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Options

E ffective pharmaceuticals have been directly responsible
for major gains in health around the world during the lat-
ter half of the 20th century. Continued growth in the in-
ternational pharmacopoeia creates the potential for

greater improvement, but only if prescribers of products have the
information they need to use products safely and effectively.
While appropriate “labeling” is the norm in the United States, it
has not always been so in developing countries. Out of concern
for this issue, OTA was asked to examine the current labeling
practices of U.S.-based multinational corporations for the prod-
ucts they sell in the developing world.

OTA evaluated a sample of labeling by U.S. companies in
four developing countries. Half the products evaluated had label-
ing that was either entirely appropriate or had relatively small
problems. The other half diverged significantly and seriously
from the standard. Physicians relying on the information provid-
ed with those products could put patients at undue risk, provide
less-than-effective therapy, or both. This may happen whenever
physicians are not fully informed about specific dangers of the
drugs they are prescribing, or when they are given to believe that
the drug is effective for a condition when effectiveness has not 1’
been established.
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It should be emphasized that OTA examined only the labeling
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of U.S.-based companies because it is those companies that are
of interest to Congress, and those companies that can be influ- i~
enced by U.S. law and policy. Previous studies in this area have
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found, uniformly, that U.S. companies provide at least as good
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● .
or better information than do companies based elsewhere.

. .. .
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Nothing in this report should be used to denigrate the operations 1

of U.S.-based companies in comparison with their international
competitors.
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2 I Drug Labeling in Developing Countries

The results of the OTA survey set the stage for
exploring ways to improve drug labeling in de-
veloping countries. This report discusses the
pharmaceutical labeling requirements imposed
on U.S.-based companies by the laws of the
United States and the barriers to U.S. regulation
of their labeling in other countries. Concern
about prescribing information in developing
countries is demonstrated by activities of United
Nations agencies, particularly the World Health
Organization, and those of private industry and
consumer groups, which also are described in
this report. Options for the Congress to consider
are presented at the end of this chapter.

THE REQUEST FOR THIS ASSESSMENT
In debates preceding passage of the Drug

Export Act of 1986, concern surfaced about the
quality of drug labeling by U.S.-based multina-
tional companies for the products they sell in de-

Hospital pharmacy in Latin America.

veloping countries. The concern was prompted
particularly by a series of highly visible studies
that had uncovered seriously inadequate labeling
by multinational companies for a number of
products (see appendix A). As a result, Con-
gressman John Dingell, Chairman of the House
Committee on Energy and Commerce, Congress-

man Henry Waxman, Chairman of its Subcom-
mittee on Health and the Environment, and
Senator Edward Kennedy, then Ranking Mi-
nority Member of the Senate Committee on
Labor and Human Resources, asked OTA to un-
dertake this assessment. They asked OTA to eval-
uate labeling by U.S.-based companies by:

comparing] the labeling of the drugs sold in
such country and the labeling approved for such
drugs under the Public Health Service Act of
the Federal Food, Drug and Cosmetic Act and
determine whether any labeling differences are
based on valid scientific evidence, including
clinical investigations.

THE OTA DRUG LABELING SURVEY
This study, the first on this topic sponsored by

a national government, began in 1987, and the la-
beling evaluated was current from about 1988 to
1990. Samples of labeling from Brazil, Kenya,
Panama, and Thailand were evaluated during this
time. The process involved recognized medical
experts recruited to an “Expert Review Group” in
addition to OTA staff. The participating compa-
nies were provided two successive opportunities
to respond to OTA’s evaluations of their labels
and to provide additional material to support
their cases when they disagreed with OTA.

The major research-based multinational phar-
maceutical companies with headquarters in the
United States, 18 in all, were included in the sur-
vey. Their cooperation, in providing labeling ma-
terial and reviewing two iterations of the product
evaluations, was essential to the completion of
this study.

The type of labeling information analyzed
varied according to what was available. In gener-
al, OTA tried to use the most complete source
that would be available readily to most physi-
cians in the study countries. The preferred source
was a package insert and the associated informa-
tion printed on drug containers. In some cases,
companies supplied package inserts pending ap-
proval by the foreign drug regulatory authority,
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and in those cases, that was OTA’s source mater-
ial. Since not all products are accompanied by in-
serts, “prescribing guide” entries were used for a
number of products. This was more prevalent for
products from Panama, as inserts are not re-
quired there. Prescribing guides-quick refer-
ence volumes—are ubiquitous in developing
countries, and are acknowledged to be the first
line information source for physicians in many
places.

