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Dear Mr. Chairman: 

In your letter of February 5,1991, you asked us to examine the Food 
and Drug Administration’s (FDA) procedures for approving and moni- 
toring over-the-counter (arc) drugs in order to identify potential vulner- 
abilities in these procedures that could result in the approval and 
marketing of unsafe and ineffective drugs1 On July 17, 1991, we pro- 
vided an oral briefing to your staff on the results of our review. Fol- 
lowing the briefing, you asked us to conduct additional analyses to 
compare the procedures for mc drugs with those for prescription drugs 
and to provide the Subcommittee with a written report of our findings. 
This report responds to your request. 

arc drugs are a common part of our daily lives. Products such as 
antiperspirant deodorants, mouthwashes, cold remedies, and analgesics 
are used by millions of people every day. Estimated arc drug sales in the 
United States for 1990 were $11.2 billion, or nearly 2 percent of all 
national health care expenditures.2 FDA has estimated that there are 
between 125,000 and 300,000 different mc products currently being 
marketede3 

In our review of selected epidemiological literature and media accounts, 
we found numerous examples of the health hazards that can be associ- 
ated with the use and abuse of widely used OTC drugs. As might be 
expected, many problems are associated with user abuse or interaction 
effects of multiple drugs. For example, long-term use of acetylsalicylic 

1 The 1961 Durham-Humphrey Amendment to the Federal Food, Drug, and Cosmetic Act of 1938 
created two categories of drugs: (1) those restricted to sale by prescription, and (2) those that can be 
sold without prescription (that is, over the counter). The principal factors that decide the prescription 
or OTC status of drugs are the margin of safety, method of use and collateral measures necessary to 
use, benefit-to-risk ratio, and adequacy of labeling for self-medication. 

2 These are the latest statistics available from the Nonprescription Drug Manufacturers Association, 
an industry trade association. 

3 FDA’s inability to provide a precise or even a usable estimate is discussed in the Principal Findings 
section of this report. 
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acid, the active ingredient in aspirin, has been linked to bleeding ulcers 
and hearing loss. Acetaminophen, the active ingredient in other 
analgesics, has been associated with fatal liver damage when combined 
with alcohol consumption, and kidney damage when taken over an 
extended period of time. Ibuprofen, the active ingredient in still other 
analgesics, has been associated with kidney damage and ulcers when 
taken for a long period of time or in large dosages. 

arc drug products have also been linked with adverse health conse- 
quences not necessarily arising from abuse or misuse. For example, guar 
gum-which is used in some OTC diet and laxative products-has been 
associated with several cases of nonfatal choking. Problems caused by 
product mislabeling and the occurrence of adverse effects that were 
identified only after the product had been approved for marketing and 
distributed have also been associated with serious patient injury. Addi- 
tionally, recent congressional hearings have raised serious concerns 
about both the safety of certain OTC appetite-suppressant products and 
their association with bulimia and anorexia.4 The prevalence of WC 
drugs in our society, the absence of trained health care providers acting 
as intermediaries, and the potential for patient deaths or serious injuries 
are all factors that underscore the importance of adequate regulation 
and monitoring of cm drugs marketed in the United States. 

Results in Brief In our comparison of FDA regulation of CYE and prescription drugs, we 
found several differences in how FDA ensures the safety and effective- 
ness of arc and the safety and effectiveness of prescription drugs. Spe- 
cifically, we found that (1) unlike prescription drugs, many arc drugs 
have not been required to demonstrate their safety and effectiveness 
before being made available to the public; (2) during FDA inspections for 
compliance with current good manufacturing practices (CGMP), FDA has 
statutory authority to inspect records and documents of prescription 

a 

drug manufacturers but not those of (JTC drug manufacturers; and (3) 
FDA collects less postmarketing surveillance information and conducts 
fewer product performance analyses for arc drugs than for prescription 
drugs. Postmarketing analyses routinely conducted for prescription 
drugs include patterns of usage, the magnitude of any identified 
problem and the appropriate level of response, and trends in adverse 

4 U.S. Congress, Juvenile Dieting, Unsafe Over-the-Counter Diet Products, and Recent Enforcement 
Efforts by the Federal Trade Commission. Hearing before the Subcommittee on Regulation, Business 
dpportunities, and Energy, House Committee on Small Business (Washington, DC.: U.S. Government 
Printing Office, Sept. 24, 1990). 
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reactions. (See appendix I for a summary comparison of FDA regulatory 
controls for OT% and prescription drugs.) 

