and our analysis of FDA's 
process, include the following: 

--FDA guidelines are not precise and, therefore, are sub- 
ject to varying interpretations. 

--Reviewers change during the NDA review, which slows 
the process. 

--Scientific and professional disagreements between FDA 
and industry are not resolved quickly. 

--FDA feedback to industry i.s slow or inadequate, and 
drug firms are not promptly notified of deficiencies 
in NDAs. 

--Chemistry and manufacturing control reviews delay 
processing. 

--Limited time spent reviewing ND& and uneven workload 
slow the process. 

--Industry submits incomplete NDAs and is slow to 
resolve deficiencies. 

NEED FOR CLEARER GUIDELINES 

In recent years, FDA has issued guidelines for clinical 
testing of individual drug classes to provide more specific 
guidance to drug firms. These guidelines, according to FDA, 
were developed with assistance from FDA advisory committees 
and input from industry representatives and other experts and 
are currently in widespread use by industry. 
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Other FDA guidelines, however, regarding documentation 
to be submitted with an NDA and formating of such documenta- 
tion are vague, according to industry officials. As a result, 
officials from 8 of the 10 drug firms we visited believe FDA 
reviewers use personal preferences and standards that differ 
among reviewers in determining the adequacy of documentation 
submitted and the manner in which it is presented. One in- 
dustry official described the situation as "the target moving 
faster than the bullet." 

Many of the 46 FDA reviewers (medical officers, chemists, 
and pharmacologists) we interviewed alluded to the problem of 
unclear guidelines when ,they identified inadequate informa- 
tion, poor organization, and use of different formats by drug 
firms as a main cause for delays in completing their NDA re- 
views. These reviewers indicated that poor organization and 
the different ways in which the data are presented cause them 
to lose time by having to look for essential data and having 
to reformat the data to complete their analysis. 

Our analysis of NDAs submitted for FDA approval showed 
that FDA often requested additional information from drug 
firms. For example, 129 (98 percent) of the 132 NDAs sub- 
mitted to FDA for approval in 1975 were recycled by FDA one 
or more times for additional data. Some were recycled as 
many as four times over a period of about 3-l/2 years. Al- 
though most deficiencies related to problems with the chem- 
istry and manufacturing of a drug which were the most time 
consuming to resolve, there were also problems with the 
clinical data submitted. 

We contacted industry officials on 20 NDAs that had not 
been approved as of May 1979, to determine why the applica- 
tions were deficient. These officials said that the de- 
ficiencies resulted because FDA reviewers were inconsistent 
regarding the amount of detailed chemistry and manufacturing 
data they required with an NDA. 

For example, one industry official said that FDA reviewers 
require more detail on chemistry and manufacturing controls 
now than before, although the guidelines for submission of such 
information have not changed since 1971. Regarding chemistry, 
this official explained that, 5 years ago, a two-paragraph de- 
scription of the method of synthesis and the various drug com- 
ponents used was acceptable. About 3 years ago, a four- or 
five-page description was required. Today, some FDA reviewers 
require a copy of t-he detailed synthesis procedures used. 
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This official added that, in many other areas in chemistry 
and manufacturing controls, additional detail may be requested 
because reviewers interpret guidellnes differently. 

We analyzed 45 of the 132 NDAs in detail. As of June 30, 
1978, 25 of the 45 had been approved. Forty-one of the cases 
were found deficient in one or more areas in chemistry and 
manufacturing controls. According to some drug firm officials, 
guidelines were not clear on what documentation was required 
for chemistry and manufacturing controls. Recognizing the 
need for clearer guidance, FDA is revising its guidelines. 

NDA REVIEWERS CHANGE 

Industry officials told us that sometimes FDA reviewers 
changed before the NDA processing was completed. This, accord- 
ing to the officials from 9 of the 10 drug firms we visited, 
has increased the time it takes to review NDAs because the 
new reviewer reexamines all the data and raises additional 
questions. Of the 45 NDAs we reviewed in detail, 17 had re- 
viewers change during processing. In 5 of the 17 cases, the 
reviewers changed more than once. 

We discussed reviewer changes wit-h FDA officials. They 
explained that, generally, such a change occurs when a re- 
viewer leaves FDA or when a reviewer's workload requires a 
change to speed up the review of pending NDAs. However, they 
recognized that changing reviewers is undesirable and said 
they try to minimi.ze such changes. 

RESOLVING SCIENTlE'lC AND -.-.__.- 
PROFESSIONAL DISAGREEMENTS - --_._______ 

Officials from 9 of the 10 drug firms we visited told 
us that the issues raised by FDA sometimes involved areas of 
scientific disagreement. They said there was no established 
mechanism for promptly resolving t.hese disagreements. Drug 
firms can request an administrative hearing to resolve such 
issues, but this procedure is time consuming and seldom used. 

Because of their concern over damaging their relation- 
ship with FDA, industry officials did not provide specific 
examples of NDAs where scientif:.c: disagreements delayed the 
approval process. In addition, because of the technical na- 
ture of the issues discussed in correspondence between FDA 
and the industry, we were not able to clearly identify such 
examples. However, where there is disagreement, steps 
should be taker: tG> try and resolve it. 
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FDA believes that most disagreements are resolved 
quickly and without rancor in meetings between reviewers 
and industry representatives. However, FDA advised us that 
the Bureau of Drugs is addressing the problem of appeals 
on decisions in revisions to its regulations. In addition, 
pending legislative bills (B.R. 4258 and S. 1075), cited as 
the Drug Regulation Reform Act of i.979, provide for informal, 
expeditious procedures for review and, if possible, resolution 
of scientific disagreements. The proposed leqislation is dis- 
cussed in chapter 5. 

FDA FEEDBACK TO INDUSTRY __-.-- 
NEEDS IMPROVEMENT -- 

Officials from all 10 drug firms we visited said slow or 
inadequate feedback from FDA contributed to delays in review- 
ing and approving NDAs. Seven of the 10 firms considered feed- 
back problems as the primary reason for delays. Industry of- 
ficials indicated that FDA reviewers did not provide drug firms 
with timely feedback on deficiencies noted in their reviews of 
NDAs. 

Industry's perception of slow feedback may be due to the 
fact that many FDA reviewers do not notify industry until all 
reviews are completed. Twenty-one (46 percent) of the 46 re- 
viewers we interviewed said they did not notify drug firms of 
NDA deficiencies until other members of the review team had 
completed their reviews. Medical officers, chemists, and phar- 
macologists were consistent in this regard; 43 percent, 46 
percent, and 55 percent, respectively, said they did not notify 
drug firms until the other two reviewers finished their reviews. 
In some instances reviewers completed their work 1 to 4 months 
earlier than other reviewers of thz> same NDA. 

Our analysis of the 132 NDAs and the comments of FDA and 
industry officials indicate the net.d for better feedback be- 
tween FDA and drug firms. FDA sends an action letter to the 
drug firm to approve the NDA or to formally stop its review 
to obtain information from the drug firm. We analyzed FDA 
action letters to drug firms through June 30, 1978, on all 
132 NDAs. FDA sent action letters on 129 of the NDAs reguest- 
ing additional information from the firms. In some cases, 
after receiving the firm's response, FDA sent additional ac- 
tion letters for still more information. In some cases, this 
practice was repeated four times 
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Because of the technical nature of the requests, we could 
not determine if the drug firms fully responded to FDA's re- 
quests. It would appear from the number of exchanges that 
there is a need for both FDA and drug firms to make greater 
efforts to improve feedback; that is, for FDA to clarify what 
is needed and for drug firms to respond more effectively. 

CHEMISTRY AND MANUFACTURING 
CONTROL REVIEWS DELAY PROCESSING - .-. 

FDA'S review of the chemistry portion of the NDA takes 
longer than the pharmacological and medical reviews. Accord- 
ing to FDA officials, much of this time, however, represents 
time spent by others to support the chemist's review. For 
example, part of this support activity involves inspecting 
manufacturing facilities for compliance with FDA's good 
manufacturing practices regulations. These inspections 
are performed by FDA field inspectors. Also, FDA labora- 
tories must verify that the testing methods proposed by the 
drug firms are adequate to ensure the identity, purity, 
quality, and strength of the drug. These support activities 
add to the time it takes to complete the chemist's review. 

In looking at the approval times for 25 NDAs, we found 
that the chemistry portion of the NDA, including manufacturing 
controls, took an average of 17 months to approve, which was 
about 9 months longer than it took to approve the pharmac- 
ological and medical portions. Concerned about our finding, 
FDA reviewed the 25 NDAs in depth and summarized the results 
of 7 NDAs that it believed were representative of the total 
group. FDA's analysis highlighted the fact that an average 
of 8 months of the 17 months required to approve the chemistry 
portion of the seven NDAs was used for nonchemist review ac- 
tivities, including inspection of manufacturing facilities 
and laboratory reviews. 

These activities significantly contribute to the review 
time for chemistry. FDA's analysis of 14 of the 25 NDAs 
showed that: 

--Validation of drug manufacturing methods took 3 to 4 
months instead of the 45 days FDA expects for this 
procedure. 

--Field inspections of drug firms' plants and the firms' 
resolution of deficiencies noted took 6 or more months 
in a number of cases. 
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FDA's analysis also showed that processing and typing of 
chemists' evaluations of NDAs and letters to manufacturers 
sometimes took more than 4 months. 

LIMITED TIME SPENT REVIEWING AND 
UNEVEN WORKLOAD SLOW APPROVAL PROCESS --____- 

Because of other demands on their time, reviewers spent 
an average of less than 40 percent of their time reviewing 
NDAs, and workload is unevenly distributed. According to FDA, 
review time could be shortened if reviewers could spend more 
time reviewing NDAs. 

Based on our analysis of data on the use of FDA reviewers' 
time during an 8-week period in 1978, medical officers spent 
an average of 26 percent of their time reviewing NDAs and sup- 
plemental NDAs; chemists, 39 percent; and pharmacologists, 
11 percent. 

According to an FDA official, one of the demands on a re- 
viewer's time is special projects. Time spent on these proj- 
ects takes time away from reviewing NDAs. FDA advised us that 
these projects are an integral part of the overall drug review 
process and must be addressed by knowledgeable people--its 
physicians and scientist reviewers. Further, these projects 
include evaluating investigational new drug exemptions and 
supplemental new drug applications; handling safety problems 
with approved drugs when they occur; preparing guidelines for 
clinical evaluation of specific drugs alone, furnishing manu- 
facturing and controls guidelines; establishing Labelinq for 
drug classes and specific drugs; advising drug firms on pro- 
tocols to study nonprescription drugs; meeting with scientific 
advisory committees, industry, or other groups; and responding 
to congressional and other priorit!7 correspondence. 

At our request, an FDA official prepared an analysis show- 
ing the estimated time reviewers were involved with special 
projects in 1978. Of 167 reviewers assigned in 1978, 117 (70 
percent) were involved in special projects, Total estimated 
time committed to special projects by these reviewers was 4,248 
staff-days, or about 17 percent of their time, as shown in 
the table on the following page. 
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Medical 
officers -16 

Chemists 48 
Pharma- 

cologists 43 -. 

Our analysis 
workload varied w 

167 117 IO 25,740 4,248 17 -- -- -. 
Of FDA reviewers' workload showed that the 

ide lY. As suggested by FDA officials, we 
analyzed work assigned to reviewers during calendar year 1977. 
Before this, work. assignments were not recorded accurately. 
Our analysis inciuded 83 percent of FDA's 164 reviewers--82 
percent of the 74 medical officers, 87 percent of the 46 
chemists, and 80 percent of the 44 pharmacologists. 

A majority of the time spent reviewing drug applications 
was in three areas: (1) original investigational new drug 
applications (INDs) and NDAs, (2) reactivated INDs and resub- 
mitted NDAs, and (3) supplemental NDAs. Of these, original 
NDAs were cited by FDA officials as the reviewers' most com- 
plex and time-consuming task. Thlis, we concentrated our anal- 
ysis in this area. 

Reviewers Staff-days --. -__ 
Number 

with Used on 
Type of special Per- special Per- 
reviewer Total projects cent Total projects cent -- _.- 

50 66 11,000 2,507 23 
38 79 8,360 1,109 13 

29 67 6 380 632 _-.l---- ---- 10 

About 50 percent of the reviewers (including medical of- 
ficers, chemists, and pharmacologists) were responsible for 
reviewing substantially more than 50 percent of the original 
NDAs. Specifically, about (1) 49 percent of the medical of- 
ficers were assigned 84 percent of the NDAs, (2) 45 percent 
of the chemists were assigned 65 percent, and (3) 46 percent 
of the pharmacologists were assigned 78 percent. 

In many cases, reviewers with heavy original NDA work- 
loads also carried a large load ir: other drug review work. 
For example, one of eight reviewers in one division with 
22 percent of the original NDA workload was also responsible 
for 25 percent 2f the supplementa! NDAs and 16 percent of the 
INDs in his division. 

In January a;ld February 1979, we discussed our workload 
analysis with Bureau of Drugs division directors. They said 
workload imbalances existed because some reviewers (1) were 



more proficient than others, (2) participated in special proj- 
ects, or (3) were supervisors who were reluctant to delegate 
work to others. Also, workload was unpredictable because drug 
firms, not FDA, control the submission of NDAs. 

According to FDA officials, reviewer abilities differed 
based on experience. More experienced reviewers were usually 
assigned the more difficult NDAs and usually had a heavier 
workload, whereas new reviewers were usually assigned fewer 
and easier NDAs. According to PDA, it takes about 2 years to 
train a reviewer. 

Differences in workload distribution were also caused 
by a reviewer's lack of innate ab.ility. According to Bureau 
of Drugs division directors, some reviewers were just low 
producers. Other reviewers perform detailed page-by-page 
reviews, and a decision on the NDA is not made until this 
detailed analysis is completed. These low producers accom- 
plished less and for practical reasons were assi.gned less. 

Another reason for uneven workload distribution was that 
some reviewers with a heavy workload were supervisors who were 
reluctant to delegate work to others. Twenty-five percent 
of the supervisors were among the heaviest loaded reviewers 
in their division. Division directors said they have counseled 
some of these supervisors and hoped to see more delegation in 
the future. 

Division direceors cited the unpredictability of incoming 
NDAs as a major contributor to the uneven rciorkl.oad distribution. 
FDA has no control over the influx of NDAs. Because each drug 
firm decides when to submit NDAs, E'DA cannot control the number 
of NDAs that will be submitted for any division during a spec- 
ific period. 

FDA has tried to relieve the burden of uneven workload 
distribution by (1) hiring outside medical. experts, (2) using 
paraprofessionals, (3) providing on-the-job training and 
counseling, and (4) hiring the best qualified people available. 

Division directors spoke highly of the work done by out- 
side medical experts who were hired to supplement their staffs. 
Their reviews were described as timely and quality work. 

FDA has used a paraprofessional to assist medical officers 
in one division. The paraprofessional abstracted and sum- 
marized data from NDAs, made literature searches, and helped 
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prepare reports. Most division directors favor a pilot program 
to use paraprofessionals to assist medical officers. Most 
medical officers we interviewed also supported the use of para- 
professionals. 

In all divisions, supervisors are providing on-the-job 
training for less experienced reviewers and counseling low 
producers to improve their performance, according to division 
directors. 

INCOMPLETE NDA SUBMISSIONS AND 
SLOW INDUSTRY RESPONSE DELAY APPROVALS -_---- 

The drug industry also has contributed to the delays in 
processing NDAs by submitting incomplete NDAs and has not 
always given high priority to correcting the deficiencies 
identified by FDA. We contacted industry officials on 27 
NDAs L/ that had not been approved as of April 1979, about 
40 months after the applications were initially submitted. 
Generally, they agreed with the deficiencies FDA identified 
on the NDAs. Industry officials told us that they intended 
to resolve the deficiencies and resubmit 15 of 27 NDAs for 
FDA approval. However, for 10 of 15 NDAs, industry officials 
said they placed a low priority on resolving deficiencies be- 
cause (1) these drugs, in their opinion, had a limited market 
or (2) other concerns of the firm had higher priority. In 
addition, our analysis showed that, for six of ,the NDAs, FDA 
had been waiting from 21 to 36 months for firms to resubmit 
the additional data required. 