There is no gold standard to apply as an objec-
tive comparator for drug labeling around the
world. Even the U.S. labeling, approved by the
Federal Food and Drug Administration (FDA), is
not the only or most authoritative source of pre-
scribing information. Any standard that could be
adopted for this study incorporates an element of
subjectivity, leading to results that might differ
somewhat depending on who was making the
judgments. OTA adopted a standard of “medical
importance” for judging the information on sam-
ple labels. It was intended to identify definite
problems with labeling information that would
be subject to little or no variation in different
parts of the world. It would not be appropriate,
nor was it intended, as a standard for developing
new labeling. In practice, this means that OTA
initially questioned, and in the end identified as
problems, points of potential importance to phy-
sicians attempting to use the products in a safe
and effective manner. Both information judged
missing from the label and information present
but misleading in some way contributed to the
evaluations.

OTA did use the FDA-approved labeling as an
initial “screen” for the sample labels of products
that were available in the United States. If one
were to stop at that point, however, the result
would be a long list of “differences’’ -thousands
for the 241 products evaluated fully in the survey,
the meaning of which would be uncertain. OTA
used the “medical importance” standard to sepa-
rate the important differences from trivial ones.
Only the important differences entered into the

further evaluation and analysis. A significant
point is that no labeling was held to a higher
standard than that set by the U.S. labeling.

The OTA survey captures a “snapshot” of de-
veloping country labeling in the late 1980s to
early 1990s-one point in a dynamic process.
All the companies that participated in the survey
are continually updating their labels all over the
world, so the problems identified by OTA might
be the result simply of a time lag between
changes made in the United States but not yet
completed in the study countries. This does not
appear to be the case: while some of OTA’s
queries concerned recent developments, e.g., the
need for warnings based on relatively new infor-
mation, the vast majority did not.

 Survey Results
Of the 273 products in the survey, 241 were

evaluated fully. The remaining 32 were excluded
for a variety of reasons, most because they were
no longer being marketed at the time OTA evalu-
ated them. The information for each product was
examined and scored in each of 8 categories
(based on the structure of the U.S. label, but
without regard to where the information ap-
peared in the sample labels):

1.
2.
3.
4.
5.
6.
7.
8.

description and clinical pharmacology,
ingredients,
indications,
contraindications,
warnings and precautions,
adverse reactions,
dosage and administration, and
overdosage.

Scores for individual categories were based on
the amount and seriousness of divergence from
the medical importance standard, and ranged
from O (no significant divergence) to 2 (greatest
divergence). This can be taken as a measure of
the potential risk to patients from the labeling.

Overall product scores were calculated on the
basis of the category scores, and ranged from O to
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3, with O signifying no important divergence and
3 signifying the greatest divergence. About half
the products had labels that were either com-
pletely in accord with OTA’s medical importance
standard, a score of O (using the FDA-labeling as
a ceiling), or diverged to a small but medically
important degree (score of 1). About 25 percent
scored 2, and about 25 percent scored 3 (see table
l-l).

Table l-l-Summary of Overall Scores

Overall score Number of products

o . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 78( 32%)
1 . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 40( 17%)
2 . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 64( 27%)
3 . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 59( 24%)
All fully evaluated . . . . . . . . . . . . . . . . . . . . . 241 (1OO%)

Not fully evaluated . . . . . . . . . . . . . . . . . . . . 32
Total in original sample ................ 273
Degree of divergence from medical Importance standard:
0- No divergence from medical importance standard
1 -At least one category score = 1; no score >1
2 -No more than one category score= 2; other categories may -0 or 1
3 -At least two category scores -2

NOTE: Sea text for details of scoring.

SOURCE: Office of Technology Assessment, 1993.

ANALYSIS BY CATEGORY OF INFORMATION
The results by category of information are

summarized below and in table 1-2. The numbers
and percentages reported in each section are
based on the 241 products that were evaluated
fully.

Description and Clinical Pharmacology
Problems were found in 51 (21 percent) of the

description and pharmacology sections of the la-
bels, most of them (45) rated 1, and 6 rated 2. The
most frequent concerns were failure to identify
the drug class of the product and, more common-
ly, failure to include adequate pharmacokinetic
information (especially half-life, metabolism,
and route of elimination).

Ingredients
The ingredients section contributed to a diver-

gence from OTA’s primary or secondary score in
only four cases. This does not include labeling
that failed to list inactive (inert) ingredients, ex-
cept in cases where a particular inactive ingredi-
ent was known to cause an allergic reaction in a
substantial number of patients. Instead, lack of
inactive ingredient lists elicited a score of “R”
which was tracked separately from the rest of the
scores. (In the United States, FDA does not re-
quire that all inactive ingredients be listed in U.S.
labeling, but the companies do list them all rou-
tinely.) In all, 74 labels lacked lists of inactive in-
gredients.