Scope and 
Methodology 

This study examined FDA'S policies and procedures for the regulation of 
pharmaceuticals produced and marketed in the United States. We lim- 
ited its scope to the relevant legislation, currently prescribed FDA 
requirements and procedures for regulating and monitoring (~fc and pre- 
scription drugs, and implementation mechanisms.6 Finally, although in 
our review we found numerous examples of health hazards associated 
with (JTC drugs, we did not attempt to determine the extent of these 
hazards as they affect public health. 

Our methodology combined qualitative and quantitative data to develop 
a dynamic model and description of FDA’S regulation of drugs, as well as 
to identify the points of divergence between OTC and prescription drugs, 
gaps in regulations and regulatory authority, and potential conse- 
quences. We reviewed and analyzed the legislative history, FDA’S policies 
and procedures documents related to drug regulation, and selected 
empirical literature. We conducted structured interviews with F’DA offi- 
cials in the Center for Drug Evaluation and Research and knowledgeable 
persons in the private sector to confirm and clarify the documentary 
evidence and to identify other issues and perspectives. Finally, we 
obtained summary statistics for the period of 1985-90 from FDA on the 
size of the industry, FDA’S progress toward completion of the (JTC drug 
regulations, the number of new drugs reviewed, inspections of drug 
manufacturers, and reported problems with marketed drugs. 

We conducted our review between March and June 1991 in accordance 
with generally accepted government auditing standards. 

’ FDA’s regulation of UI’C and prescription drugs occurs at three stages that correspond to the life 
cycle of a drug produd: (1) premarket approval, (2) production quality assurance, and (3) 
postmarketing surveillance. FDA may invoke regulatory sanctions at any stage of the product’s life 
cycle. The sanctions available are warning letters to manufacturers, recommendation of a product 
recall, injunctions, seizures, and prosecutions. Iz@nctions, seizures, and prosecutions require judicial 
review before they can be invoked by FDA. The other options are within FDA’s independent regula- 
tory authority and may be exercised without judicial review. 
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Principal Findings 

Premarket Approval There are four principal routes through which a manufacturer may 
obtain FDA approval to market a drug product: (1) compliance with an 
FDA regulatory statement (called a monograph) that specifies the ingre- 
dients, dosage, labeling, mode of administration, and the combination of 
generally recognized safe and effective ingredients permissible in the 
product;6 (2) submission of a new drug application (NDA) that includes 
sufficient data from clinical studies to permit its evaluation from spe- 
cific technical viewpoints, including chemical, pharmacological, medical, 
biopharmaceutical, and statistical;7 (3) submission of an abbreviated 
new drug application (ANDA) for products with the same or very closely 
related active ingredients, dosage form, strength, administration route, 
use, and labeling as a product that has already been approved as safe 
and effective;” and (4) submission of a new drug application supplement 
for changes in a product that already has an approved NDA.~ (See figure 
1.1 

s This route is applicable only to OTC drug products. 

7 An approved NDA represents FDA’s determination that the specific drug product is safe and cffec- 
tive for its intended use. 

* This is the principal route to market for drug products that are bioequivalent and identical in for- 
mulation to a product currently on the market, and it is applicable to both CrrC and prescription 
drugs. These types of drugs are often referred to as “generic drugs.” 