Also, according to FDA officials, the drug industry some- 
times submitted incomplete NDAs. Industry officials from 
six drug firms confirmed this on our followup of the 27 NDAs. 
For example, one industry official whose NDA was deficient 
with respect to manufacturing data explained: 

"The deficiencies in the manufacturing and 
control data resulted from production 
personnel submitting a bad application. 
The production personnel ignored FDA's new 
GMP [Good Manufacturing Practice] require- 
ments because the 'old hands' thought the 
agency did not require such> material in 
the past so they did not include the re- 
quired information in the NDA submission." 

i/Includes 20 of 45 NDAs described on page 14, and 7 
additional NDAs that FDA had classified as important. 
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Another industry official said his firm submitted only 
one clinical study demonstrating efficacy instead of the two 
studies required by FDA. He said his firm did not agree with 
the need for performing more than one study since the drug pro- 
duct was marketed in four other formulations and the product's 
effectiveness was well known. 

In the case of four of the NDAs, industry officials in- 
dicated that they had submitted incomplete NDAs because they 
had limited experience with FDA and did not understand its 
requirements. 

Regarding industry's role in delaying the NDA approval 
process and the status of the 27 NDAs not approved as of 
April 1979, FDA advised us that: 

"It would appear that almost half of the original 
NDAs submitted to FDA and initially rejected are 
considered by their sponsors to be so lacking in 
profitability, therapeutic gain, proof of efficacy, 
or to be otherwise unapprovable that the sponsors 
do not intend to pursue them further. Two-thirds 
of those the sponsors do consider important enough 
to pursue are assigned low priorities for deficiency 
correction even though the sponsors agree with FDA's 
assessment of the deficiencies. It would appear 
that some drug companies use FDA reviewers as 
sounding boards to see if they have produced an 
acceptable drug rather than submitting applications 
for only those drugs that they are really committed 
to marketing. This industry practice dilutes the 
effectiveness of the FDA review process and causes 
delays in approving other, more promising drugs.' 

FDA ACTIONS TO SPEED UP -.- ~- 
THE DRUG APPROVAL PROCESS -lll. -- 

Recognizing that it takes a long time to review NDAs and 
that the process for approving safe and effective drugs needs 
to be speeded up, FDA has initiated action to improve the pro- 
cess. In 1975, FDA established a "priority review" for im- 
portant new drugs which provides for expedited reviews. The 
priority review, however, has not reduced the approval time 
for important new drugs. For example, the average approval 
time for important new drugs in 1978 was 20 months--about the 
same as it was in 1974. 
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In October 1978, FDA set goals to reduce the processing 
time for important new drugs by 25 percent and for all other 
drugs by 15 percent. The FDA Commissioner, in testimony before 
the House Subcommittee on Science, Research, and Technology in 
June 1979, outlined FDA's committment when he said: 

"TO make our drug approval process more 
efficient and responsive to the public 
interest, FDA's Bureau of Drugs has instituted 
a series of procedural changes. These allow 
us to identify important new drugs promptly 
and to manage them through the investigational 
and pre-marketing phases to assure that they 
do not languish from insufficient attention 
by their sponsors or by FDA. We have estab- 
lished goals for ourselves t-e reduce our own 
in-house processing time for new drug applica- 
tions in order that we make oilr decisions more 
crisply. We have pledged to reduce our process- 
ing time on all. NDA's on druqs with potential 
for important or modest therapeutic gains 
by 25 percent over 3 years and by 15 percent 
for all other classes of NDA's over that same 
period." 

If the processing time for important new drugs was reduced by 
25 percent, it would still take about 15 months to approval. 

FDA expects to achieve its qoals through procedural 
changes, some of which were initiated in previous years. As 
of September 1979, many of the procedural changes had not 
been fully implemented. 

Actions to clarify guidelines 
and improve communications __ .- .-._.._._ -__ 

FDA is issuinq clinical guidelines, manufacturing control 
guidelines, and guidelines establishing a uniform format for 
presenting information in an NDA. FDA recently started to 
revise its IND application and NDA regulations to streamline 
the review process and to eliminate any outmoded or unnecessary 
requirements to approval. In addition, FDA plans to hold face- 
to-face discussions with sponsors of selected drugs. The status 
and objectives of each of these actions is discussed below. 

Clinical E-ideiines --- .__ 

In Septembe- 1977, FDA began pub1 
by drug firms in designing studies for 
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humans. These guidelines outline the appropriate methods of 
study for specific classes of drugs and desirable approaches 
for evaluating study results. Since September 1977, FDA has 
published 24 of 28 guidelines covering various classes of 
drugs. The other four guidelines are being prepared. 

FDA believes these guidelines will speed up drug develop- 
ment because FDA has articulated the specific principles it 
uses to judge the design and performance of clinical studies. 

industry orooerlv applies these guidelines, the When the 
clinical 
In addit i 
reviewer 
with the 

studies-willAbe more-likely to meet FDA requirements. 
on, there should be a common basis for the FDA medical 
to discuss deficiencies in design and performance 
drug firm. 

FDA officials told us that the use of clinical guidelines 
is voluntary. Although FDA does not 'know how many drug firms 
use the guidelines, t.he officials said the guidelines have 
been useful in discussing proposed clinical trials with in- 
dustry officials. They also said that the clinical data have 
been easier to review when industry followed t.he guidel.ines. 

Although FDA had issued guidelines for 24 categories of 
drugs, NDAs covered by these guidelines were not submitted 
during our review. We believe c.Linical guidelines should 
help the industry understand FDA's requirement-s and reduce 
the deficiencies in clinical study data submitted with NDAs. 

Manufacturing guidelines - 

FDA has advised us that it recognized the need to update 
guidelines for submission of data r-egardi.ng chemistry and man- 
ufacturing controls and is working to develop new guidelines. 
FDA explained that changing technology and the increasing 
complexity of new drugs is a fact.or in the increasing require- 
ments for detai1.s regarding chemistry and manufacturing con- 
trols. Many drugs are manufacture? through complex synthetic 
processes and are analyzed with technology and methods that 
did not exist a decade ago. Thus, while the guidelines for 
the kinds of manufacturing and controls data may not have 
changed since 1971, the nature of those data have changed as 
technology of drug manufacturing. qua1it.y control, and analysis 
have changed. 

FDA has been working to revise its 1971 manufacturing 
control guidelines since 1977. FDA plans to publish a series 
of seven guidelines involving various aspects of the manu- 
facturing and control requirements for an NDA. The first 
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of these guidelines was published in November 1978, and the 
other six were in various stages of completion in December 
1979. No target dates, however, had been established for 
publishing these guidelines. 

FDA believes the manufacturing control guidelines will 
clarify the type of information FDA needs to determine that a 
sponsor can adequately produce a drug product. The new guide- 
lines will be more detailed than the 1971 guidelines. 

The importance of clarifying the manufacturing control 
guidelines is indicated by the fact that more than 90 percent 
of the NDAs are deficient in this area and that the chemistry 
and manufacturing control portions of an NDA often take sub- 
stantially longer to approve. FDA believes, and we agree, that 
these guidelines should improve the quality of NDAs submitted 
by drug firms and reduce the reviewers' subjective interpreta- 
tions of the amount of detail required to approve an NDA. We 
believe, however, that FDA needs to establish an early target 
date for publishing these guidelines. 

Formats for_NDA dataqresentation 

FDA plans to develop a standard format for presenting data 
in an NDA submission and has enlisted the support of industry 
representatives to achieve this. In December 1978, FDA asked 
the Pharmaceutical Manufacturers Association to propose standard 
formats and data presentations for various pharmacological drug 
categories. The Association had not completed this task as of 
December 1979. FDA will consider these proposals in its final 
standard, which it expects to develop during 1980. 

FDA officials told us that standard formats would reduce 
the agency processing time by allowing reviewers to find in- 
formation faster. The formats will enable reviewers to become 
familiar with one presentation scheme, thereby minimizing the 
time needed to locate information. 

Pharmaceutical Manufacturers Association officials said 
they also believe that standard formats for data presentation 
will reduce the time FDA needs to complete its review of NDAs. 
These officials, however, indicated that industry officials 
may be reluctant to adopt a standard format because some drug 
firms have more confidence in the methods they have used 
successfully in the past. 
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Conferences 

In November 1976, FDA formalized its policy for initiat- 
ing conferences with drug firms to discuss the results of early 
testing of promising new drugs as a means of accelerating the 
availability of drugs that offered important therapeutic gains. 
Drug firms producing drugs not considered as important new 
drugs can also request conferences to obtain specific guidance 
on their product development. 

FDA's objective in meeting with drug firms is to provide 
more specific guidance on developing adequate, well-controlled 
studies for therapeutically important drugs to ensure that 
they clearly demonstrate a product's safety and efficacy. Be- 
cause these conferences consume large amounts of the agency's 
limited time and resources, FDA officials do not consider it 
feasible to require them for all NDAs. 

This policy was first implemented in January 1978; as of 
October 1979, 17 conferences had been held. FDA officials 
who participated in these meetings were encouraged by the re- 
sults and the agreements reached. However, the officials were 
not able to say whether the desired improvement in NDA submis- 
sions would result since applications for the drugs covered 
by these conferences had not been received. 

The guidelines discussed earlier, together with these 
conferences, should provide a clearer understanding of FDA's 
requirements for clinical studies and should make the NDA ap- 
proval process more efficient. 

Action to streamline 
FDA's review process -- 

In addition to clarifying its guidelines and striving to 
communicate better with the drug industry, FDA has initiated 
actions to streamline its review process and assure better 
coordination of its review activities. Several of these ac- 
tions focus on speeding up review of the chemistry and manu- 
facturing portion of an NDA. 

Early submission of chemistry 
and manufacturinq data 

Beginning in December 1978 FDA requested that industry 
submit during the final phase of clinical testing data on the 
manufacturing control aspects of the chemistry portion of NDAs 
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for important new drugs before the clinical testing was com- 
pleted. Previously, such information was submitted with an 
NDA after clinical testing had been completed. FDA expects 
the early submission of manufacturing control data to speed 
up the approval of important new drugs by identifying de- 
ficiencies before a formal NDA is submitted. 

As of August 1979, FDA had requested and received a sub- 
mission of manufacturing control data on one important drug 
before an NDA was submitted. In addjtion, drug firms volun- 
tarily submitted similar data on two other drugs that were 
not classified as important. According to FDA officials, they 
will normally limit early submission of such information to 
important new druqs, 

Because most NDAs we reviewed were, in FDA's opinion, de- 
ficient with respect to chemistry and manufacturing data, this 
portion of the ND&, took substantially longer to approve than 
the medical and pharmacological portions. Therefore, we believe 
that early submission and review o f the chemistry and manufac- 
turing data should help speed up the approval of important new 
drugs. 

Coordination of chemi.stg --.. 
reviZG-ifies 

In April 1979, FDA initiated actions to improve the time- 
liness of plant inspections by FDA field inspectors and ver- 
ificiation of testing methods by FDA laboratories. FDA of- 
ficials told us the agency had improved the coordination be- 
tween plant inspection activities {rnd the reviews by chemists. 
Also, to reduce delays in verifyiny testing methods, FDA of- 
ficials said they have arranged to ~.:se additional FDA labora- 
tories for this pc.rpose. Since these support activities to 
the chemist's review accounted for 40 percent of t!le time FDA 
required to approve the chemistry portion of NDAs, better coor- 
dination of plant inspections and t.hft use of additional labor- 
atories should permit more timely completion of the chemistry 
review. 

Other actions -_--.__.. 

To further streamline its NDA review 
told us they have taken steps to 

process, FDA offic 

iewers and managers 
to discuss specific problems delaying the review and 
approval of promising new dr-IJ~IS, 

--hold monthly meetings with NDA rev 

ials 
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--speed up the routing of NDA applications to appropriate 
reviewers, and 

--reduce administrative processing time. 

CONCLUSIONS 

The process for approving NDAs takes a long time and 
needs to be improved. FDA has recognized this and has made 
a commitment to speed up the process. The actions FDA has 
proposed, when fully implemented, should help solve the prob- 
lem. However, even if FDA meets its goal to speed up the 
process, the average time for approval of new drugs will still 
take about 15 months. Because some of these actions have been 
under consideration by FDA for a number of years and have not 
been fully implemented, FDA needs to establish firm target 
dates for their implementation. Also, FDA should monitor the 
impact of these measures to assure that each is achieving its 
desired effect and to determine if additional measures are 
necessary. 

On-the-job training and counsf 2ling now being provided 
should help less experienced reviewers and low producers to 
become more proficient and assume a greater share of the work- 
load. To further increase review capacity, paraprofessionals 
should be used to the extent practicable. 

Because an NDA approval involves both FDA and the drug 
industry, drug firms must also commit themselves to speeding 
up the process by submitting complete NDAs and promptly resolv- 
ing deficiencies FDA identifies. We be.lieve FDA should provide 
drug firms with timely feedback on deficiencies in NDAs and 
on instances where they have delayed the approval process. 

RECOMMENDATIONS TO 
THE SECRETARY OF HEW l_--. 

We recommend that the Secretary d.irect the Commissioner 
of FDA to: 

--Monitor FDA's progress toward achieving the goals of 
reducing processing time for new drug applications 
25- and 15-percent. over 3-year period and revise its 
actions when necessary to assure that these goals are 
met. 

--Establish additional goals until the statutory 6-month 
time period is achieved or pr-opose to the Congress that 
it revise the 6-month time fr.sme. 
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--Use paraprofessionals to assist reviewers, particu- 
larly those with heavy workloads. 

--Give the industry timely feedback on deficiencies in 
NDAs and instances where it is responsible for delaying 
approval of new drugs. 

AGENCY COMMENTS AND 
OUR EVALUATION 

HEW agrees with the need to monitor the effect of FDA 
actions in reducing its NDA processing time. HEW said it 
established its goals of reducing NDA processing time 2 years 
ago and has required FDA to submit reports on progress and 
corrective actions whenever necessary to assure its goals are 
met. According to HEW, FDA is on schedule in meeting its goals. 

Regarding the recommendation that HEW establish additional 
goals until the statutory 6-month time period is achieved or 
propose to the Congress that it revise the 6-month time frame, 
HEW in its response elected the second option. However, if 
HEW is not successful in convincing the Congress to extend 
the statutory time period, then HEW should establish additional 
goals to try to achieve the statutory 6-month time period. 

HEW also agreed with the prini:iple of giviny timely feed- 
back to industry on deficiencies in NDAs and indicated this 
is being done through deficiency letters during the review 
process and will be further addressed when the investigational 
new drug and NDA regulations are revised. 

HEW, however, did not agree to notify industry on in- 
stances where industry is responsible for delaying the ap- 
proval process. HEW said that FDA has no legal authority and 
little leverage to force applicants to make speedy corrections 
of deficiencies and that FDA should not interfere with in- 
dustry's decision to delay in responding to the deficiencies. 

Deficiencies, such as obvious omissions of data from an 
application or lengthy industry response times causing review- 
ers to refamiliarize themselves with an application, waste re- 
viewers time and delay the approval process. We believe 
notifying industry officials of instances where they have ob- 
viously contributed to delays in NDA approvals will remind 
industry officials that they are sometimes responsible for 
extending the approval process they criticize. Moreover, 
industry officials have told us that they would favor such 
feedback from FDA. 
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HEW did not agree with a proposal in our draft report 
to minimize the involvement of reviewers in special projects 
because the "special projects" we identified are an integral 
part of the overall drug review process. HEW pointed out 
that reviewer involvement in these activities assures con- 
sistency and continuity of the agency's activities. We recog- 
nize the need for and validity of these projects. our concern 
was the impact these activities had on reviewers' time. In 
view of FDA's comments concerning the possible use of para- 
professionals, as discussed below, and the potential this has 
for increasing the time reviewers can devote to NDAs, we have 
deleted this proposal. 