Indications
Indications was one of the most problematic

sections. Sixty-three labels (26 percent) were di-
vergent in this area, and 43 of those were rated 2,
representing the most serious problems. The rea-
sons for these scores were mainly: 1) indications

Table 1-2-Summary of Category Scores

Category
score DCP ING IND cl WP AR DA OD

1 45 (19%) 1 ( o%) 20 ( 8%) 12 (5%) 49 (20%) 25 (10%) 17 (7%) 8 ( 3%)
2 6 ( 2%) 3 ( 1%) 43 (18%) 15 (6%) 79 (33%) 37 (15%) 11 (5%) 37 (15%)
R 74 (31%)

Categories: Category scores:
DCP - Description/Clinical Pharmacology 1 -at least one unresolved query in category with score -1
ING = Ingredients 2. at least one unresolved query in category with score -2
IND - Indications R - lack of inactive (inert) ingredient list
CI - Contraindications
WP - Warnings and Precautions
AR . Adverse Reactions
DA = Dosage and Administration
OD - Overdosage

NOTE: The percentage calculations use 241, the number of fully evaluated products, as the denominator. See text for details of scoring.

SOURCE: office of Technology Assessment, 1993.
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that did not appear in widely accepted drug com-
pendia and for which inadequate evidence of effi-
cacy was presented by the companies, 2) indica-
tions that were overly broad and vague, and 3)
failure to inform when the product was not con-
sidered first-line treatment for an indication.

Contraindications
Contraindications were found to diverge from

the medical importance standard for 27 labels(11
percent), including 15 rated 2, the most serious
score. Contraindications describe patients who
should not receive a drug because, for one reason
or another, the risks of taking it are likely to out-
weigh the benefits. The reasons include:

1.

2.

3.

4.

a medical condition that might interfere
with the metabolism or action of the partic-
ular drug in a dangerous way (e.g., kidney
or liver disease);
the patient is taking a drug that is known to
interact with the product in an unaccept-
able way;
the drug may harm a fetus in a pregnant
woman, or pass through a nursing mother’s
breast milk, potentially harming the child;
and
the drug should not be taken by children
(because of lack of evidence of safety or
because of a known unacceptable adverse
effect) or by frail elderly people.

Warnings and Precautions
More problems occurred in warnings and pre-

cautions than in any other section, and they in-
cluded a high percentage of more serious diver-
gences. Over half the labels evaluated (128)
deviated from the medical importance standard,
and 79 of those were rated 2. Warnings and pre-
cautions cover a broad range of information, so it
may not be surprising to find so many diver-
gences there. The types of problem included:

1. failure to warn of relatively rare but po-
tentially life-threatening effects;

2.

3.

4.

5.

6.

7.

8.

9.

10.

failure to warn of less serious but more
common effects;
providing too weak a warning in relation
to the risk;
failure to warn particular high-risk pa-
tients (e.g., with other chronic diseases);
failure to note interactions with other
drugs;
failure to note effects on laboratory test
results;
omission of instructions for monitoring
patients on the drug;
lack of specificity about possible adverse
effects;
lack of information about use of drug in
pregnancy, in nursing mothers, in pedi-
atric patients, or in the elderly; and
lack of information on possible carcino-
genicity.

Adverse Reactions
Widespread divergences were also noted in

adverse reactions sections of the labels. Just over
a quarter (62) had unresolved queries, of which
59 percent (37) were rated 2. Adverse reactions
omitted ranged from those that might be worri-
some to patients though not medically serious
(e.g., discoloration of urine or other body fluids)
to some that are life threatening (e.g., agranulo-
cytosis, the complete suppression of blood cell
production), but all were considered important
enough for physicians to be fully informed about
them. In some cases, an adverse reaction was list-
ed on the sample label but its severity was under-
stated.

Dosage and Administration (excluding   Overdosage)
Most problems in dosage and administration

had to do with regimens that were either higher
or, in a few cases, lower doses than recommend-
ed in the comparison labeling or in drug compen-
dia, and for which inadequate support existed in
the literature. The divergences occurred both in
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daily doses and in the length of the regimen, and
often involved regimens specifically for infants
or children. In a few cases, the label failed to state
the maximurn length of time the drug should be
taken before either stopping or taking other mea-
sures. Twenty-eight (12 percent) of the labels
scored 1 (17) or 2 (11) in this area.

Overdosage
Failure to include information on the signs and

symptoms of overdosage, and on its manage-
ment, was common. Forty-five (19 percent) of
products diverged from the medical importance
standard in this section, and most of those (37)
instances were placed in the most serious catego-
ry (score of 2). Lack of this information was con-
sidered particularly important if there are specific
measures, as opposed to just general monitoring
and supportive measures, that should be recom-
mended for treatment of overdose.

ANALYSIS BY COMPANY
The number of fully evaluated products per

company ranged from 4 to 25, roughly in propor-
tion to the number of products each company of-
fered for sale in the sample countries. OTA calcu-
lated average overall product scores for each
company (the scale for overall scores is O-3), and
these ranged from O to 2.22, but most fell be-
tween 1 and 2. Two were less than 1, and two
were more than 2. For several reasons, we do not
believe it is useful to try to rank companies by
their scores.