0 Examples of product changes include the introduction of a capsule form of a product that was 
approved in pill form, or the use of new technology in the manufacturing process. 
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Figure 1: Requirements and Procedure8 
for Obtainlng FDA Approval to Market 
OTC and Prescription Drug8 

Drug Status Approval Route 

between 1938 
l 

D monograph 

I I I I 

_--------- 
_--.------ (generic drugs) 

- OTC 
----D Rx 

aTo qualify for exemption, the product and labeling must be exactly the same as in 1938 
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In 1972, FDA began a review of arc drugs as part of the 1962 congres- 
sional mandate to review drugs approved between 1938 and 1962.10 The 
review, also known as the monograph program, is the principal route to 
market for arc drugs. 11 Drug products that the manufacturer determines 
meet the requirements of the relevant monograph may be marketed 
without any FDA review. For example, since the monograph that 
prescribes the requirements for aspirin is complete, a manufacturer may 
produce and market a conforming product without FDA approval. 

As of June 199 1, however, nearly 30 years after the legislation was 
enacted, FDA has promulgated only 34 of the 71 proposed monographs 
into final rules. Additionally, FDA has adopted a policy that extends the 
coverage of the monograph program to all arc drugs that were marketed 
up to 1972. As a result of this extension, FDA has exempted an undeter- 
mined number of individual (JTC drug products first marketed between 
1962 and 1972 from the NDA requirement to show proof of their safety 
and effectiveness.12 The monograph program, as it is implemented, 
makes the adequacy of FDA'S regulation and monitoring of production 
quality assurance and postmarketing surveillance activities critical to 
protecting the public health. 

In contrast to the arc monograph program, the NDA, ANDA, and NDA sup- 
plement routes are applicable to all requests to market a prescription 
drug or OTC product first introduced into commercial distribution after 
1972.13 All of these programs require a review by FDA of the safety and 
effectiveness data for each drug product before it is approved for mar- 
keting. This premarket review includes the results of clinical trials on 
humans. 

lo The OTC monograph program is FDA’s response to the 1962 Harris-Kefauver Amendments to the 
Federal Food, Drug, and Cosmetic Act of 1938 (P. L. 87-781). 

1 ’ The OTC review is a three-phase rule-making process that includes an advance notice of proposed 
rule-making (advisory panel recommendation on the safety and effectiveness of active ingredients 
and on labeling), proposed rule-making (tentative conclusions based on advisory panel’s findings, 
public comment, available data, and tentative final monograph), and a fiial rule that identifies those 
active ingredients that are generally recognized as safe and effective for specified uses and that may 
be marketed in OI’C drug products for each therapeutic class (for example, antacid and analgesic). 

I2 FDA’s lack of an accurate listing of the OTC products being marketed is discussed in the 
Postmarketing Surveillance section of this report. 

I3 Insulin and antibiotic drugs are exceptions in that they follow a procedure that combines parts of 
the NDA and monograph programs. 
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In addition to the routes for initial marketing approval for prescription 
and arc drugs, there are several options available to FDA or a drug manu- 
facturer to change the marketing status of a product from prescription 
to orc.14 Ibuprofen (200 milligram tablets) and topical hydrocortisone 
are recent examples of drugs that were initially available to the public 
only by prescription and are now (JTC products. Since 1972, about 46 
prescription drug ingredients, many of them in cough or cold remedies, 
have been switched to crrc status. As of March 13,1991, there were 10 
prescription drugs with pending NDA “switches” to arc status.16 

For the public, the change of a drug’s marketing status carries both ben- 
efits and risks. Historically, a switch from prescription to arc status for 
a drug has generally meant an increase in the availability of more effec- 
tive drugs for consumer self-medication and a reduction in overall 
health care expenses. However, when the drug becomes available over 
the counter, reduced intervention by trained health care professionals 
and reduced FDA monitoring increase the potential for overuse and 
misuse of the drug.16 As the possibility of adverse occurrences increases 
with the widespread public availability of (JTC products, so again does 
the criticality of production quality assurance and postmarketing sur- 
veillance activities. 