HEW indicated that it is making a feasibility study to 
determine the usefulness of paraprofessionals and that it is 
training six technicians to assist reviewers. After evaluat- 
ing the results of these efforts, it will decide on the use 
of paraprofessionals. We believe that use of paraprofes- 
sionals could help to alleviate the demands on reviewers time 
and to minimize the impact of reviewer involvement with special 
projects on NDA reviews. 
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CHAPTER 4 -- 

DRUG APPROVAL PROCESSES: -__ -.--__ 

UNITED STATES COMPARED TO FOREIGN- COUNTRIES -__-~----__.-__- -... --__ 

As discussed in chapter 2, four of the five foreign 
countries on which we had data qenerally approved drugs for 
marketing faster than the United States. A direct compari- 
son of the druq approval processes was not possible because 
of the differences in the countries' social, political, and 
legal systems. 

FDA officials have articulated a number of basic differ- 
ences in the philosophy and style of government between the 
United States and other countries that influence the drug 
approval process in this country. These basic differences 
include the openness of our governmental process, which is 
conducted on the basis of documented evidence and with proper 
procedural protection for the rights of all parties; the 
riqht of a petit,i.cner to sue the :fovernment as a way of re- 
solvinq differences of opinion between the petitioner and the 
government; and ti-e necessity for public and congressional 
oversight over government proqram: in the United States. 

However, certain factors pecliliar to foreign countries 
tended to speed up the druq approva.1 process. These included 
the reliance placed on postmarketing surveillance, the role 
and use of committees of experts, the degree of acceptance 
of foreign clinical studies, and the extent of qovernment 
control over marketed druys. 

Factors peculiar to the United States that seemed to 
slow the approval process, in addition to intensive con- 
gressional and consumer scrutiny, included the adversary 
relationship between FDA and the tiriiq industry and a con- 
servative approacl' to drug regulation. 

Other elements of foreign system:; included restricted 
distribution of drugs and recertifi,:ation of marketed drugs 
after a fixed period. Their impac.t ?n the approval process 
for drugs was unclesr. 

POSTMARKETING SURVEILLANCE - - --.-. __-. 

A major advantage of an effective postmarketing surveil- 
lance system is that it would represent a study of the real 
world of medicine and disease as opposed to the experimental 
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setting of controlled clinical trials used to assess safety 
and efficacy. Because of widespread use after marketing, it 
would be possible to observe the rarer adverse effects which 
could go undetected in controlled clinical studies because 
of the limited number of persons involved, as well as provide 
more information on the incidence of adverse reactions iden- 
tified in clinical trials. Unanticipated benefits of the 
drug's uses might also be obs,arued throuqh widespread exposure 
to the druq. 

If an adequate postmarketinq surveillance system existed 
and FDA had the authority to expeditiously withdraw tile drug 
in contested cases or modulate Its use, such a system could 
replace certain phases of present fllinical trials and thus 
reduce the drug approval procrss. 'The usefulness ;jf FDA's 
present system is affected by the reluctance of SOITIE) physi- 
cians to report drug reactions hecause of a uerceived fear 
of possible malpractice suits. 

Drug regulatory officials of the United Xinqdom told us 
that their confidence in their postmarketinq surveillance 
system is one factor that permits them to approve drugs as 
quickly as they do. Accordiny to these officials, they feel 
confident about ruleasinq a new (irug with less extensive 
clinical trials than required in the United States because 
they are able to monitor the dr!ic;'j effect after marketing. 

The postmarketinq surveillarCcc systems of the United 
Kingdom and the United States are based primarily on sponta- 
neous reporting from physician:?, hospitals, and dri.14 firms. 
However, there are key differenc:c>s 11: the extent of physician 
participation. Physician parti c.Ipation i.s affected by the 
amount of feedback provided to Fl:yslcians and their percep- 
tions of the deyree of confidentiality provj.ded to them. 

Virtually all the foreign co!;ntries we visited, includinq 
the United Kinsdom, have national health care systems with 
governmental controls which zlay f;rcilitate the review of 
medical documents by government arlthorities, thus making the 
reportiny of adverse reactions more likely. The United Kinq- 
don! has a formal followup procedure for adverse drug reaction 
reports and is abLe to protect ?he confidentiality of the 
reporting source. Because of tbScj accordinq to a United 
Kingdom drug reqtilatnry official, physician participation is 
greater in the zLJniteci Kinqdom thah in other countries. 

United Kingdom drug regulatory c$ffir:ials told us that 
the reports froi!! this voluntary sp,?nt anerius reporting system 



alone would be of little use if it were not for a network of 
doctors who work for the National Department of Health and 
Social Security. These doctors follow up on about 5 percent. 
of the serious adverse drug reactions to ascertain if there 
is a causal relationship between the reaction and the drug. 
The doctors also conduct special studies on certain problems 
suspected but not clearly indicated by the reportinq system. 

In the United Kingdom, physicians and dentists report 
proportionately more adverse drug reactions than their 
counterparts in the United States. For examprep although 
there are six times more physicians and dentists in the 
United States, the number of adverse reaction reports 
submitted in the two countries was about the same. 

The United Kingdom officials also attribute some of 
their success with physician participation to feedback of 
information about adverse drug reactions, which has generated 
an awareness of drug-related events. According to a 1978 
joint FDA and National Bureau of Standards study, the United 
Kingdom's Committee on Safety of Medicines, which is respon- 
sible for collecting adverse drug reaction information, cor- 
responds extensively with individual physicians. The Com- 
mittee sends information to physicians summarizing adverse 
drug reaction data accumulated on various drugs in which 
they may have an interest. In addition, the study notes 
that the United Kingdom makes greater use of medical and 
scientific journals than does the IJnited States to provide 
adverse drug reaction information to the medical profession. 

West Germany and Sweden also provide feedback to physi- 
cians on adverse drug reactions reported under their post- 
marketing surveillance systems and have greater physician 
participation in their systems than does the IJnited States. 
West Germany, like the United Kingdom, :Jses personal cor- 
respondence and scientific journals to provide feedback to 
physicians. Sweden uses a computerized system to provide 
this feedback. 

According to the FDA and National Bureau of Standards 
study, FDA has done little in the way of providing feedback 
to reporting physicians and hospitals. The FDA Drug Rulletin 
(a bimonthly pamphlet of drug-related information sent to 
physicians and other health professionals) and "Dear Doctor" 
letters, which are sent to physicians when serious problems 
are noted, have been used in a limited way to provide 
feedback. 
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Physician participation in the United Kingdom and 
other countries is further enhanced by the ability of these 
countries to protect not only the source of adverse drug 
reaction information but all adverse drug reaction infor- 
mation. Laws in Sweden and certain other foreign countries 
permit the government to protect such information from public 
disclosure. 

After an extensive review of existing postmarketing 
surveillance systems, the Joint Commission on Prescription 
Drug Use made the following comments on liability concerns 
of health care providers in its final report submitted in 
January 1980. 

rt* * * one failing of present PMS [postmarketing 
surveillance] efforts is the inability to enlist 
widespread cooperation of physicians in volun- 
tarily reporting drug use and effects, A variety 
of explanations has been offered to the Commis- 
sion on causes for this lack of voluntary report- 
ing * * * * One persistent theme is that physi- 
cians and hospitals fear increased medical 
liability if they report their drug experiences 
* * * . Although no one has suggested that if 
medical liability fears are removed, the problem 
of voluntary reporting would be solved, it has 
been suggested that if medical liability fears 
are not alleviated, the problem in voluntary 
reporting will be unsolved * * ***' 

The Commission's concern in this matter was sufficient to 
cause it to recommend a limited shield law to prevent the 
admission as evidence in a medical product liability action 
of identifiable information submitted voluntarily to a post- 
marketing surveillance 0rganizatic.n. 

Under foreign health care systems, governmental author- 
ity over reimbursement for salaries and drugs makes it easier 
to control drug distribution and utilization. Under such 
systems, the country may be more likely to approve drugs, 
knowing that the use of these drugs can more easily be 
restricted through the government's ,distribution and reim- 
bursement authority should adverse reactions occur. 

There is, of Cvurse, some variance in the extent of 
government control among the different countries. In Norway, 
for instance, all residents are covered by a national health 



insurance program. The government exercises tight control 
over both the pricing and distribution of drugs. Norwegian 
officials advised us that such control allows them to 
immediately withdraw drugs from the market if necessary. 

This is very different from the prevailing situation 
in the irnited States, where in the absence of voluntary 
withdrawal by a company, the Government can exercise only 
limited economic pressure and does not have effective con- 
trol over the distribution or fast withdrawal from the 
market of marketed drugs in situatior:s where withdrawals 
are being contested. 

USE OF EXPERT COMMITTEES --.--._ll_l-._,- 
E THE 3RUG APPROVAL PROCESS .I_-- _-~--_--__.__--.. 

The drug regulatory bodies in t:he United States and in 
most foreign countries we visited recognized the value of 
medical. experts and used them in the drug approval process. 
The use of the committees differed between the United States 
and foreign countries because of tbe responsibilities given 
to them .I-ly law. AlSO, the foreign countries and the United 
States vary in the frequency of meetings and use of expert 
committees. According to European regulatory and industry 
officials, usinn a committee of experts insulates the regu- 
latory authority from public criticism, gives credence to 
the final decision, and expedites the review and approval 
of drugs. 

Some EuropcTan commi.ttees of experts are mandated to 
review all drug applications and either approve a drug when 
it is shown to be safe and efficacious or recommend to the 
regulatory agency that a drug should or should not be ap- 
proved. fn three countries--the Netherlands, Norway, and 
Sweden--the committees had been given the responsibility to 
make the decision to approve, reject, or- withdraw a drug. 
The Ilnited Kingdom's I?ommittee only advises the government 
agency on the safety and efficacy of ~3 drug; however, we 
were told that its recommendations have always been followed. 

At FDA, comnitteos are used to pl-ovide advice on prob- 
lems or questions FDA may have concerning selected drug 
applications. However, applications are not submitted 
routinely to tkie committees i.n the V:11ted States as they 
are in foreign countries, FDA has sole responsibiiity for 
making a decision on an application based on the scientific 
data submitted and 3ny advice from t-he expert committee. 
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The Director of the Bureau of Drugs said that in Europe 
the decisionmaking responsibility for drug approval is 
shared by the committee of experts. In the United States, 
FDA assumes full responsibility for the decision and is, 
accordingly, more deliberate in its decisionmaking process. 
Also, FDA tends to require more documentation than expert 
committees might require to arrive at a decision. 

In most European countries we visited, all new drug 
applications are reviewed by expert committees, and the 
committees meet much more frequently than those in the 
United States. In the United States, however, expert com- 
mittees review only selected applications, and the commit- 
tees meet at irregular intervals, some no more than twice 
a year. The long interval between meetings, according to 
one industry official, can delay the processing of NDAs. 

ACCEPTANCE OF FOREIGN DATA --.. .__-.._. - 

If a country were to accept adequate, well-controlled 
clinical studies from another country in support of safety 
and efficacy, a drug might be introduced earlier in that 
country. The acceptance of foreign clinical data varies 
from country to country. Some countries may accept foreign 
clinical studies without domestic ,gerlfication, depending 
on the source. Others generally accept foreign clinical 
data only if domestically verified. FDA's policy for accept- 
ance of foreign clinical data has not: always been clearly 
understood. 

Foreign clinical study data c2re accepted by most foreign 
drug regulatory agencies we visited as evidence of a drug's 
safety and efficacy if the studies are well-conceived, well- 
controlled, performed by qualified experts, and conducted in 
accordance with acceptable ethical principles. Domestic 
verification is sometimes required. According to foreign 
government officials, the degree of additional domestic 
verification depends on such factors as the source of the 
original clinical trials, since medical practices and 
hereditary, dietary, and other factors may be different from 
those of the registering country. Some countries--the 
Netherlands, Norway, and Switzerland--accept foreign data 
submitted without domestic verification depending on the 
source. Other countries-- Sweden anti the United Itingdom-- 
will normally request some domestic* verification. 

According to FDA's 1975 regulations concerning acceptance 
of foreign data, FDA will accept foreign clinical data to 
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supplement full-scale, adequate, and well-controlled clinical 
studies. FDA requires domestic verification with at least 
one well-controlled study, unless the disease under study 
does not occur significantly in the United States, because 
of differences in medical practices, and dietary and heredi- 
tary factors. FDA officials advised us that deficiencies 
in medical practice, population differences, if any, and 
prudence dictate that some experience through domestic 
clinical trials is necessary for the drug to be properly 
labeled for adequate directions and use. This position was 
further clarified in an April 1977 internal FDA memorandum. 
This memorandum states that generally FDA should require at 
least one domestic study for verification. However, no 
official formal written clarification was made to drug firms 
by FDA. 

FDA officials advised us that, in recent years, an in- 
creasing amount of foreign clinical data has been submitted 
and accepted as support for an evaluation of safety and 
efficacy. FDA advised us that, of 129 NDAs approved during 
the past 5 years that were classifed as new molecular entities 
or new salts, esters, or derivatives, 61 contained information 
from foreign studies and 20 contained foreign clinical data 
considered to be significant and/or pivotal for approval. 

Althouqh FDA may have accepted, in some cases, foreign 
data as pivotal evidence of the-safety and efficacy of a - 
drug, its policy in this regard is not clear. Officials 
of the drug firms we visited indicated that FDA would not 
accept foreign data as primary pivotal evidence, and required 
that the safety and efficacy of a drug be supported on the 
basis of duplicate domestic studies. FDA's Director of the 
Bureau of Drugs stated that FDA has had a reputation for not 
accepting foreign data. We believe FDA needs to formally 
clarify and communicate its policy on the acceptance of 
foreign data. 

EFFECT OF CONGRESSIONAL AND CONSUMER --- --_- 
SCRUTINY-?jN THE DRUG REGULATORY PROCESS -- ---.- .-_ 

In the European countries we visited, drug regulatory 
officials told us there was no direct parliamentary or con- 
sumer scrutiny on the drug regulatory process. When a 
parliamentary body wishes to inquir-e about issues concerning 
drug regulatory policies, procedures, or decisions, drug 
regulatory officials are not required to appear before the 
parliament and thus are not subjected to parliamentary 
pressures. Rarely, if ever, is the regulatory agency's 
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director or any of its employees asked to appear before the 
parliament. Instead, the minister of health, who is a member 
of the parliament, responds to inquiries from parliament on 
drug regulatory matters. 

Foreign drug regirlatory officials advised us that members 
of parliament in their countries, for the most part, believe 
that the regulatory agency has primary responsibility for 
regulating drugs and that parliamentary involvement should 
be minimal. 

FDA's drug regulatory process comes under intensive 
congressional oversight and scrutiny by consumer-oriented 
organizations. Officials of many U.S. drug firms told us 
that congressional and consumer scrutiny tends to slow FDA's 
drug approval process. 

The FDA Commissioner, in testifying in June 1979 before 
the House Subcommittee on Science, Research, and Technology 
on the FDA drug approval process, spoke of the influence of 
the openness of the drug approval process in the United 
States. He said that: 

'* * * contriblrting to the deliberate nature of 
the drug approval process in this country is 
the increasing insistence on openness and due 
process by ail interested parties. Although 
not pecliliar to drug regulation, the emphasis 
on openness 11" drug decisions is probably as 
great as in any other area of public concern. 
The most obv~.cus manifestations of public 
demands for openness and due process include: 
open meeting of FDA drug advisory committees; 
geometric rise in FDA freedom-of-information 
requests; mounting numbers of consumer and 
industry petitions; requests for hearings; 
law suits demanding action or challenging 
Agency decisions on drugs; and aggressive 
oversight hearjngs by the Congress. Although 
these factor:; unquestionat)ly militate against 
speedy drug approvals, we ge!lerally regard 
them as healthy trends that f)roduce valuable 
intangible benefits such as [Jr-eater public 
participation and understanding of drug bene- 
fits and risks." 