A major factor affecting company scores is the
mix of products in the OTA sample. Many com-
pany product lines tend to clump in particular
therapeutic categories, e.g., antihypertensive
medications or corticosteroid products. Certain
types of product, no matter how they are used,
are unlikely to have effects that are life threaten-
ing or even serious. Such products would almost
never be rated a 3 regardless of the labeling.
Products fitting this description do, in fact, domi-
nate in the sample from the company with the

best (lowest) overall score and form varying pro-
portions of other companies’ products.

In general, the samples by company are not
large enough to sustain rigorous statistical analy-
sis. The wide range of company scores in differ-
ent countries also suggests the need for caution in
generalizing at the company level.

ANALYSIS BY COUNTRY
The average overall product scores for the

sample countries ranged from 1.1 to 1.6 (out of
3), with the average of all scores at 1.4. Medi-
cally significant problems occurred in all coun-
tries and no clear distinctions can be made in a
country-by-country comparison. A sample of
four countries is too small to conclude that label-
ing in all developing countries is in need of im-
provement, but it does suggest it is not an isolat-
ed problem.

 Comparison of OTA Results for One
Company With Labeling From Other
Industrialized Countries

A number of survey companies criticized
OTA’s methodology for accepting a U.S. perspec-
tive on labeling, to the exclusion of established
standards in other industrialized countries. In
particular, they believed that labeling from the
exporting country for each product should be
given weight. Having heard this argument, OTA
asked the companies to indicate the country of
export for each sample product and to provide la-
beling from the exporting country so that a direct
comparison could be made. One company re-
sponded during the study process by comparing
OTA’s interim scores for their products against
labeling for the same or similar products in each
of the 21 countries named in the Drug Export Act
of 1986, and by providing the labeling from some
of those countries to document their analysis.
Sixteen other companies conducted a similar
analysis during their review of the final draft, but
did not provide the supporting materials for cor-
roboration. Their results were reported to OTA
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by the Pharmaceutical Manufacturers Associ-
ation (PMA) in summary form and are not in-
cluded in this report. The single company analy-
sis is described here.

The 21 countries included in the “composite
standard” are named in the Act as having regula-
tory systems adequate to allow the export to them
of drugs not yet approved in the United States,
provided they have already been approved in the
importing country. The company analysis took
each unsatisfied query that OTA had scored 1 or
2 and checked the labeling in each of the 21
countries to see whether they were similar to the
original survey country label on the point OTA
had questioned. If they found a correspondence
with at least 1 of the 21 countries, they consid-
ered OTA’s score invalid and rescored the query
as O. They then retallied the overall scores.

The company’s analysis demonstrates that la-
beling does differ among industrialized coun-
tries, and that if OTA had used a composite of all
industrialized country labels as a standard, the re-
sults of the survey would have been very differ-
ent, and clearly more favorable to the companies.
Neither this company nor the PMA explains why
this composite standard is more appropriate than
OTA’s. It could be argued that a composite stan-
dard incorporating all the warnings,, precautions,
etc., of the foreign labels, and restricting indica-
tions only to those approved in all countries
would be appropriate, unless evidence suggested
otherwise.

 Comparison of OTA Results With WHO
Model Prescribing Information

OTA compared its final product evaluations
with recent WHO model prescribing information
monographs (280,282,283,284,288,289), which
are being prepared to cover all products on the
“Model List of Essential Drugs.” The mono-
graphs represent a consensus of WHO’s Expert
Advisory Panel on Drug Evaluation and are re-
viewed by selected members of Advisory Panels
in relevant areas of medicine and nongovernmen-

tal professional and business organizations (in-
cluding those representing the pharmaceutical in-
dustry).

Twenty-three drugs in the OTA sample were
also included in one of six WHO model prescrib-
ing information monographs now available. OTA
compared the monograph entries with OTA’s
final evaluations of those products. This was
done by checking each of the unresolved queries
with the monographs to see if the monograph
“agreed” with OTA’s evaluation (e.g., if OTA’s
query was for lack of a warning in the sample
label, and the WHO monograph contained the
warning, the monograph agreed with OTA).

Excluding queries about listing inactive ingre-
dients, there were 52 relevant queries. Of these,
the monographs agreed completely with OTA’s
evaluation in 40 cases. In five cases, the mono-
graphs were consistent with some, but not all, as-
pects of the query, and in seven cases, the mono-
graphs agreed with the sample label and not with
the OTA evaluation. This analysis suggests
strongly that the great majority of unresolved
queries in OTA’s product evaluations represent
significant problems in the content of the label,
when measured against another independent
standard. It provides validation of OTA’s method
and standard of evaluation.