Production Quality 
Assurance 

The CGMP requires manufacturers of both arc and prescription drugs to 
maintain customer complaint files, equipment maintenance logs, and 
other manufacturing records. However, FDA does not have the statutory 
authority to inspect the records of CJE drug manufacturers as it does of 
prescription drug manufacturers. The agency is only able to inspect 
records that are on display at the time of the inspection or that are vol- 
untarily provided by the manufacturer, FDA officials said that drug man- 
ufacturers will generally provide access to their records upon request. a 

I4 FDA can switch a drug’s marketing status under its own initiative, which may include incorpo 
rating that drug into the development of an OTC monograph. Manufacturers may obtain an approved 
NDA supplement from F’DA or petition FDA to modify an existing OTC monograph to include the 
prescription drug. 

I6 On rare occasions, some drugs go from OTC availability to prescription status. The most notable 
case occurred in the 1970’s when hexachlorophene was widely available as an antibacterial agent in 
soaps and powders. However, it was reclassified when it was discovered that infants dusted with 
powder containing the drug suffered brain damage. 

Ifi For example, ibuprofen was prescribed for chronic arthritis in 400 milligram doses. When it was 
designated for OTC usage in 1985, it was marketed as a general pain reliever in smaller dosages. The 
switch can result in an increased risk that people will use the OTC products at prescription strength 
for conditions that require trained health care professionals to diagnose. 
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According to FDA, large manufacturers are more likely than small ones to 
provide limited access or no access to CGMP-related documents. Small 
manufacturers will almost always provide access to the requested docu- 
ments, perhaps through ignorance of their option not to provide them. 
When access is denied, FDA inspectors interpret this as an indication of a 
potential problem situation. In an effort to compensate for the manufac- 
turer’s failure to provide access to records, FDA may use such techniques 
as increasing the scope and depth of their observational inspection of 
the production facility. 

Although an individual manufacturer of arc drugs may receive informa- 
tion about adverse effects associated with its products, may record that 
information in its complaint files, and may take remedial action, the 
efforts of a single manufacturer may not be sufficient to protect the 
public health against a problem that is industrywide. Similarly, 
problems in the manufacturing process, such as with equipment calibra- 
tion or sterilization, may be recorded. But because it lacks the authority 
to inspect OTC records, FDA may be unable to fully protect public safety 
and health or to validate compliance with the CGMP regulation and, thus, 
an (JTC company’s ability to produce a quality product. 

FDA’S lack of full access to OT(= drug manufacturers’ records and files 
denies the agency a critical source of information on the nature and 
scope of postmarketing problems associated with arc drug products. In 
addition, this lack of full access limits FDA’S ability to evaluate the effec- 
tiveness of the manufacturers’ efforts to analyze complaints, remedy 
problems, and generally produce a safe and effective product. In effect, 
the current situation hinders FDA from fully carrying out its mandate to 
protect the public health and to provide reasonable assurance of the 
safety and effectiveness of OTC drugs. 

Postmarketing 
Surveillance 

Our research indicates that FDA obtains only limited information on the 
postmarketing performance of crrc drugs in comparison with that avail- 
able on prescription drugs. This lack of postmarketing information is 
exacerbated in the case of arc drugs subject to the monograph process. 
Monograph-controlled OTC drugs represent the majority of all arc drugs, 
yet they are the category of drugs for which FDA’S postmarketing sur- 
veillance system provides the least amount of information. (See 
appendix I.) FDA does not require manufacturers of OTC monograph 
drugs to report adverse reactions experienced by their customers. 
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Additionally, FDA does not know, and is unable to determine, the number 
of arc products currently being marketed in the United States.” FDA 
requires manufacturing firms to notify FDA of the products it markets.‘* 
However, in 1986, FDA assigned a low priority to maintenance of the OM: 
product listing files. 19 Without information on the number of OTC prod- 
ucts marketed, FDA is unable to evaluate the relative magnitude of any 
identified problem with an CYE product and, in addition, does not know 
how many an= products are being marketed in therapeutic categories 
that still lack finalized monographs. The net effect is that FDA is una- 
ware of (1) the number of individual arc products currently being mar- 
keted and (2) whether these products are safe and effective as 
determined by any type of FDA review. 