According to FDA officials, in the late 1960s there were 
congressional hearings critical of FDA's handling of NDAs on 



selected drugs still being reviewed by FDA. These officials 
said that, at that time, congressional oversight had been 
leaning toward not approving druqs because of the concern 
about the potential harm to the public. They added, however, 
that the current Congress appears to have an advocacy role 
on the side of approving more drugs. In addition, a rather 
well-developed consumer-oriented movement exists in the 
United States. In other developed countries such consumerist 
activities in the drug regulation area are almost nonexistent. 

FDA officials said that the current concern of consumer- 
oriented organizations is toward the safety of already mar- 
keted drugs. They said there have been no great pressures 
from consumer groups on the new drug approval process except 
in a case involvinq sodium valproate, a drug to treat 
epilepsy. The Epilepsy Foundation of America influenced 
FDA to compel the drug manufacturer to submit an NDA. The 
Foundation heightened the priority of this druq for FDA's 
approval process. 

Accordiny to FDA officials, the provision in the Drug 
Regulation Reform Act of 1979 that would require FDA to hold 
public hearings on pending NDAs and release test results 
submitted with the NDAs to the public would open FDA to more 
consumer pressure during the approval process and lengthen 
the review process. These officials also maintain that the 
more scrutiny (neqative or postive) there is, the longer 
the drug approval process will take, because such scrutiny 
necessitates qreater documentation. 

These officials also said that conqressional scrutiny 
is built into our political regulatory system and that con- 
gressional hearings .In the late 1960s and early 1970s set the 
general tone for aqency officials and reviewers, causing FDA 
to become very cautious and conservative in the drug review 
process. According to one FDA official, "FDA has become 
very careful and the process is highly documented and slow." 
They said this has affected the amount of detail required 
from industry in support of a druq's safety and e?ficacy. 

RELATIONSHIP BETWEEN .- .- _..- - 
GOVERNMENT AND INDUSTRY _.__ ..- . ..___. -._-- .._ 

The relationship be?:ween drug regulators and drug in- 
dustry offi.cials ;7iffers between foreign countries and the 
United States. a::r:r?x-ding to foreiqn drug regulatory and 
industry officials, a cooperative relationship exists 
between the governn:~nlr and the indiistry. Some foreiqn 
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regulatory and industry officials believe that an adversary 
relationship exists between FDA and the pharmaceutical in- 
dustry, which results in a lack of open scientific discussion 
and impedes the drug regulatory process, 

Most foreign drug industry officials explained that 
they have easy access to British, West German, Swiss, 
Norwegian, and Swedish experts and drug regulatory offi- 
cials for frequent and open scientific discussions off the 
the record. According to these cfficials, scientific 
discussions address the tests necessary for approval and 
other difficulties, and in their opinion assist in develop- 
ing a framework for clinical trials. 

American drug firm officials told us that FDA appears 
to favor an adversary relationship with industry. Bureau of 
Drug reviewers, according to these officials, review an appli- 
cation with the attitude that there are errors in the appli- 
cation and that they must find them. This adversary attitude 
is compounded by a communications problem between FDA and 
industry. According to drug firm officials, FDA has become 
increasingly inaccessible. One drug firm official told us 
"Industry is becoming more iso.lated from FDA. Bureau of 
Drug reviewers will not use phones to ask us questions they 
have on an NDA." Another drug firm official, in comparing 
FDA reviewers with their European counterparts said, "Medical 
officers are a lot more open and frank in Europe. As a re- 
sult, they are able to resolve problems with NDA submissions 
in a more timely mariner in Europe." 

An official of the Pharmaceutical Manufacturers Asso- 
ciation said that many in the industr!r had referred to the 
relationship between FDA and the drug industry as an ad- 
versary one. He added that he felt such a characterization 
unfortunately was still true todav but hoped it would improve. 

TREND TOWARD STRICTER REQUIREMENTS _l--.__l --.... - _..- -.__-.-.-.- - _-. -. 

Despite the differences between drug regulation in the 
United States and other developed cijuntries previously dis- 
cussed, most of these countries have followed the lead of the 
United States with a stringent pklilosophy of drug development 
and testing. Foreign industry a%3 drug reguiatory c?fFicials 
said that the recent trerld in drug regulatory processes is 
to require more studies in accordance with the chanqinq state 
of the art. This is due to the increased awareness of car- 
cinogenicity, mutagenicity, and tercltr,genicity and their 
relationship with drugs. 



FDA has long been considered a conservative regulatory 
agency and a forerunner in establishing regulatory require- 
ments. However, the United Kingdom, because of increasing 
discussions on carcinogenicity, is now requiring long-term 
animal testing-- not an FDA requirement--before permitting 
the testing of a drug in humans. Sweden requires 2-year 
carcinogenicity studies. The Swiss authorities are requir- 
ing more carcinogenicity, mutagenicity, and teratogenicity 
tests for new drugs. 

The multinational pharmaceutical manufacturers we visited 
said they prefer general testing and approval requirements, 
which allow their scientists to use scientific judgments in 
researching, developing, and supporting a drug's safety and 
efficacy. They believe that stringent requirements delay 
the approval of drugs by several years and add to the cost 
of the already expensive new drug development process. 

The FDA Commissioner testified at the June 1979 hearings 
before the House Subcommittee on Science, Research, and Tech- 
nology that FDA was undertaking certain initiatives aimed at 
fostering international cooperation. These included a meet- 
ing between the Director of the Bureau of Drugs and drug 
regulatory officials of the European Economic Community to 
discuss ways in which uniform international requirements can 
be established. In addition, in 1980 FDA, in cooperation 
with the World Health Organization, will host a meeting of 
drug regulatory officials from around the world to produce 
a more coherent framework for international druq relations. 

RESTRICTED DISTRIBUTION OF DRUGS -.--- 

United Kingdom officials indicated that their country 
is able to use more flexibility than the United States. We 
were advised, for example, that, in approving a drug for 
marketing in the United Kingdom, the agency can restrict or 
limit the drug's use in various ways. It may, for instance, 
limit the use of the drug to a hospital setting or restrict 
prescribing authority to certain types of medical specialists. 
This flexibility enables the drug agency to authorize the 
marketing of a drug that it might not otherwise be willing to 
approve without additional study. 

In the United States, FDA cannot approve an NDA condi- 
tionally on the fact that it must be distributed to certain 
physicians or used only in certain controlled settings. As 
discussed in chapter 5, the proposed drug regulation reform 
act would permit restricted distrirtution of certain drugs to 



a controlled environment to reduce the risks associated with 
the drug. 

LIMITED PERIOD OF DRUG REGISTRATION 

In four of the eight European countries we visited, the 
drug approval period is limited to 5 years. If a drug firm 
wishes to continue marketing its products, it must make a 
resubmission, which may require submission of updated safety 
and efficacy data. 

The United Kingdom has appointed a panel of experts, the 
Medicines Commission, which periodically reviews marketed 
drugs to determine whether they continue to be appropriate 
for marketing. The Commission reviews the country's experi- 
ence with the drug and any adverse side effects resulting 
from its use. 

In Switzerland, the drug is also approved for a 5-year 
period. An unscheduled revision may be carried out at any 
time, particularly when there is evidence of undue side 
effects. A Swiss official viewed the resubmission not merely 
as a formality, but as a complete review of the data accumu- 
lated during this period, particularly as concerns efficacy, 
toxicity, and side effects. 

By West German law, a new drug application is required 
to be reviewed every 5 years by the regulatory agency for 
new registration. By this time the regulatory aqency has 
had experience with the drug being on the market. As a 
result, the agency decides whether to (1) remove the drug 
from the market, (2) continue to allow it to be a prescrip- 
tion drug, or (3) make it available as an over-the-counter 
drug. 

The Director of the Bureau of Drugs, in commenting on 
problems facing drug regulatory bodies, said: 

"The administrative approval of new drug appli- 
cations, and the use of innovative approaches 
to Phase IV testing during the early marketing 
phase, would be much easier if approval were 
granted for a finite period of time, perhaps 
every five years." 
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CONCLUSIONS - 

Certain critical elements of the U.S. postmarketing 
surveillance system do not compare favorably with those of 
some European countries. This is partly rooted in the fear 
on the part of U.S. physicians of the possibility of mal- 
practice actions resulting from their reporting adverse drug 
reactions. Another reason appears to relate to the limited 
feedback to physicians reportinq adverse drug experiences. 

The use of an expert committee in many European coun- 
tries serves as a buffer between the drug regulatory agency 
and political and consumer advocates. As a result of the 
committee’s professional status, its recommendations have 
considerable credibility and are ,slmost always accepted. 

FDA's formal policy o n acceptance of foreign data does 
not appear clear. As a result, there is some uncertainty as 
to whether and tn what extent foreign data are being used in 
FDA's druq revi.cw process ,# 

FDA, unlike some of its European counterparts, does not 
have the authority to approve the marketing of drugs with 
restrictions as to who may use a drug and where it may be 
used. Such restricted use may make important drugs available 
earlier. Because these drugs would be used in a controlled 
environment, monitoring of the risk would continue, and un- 
expected risks associated with mass distribution of these 
drugs would bc; minimized. 

Although some foreign countries had a relicensure re- 
cluirement, the Llnited States h,~k? no requirement for limit- 
ing use of a drug for a prescribed period oE time. In the 
United States, drugs, once marketed, are available in- 
definitelv unless definitive 
drug is u;safe or ineffective 

evi.lence is presented that a 
We were not able to deter- 

mine Erom information provided hy foreign regulatory offi- 
cials the impact of the relic@ni;~.?re requirement on their 
drug approval processes. 

RECOMMENDATIONS TO THE -_-.----- 
SECRETARY OF HEW - --.- 

We recommend that the Secretary require the Commissioner 
of FDA to: 
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--Expedite development of an improved postmarketing 
surveillance program and provide for feedback on 
proqram results to reporting physicians. 

--Formally clarify FDA's policy on the acceptance of 
foreign data. 

AGENCY COMMENTS 
'AND OUR~A~ION ---...--.------ 

HEW agreed with the need for expediting development of 
an improved postmarketing surveillance program and provid- 
ing feedback on the results of the program to reporting 
physicians. 

According to HEW, FDA has made considerable progress 
and improvements in its postmarketing surveillance system in 
recent years. HEW said that since 1977 FDA has engaged in a 
joint venture with the National Bureau of Standards to deter- 
mine the best method for identifying adverse drug effects 
within the first 5 years following approval. 

HEW said FDA has established registries of eye and liver 
reactions to drugs; increased its activities to collect infor- 
mation about drug reactions through the Boston Collaborative 
Surveillance Programr which is an intensive hospital surveil- 
lance project; and supports other intensive surveillance and 
event monitorinq systems through extramural contracts. The 
information derived from these sources is essential in assess- 
ing the risks associated with drugs and in determining whether 
such risks outweigh the drug's benefits. Other recent FDA 
efforts include (1) monitoring medical literature and pub- 
lishing alerts of adverse drug effects, (2) analyzing and 
publishing drug use trends, and (3) increasing intramural 
activity to gather and disseminate information about adverse 
drug reactions. 

Regarding feedback to physicians, HEW said health pro- 
fessionals who report adverse drug reactions are given feed- 
back in the form of a letter ard a computer printout of other 
reactions reported on the same drug. 

HEW also agreed that FDA shouL-l formally clarify its 
policy on the acceptance of foreign data and said that FDA 
would issue a statement to clarify its policy. 

In a draft of this report, we proposed that the Congress 
modify the FD&C Act to protect the confidentiality of drug 
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experience reports submitted to FDA. HEW said that our draft 
report was in error in stating that the identity of patients, 
reporting physicians, hospitals, or clinics is currently dis- 
closable under the Freedom of Information Act. According to 
HEW, contrary to the view stated in the draft report, adverse 
reaction reports sent to FDA are maintained in the most 
confidential manner as required by the Privacy Act. Although 
summary data are available under the Freedom of Information 
Act, material sent to the public L:oni:ains no identifying 
information. 

In view of HEW's comments--which are contrary to infor- 
mation we received from FDA personnel during our review--we 
have deleted our proposal. 

The draft report sent to HEW also contained a proposal 
that the Congress modify the FD&C Act to have a singular 
committee with the responsibility to review, approve, or 
recommend approval of all important druqsr using experts who 
may have a vested or financial interest in a druq firm as 
nonvoting committee members. 

HEW disagreed with our proposal and explained that 
there are basic differences in the philosophy and style of 
government between the United States and other countries 
that employ expert committees to judge which druqs may be 
marketed and which may not. Accordinq to HEW, such a system 
offers no advantage in the United States over the present 
system and presents several disadvantages. In the United 
States three factors make the situation different than in 
other countries: (1) regulatory decisionmaking is conducted 
in the open on the basis of documented evidence and with 
proper procedural protections for the rights of all parties, 
(2) petitioners before the Government have the riqht to sue 
the Government to resolve differences of opinion, and 
(3) public congressional oversight over Government programs 
is common. HEW said these factors would prevail in this 
country and influence the drug approval process even if a 
single prestigious committee were established to review and 
approve drugs. Thus, HEW does not believe such a committee 
would speed up the drug approval process. Based on HEW's 
comments, we have deleted the proposal. 
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CHAPTER 5 

PROPOSED LEGISLATION .-- 

During the 96th Congress, two legislative proposals 
entitled the Drug Regulation Reform Act of 1979 (H.R. 4258 
and S. 1075) were introduced. Both proposals would make 
substantial changes in FDA's statutory authority for the 
regulation of drugs. H.R. 4258 is a complete revision of 
the FDCIC Act, while S. 1075 would (1) retain certain pro- 
visions of the original act, (2) modify some provisions, 
and (3) add provisions to make the drug approval process 
more efficient and effective. Our comments on the provi- 
sions relating to the subject areas of our review should be 
helpful to the Congress in considering the proposed legis- 
lation. These provisions would (1) favorably affect health 
care, (2) speed up the drug approval process for certain 
drugs, and (3) improve the drug approval process. 

REDUCING DUPLICATE CLINICAL -__-___- 
TESTS ON ALREADY MARKETED DRUGS 

Both proposals should reduce the need for duplicate 
tests on marketed drugs. The usual procedure for approving 
a new drug for marketing in the IJnited States is for a drug 
firm to develop a drug, prove it safe and effective through 
well-controlled clinical tests, and submit an NDA for FDA's 
approval.. After the patent on this approved drug expires, 
some druqs still have a substantial market warranting con- 
tinued manufacture and distribution. Drug firms other than 
the original firm may desire to market a drug comparable 
to one that was previously marketed. 

FDA considers the current legislation as generally 
requiring the second drug firm to submit an NDA containing 
full reports of investigations that show the drug to be 
safe and effective. Thus, except for drugs for which FDA 
has determined that additional clinical trials are un- 
necessary, the second firm wantinq to market the same drug 
must perform its own tests and submit full reports on the 
investigations to FDA. In turn, FDA reviewers must perform 
a comprehensive review of the NDA to assure that the reports 
show the drug is safe and effective for use as directed. 
According to the Secretary of HEW, the second firm's testinq 
and FDA's review of the data waste both industry scientific 
resources and the time of FDA medical officers. 
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H.R. 4258 wculd require every drug firm to obtain a 
license from FDA before it could market a drug product 
(section 120). FDA could issue a drug product license only 
if (1) a monograph was in effect for the drug entity con- 
tained in that product and (2) the monograph provided for the 
dosage form and strength of that product (section 121(a)). 