THE U.S. PHARMACEUTICAL INDUSTRY
IN DEVELOPING COUNTRIES

U.S. pharmaceutical multinational corpora-
tions (NIFJCs) are leaders in the world market. In
1989, 8 of the top 15 pharmaceutical companies
worldwide, ranked by total sales, were U. S.-
based MNCS. Annual sales averaged $3.5 billion
(198). U.S. companies hold their leading position
by dominating the U.S. domestic market, but they
also have a significant presence in foreign mar-
kets. Foreign sales account for 30 to 50 percent or
more of total sales for most companies (178,
191). The largest foreign markets for U.S. phar-
maceuticals are other industrialized countries, ac-
counting for approximately 82 percent of foreign
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sales in 1989 (177). Although only a minority of
MNC foreign sales are in developing countries,
the majority of drugs available in those countries
are imported, because indigenous pharmaceutical
industries are small (223,279).

With about 75 percent of the world’s popula-
tion, developing countries consume about 21 per-
cent of the world’s pharmaceuticals (by market
value), and well over half of that 21 percent goes
to just a few countries-India, Brazil, Mexico,
Argentina, Egypt, Iran, and South Korea (67,
279). (The percentage of market value probably
understates the percentage of the world’s drug
supply actually consumed in developing coun-
tries, but figures on consumption are not avail-
able. ) Approximately $30 billion per year is
spent by developing countries on pharmaceuti-
cals, and this amount is expected to grow over the
next decade, both in absolute terms and as a per-
centage of the world market (242).

 Influences on Labeling Practices of
U.S. Multinational Pharmaceutical
Corporations

Drug labeling by pharmaceutical MNCs is in-
fluenced by the following factors:

1. Home country: the laws and policies of the
country in which the parent company is
headquartered (the United States, in the
case of U.S.-based MNCs);

2. Host country: the laws and policies of the
foreign country in which the MNC is man-
ufacturing or importing;

3. International organizations: codes of con-
duct or guidelines developed by intern-
ational organizations;

4. Self regulation: internal company policies,
and national and international codes of
conduct developed to standardize certain
practices worldwide; and

5. Public interest groups and consumer ac-
tivists: political and media pressure.

These forces, and how they affect the issue of
drug labeling, are discussed in various chapters
of this report, and summarized briefly here.

THE MULTINATIONAL CORPORATION–
STRUCTURE AND LEGAL CONTROL

There is no single definition of a multinational
corporation (MNC), but the most obvious distin-
guishing characteristic of an MNC is that it has
direct investments in several different countries.
The MNC does not merely market its product in
foreign countries, but directly owns or controls
production or service facilities in those countries.
The foreign operations of a U.S. MNC may take
a variety of forms. In the pharmaceutical indus-
try, foreign operations are usually carried out by
wholly or majority-owned foreign subsidiaries in
“host countries” (65). A U.S. pharmaceutical
MNC may have 50 or more foreign subsidiaries,
but perhaps only a dozen major foreign opera-
tions. The typical MNC owns a small number of
separate plants, each dedicated to manufacturing
active ingredients of a specific type. The active
ingredients are then shipped to local plants where
the final product is formulated and packaged
(205).

A parent corporation may exercise varying de-
grees of control over its foreign operations, from
control of its day-to-day operations to less cen-
tralized management of operations, involving ex-
change of technology, information, capital, and
personnel. Different subsidiaries of the same cor-
poration may be subject to different degrees of
control depending on their type, size, and impor-
tance. The type of corporate structure linking the
parent company to a foreign subsidiary or other
foreign operation is important in determiningg the
degree of control an MNC has over the manner in
which its drugs are marketed in other countries.
Most pharmaceutical MNCs have majority equity
control over their foreign operations, but corpo-
rate headquarters do not necessarily exercise
close control over the management of those oper-
ations.
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MNCs consist of multiple legal entities oper-
ating in various countries. Domestic operations
of U.S. MNCs are subject to U.S. law, and with
respect to certain laws—tax and securities, for
example-a U.S.-based MNC must also account
for its foreign subsidiaries to the U.S. Gover-
nment. Aside from that, by and large, foreign sub-
sidiaries are regulated by the laws of the coun-
tries in which they are located. But the MNC
itself operates as a single business entity that may
adopt business and marketing strategies that take
into account the legal constraints and advantages
of each country in which it operates. As a result
of these and other complexities of MNC busi-
ness, the United Nations and other international
governmental organizations have sought to de-
velop standards to govern the operations of
MNCs in host countries. Pharmaceutical MNC
practices, including labeling, have been the ob-
ject of scrutiny by public interest groups which
have attempted to change MNC behavior through
adverse publicity and direct appeals to the com-
panies. The pharmaceutical industry has re-
sponded to the combined influences of legal re-
quirements and public pressure by creating a
structure aimed at self-regulation. The Inter-
national Pharmaceutical Manufacturers Associa-
tion’s “Code of Pharmaceutical Marketing
Practices” sets out broad guidelines for the pro-
motion of pharmaceutical products. Member
companies believe that this measure is appropri-
ate and that further regulation is unnecessary, but
the effectiveness of the Code is a matter of dis-
pute, particularly by consumer activists.