Agency Comments As requested by your office, we did not obtain formal agency comments. 
However, we received and incorporated as we deemed appropriate com- 
ments by responsible agency officials on earlier versions of this report. 

As agreed with your office, unless you publicly announce its contents 
earlier, we plan no further distribution of this report until 30 days from 
its date of issue. At that time, we will make copies available to inter- 
ested organizations, as appropriate, and to others upon request. 

I7 We found the same problem in April 1982 and recommended that the Secretary of Health and 
Human Services “...establish for each category of drug product a complete master list of firms manu- 
facturing the drug and a list of the products aa they are identified for each monograph.” See FDA’s 

roach to Reviewing Over-the-Counter Drugs Is Reasonable, But Progress Is Slow, GAO/ - 
2 - _ 41 (Washington, DC.: April 1982) p. iv. 

ls A drug product is more specific than the brand. For example, lOO-count bottles of 260 milligram 
tablets and lOO-count bottles of 600 milligram tablets of aspirin made by one manufacturer would be 
considered by FDA as two products. Likewise, a manufacturer’s lOOcount bottles of 260 milligram 
capsules and lOO-count bottles of 260 milligram tablets of aspirin would be considered two products. 

I0 According to an FDA official, the agency has since changed that policy. However, UX manufac- 
turers have been slow to comply with the listing requirement. 
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If you have any questions or would like additional information, please 
call me at (202) 276-1864 or Kwai-Cheung Chan, Director of Program 
Evaluation in Physical Systems Areas, at (202) 2753092. Other major 
contributors to this report are listed in appendix II. 

Sincerely yours, 

Eleanor Chelimsky 
Assistant Comptroller General 
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Application of FDA Regulatory Component by 
Marketing Status 

Regulatory component 
Premarket approval 

Clinical trials 

FDA review 

Marketina status 
Prescription OTC NDA Monograph 

Yes Yes No 

Yes Yes No 

FDA approval 
Product quality assurance 

CGMP 
Access to comolaint files 

Yes 

Yes 

Yes 

Yes No 

Yes Yes 

No No 

Postmarketing surveillance 

Listing file 
Reaistration file 

Yes 

Yes 

Yes 

Yes 

Yes - 
Yes 

National drua code Yes Yes Yes 

Manufacturer drug distribution reports 

Prescription reports 

Drua Oualitv Reoortina Svstem 

Yes 

Yes 

Yes 

No 

No 
Yes 

No 

No 
Yes 

Adverse Drua Reaction reports Yes Yes No 

Consumer complaints 
Pharmaceutical literature 

NDA field alerts 

Advertising 
Label review 
Product chanaes 

Yes 

Yes 

Yes 

Yes 

Yes 

Yes 

Yes 

No 
No 

Yes 

Yes 

Yes 

No 
Yes 

Yes 

No 
Yes 

No 

Page 12 GAO/PEMD-92-9 Nonprescription Drugs 



PW 

hzzi Contributors to This Report 

Program Evaluation 
and Methodology 

Gerald L. Dillingham, Assistant Director 
Cameron J. Counters, Project Manager 

Division 

Page 13 GAO/PEMD-92-9 Nonprescription Drugs 



Bibliography 

“Abbreviated New Drug Application Regulations; Proposed Rule.” 64 
Fed Reg. 28,872 (July 10, 1989). 

Anello, Charles. “Postmarketing Surveillance Legislation: Structure and 
Results.” Pharmaceutical Medicine, 2 (1987), 11-22. 

Baumgartner, Kenneth C. “A Historical Examination of the FDA'S Review 
of the Safety and Effectiveness of Over-the-Counter Drugs.” Food Drug 
Cosmetic Law Journal 43 (lQSS), 463-94. 