During the first 5 years after a monograph becomes 
effective, a second firm could be licensed only if (1) the 
original firm authorized FDA to issue the license or 
(2) the second firm submitted sufficient data and informa- 
tion which independently supported the issuance of a license 
(section 121(b)), 

In effect, H.R. 4258 would give the original firm exclu- 
sive use of the data and information developed in support of 
the issuance of a monograph for 5 years. In the absence of 
any other patent-type protection, after the initial 5-year 
period, a second firm could obtain a license without the need 
for duplicate clitnical tests. 

FDA favors tne provision because the exclusive use period 
provides the original firm with an opportunity to obtain a 
fair return on its investment. In addition, the provision 
will avoid duplicate industry testing for certain drugs. 

S. 1075 would provide the original drug firm exclusive 
use of the data and information developed for 7 years. 
During this period, S. 1075 would require a second drug firm 
to go through the current FDA drug approval procedures. 
During the 7-year period, the druq firm could obtain the 
permission of the o,-iginal firm to use the data submitted to 
FDA in support of the approval of the original drug. Begin- 
ning 7 years after the original drug was approved, another 
drug firm could submit an abbreviated application without the 
need for duplicate clinical tests. The application would be 
approved if the drug met appropriate standards, including 
identity, strength, <quality, and purity (section 1.25). 

These provisions in H.R. 4258 and S. 1075 would reduce 
the need for submitting to FDA clinical test data on marketed 
drugs--which represent about 50 percent of the NDAs submitted 
each year, as shown in the followin(l table. 
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Number of NDAs .- 
For 

marketed 
Year Received drugs Percent ~- ------.- 

1975 132 61 46 
1976 127 69 54 
1977 124 71 57 
1978 121 57 47 
1979 (note a) 105 62 59 

Total 609 53 

a/Through August 31, 1979. 

By reducing the need for submitting duplicate clinical 
studies, FDA should be able to more effectively tise its 
limited number of reviewers. 

REDUCING REGULATION IN THE EARLY ---. 
PHASES OF NEW DRUG TESTING _--__ 

Both proposals would reduce the impact of FDA on drug 
innovation, expedite the investigation process, and reduce 
FDA's regulation of the early phases of new drug testing. 

Under the current system, a new drug that has promise 
for successfully treating human illness is first tested in 
animals. If the animal tests disclose no significant toxic 
effects and indicate probable therapeutic benefits, the manu- 
facturer submits an IND to FDA for review. FDA exemption 
from the NDA approval requirements allows the manufacturer to 
conduct clinical tests using human subjects. Clinical tests 
are conducted in three phases--specifically, the new drug is 
administered to: 

--A limited number of healthy persons and a few patients 
under carefully controlled circumstances by persons 
trained in pharmacology. 

--A limited number of patients for a specific disease 
treatment or prevention. 

--As many as 3,000 patients to assess the drug's safety 
and efficacy, and most desirable dosage under con- 
ditions that approximate how the drug would be pre- 
scribed and used once marketed. 
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In the first two phases, FDA regulatory emphasis con- 
cerns protecting human test subjects and evaluating whether 
the data obtained in the first two phases warrant expanding 
clinical tests on a larger population. Thus, manufacturers 
spend considerable research resources designing and demon- 
strating the quality and reliability of tests for these 
phases for all investigational drugs even though most of 
them never reach that stage of testing. Most investiga- 
tional drugs do not go beyond the first two testing phases 
because they do not show enough therapeutic promise. FDA 
estimates that 90 percent of all INDs fall into this category. 

The legislative proposals are designed to establish a 
comprehensive statutory restatement of the principles, poli- 
cies, and practices with respect to the investigational 
stages of the drug approval process. These proposals should 
reduce any needless delay and unnecessary FDA regulation. 
As stated in Senate Report Number 96-321: 

"The Committee believes that a number of major 
changes should be made in the way investigational 
drugs (i.e., unapproved drugs being tested for 
safety and effectiveness) are used. Many of 
these changes will expedite the drug investiga- 
tion process, lowering the cost of drug research 
and development and permitting new drugs to be 
introduced earlier. Other changes are designed 
to provide clearer safeguards for participants 
in drug research and assure the accuracy and 
reliability of data." 

H.R. 4258 would create the following three distinct 
categories of clinical investigations involving drugs that 
have not been approved by FDA (sections 125-133). 

--Drug innovation investigations would consist of 
limited testing of drugs on small numbers of humans 
to assess their risks and effectiveness (section 127). 
FDA'S regulatory review would be limited to aspects 
that may adversely affect the health or rights of the 
human participants. 

--Drug development investigations would include more 
intensive testing of drugs on a larger number of 
humans to evaluate their effectiveness and risks 
(section 128). FDA's regulatory review and over- 
sight during this type of investigation would be 
more expanded. 
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--Drug treatment investigations would allow the use of 
a drug on a small number of humans with a serious 
disease or condition who cannot be satisfactorily 
treated by other forms of therapy (section 129). 
The use of such drugs is intended to provide treat- 
ment rather than to assess risks or effectiveness. 

The general objectives of these sections of H.R. 4258 
are to protect the rights and health of humans who partici- 
pate in clinical investigations and to avoid FDA's interfering 
with the discovery and development of new drugs. H.R. 4258 
also provides for the establishment of procedures to ensure 
that clinical investigations are conducted as promptly as 
possible with as little FDA review and oversight as necessary 
while assuring proper protection of the public health. 

S. 1075 would establish two categories of clinical 
investigations involving drugs that have not been approved 
by FDA. The first category, drug research investigations, 
would involve limited testing of drugs on small numbers of 
humans to assess the drugs' safety and effectiveness 
(section 126). The second category of compassionate or 
treatment drugs would allow drugs to be used on a small 
number of humans who have a serious disease or condition 
that has no adequate method of treatment (section 127). 

Both FDA and the Pharmaceutical Manufacturers Associa- 
tion believe that these provisions will ease the burden on 
both FDA and the manufacturer. According to the FDA Com- 
missioner, reducing the regulation during the investigational 
period should encourage more drug innovation in the United 
States. Most drug firms we visited stated that one reason 
drug research was increasing overseas was because they are 
less hampered by regulation there. 

ACCELERATING APPROVAL 
OF BREAKTHROUGH DRUGS -- 

Both legislative proposals would provide for provisional 
approval for the limited use of "breakthrough" drugs (major 
therapeutic advances) before adequate and well-controlled 
studies are completed demonstrating the effectiveness of 
the drugs. Under current legislation, FDA must disapprove 
an NDA if it finds that certain deficiencies exist with 
respect to the contended safety and effectiveness of the 
drug, including the lack of "substantial evidence" of the 
drug's effectiveness. 
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under section 110 of H.R. 42.58 and section 128 of S. 1075, 
the use of such drugs would be permitted on the market if 
certain conditions were met, including the following: 

--The drug is intended for use in life-threatening or 
severe debilitating illness or injury. 

--The drug constitutes a major therapeutic advance. 

--Delaying its approval would pose significantly 
greater risks to patients than would immediate 
provisional approval. 

--There is "significant evidence" of the drug's 
effectiveness rather than "substantial evidence" 
as previously required. 

--Well-controlled tests are, if ethically and method- 
ologically possible, underway. 

A drug that meets these conditions would receive provi- 
sional approval for 3 years. This approval would be renew- 
able if tests were still underway and all of the above 
conditions were met. 

The need for complete testing to ensure that drugs meet 
the established standards of safety and efficacy has some- 
times caused lengthy delays in the availability of drugs 
that represent major advances in treating serious illness. 
FDA believes the proposed authority for breakthrough drugs 
would accelerate the approval of drugs that are major thera- 
peutic advances without opening a loophole for provisional 
approval of unsafe, ineffective, or unnecessary new drugs. 
Further, FDA believes this proposed authority would not 
compromise the safety of the drug since the Secretary of 
HEW will have to make a risk-benefit assessment similar to 
that made for all drugs before FDA approval. The Secretary 
will have less evidence of effectiveness, but the evidence 
will have to be sufficient to justify that the drug is safe 
(the benefits outweigh the risks) and offers major thera- 
peutic advantages for patients with life-threatening or 
severely debilitating illness or injury. 

The HEW Review Panel on New Drug Regulation--a group of 
prominent legal, medical, and academic persons established 
by the Secretary of HEW in 1975 to study FDA policy and 
procedures relating to the approval of new drugs--recommended 
that FDA be given statutory authority, in exceptional cases, 
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to release drugs on a limited basis before all testing is 
completed. The substance of sections 110 and 128 is 
consistent with the Panel's recommendation. 

The Pharmaceutical Manufacturers Association believes 
both sections are too strict and inflexible. According to 
the Association, they set such "high hurdles" for break- 
through drugs that few drug firms would try to surmount 
them and even fewer would succeed. The Association believes 
that strictly mandating all the circumstances necessary to 
justify a provisional approval would not give the Secretary 
of HEW enough flexibility. 

To establish the safety and efficacy of a drug, clinical 
studies take a long time--as much as several years--to com- 
plete. Provisional approval of breakthrough drugs would 
permit these drugs to be used much sooner than they become 
available under the current drug approval. process. 

The number of breakthrough drugs would most likely be 
small; therefore, the provision would have little impact on 
the total FDA review process. For example, of the 413 drugs 
FDA approved between January 1, 1974, and December 31, 1978, 
FDA estimated that only 7 (or 2 percent) would qualify as 
breakthrough drugs. The breakthrough provision could speed 
up the public availability of such drugs, whose use has been 
delayed by current standards. FDA advised cls that the break- 
through provision is intended to apply to a small number of 
drugs that clearly represent major therapeutic advances on 
the basis of evidence that is less than the statutory stand- 
ards. The significance of the provision Is its benefit to 
patients from the early release of the druys. 

RESTRICTING DISTRIBUTION -.--.__ 
OF CERTAIN DRUGS __. 

Section 108(e) of H.R. 4258 permits restricted distribu- 
tion of certain drugs to a controlled environment but pre- 
cludes general distribution because of the risk associated 
with them. For example, the drug may be used only under 
carefully controlled circumstances, such as in a hospital. 
Section 129(b) of S. 1075 contains similar provisions on 
restricted distribution. 

IJnder current legislation, FDA csnnot place any restric- 
tions on either the drug's use or its distribution. The 
current law has been criticized because, while the risk from 
a drug may outweigh its benefits when the drug is considered 



for general, unrestricted use, its benefits might clearly 
outweigh the risk if certain restrictions (e.g., hospital 
use only) were imposed so as to reduce the risk. Without 
authority to restrict distribution, drugs which may be of 
significant value when distributed and used in accordance 
with certain risk-reducing restrictions may be delayed in 
their marketing or may not be allowed to be marketed. 

H.R. 4258 would give FDA the express authority to con- 
dition the approval of any drug on adherence to prescribed 
conditions relating to the distribution, dispensing, or 
administration of the drug. FDA could place such conditions 
on approved drugs only under certain circumstances: 

--The risk of the drug product is so significant that 
the drug could not be determined safe unless the 
restrictions are imposed. 

--The importance of such restrictions could reasonably 
be expected to reduce the identified risk suffi- 
ciently to permit such drug to be considered safe and 
effective. 

--No other administrative or educational action could 
reasonably be expected to reduce such risk. 

In addition, before FDA could place any conditions on 
the drug's distribution, the opinion of an advisory committee 
must be obtained. Also, FDA could not place any conditions 
on the use of a drug by experienced practitioners in certain 
facilities, such as hospitals, unless it determined that such 
conditions were necessary for the drug to be considered safe. 

The American Pharmacist Association, the American Medical 
Association, and the Pharmaceutical Manufacturers Association 
all testified in 1978 congressional hearings against the 
language of the provision. The American Pharmacist Associa- 
tion believes restricted distribution of drugs violates the 
rights of pharmacists to dispense approved drugs without any 
Government official dictating which pharmacy may dispense a 
particular drug, regardless of whether or not the pharmacy is 
in a hospital. The Association further believes that patients 
could be discriminated aqainst based on economics or geography 
because of the restricted distribution decisions. 

restrict the 
vital medica 
physician to 

The American Medical 
distribution 

1 decisionmak 
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Association opposed a provision to 
of drugs because it would transfer 

ing authority from the treating 
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The Pharmaceutical Manufacturers Association testified 
that the provision's language is overdrawn and would be sub- 
ject to misuse. Misuse could result in denying important 
new drugs to many licensed physicians and community pharma- 
cists. This would further result in requiring their patients 
to go elsewhere for treatment at greater inconvenience and 
expense or to go without treatment. The Association believes 
that appropriate prescribing information to ensure that new 
agents are used suitably would be a prudent alternative to 
limited distribution authority. 

Regarding restricted distribution of drugs in foreign 
countries and the United States, the FDA Commissioner, in 
June 1979 testimony before the House Subcommittee on Science, 
Research, and Technology, said that: 

"In countries that have a system of national 
health insurancer such as the United Kingdom 
and Australia, it is possible to restrict 
reimbursement for certain drugs or to limit 
distribution of certain druqs to hospitals or 
to particular specialists. This permits 
the release of drugs with less evidence of 
safety or effectiveness, because the tise of 
those products can be confined to the safest 
conditions or to those physicians who are most 
knowledgeable in their use. Additional data on 
safety and effectiveness may be gathered under 
these conditions. In the United States the law 
does not permit restricted distribution, and 
attempts by FDA to impose such restrictions 
have been defeated in the courts or have been 
dropped because of potential law suits, It is 
therefore important that adequate evidence be 
available at the time of marketing approval to 
provide a significant level of confidence that 
a drug is safe and effective for the patient 
population that will receive it." 

Other medicaliy sophisticated countries have restricted 
the distribution of certain drugs. This allows them to 
release the drugs with less evidence of safety and effective- 
ness because Gf the control inherent in the conditions under 
which the drugs were released and used. The patients' in- 
terests are protected because the use of these drugs is con- 
fined to the safest conditions or to those physicians who 
are most knowledgeable in their use. 
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POSTMARKETING SURVEILLANCE _I- 

Section 108(g) of H.R. 4258 and section 128 of S. 1075 
generally would require drug manufacturers to establish and 
maintain a system for collecting and reporting adverse drug 
reaction infarmation to FDA. Postmarketing surveillance is 
intended to monitor the use of a marketed drug to identify 
uncommon adverse reactions and to obtain more information 
on the incidence of reactions identified in clinical trials. 
Current legislation does not expressly require or provide 
for the establishment of systems for collecting and reporting 
by physicians, hospitals, or drug firms of information on 
the use of and experience with approved drugs. 

These proposals would give FDA the authority to condi- 
tion its approval of any drug with a requirement that the 
manufacturer oversee the use of and experience with the drug. 
This postmarketing surveillance requirement would be imposed 
where it is necessary or useful in evaluating the continuing 
safety of a drug. Under this requirement, the manufacturer 
would have to establish and maintain a system for identifying, 
collecting, and reporting data on the drug to FDA. 

Improved postmarketing surveillance of drug use and 
experience is needed to provide information to determine 
whether further regulatory action should be taken with 
respect to an approved drug. When use of a drug by patients 
increases after approval, unexpected adverse effects may 
appear. A primary purpose of postmarketing surveillance is 
to identify those effects and assess their significance. 

RESOLVING SCIENTIFIC DISAGREEMENTS -__- ___- 
Section 133 of H.R. 4258 and section 126 of S. 1075 

would provide informal procedures for resolving scientific 
disagreements during drug investigations. Current legisla- 
tion does not provide for an informal means to resolve dis- 
agreements. 