REGULATION OF DRUG LABELING
BY THE U.S. FDA

All the companies in the OTA survey are U. S.-
based corporations and all market products in the
United States under the stringent controls of the
Federal Food, Drug, and Cosmetic Act
(FDCA)(21 U.S.C. §§321 et. seq.). The FDCA is
implemented by the Federal Food and Drug
Administration (FDA), whose role is that of

health promoter and protector. One of FDA’s pri-
mary functions is to approve drugs for marketing
in the United States and to regulate the manner in
which they may be marketed.

The FDCA regulates only those pharmaceuti-
cals sold in or exported from the United States;
its reach does not extend to pharmaceuticals that
are manufactured, repackaged, and/or sold by the
foreign subsidiaries of U.S. companies. Some
companies do, however, use the U.S. labeling as
a starting point for the development of labeling
for other countries.

 Labeling of Drugs in the United States
In approving new drugs, the FDA must also re-

view and approve all labeling material. Labeling
includes the “label;’ which is the “display of any

Pharmaceutical formulation in Latin America.

written, printed, or graphic matter upon the im-
mediate container” of the drug, as well as any
written, printed, or graphic matter that accompa-
nies the drug, including package inserts, containe-
rs, and wrappers (21 U.S.C. § 321(k),(m)). It is
not necessary that the labeling accompany the
drug physically. The FDA has interpreted label-
ing to include brochures, reprints of scientific ar-
ticles distributed by a manufacturer, index file
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cards distributed to physicians with information
about a drug, and even press releases (170).

All prescription drugs in package form must
have labels that include (21 U.S.C. § 352; 21
C.F.R.

1.

2.

3.

4.
5.

6.
7.

8.

9.

10.

11.

$$201.22,201.50,201.100 and 21 1.137):

the name and place of business of the
manufacturer, packer, or distributor;
the name or names of the drug, both pro-
prietary and official or commonly recog-
nized names;
the names and quantities of active ingre-
dients and, in certain cases, inactive in-
gredients;
route of administration;
a statement about the quantity of the con-
tainer, such as weight, measure, or nu-
merical count;
an identifying lot or control number;
a warning that “Federal law prohibits dis-
pensing without a prescription;”
a warning that the product may be habit
forming, if applicable;
additional warnings, when appropriate,
for products containing certain ingredi-
ents, e.g., phenylalanine or sulfites;
a recommended dose, and the expiration
date; and
a statement to the pharmacist indicating
proper container.

If there is insufficient space on the package, cer-
tain information, such as dosage and route of ad-
ministration, may appear only on the package in-
sert (21 C.F.R. § 201.100).

The package insert contains most of the infor-
mation that the practitioner needs to use a drug
safely and effectively in the care of patients (44
FR 37437). The following types of information
are included (21 C.F.R. $5201.56, 201.57):

1.

2.
3.

description of drug, including qualitative
and/or quantitative ingredient informa-
tion;
clinical pharmacology;
indications and usage;

4.
5.
6.
7.
8.

9.
10.
11.
12.

The

contraindications;
warnings;
precautions;
adverse reactions;
warnings about drug abuse and depen-
dence;
overdosage information;
proper dosage and administration;
how supplied; and
date of most recent revision.

content of the label is guided by a require-
ment that all indications be supported by substan-
tial evidence based on adequate and well-con-
trolled studies, and that warnings be placed on
the label if there is a reasonable association be-
tween a drug and a serious hazard (21 U.S.C. §
355(d); 44 FR 37434). Once the label for a pre-
scription drug has been approved, all proposed
changes by the manufacturer must be reviewed
and approved by the FDA (21 C.F.R. § 314.70).

Consumers buy over-the-counter OTC) drugs
without the assistance of physicians or pharma-
cists, so labeling information must be directed to
consumers. This has required FDA to develop
regulations for OTC labeling that differ from
those for prescription drugs. The guiding princi-
ple for OTC labeling is that it must be “clear and
truthful in all respects, not false or misleading in
any particular, and understandable to the ordinary
citizen, including individuals of low comprehen-
sion, under customary conditions of purchase and
use” (51 FR 16259). The outside label of an OTC
drug must include the name of the manufacturer,
packer, or distributor; lot number; expiration
date; and any special warning required by the
FDA (e.g., presence of aspartame as inactive in-
gredient) (21 C.F.R. §§201.1, 201.17, 201.18,
201.20-21). Directions for adequate use, warn-
ings, precautions, contraindications, dosage in-
formation, and other required information may
be found on a package insert, the outside label, or
both (21 C.F.R. §§ 201.1-201.20) (56).

Labeling for a number of OTC drugs is pre-
scribed by FDA monographs (21 C.F.R. Part 330;
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51 FR 16258). Labeling information for an OTC
drug for which there is no monograph is re-
viewed by the FDA on a product-by-product
basis, the same as for prescription drugs (21
C.F.R. §§330.11,330.12, 330.13).