Brushwood, David B., and Karen J. Tietze. “Regulatory Controversy 
Surrounding Ipecac Use and Misuse.” American Journal of Hospital 
Pharmacists, 43 (January 1986), 167-61. 

Budiansky, Stephen. “New Snake Oil, Old Pitch; For Every Malady, a 
Cure-But Some of Them Are Downright Dangerous.” U.S. News & 
World Report (December 8,1986), 68-70. 

Cowley, Geoffrey. “Some Counter Intelligence: Consumer Drugs Aren’t 
as Friendly as They Look.” Newsweek, 115 (March, lQQO), 82. 

“Food and Drug Administration, Department of Health and Human Ser- 
vices, Drugs for Human Use.” 21 C.F.R. parts 300-499 (May 1990). 

Fredd, Stephen B., et al. “The arc Drug Approval Process.” The Amer- 
ican Journal of Gastroenterology, 85 (January 1990), 12-14. 

“Human and Veterinary Drugs: Good Manufacturing Practices and Pro- 
posed Exemptions for Certain CYE Products, Part II.” 43 Fed. Reg. 46,013 -- 
(September 29,1978). 

4 
Johnson, Daniel R. “Policy Developments Affecting Over-the-Counter 
Drugs.” Food Drug Cosmetic Law Journal, 41 (July 1986), 267-67. 

Meier, Barry. “Widening Drug Availability: Two Views.” New York 
Times (February 23,1991), 48. 

MacLeod, Donald C. “Nonprescription Drug Approval: Therapeutic 
Strategy or Marketing Decision?” DICP, The Annals of 
Pharmacotherapy, 23 (July-August 1989), 606-09. 

Nesmith, Jeff. “Over-The-Counter Drugs May Make Frequent Headaches 
Worse.” Atlanta Constitution (July 2, lQQl), B-4. 

Page 14 GAO/PEMD-92-9 Nonprescription Drugs 



Bibliography 

Rachanow, Gerald M. “The Switch of Drugs from Prescription to Over- 
the-Counter Status.” Food Drug Cosmetic Law Journal, 39 (1984), 201- 
10. 

US. Congress, House Subcommittee on Regulation, Business Opportuni- 
ties, and Energy. Juvenile Dieting, Unsafe Over-the-Counter Diet Prod- 
ucts, and Recent Enforcement Efforts by the Federal Trade Commission. 
Washington, DC.: U.S. Government Printing Office, 1990. 

US. Department of Health and Human Services, Food and Drug Admin- 
istration. From Test Tube to Patient: New Drug Development in the 
United States. Pub. no. (FDA) 88-3168. Washington, D.C.: January 1988. 

U.S. Department of Health and Human Services, Food and Drug Admin- 
istration. Office of Drug Evaluation: Statistical Report. Washington, 
DC.: 1989. 

U.S. Department of Health and Human Services, Food and Drug Admin- 
istration. An Introduction to FDA Drug Regulation: A Manual for Phar- 
macists. Washington, DC.: 1990. 

US. Department of Health and Human Services, Food and Drug Admin- 
istration. Selected 1990 Information and Accomplishment Data. Wash- 
ington, D.C.: January 1991. 

US. Department of Health and Human Services, Food and Drug Admin- 
istration Guideline on the Preparation of Investigational New Drug 
Products (Human and Animal). Washington, D.C.: March 1991. 

Weiss, Peter. “Don’t Underestimate Non-Prescription Drugs: Painkiller 
Misuse Can Be Deadly.” San Jose Mercury News (April 30,1991), 1-E. 4 

Young, Amy E. “Mixed Messages: Food and Drug Administration Rules 
on Labeling of Ibuprofen.” Common Cause Magazine, 15 (1989), 11. 

(073360) Page 15 GAO/PEMD-92-9 Nonprescription Drugs 

, 





rr.S. (;tvit~ral Accoatiting Office 
P.O. Box 6015 
(hithtmtmrg, MI) 20877 

Ortlt~rs may &o bt* plactvi by calling (202) 2756241 