Both proposals would require FDA to establish informal 
and expeditious procedures for the review and, if possible, 
resolution of disagreements over the design or conduct of 
an investigation involving a drug. These procedures would 
give manufacturers an opportunity to confer with FDA on 
matters affecting their investigations without the necessity 
of resortinq to formal proceedings. Further, both proposals 
would require greater use of expert advisory committees during 
drug investiyatir>ns as well as the NDA approval process for 
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resolving disagreements. These proposals should provide a 
useful way for more promptly dealing with scientific dis- 
agreements. 

FDA believes most disagreements are resolved quickly. 
Industry officials told us there was no established mechanism 
for promptly resolving these disagreements. Presently, drug 
firms can request administrative hearings to resolve such 
issues. This procedure is time consuming and seldom used. 
Industry officials did not provide specific examples of NDAs 
where such disagreements delayed the approval process, and 
we were unable to clearly identify such examples because of 
the technical nature of the issues discussed in correspcndence 
between FDA and the industry. 

AGENCY COMMENTS AND OUR EVALUATION ------ __I_--_ 

HEW indicated that proposed legislative reform concern- 
ing (1) abbreviated NDA procedures, (2) postmarketing sur- 
veillance, (3) breakthrough drugs, and (4) reduced regulation 
in the early phases of drug discovery should help speed up 
the drug approval process. Additionally, HEW believes that 
the proposed legislation to bring all classes of drugs under 
the same standard of regulatory control will also help speed 
up the process. 
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CHAPTER 6 .-- 

USE OF COMPUTER SERVICES _-. 

FOR THE DRUG APPROVAL PROCESS 

FDA reviewers did not extensively use available drug 
information systems in evaluating NDAs. This results, in 
part, from a lack of awareness of such systems and the 
reviewers' apparent reluctance to rely on automated infor- 
mation systems. 

BUREAU'S USE OF COMPUTERS 

The Bureau of Drugs obtains most of its data processing 
services from the Parklawn Computer Center. This center ful- 
fills the automated data processing (ADP) needs of the Public 
Health Service and its constituent agencies (including FDA) 
by providing various ADP services, resources, technical sup- 
port, and planning assistance. 

The center reports administratively to the FDA Associate 
Commissioner for Management and Operations, but receives its 
financial support from the Public Health Service. It is 
functionally responsible to a user steering committee com- 
posed of senior level staff from each agency using the center. 
The center offers its services and facilities on a nonprofit, 
fee-for-service basis. 

In addition to the Parklawn Computer Center facilities, 
the Bureau operates its own minicomputers which, according 
to FDA officials, can provide data transmission to the 
center. Bureau officials said A minicomputer located in the 
Bureau's Division of Information Systems Design is being used 
for data for several Bureau systems while the primary files 
are being maintained at the center. Some new small files 
will also be put on the minicomp;Jter. 

The statisticians in the Bureau's Division of Biometrics 
also use a minicomputer and have access ta commercially 
available statistical programing software. The statisti- 
cians also do their own programing for analyses that cannot 
be handled by these commercial programs. Division of Bio- 
metrics officials said that the statisticians use computer 
assistance to analyze about 25 to 30 percent of the applica- 
tions they review. The statisticians also have the option 
of requesting additional analysis or reformatting of drug 
data and may request that sponsors submit such data on punched 



cards or magnetic tape. On occasion, they also ask the drug 
companies for the computer programs that were used to generate 
the data. Bureau officials said that they have the capability 
to make their own analysis of drug company data to corroborate 
the company's results. 

The Bureau uses minicomputers in its laboratories to 
monitor and control data collection by laboratory equipment 
for use in quantitative analysis of drugs and to do repeti- 
tive calculations as needed. 

REVIEWERS MAKE LIMITED USE -- 
OF EXISTING ADP SYSTEMS -___ 

According to Bureau of Drug officials, there are 17 com- 
puterized information systems within the Bureau. ( See 
3x2. IV.) All of the systems, except for the Management 
Information System, contain drug-related information, and 
some of them may be useful to Bureau drug reviewers. How- 
ever, reviewers" awareness and use of the information systems 

* was generally limited. 

We asked selected drug reviewers to identify the various 
information systems that they were aware of and could use in 
reviewing drug applications. Generally, they were aware of 
only 3 of the 16 systems: 

--The ASTRO-4 drug information system: A system which 
contains historical and current information on INDS 
NDAs, Form 5s and 6s, and abbreviated new drug applf- 
cations. This system can be used to identify similar 
or related drug products, provide information in re- 
sponse to Freedom of Information Act requests, and 
produce publications. 

--The management information system: A system to track 
the review of drug applications and related submis- 
sions. 

--The adverse drug reaction reporting system: A system 
that contains current and historical reports of ad- 
verse reactions to marketed drugs as reported by drug 
manufacturers, hospitals, physicians, dentists, and 
others. Drug manufacturers holding NDAs are required 
by FDA regulations to report all adverse reaction 
information they become aware of. All other adverse 
reaction reports are submitted voluntarily. 
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Although not a "system," most reviewers also mentioned 
the Bureau's Medical Library as a source of information. 
According to FDA officials the Medical Library currently 
has access to over 150 unique data bases through four major 
systems, including those of the National Library of Medicine. 
These systems are used to provide a current awareness service 
designed to meet reviewers' interests. Users' profiles are 
maintained and listings of new references are automatically 
delivered to selected reviewers based on their profiles. 
Staff of the Medical Library includes specialists capable of 
performing extensive research tasks as well as literature 
searches. 

Although reviewers were generally aware of the three 
systems, some did not know enough about them to be able to 
use them. Comments from reviewers regarding the Bureau's 
systems included: 

--I've heard the term ASTRO-4, but I don't know what 
it is or what it contains. 

--I've heard of ASTRO-4, but I depend on the consumer 
safety officer to get the data I need. 

--I didn't know you could make specific requests of the 
adverse reaction reporting system. 

One reviewer said that he was totally unfamiliar with 
the ASTRO-4 system and asked us to brief him on it. Another 
reviewer expressed little knowledge about information systems 
or what can be done with them. This reviewer was interested 
in being better informed about computer capabilities. 

Almost all reviewers of drug applications we interviewed 
said they had never been briefed by the ADP department about 
available information systems and services or been given a 
user's manual l/ for information retrieval. - 

Two reviewers recalled attending an ADP seminar several 
years ago. None, however, could recall attending any such 
seminars recently. One experienced consumer safety officer 

J/A user's manual would include complete descriptions of 
what information systems are available within the Bureau 
and elsewhere, how to get the information, how long it 
might take, and whom to contact if problems arise in 
obtaining specific data. 
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told us that neither his division nor the Bureau had a 
training program dealing with ADP services or capabilities. 
One reviewer thought that a user's manual would be invaluable. 

Even reviewers who were familiar with the three systems 
made little use of them in reviewing drug applications. 
During 1974 an E'DA task force made three studies of the 
Bureau of Drugs' scientific information systems. Two of the 
studies, involving questionnaires, showed that chemists and 
consumer safety officers were the primary users of ASTRO-4. 
The third study, in which 203 searc,h requests were analyzed, 
indicated that only about 20 percent of the requests applied 
to drug reviews, The Bureau concluded, from these studies, 
that pharmacologists, physicians, statisticians, and other 
scientific specialists were relatively low users of ASTRO-4. 

We conducted a similar analysis of 350 ASTRO-4 search 
request forms submitted between July 1976 and July 1977 to 
determine how reviewers used this information system. The 
following table shows 'the results of this analysis. 

xpe of request _- 

Freedom of information 
Drug review 
Chemical searches 
Other (management, 

references, ADP, etc.) 

Number 

105 
32 

a/81 -- 

132 

350 .__ -- 
a/This represented automated chemical searches, but we were - 

not able to determine whether they had been used by a 
reviewer. 

Regarding the Bureau's managenlent information system, 
many of the reviewers we interviewed were aware :>f the 
system or had seen or used some of the reports it generates. 
Several reviewers, however, express,ed concern that the system 
did not contain the types of information they tk,ought it 
should. For example, one reviewer told us that il report that 
listed applications by drug trade name should also include 
the generic name. He said this would be an invaluable aid 
for drug review. When we explainc?, after checking with 
data processing personnel, that such information was avail- 
able through ASTRO-4, he replied that it takes too long for 
that system to respond to requests and that the management 
information system provides more irjformation and does not 
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require a special request. Most management information 
system reports are prepared on a regular schedule, whereas 
ASTRO-4 is request oriented. 

FDA officials advised us that presently the capability 
of producing reports from multiple files has been provided, 
so that, if needed, a report from the management information 
system could be produced with generic information pulled 
from other files. Computer listings prepared on a regular 
schedule and computer output microfiche are available for 
all Bureau systems. Special requests for all systems, unless 
of an urgent nature, are held for up to 2 weeks, to hold down 
data processing costs. 

While many of the reviewers were familiar with, and said 
they used, the adverse reaction reporting system, they ex- 
pressed concern over the system's responsiveness and thought 
it incapable of providing information in an acceptable manner. 
However, rather than trying to change the system, or having 
tried and failed, reviewers appear willing to make do with 
what they have. FDA officials advised us that systems im- 
provements are being implemented. FDA officials said also 
that other efforts are ongoing, through carefully monitored 
inpatient populations and through the use of survey data 
which estimates patient populations taking prescription drug 
products, to enable reasonable estimates of rates of occur- 
rence to be developed. 

Some reviewers noted that the adverse reaction reporting 
system does not. indicate the statistical significance of the 
reaction because the reports are spontaneous and not asso- 
ciated with a known patient population. To determine sta- 
tistical significance, the reviewer would have to know, as 
a minimum, the number of reactions and the total number of 
people who received that drug. Since these reports are for 
reactions to marketed drugs as reported by thousands of in- 
dividual practitioners, it may be very difficult, if not 
impossible, to capture these data. 

Other reviewers thought it less useful because the 
system is unable to identify a specific reaction. For 
example, a request for adverse reactions to specific drugs 
that caused cranial malformations in infants resulted in a 
compilation of data regarding congenital defects. This was 
as close as the system could come to answering this request. 
As a result, the reviewer had to wade through extraneous data 
to identify the needed information. 



Other more technically oriented reviewers thought the 
adverse reaction reporting system should be overhauled; that 
it was too inflexible; and that it should be on-line, using 
direct access devices to respond to requests faster and more 
efficiently. FDA officials said that plans are being made 
to provide on-line access to subsets of the data base on the 
minicomputer to provide a capability for more rapid response 
and analysis. Reports are also run regularly and available 
on microfiche for rapid retrieval. 

The Bureau's Division of Drug Experience, which main- 
tains the adverse reaction reporting system, was modifying 
its operating procedures at the time of our review. In the 
past, the procedures for abstracting and preparing adverse 
reaction data for computer entry required screening by 
division reviewers, coding of data, keypunching by an out- 
side contractor, and card input to the computer. The new 
procedures would eliminate the keypunching contract, transfer 
the coder/data input personnel to the division, and directly 
input data to the computer by remote terminals and a mini- 
computer. FDA officials told us that these new procedures 
are being implemented. 

A Division of Drug Experience official believed that 
more could be done with computers in the adverse reaction 
area of drug surveillance. He cited management's lack of 
interest in past suggestions about ADP improvements as an 
impediment to a potentially more useful system. He also 
noted a lack of user-oriented service from the data process- 
ing office. FDA officials said extensive improvements to 
the system are being implemented which should make the 
system much more useful. 

We analyzed 159 computer-assisted literature search re- 
quests to determine current library usage by review personnel. 
These requests were submitted to the library between July 
and December 1977. Our analysis showed that 37 requests 
(or 23 percent) were from drug review divisions. Of these, 
only 10 percent could be specifically attributed to the 
drug review process, with most requests coming from medical 
officers. These figures represent services for which we 
could identify a specific request document; they do not 
include, nor could we establish, the number of reviewers who 
used library services on a walk-in basis. 



LACK OF USER INPUT TO SYSTEMS 
DEVELOPMENT AND LACK OF 
COORDINATION BETWEEN 
USERS AND PROVIDERS 

The needs of users of management and scientific informa- 
tion, which should be basic considerations of information 
systems design, appear to have received little consideration 
by Bureau system designers. Reviewers, generally, have not 
participated in the development of information systems. 

The responsibility for developing, designing, and imple- 
menting the Bureau’s automated information systems lies with 
the Division of Information Systems Design. With regard to 
systems development, a division official said the division 
attempts to respond to the needs of project managers but is 
hard pressed to do so with the current staff level. An ADP 
Users' Committee was established to monitor the adequacy of 
ADP services and to function as a sounding board for the 
needs of information system users. We were told, however, 
that the committee's work has been limited to reviewing ADP 
contracts for purchase or lease of ADP hardware and/or serv- 
ices. We requested minutes of committee meetings but were 
told that formal minutes were not maintained. 

EXPERIMENTATION WITH MICROFICHE 
SUBMISSIONS LACKS DIRECTION 
AND APPEARS UNORGANIiED -..-- 

In April 1973, a consulting firm hired to analyze the 
drug review process recommended that the Bureau consider using 
microfiche l/ for reviewer referral to raw data contained in 
drug applications and for storage and retrieval. 

Nearly 4 years later, in an address before a discussion 
group of the Academy of Pharmaceutical Sciences, the Bureau's 
Associate Director for New Drug Evaluation spoke of the ever- 
increasing bulk of drug applications and the need to do some- 
thing about it, The address ended with an invitation to the 
drug industry "for volunteers for submittal of NDAs on micro- 
fiche." Shortly afterward, a microfiche NDA of purported 
excellent quality was submitted to the Bureau and assigned 
for review. 

L/Microfiche is a sheet of photographic film, usually measur- 
ing 4 by 6 inches, capable of accommodating and preserving 
a considerable number of pages or documents in reduced form. 
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FDA officials told us that FDA has received and reviewed 
several m icrofiche submissions of clinical case reports. 
Guidelines for the submission of case reports on m icrofiche 
will be issued in the near future. Applicants will be 
strongly encouraged to provide data in this way. In some 
cases, hard copy case reports will also be required. This 
process has taken a considerable time due to the experi- 
mental nature of the effort and the need to review several 
submissions and involve a number of reviewers. 

As to potential benefits, FDA officials told us that, 
if reviewers need to obtain information from  an approved 
drug application that has been retired to the Federal 
Records Center, they may have to wait weeks or months for 
the center to act on the request. If the application were 
on m icrofiche, in a review division's document control room , 
it could be retrieved quickly, perhaps within m inutes. 
Moreover, this easy access to approved applications may 
improve the drug review process as reviewers become com- 
fortable with and learn of the ease with which application 
data can be obtained. 

In addition, some savings may be realized through 
reduced storage space and handling costs associated with the 
present form  of drug applications. For instance, it was 
estimated that, in fiscal year 1971, the Bureau received 
20,069 submissions. Each of these was submitted in tripli- 
cate, resulting in a volume of over 6 m illion pages. The 
conversion of these documents to m icrofiche could reduce the 
storage requirements by more than 60 percent. L/ Also, the 
cost of storing drug applications may be reduced by convert- 
ing to m icrofilm  or m icrofiche. For example, the cost of 
storing m icrofilm --one roll can hold up to 2,000 pages of 
printed information-- is about 2 percent of the cost of 
storing an equivalent volume of paper. 2/ Similarly, one 
4-by-6-inch sheet of m icrofiche can hold 270 pages of printed 
information. 

Given the potential benefits of m icrofiche as a substi- 
tute for hard-copy drug submissions, we believe the Bureau 
should assess the potential of m icrofiche submissions. 

L/Final report to FDA, Auerbach Associates, Inc., under 
contract No. FDA-72-63, April 15, 1973, pp. 2-1, 2-3. 

Z/Information Processing, Science Research Associates, Inc., 
1976, Bohl, Marilyn, p. 77. 
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CONCLUSIONS 

Drug reviewers in FDA's Bureau of Drugs rely greatly on 
the information contained in the drug applications they re- 
view to reach decisions regarding the safety and efficacy of 
proposed new drugs. Existing information systems did not 
appear to have been extensively used by the reviewers. 