The FDA also regulates prescription drug ad-
vertising and, to a lesser extent, advertising of
OTC drugs (OTC drug advertising is regulated
primarily by the Federal Trade Commission) (15
U.S.C. §§45, 52, 55). Advertising material for
both prescription and OTC drugs must be based
on the approved labeling and must not contain
any exaggerated or misleading claims (21 U.S.C.
§ 352(n); 21 C.F.R. § 202.1; 44 FR 37437) (166).
The FDA reviews prescription drug advertising,
which must include a summary of the indica-
tions, contraindications, and side effects, consis-
tent with the prescribing information contained
in the package insert (21 C.F.R. Part 202.l(e)).
The advertisement must present this information
in a balanced manner; the warnings may not be
minimized nor the effectiveness exaggerated (21
C.F.R. § 201.1).

EXPORT AND LABELING OF APPROVED DRUGS
All approved drugs may be exported freely

from the United States provided they are accom-
panied by FDA-approved labeling, The FDCA
prohibits export of pharmaceuticals in finished
form that do not include a U.S. label, with some
minor exceptions. Certain older drugs, those ap-
proved prior to 1938, may be exported without
U.S. labeling provided the labeling complies
with the importing country’s requirements (21
U.S.C. § 381(e)), and certain antibiotics may be
exported with labeling that differs from the U.S.
labeling (21 C.F.R. § 432.9).

The net result is that U.S. companies do not
export drugs approved after 1938 with a label
that differs from the U.S. labeling, even if the
drug regulatory authority in the importing coun-
try requires different labeling. Most pharmaceuti-
cal products exported from the United States,
however, are not in finished dosage form, but are

in bulk form for repackaging and labeling abroad
(178,243).

EXPORT OF UNAPPROVED DRUGS
For many years, drugs not approved in the

United States could not be exported at all. This
was changed in 1986, when Congress amended
the FDCA to allow for limited export of unap-
proved pharmaceuticals. To be eligible for ex-
port, the pharmaceutical must be in the clinical
trial stage of the drug approval process, and the
company must be in active pursuit of U.S. ap-
proval. An unapproved drug may be exported
only to an industrialized country named in the
legislation, and only after it has been approved
for sale in that country (21 U.S.C. § 382(b)
(l)(B)). The current list of countries that may im-
port unapproved drugs from the United States in-
cludes all the European Community countries
(except Greece) plus Australia, Austria, Canada,
Finland, Japan, New Zealand, Norway, Sweden,
and Switzerland. These countries were selected
because they have well-developed drug regulato-
ry systems.

To export an unapproved drug, the exporter
must submit an application to the FDA 90 days
before intending to export. Notice of the applica-
tion, identifying the applicant, the product, and
the country to which the product will be export-
ed, is published in the Federal Register. The ex-
porter must certify that all other FDA require-
ments have been met and must obtain written
agreement from each importer stating that the
importer will not reexport the drug to a country
not included on the list of countries to which un-
approved drugs may be exported from the United
States. The exporter must cease exporting if:

1.

2.

3.

the receiving country withdraws approval
of the drug or withdraws the drug from sale,
the drug is withdrawn from the U.S. ap-
proval process, or
the FDA rejects the drug for marketing in
the United States (21 U.S.C. §§ 382(c)(1)
(A)-(C)).
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EXPORT OF TROPICAL DISEASE DRUGS
The FDA has special provisions to govern the

export of unapproved new pharmaceuticals in-
tended primarily for treatment of tropical dis-
eases. To be eligible for export, the Secretary of
Health and Human Services must find “credible
scientific evidence,” including human studies,
that the drug is safe and effective in the preven-
tion or treatment of a tropical disease in the im-
porting country (21 U.S.C. § 382(f)(l)(A)). The
procedural requirements for export of these drugs

Pharmacy in Latin America.

is similar to those required to export other unap-
proved drugs. The main difference between the
export of unapproved tropical disease drugs and
all other unapproved drugs is that the former are
exported primarily to developing countries, and
need not be in the U.S. approval pipeline.

EXTRATERRITORIAL JURISDICTION
UNDER U.S. LAW

The FDA’s authority over drug labeling stops
at the U.S. border. It has no authority to regulate
the labeling of pharmaceuticals that are produced
or finished, and subsequently marketed, by for-
eign subsidiaries of U.S. MNCs. And it is these
products, not those exported in finished form
from the United States, that constitute the over-
whelming majority of U.S. products sold in other
countries, including developing countries. Perti-
nent to this assessment is the question of whether
the United States could regulate or otherwise in-
fluence the labeling of these products, an author-
ity clearly beyond the reach of the FDCA as it
stands today. The question is one of U.S. ex-
traterritorial jurisdiction, and the answer comes
from understanding the principles of internatio-
nal law.