We believe Bureau management should evaluate the exist- 
ing information systems to determine how well they serve the 
drug review process. A more concerted effort, such as train- 
ing programs for drug reviewers, seems to be needed to enhance 
reviewer awareness and use of existing information systems. 
Also, the Bureau should make the systems more responsive to 
the needs of drug reviewers in order to increase use of the 
systems. 

In the development of information systems, the needs of 
potential users--especially drug reviewers--have not been 
adequately considered. Some form of interface should be 
established to bridge the gap between drug reviewers, who 
have shown a historic reluctance to use automated information 
systems, and data processors to link the full capabilities 
of the technology with user needs. 

More should be done to encourage the use of microfiche 
in the submission of supporting data for NDAs. Although 
this process is not critical to the drug review process, it 
could offer such advantages as quicker retrieval of data on 
related drugs, and monetary savings in storage and other 
associated costs. 

RECOMMENDATIONS TO 
THE SECRETARY OF HEW 

We recommend that the Secretary direct the FDA 
Commissioner to evaluate the Bureau of Drugs information 
systems to determine how well they serve the drug review 
process. This effort should consider the need to: 

--Increase the drug reviewers' awareness of existing 
information systems. 

--Make the existing systems more responsive to the needs 
of drug reviewers by conducting more comprehensive 
surveys of the reviewers' needs. 
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--Encourage user participation in the development or 
redesign of information systems. 

--Expedite the assessment of the potential benefits of 
using microfilm or microfiche submissions of new drug 
applications. 

AGENCY COMMENTS 
AND OUR EVALUATION 

HEW concurred with our recommendation on evaluating the 
Bureau of Drugs' information systems to determine how well 
they serve the drug review process. HEW said steps will be 
taken to make appropriate information systems more accessible 
to the reviewers. According to HEW, many of the existing 
systems were designed to assist the management of the review 
process, or the handling of data for certain purposes, and 
were not intended to aid individual reviewers. HEW also 
said FDA will continue to evaluate the use of microfiche 
technology. 
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APPENDIX I APPENDIX I 

PROFILE OF ORIGINAL NDAs SUBMITTED IN 1975 

Total NDAs received 

Chemical type: 
New molecular entity 
New salt 
New formulation 
New combination 
Already marketed drug 

(by another firm) 
Already marketed drug 

(for new indication) 

Therapeutic importance: 
Important therapeutic gain 
Modest therapeutic gain 
Little or no therapeutic gain 
Less safe and effective than existing 

cures but has other advantages 

Reviewing divisions: 
Cardio-renal drug products 
Neuropharmaceutical drug products 
Metabolism-endocrine drug products 
Anti-infective drug products 
Oncology and radiopharmaceutical 

drug products 
Surgical-dental drug products 

Company size: 
Large (research budget over 

$30 million) 
Medium (research budget 

$10 million-$30 million) 
Small (research budget under 

$10 million) 

Number Percent 

132 

31 24 
3 2 

29 22 
3 2 

61 46 

5 4 

132 100 

4 3 
17 13 

109 83 

2 1 

132 100 X 

20 15 
20 15 
20 15 
21 16 

35 27 
16 12 

132 100 C 

25 19 

26 20 

81 -- 

132 

61 

100 
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Beclomethasone 
dipropionate 

Sodium valproate 
Cimetidine 
Protirelin 
Vidabrine 
Somatotropin 
Sodium iodide 

I-123 
0. Diazoxide 
4 Phospho lipids 

Amino acids 
Danazol 
Prazosin 
Disophyramide 

phosphate 
Propranolol: 

Arrhythmias 
Angina 
Hypertension 

a/Under review at - 

NUMBER OF MONTHS REQUIRED TO 

APPROVE DRUGS BY COUNTRY 

United 
States Canada Norway Sweden 

26 
5 

13 

28 23 
15 

20 
40 
14 
12 
30 
40 

54 

c:, 12 
(b) 

(d) 
11 
24 
16 
16 
30 

19 

19 
(b) 
(b) 
(b) 

14 
(b) 
(b) 
17 
27 

36 

20 

cf: 
23 

(a) 
43 
23 

2; 

80 

17 23 9 16 
17 11 9 16 
18 19 14 16 

agency at time of our review. 

b/Not submitted to agency at time of our review. 

c/Data not available. - 

d/Not available in other countries. 

Switzerland 

7 
45 
10 

(2, 
10 

14 
3 
7 

21 
10 

17 

4 
4 
4 

United 
Kingdom 

5 
3 

2, 
6 
8 

(c) 

A 
6 
6 



Beclomethasone 
dipropionate 

Sodium valproate 
Cimetidine 
Protirelin 
Vidabrine 
Somatotropin 
Sodium iodide 

in I-123 
a~ Diazoxide 

Phospho lipids 
Amino acids 
Danazol 
Prazosin 
Disopyramide 

phosphate 
Propranolol: 

Arrhythmias 
Angina 
Hypertension 

AVAILABILITY OF FOURTEEN __-__ 

THERAPEUTICALLY IMPORTANT DRUGS ___- 

(earliest date underscored) __- 
Month and year available -~~e~l-l~ -- --- -_ __-- -.--------~~ 

States Canada Norway Sweden Switzerland ___- 

May l-976 
Feb. 1978 
Aug. 1977 
Nov. 1976 
NOV. 1976 
July 1976 

Mar. 1976 
May 1976 
Oct. 1975 
Dee e 1975 
June 1976 
June 1976 

Aug. 1977 

Nov. 1967 
Nov. 1967 
June 1976 

June 1976 
(a! 

May 1977 
(a) 

Aug. 1976 --_I 
(a) 

(d) 
July 1969 
Oct. 1972 
May 1977 
Jan. 1976 
Aug. 1976 

Mar. 1977 

July 1968 
June 1969 
July 1974 

NOV. 1973 
(b) 

July 1978 
(b) 
(b) 
(b) 

(b) 
Dec. 1975 

(b) 
lb) 

May 1978 
Sept. 1976 

Aug. 1978 

Sept. 1966 
Sept. 1966 
Auq. 1972 

Mar. 1974 Nov. 1973 
(a) May 1972 

June 1978 Sept. 1977 
Dec. 1976 Jan. 1977 

May 

Feb 
Nov 
Ott 

( cl (cl 
1971 Apr. 1972 

cl (cl 
a) Dec. 1973 

1964 Jan. 1963 
1972 Feb. 1966 
1977 Apr. 1977 . 

(al June 1974 

May 1978 Mar. 1977 

a/Under review by agency at completion of our visit. - 

>/Not submitted to agency at completion of our visit. 

c/Data not available. - 
d/NDA submission canceled. - 

Nov. 1965 Oct. 1965 
Nov. 1965 Oct. 1965 
NOV a 1965 Oct. 1965 --- 



APPENDIX IV APPENDIX IV 

BUREAU OF DRUGS INVENTORY OF 

AUTOMATED INFORMATION SYSTEMS ------ 

System name 

ASTRO-4 Drug 
Information System 

New Drug Evaluation/ 
Management Information 
System 

Radioactive Drug Research 
Information System 

Drug Product Defect 
Reporting System 

Bioresearch Monitoring 
Information System 

Biopharmaceutic Review 
Management Information 
Antibiotic System 

OTC Management 
Information System 

objective_ System 

Maintains a file on INDs, NDAs, 
Form 5s and 6s, and abbreviated 
new drug applications. This 
system supports the review 
process, Freedom of Information 
Act request, and other reports. 

Maintains and tracks the status 
of INDS, NDAS, supplements, and 
amendments in management support 
of the review process. 

Maintains and tracks the status 
of submissions by radioactive 
drug research committees in 
support of the review process. 

Maintains a comprehensive file 
of drug product quality problems 
in support of the druq quality 
assurance program. 

Maintains a comprehensive file 
of clinical and nonclinical 
facilities and clinical inves- 
tigators in support of the bio- 
research monitoring program and 
the review process. 

Maintains information pertaining 
to INDs, MDAs, abbreviated new 
drug applications, and Form 5s 
and 6s which are undergoing or 
have completed biopharmaceutic 
review. 

Maintains information from sub- 
missions, comments, and cor- 
respondence and tracks the 
status of various documents in 
support of the review of over- 
the-counter drugs. 
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APPENDIX IV APPENDIX IV 

System name System objective 

Compliance Management 
Information System 

Provides a tracking capability 
for regulatory actions in sup- 
port of the drug quality assur- 
ance program. 

Drug Experience Information Maintains files of adverse 
System effects to marketed drugs in 

support of postmarketing sur- 
veillance activities and the 
review process. 

Drug Efficacy Study 
Implementation System 

Drug Abuse Treatment 
Monitoring System 

Antibiotic Batch 
Certification System 

Drug Regulation and 
Listing System 

Management Information 
Resources System 

Maintains data on drug products 
reviewed by the National Academy 
of Sciences as a result of the 
1962 Amendments to the FD&C Act. 
Provides reports reflecting the 
status of drugs undergoing this 
re-vi ew. 

Maintains information on the use 
of methadone and other treatment 
modalities in drug abuse treat- 
ment programs. This system is 
used to monitor program perform- 
ance. 

Aids in laboratory management 
of the antibiotic certification 
process, expedites the process, 
and provides an automated bill- 
ing capability. Historical in- 
f,?rmation maintained is used for 
review of testing procedures. 

Maintains data files of drug 
establishments and drug products 
listed under the Drug Listing 
Act of 1972. Supports the drug 
quality assurance program, 
Freedom of Information Act re- 
CJUf+!jtSr and the publication of 
the National Drug Code Directory. 

Provides administrative support 
to Bureau programs through main- 
tenance of a personnel inventory 
and history of personnel actions. 
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APPENDIX IV APPENDIX IV 

System name 

Poison Control System 

Abbreviated New Drug 
Application Management 
Information System 

Biometrics 

Automated Nationwide 
Acquisition of 
Laboratory Information 
Sys tern 

Laboratory Automation 
System 

Word Processing 

Medical Library 

System objective --- 
Maintains data files on poison- 
ings in support of the poison 
control program. 

Maintains and tracks the status 
of abbreviated new drug applica- 
tions in support of the review 
process. 

The Division of Biometrics pro- 
vides statistical design and 
analysis support to the review 
process and other Bureau pro- 
grams. This Division uses 
standard statistical computer 
programs and develops additional 
programs as required. 

Contains information collected 
nationwide on laboratory assay 
results of drug products in 
support of the drug quality 
assurance program. 

A variety of automated and semi- 
automated laboratory instruments 
support the regulatory and test- 
ing f:rnctions of Bureau labora- 
tories. 

Microprocessor based, shared 
logic word processing systems 
are now used throughout the 
Bureau and are currently being 
insta!.led in all review divi- 
sions to provide more effective 
and efficient typing support. 

Four computerized search service 
systems providing access to over 
150 unique data bases, includes 
domestic and foreign drugs. 



APPENDIX V APPENDIX V 

DEPARTMENT OF HEALTH, EDUCATION. AND WELFARE 
OFFlCE OF TWE SECRETARY 

WA*“,NGTON DC plzol 

Mr. Gregory .I. Ahart 
Director, Human Resources 

Division 
United States General 

Accounting Office 
Washington, D.C. 20548 

Dear Mr. Ahart: 

The Secretary asked that I respond CO your request for our 
comments on your draft report entitled, "Food And Drug Admini- 
stration's Drug Approval Process Takes A Long Time." The 
enclosed comments represent the tentative position of the 
Department and are subject to reevaluation when the final 
version of this report is received. 

We appreciate the opportunity to comment on this draft report 
before its publication. 

Richard B. Lowe III 
Acting Inspector General 

Enclosure 
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APPENDIX V APPENDIX V 

The Department of Health, Educaticn ard Welfare is aware that the 
evaluation of new drugs in the United States takes considerable time. 
The process is lengthy for sone valid reasons: the system is deliberate 
and thorough; it operates on the basis of an administrative record which 
contains the evaluations of the data ard evidence submitted by appli- 
cants. Once a drug is amroved in the U.S. it may be marketed to nrxe 
than 200 millicn people-the single largest drug market in the developed 
world. mroval by FDA also opens the door to approval in many other 
muntries which respect the quality of FDA’s evaluations and follm its 
lead. 

Although the Department is satisfied that its evaluation process is of 
the highest quality, we continue to seek ways to improve its timeliness 
and responsiveness. We recognize that drug evaluaticn carries with it 
the dual respcnsibility to assure protection of the public fran drugs 
which are unsafe or ineffective while simultaneously assuring that new 
drugs which offer therapeutic gains over currently marketed drugs are 
identified and brought to the market as expeditiously as msible. To 
achieve the latter aim, we have given extensive attention to the 
policies, procedures, and management of the evaluation process. We have 
implemented a number of initiatives to streamline and improve its 

management. Among the mod important Ones are: 

o Establishing goals under the Department’s Management 
Initiative Tracking System (MITS) and Operational Manage- 
ment System (CN!3) to reduce, over a three year periad, EDA 
processing time cn new drug a@icaticns by: 

25% for drugs that represent important or modest 
therapeutic gains, and 15% for all other drmgs. 

At this time, FDA is on schedule in meeting these goals. 

o Establishing ccnditicns for the acceptance of data fran 
foreign clinical studies in support of NDA’s. 

0 Initiating a major revisicn of the IND/NI& regulations to 
streamline the review process and to eliminate any out- 
moded or unnecessary requirements to aFprova1. 
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0 Implementing a Drug Classification System to aid in 
identifying those drugs with Potential for therapeutic 
gain and to afford those drugs a priority review. 

The Secretary has initiated a review of the current system in an effort 
to assist the EDA in looking for ways to expedite the drug approval 
process. All possible avenues for improvement will be explored. In 
additim, the Department has sought spmsored statutory reform in the 
Drug Regulation Reform Acts of 1978 and 1979. Important provisims in 
that legislatim include: 

o Bring all classes of drugs under the sang? standard of 
regulatory control, thus ending the distinctims which are 
the result of a legislaticn patchwork, some over 40 years 
old. 

o Make legal by statute the Abbreviated NDA (ANDA) procedure 
to reduce the burden of u~ecxssary clinical testing to 
approve generic versions of already approved drugs, thus 
expediting the access to generic drugs. 

0 Provide authority to EDA to require manufacturers to 
conduct postmarketing studies of their drugs to define 
certain adverse effects or risks in particular mnditims 
or popilaticn groups, ard to develop evidence of effec 
tiveness of use in new indications to update labeling. 

o Provide authority to permit easy marketing of drugs which 
are clearly major therapeutic breakthroughs under a prcce- 
&re whi& would assure that the axnplete evidence for 
final approval bsed qxn the required standard for 
efficacy is collected. 

o R-e unsafe drqs from the market more quickly. 

o Reduce regulatim in the early phases of drug discovery. 

While the report discloses that drug evaluatim is a lengthy process, it 
does not provide evidence of inordinate delays. In its cmparisms 
between the processes of the U.S. and several European countries only 
testimmial reports of interviews with foreign drug industry representa- 
tives and the opinions of me or two foreign drug regulatory officials 
are reported. There is K) amprehensive analysis or canparism of drug 
evaluation or amroval processes between the U.S. and any of the foreign 
countries. There is ro descriptim or discussim of differences in 
benefit-risk analyses. 

74 



APPENDIX V APPENDIX V 

Tb? lack of -arable data, the absence of a bias free sample, and the 
absence of rigorous analysis in Chapter TX0 of the G?G report preclude a 
valid or reliable cmclusim about the rrmparability of approval time in 
the countries. eased m the evidence and arguments in the GA0 report 
both of the following statements are true: Sane important drugs are 
amroved earlier in the U.S.: some important drugs are aproved earlier 
in foreign countries. GPO makes mly the latter statement. 

Our major cumkznts are as follows: 

1. Any policy critique of the U.S. drug regulatory system mst be 
sensitive bo the need to strike an appropriate balance between the 
adequate scientific testing of new drqs, the therapeutic needs of 
patients, an3 the property rights of drug manufacturers. Any sug- 
gestim for revisim should mnsider improving the system as a 
whole, not just one area to the detriment of the whole. The narrow 
focus of this Report m speed of approval alme is unbalanced. 
Neither the feasibility of speeding up the process with current 
resources nor the health risks of adopting a quicker, mOre super- 
ficial review process is considered in this Report. 

2. The fundamental point errp?hasized & the Report, beginning with the 
title, is that drug a@rovals take a lmg time. While acknowl- 
edging that relatively few decisims m new drug aFplicatims are 
made within the statutory time frame of 180 days, we wish to 
-size that the law does not require a drug to be approved in 
six months. Rather, it explicitly provides that the parties may 
agree to a longer paricd. The majority of applicatims are not 
approvable m original suhnissim; evidence of safety, effective- 
ness, or smufacturing and mntrols processes are inadequate bo 
satisfy applicable legal an3 scientific standards. In these 
circumstances, FDA has opted to send manufacturers “rim-aprovable 
(stim) letters,” which outline the deficiencies in the applica- 
tion and inrlicate what additional information the manufacturer must 
submit in order ti obtain approval. 

Moreover, plrsuant to 21 CFR S. 314.6, submission of signif icant 
additional informatim by a firm follming receipt of a nm- 
a&provable letter starts anew the statutory time for review. Tbus , 
because many new drugs cycle me or more times back to the manu- 
facturer before being amroved, the total time legally permitted 
for review beoznes, in undecided situations, well mOre than 
180 days. A factually accurate analysis would require that review 
cycles be measured against the 180 day time limit, rather than the 
total time fran initial sutmissim to final approval. GM examined 
the ntier of review cycles which all NDA’s subnitted in calendar 
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year 1975 have gme through before approval or until the present 
time. The report does not describe the results of this analysis 
against the provisions of S. 314.6. 

3. A fact that GAC does not include in its report is that sane drugs 
are approved first in the U.S. The report expresses a bias that 
first is best, i.e., the country to first asrove a new drug for 
marketing is at a competitive health advantage to other countries 
which awrove the drug later. Rach new drllg tends to be marketed 
first in the country where it is developed. The scientific 
capacity to develop new drugs is distributed widely throughout the 
developed wor Id. Thus, any drug developed outside the United 
States is likely to appear first in that country. l&se drugs 
developed in the U.S. are also likely to be marketed first in the 
United States. Of all new molecular entities introduced into world 
medicine in the past decade, no single country has approved xiore 
than 50% of the bota.1. The few important drugs that genuinely 
advance medical care, however, tend to be approved today at reasm- 
ably similar times (generally within a few xmths) in most 
developed countries of the world. 

The isolated examples cited of drugs available in Europe tilt not in 
the U.S. are not evidence of anything except the knmn phenmenm 
that different countries often have different drugs. Moreover, the 
report does not identify the criteria for selecting the drugs upm 
which the internatimal oxnparisons were made. The sample is 
biased in favor of drugs approved in other countries before they 
were approved in the U.S. No attempt was made to examine a sample 
of drugs approved in the U.S. before they were approved in any of 
the other countries studied. No conclusions about differences in 
benefit-risk analyses are possible. 

4. All previous Cmgressimal oversight of the agency, including the 
many hearings held by the Hcuse Intergovernmental Operatims 
Sutxxxmittee (L. H. Fountain, Chairman) and the Senate Subccamuttee 
m Health and Scientific Research (Senator Edward M. Kennedy, 
Chairman) has emphasized the importance of this relatimship 
between a regulatory agency and the regulated industry. The DHEW 
Review Panel m New Drug Regulation (Uorsen Panel), dealt exten- 
sively with this issue and again emphasized the importance of the 
general relatimship that now exists between EDA and the industry. 
We believe this Report is biased in a directim that is out of 
context with these several previous oversight and review bodies or 
even with expressed cautim and criticisn set forth in several 
previous G&C reparts. 
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=, itself, in previous reports1 m FL& ccqliance with 
applicable cmflict-of-interest statutes and regulations, has 
cautioned the agency against the use of consultants with interests 
in the regulated industry unless their interest is not so substan- 
tial as to affect ths integrity of their services. Ferson.5 whose 
interests exceed the agency’s guidelines for waiver under this 
provisim are presently barred from advising the cjovernment m 
matters relating to drug regulatim unless a waiver in accordance 
with 18 USC 208 (b) (1) is granted. We believe the previous GM 
positim regarding special government eqloyees reviewing drugs is 
apropriate and in line with current natimal policy. 

The objectivity of FDA decisions and the public credibility of the 
regulatory process both depend in part m our sensitivity to and 
enforoament of the conflict-of-interest laws. Although this does 
inhibit to m extent the appointment of certain experts to 
advisccy cmrnittees, this result was intended by Cmgress, and the 
problem is not a critical deterrent ti recruiting good scientists 
to these advisory mmnittees. 

5. lbe Report asserts a serious mismnceptim about the amfidential- 
ity of adverse reactim reports sent to the EDA. Contrary to the 
view repeatedly stated in the Report, adverse reactim reports sent 
to the FDA are maintained in the most confidential manner as 
required by the Privacy Act. Although strsnsry data are available 
under the Freedon of Informatim Act, material sent to the public 
cmtains no identifying infcematim. Saw two thousand reports of 
adverse reactims are stiitted voluntarily to EDA each year and 
physicians frequently provide additialalinfonnationabout incidents 

1 The relevant GM3 reports are: 

“The Food and Drug Administratim’s Financial Disclosure System for 
Special Government Employees: Progress and Problems.” January, 
1977. 

“Financial Disclosure System far Bnployees of the Fmd and Drug 
Mnrinistratim Needs Tightening.” January, 1976. 

“Need to Establish Safety and Effectiveness of Antibiotics Used in 
Animal Feeds.” June, 1977. 

“Answers tc Questims m the Regulation of Biological Products.” 
(in preparatim) . 
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of adverse reactions to drugs upm request fran FDA. We believe 
this attitude and respmse attests to the confidence placed in 
FDA’s ability ho protect the identity of all persons or institu- 
tims annected with reported adverse drug reactims. FDA is aware 
of 110 instance where patient or physician cmfidentiality related 
to an adverse reaction report has been violated as a result of the 
Free&m of Informatim Act. Because the repetition of this error 
in a G?O Report muld seriously undermine physician moperatim in 
reporting adverse reactions, it is essential that this sectim of 
the Report be corrected. 

GPD Recaurendation 

We reammend that the Secretary direct the Casaissimer of FDA to: 

- Mmitcx the effect of FDA’s actims ho achieve the 25% and 
15% goals over the 3-year period and revise its actims 
when necessary to assure that these goals are met. 

EIfM Cuuaent 

We concur. m years ago the Secretary established these goals and 
instructed the Ccmnissimer to give them a high priority within the 
agency. One of the objectives reported to the Secretary under the 
manageznent tracking system. Periodic reports of progress are required 
and corrective actim is taken whenever necessary to assure that this 
goal is met. FDA is currently m schedule ho meet these goals. 

GM Recannendatim 

- Establish additimal goals mtil the statutory 6-mmth 
time period is achieved or propose to the Cmgress that it 
revise the statuhory C-month timeframe. 

HEW Camkant 

We have elected the sacred option. The Administratim has already asked 
Cmgress to extend the statutory period for new drug approval fran 
6 months to me year in the Drug Regulatory Reform Legislatim 
(H.R. 4258) 1 
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GM Recunnendation 

- Use paraprofessionals to assist reviewers, particularly 
the reviewers with heavy workloads. 

HEW Conwant 

We are currently cmsidering the use of paraprofessionals to assist 
reviewers . We have initiated a feasibility stu3y to determine the 
usefulness of paraprofessimals. Six technicians are currently being 
trained to assist reviewers. These results will be evaluated before 
beginning broader training and use of paraprofessionals. 

GAO Recmsnendation 

- Minimize involvement of reviewers in special projects. 

We do rot mncur. The role of reviewers should not be limited to 
analysis of NDA’s. The “special projects” identified by GPD are an 
integral pnrt of the overall drug review process. For example, 
reviewers are respmsible for evaluating investigational new drug exemp- 
tims and supplemental new drug applications, handling safety problems 
with approved drugs when they occur, preparing guidelines for the 
clinical evaluatim of specific drugs alone, manufacturing and controls 
guidelines, establishi.ng labeling far drug classes and specific drugs, 
advising drug firm3 m protocols to study non-prescription drugs, 
contributing tc the DES1 review, meeting with scientific advisory 
comnittees, industry or other groups, and respmding to Cmgressimal 
ard other primity correspondence. Through involvement in these activ- 
ities, reviewers are able bo assure omsistency and continuity of the 
agency’s activities. 

GM Reamraendation 

- Provide irxlustry with timely feedback m deficiencies in 
NDAS and instances where industry is respmsible for 
delaying amroval of new drugs. 

We agree in the principle of feedback. FDA currently provides industry 
with feedback m deficiencies in NUAs during the review process through 

79 



APPENDIX V APPENDIX V 

deficiency letters as well as a full response when the review is can- 
pleted. In additicn, the agency is revising the investigatiural new 
drugs and NDA regulations to make their responses to applications more 
timely. 

When an applicant is respnsible for delaying approval of a drug, FDA 
has r-o legal authority and little leverage to force the applicant to 
correct the applicaticn. If a manufacturer has made a decision not to 
cunplete an application because of its mnpeting priorities, then FDA 
should not interfere. 

GAO Reconaendaticn 

- Expedite developnent of an improved Post-marketing 
surveillance program, and provide for feedback cn the 
results of the program to reporting physicians. 

HEWCammnt 

We cmcur. Considerable progress has already been made toward imple- 
menting this reamnendaticn. Since 1977 FDA has been engaged in a joint 
venture with the Naticnal Bureau of Standards Center for Field Services 
to determine the best method for identifying adverse effects of new 
drugs within the first five years follauing aPprova1. 

FDA has made ccnsiderable progress and improvements in its post- 
marketing surveillance system in recent years. The recent report of the 
Joint Cormissian cn Prescripticn Drug Use describes in detail the am- 
prehensiveness of the U.S. system. 

FM has established registries of eye and liver reactions to drugs, 
increased its activities to collect information about drug reactions 
through the Bcston Collaborative Drug Surveillance Program, a program 
which is designed to estimate the rate of drug reactions as well as 
their nature and severity and supports other intensive surveillance and 
event monitoring systems through extramural contracts. This information 
derived from these sources is essential in assessing the risks asso- 
ciated with drugs and in determining whether the risks outweigh the 
benefits. Other recent efforts include: (1) monitoring medical litera- 
ture and publishing alerts of adverse drug effects; (2) analysis and 
publication of drug use trends; and (3) increased intramural activity to 
gather and disseminate informatim about adverse drug reactions. An 
exan@e tiich shows the capability of the pt-marketing surveillance 
system in the U.S. was the recent removal of ticrynafen Fran the market 
fcx liver toxicity six mnths after it was introduced. This reaction 
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had not been flagged in France after 2 years of being marketed. The 
United States is mique armcng major drug regulatory countries for its 
legal requirement that drug firms report pranptly adverse reactims to 
the FDA. 

Health professionals who report adverse drug reactims are given 
feedback in the form of a letter and a axnputer printout of other 
reactions reported m the same drug. 

GAO Recanaendation 

- Require that the FDA formally clarify its policy m the 
acceptance of foreign data. 

HEW Canrent 

We occur. FDA published a regulatim in April 1975 (set forth at 
21 CFR 312.20) establishing the basis qxn which foreign data may be 
suhnitted in support of a new drug aplicatim. Because G?O has 
expressed belief that there is cmfusim within the industry m this 
issue, m)A will issue a statement to clarify its policy of the accept- 
ability of foreign data. 

pa Reconaendatim 

We recoarnmd that the Secretary direct the FDA Camnissimer to evaluate 
the Bureau of Drugs informatim systems to determine hew well they serve 
the drug review process. This effort should consider the need to: 

- Increase the awareness of drug reviewers to existing 
informatim systems. 

- Make the existing systems mre respmsive to the needs of 
drug reviewers 5 conducting more ccqrehensive surveys of 
the reviewers’ needs. 

- hcourage user participatim in the developaent or 
redesign of information systems. 

- Expedite the assessment of the potential benefits of using 
microfilm or microfiche subnissims of new drug applica- 
tions. 
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We ancur. We will take steps to make appropriate information systems 
more accessible to the reviewers. Many of the existing systems were 
designed to assist the management of the review process or the handling 
of data for certain purposes, ax-d were not intended to aid individual 
reviavers. EDA will continue to evaluate the use of microfiche 
techn31oqy. 

GAO Reromnendation to the Congress 

We reammend that the Congress ccmsider: 

- Kzdifying the FDsC Act to protect the confidentiality of 
drug experience reports sutxnitted to FDA by physicians, 
hospitals and others. 

We ~33 rpt o2ncur. The Report is in error in stating that the identity 
of patients, reporting physicians, hospitals, or clinics is currently 
disclcsable urtder the Freedcan of Informatim Ret. FQA does not reveal 
such informtion, ard repetition of this misconeption in this Report 
could impede the agency’s efforts to obtain voluntary reports of adverse 
drug reactions. 

GAO Recommendation to the Congress 

- Establishing by law a ccmRittee which wzuld have the 
resmsibility to review ard approve or reamnerd approval 
of all impcatant new drugs. Consideration might also be 
given tu authacizing experts who have a vested or finan- 
cial interest in a drum firm tp be appointed as a r-on- 
voting member of the ccmnittee. 

HEN camIent 

We do r0t concur. There are basic differences in the @iloso@y and 
style of govennnent between the United States an3 other countries of the 
world that en@oy expert comnittees to judge which drugs may be marketed 
and which may not. Such a system offers ry) advantage in the U.S. over 
the present system and presents several disadvantages. 
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In the U.S. three factors make the situation different than in other 
countries: (1) regulatory decisimmaking is conducted in the open m 
the basis of docunented evidenm and with proper procedural protections 
fcx the rights of all parties; (2) petitimers before the government 
have the right to sue the government to resolve differences of cpinim 
between the petitioner and the government; (3) public Cmgressimal 
oversight over govennnent programs is axaam. These basic factors would 
prevail in this country and influence the drug approval process even if 
a single prestigious amnittee were established to review and a-rove 
dL-Up. Thus, we do not believe this r ecunaendatim would speed up the 
drug approval process. 

Currently, FDA employs 13 scientific advisory canaittees aqxeed of 
experts in the medical specialties b which the drugs of particular 
classes are used, clinical pharmacologists, and bianetricians as 
epidemiologists. The agency is in the process of aRpinting cmsuner 
endorsed nominees to the axsaittees as full voting members. lte asnnit- 
tees assist FDA in evaluating the safety and efficacy of new drugs and 
advise the agency m whether certain drugs are supported by substantial 
evidence of effectiveness. The agency cmsiders the ccmnittees’ advice 
in its decisimmaking. 

We do rot concur with the GRO proposal that mnsideratim be given to 
authmizing experts with vested or financial interests to serve m the 
suggested major misaittees proposed or FDA’s current advisory cxxsait- 
tees. See discussim under point 4 of the General Canaents. 

GAO Recamiendation to Congress 

- Giving FDA authority to restrict the distribution of new 
drugs so that they could only be used, for example, by 
certain specialists, or administred mly in a hospital 
setting. Provisions for sti authority are included in 
pending legislation. 

HIM Ccanaent 

We concur. This reoznnendatim is included in legislation propcsed by 
the Adnunistratim (Drug Regulatim Reform Act of 1979). 

(108790) 
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