INTERNATIONAL LAW
A decision to exercise extraterritorial jurisdic-

tion is usually guided by two basic principles of
international law: the territorial principle and the
nationality principle. In addition, the United
States has asserted a third basis for exercising ex-
traterritorial jurisdiction, the effects doctrine.
While this doctrine is generally accepted by the
United States, it is not well accepted by other
countries, and is the subject of debate (2,218).

The territorial principle is the primary doctrine
of international law, holding that each nation has
the exclusive right to regulate conduct within its
borders. A corollary is that one country does not
have the right to interfere in another country’s in-
ternal affairs. Under a strict interpretation, the
United States would never have the right to exer-
cise jurisdiction over a foreign subsidiary of a
U.S. company. The territorial principle is not ab-
solute, however. The nationality principle recog-
nizes a nation’s interest in maintaining some de-
gree of control over its citizens residing in other
countries. An example is a U.S. citizen’s obliga-
tion to pay U.S. income taxes even when residing
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abroad, or the ability of the United States to de-
mand child support payments from U.S. fathers
or mothers residing abroad. The nationality prin-
ciple also may be applied to corporations which
are, in legal terms, “persons” (though there is
some disagreement on how the nationality of a
corporation is determined).

The effects doctrine is a modification of the
territorial principle that is accepted by the United
States, but not by all other countries. Under this
doctrine, the United States claims the right to ex-
ercise jurisdiction over certain acts that occur
outside the United States but that have a substan-
tial, direct effect in the United States, This doc-
trine has been applied generally to economic
laws.

By definition, the nationality principle and the
effects doctrine conflict with the territorial prin-
ciple, because they give a country the right to ex-
ercise jurisdiction within another country’s bor-
ders. One framework for resolving these conflicts
can be found in the “rule of reason” adopted by
the American Law Institute in their Restatement
(Third) of the Foreign Relations Law of the
United States (6), a document influential in
defining the U.S. interpretation of international
law (but not necessarily reflecting international
law as accepted by the majority of nations or
even the U.S. Government).

Under the reasonableness approach, a country
should not exercise extraterntorial jurisdiction if
it would be an “unreasonable encroachment” on
another country’s sovereignty. Determining  t h e

reasonableness of a particular action requires bal-
ancing the competing interests of the countries
directly involved in the situation, and examining
the impact the decision will have on international
economic and social discourse (136). The Re-
statement instructs that a country may not exer-
cise jurisdiction over a foreign subsidiary merely
on the basis that it is owned or controlled by citi-
zens of the regulating state. But there are excep-
tions; for example, it allows countries to impose
regulations that apply to all MNC subsidiaries re-
quiring uniform accounting standards, disclosure

of information to investors, and the preparation
of consolidated tax returns. These financial re-
porting requirements may be important to the
regulating nation and should not affect the inter-
nal affairs of the host country.

In exceptional cases, a nation might argue that

an exercise of extratemitorial jurisdiction is vital
to its national interests. Trade embargoes and ex-
port controls are typical extraterritorial actions
used to protect national interests, or, more aptly,
to further foreign policy objectives. In some
cases, the extraterritorial law may conflict with
the laws or policies of the foreign country. This
type of action has been at the heart of extraterri-
torial conflicts between the United States and
other countries (186),

U.S. LAWS ALLOWING EXTRATERRITORIAL ACTS
U.S. statutes authorizing extraterritorial ac-

tions include the Export Administration Act of
1977 (50 U.S.C. App. §§ 2401-2420) and the
International Emergency Economic Powers Act
of 1977 (50 U.S.C. App. §§ 1701-1706). Under
these statutes, the President may assert Limited
jurisdiction over foreign subsidiaries in times of
war, national emergency, or when foreign policy
considerations make such acts imperative. Other
countries have opposed this authority, contending
that the United States has overstepped the bounds
of international law (59).

In the case of trade embargoes and boycotts,
foreign subsidiaries are caught in a dispute be-
tween the United States and a foreign gover-
nment. But the actions of the foreign subsidiary it-
self may also prompt action. The most pertinent
example of this is the Foreign Corrupt Practices
Act of 1978 (FCPA), passed to stop U.S. MNCs
from bribing foreign officials. The FCPA might
be seen as a precedent for regulation of drug la-
beling by foreign subsidiaries of U.S. pharma-
ceutical MNCs.

The Foreign Corrupt Practices Act
The FCPA was enacted after revelations of

widespread secret payments to foreign officials
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by U.S. companies. Most of the transactions oc-
curred outside the United States and, according
to some corporations, were necessary to compete
in those countries. Congress concluded, however,
that such bribery could lead to scandals with seri-
ous foreign policy implications, and that corpo-
rate bribery offended the moral expectations and
values of the American public and distorted the
competitive market. Revelation of these bribes
could lead to lawsuits, cancellation of contracts,
and even appropriation of company assets. These
consequences would affect U.S. investors and de-
stroy investor confidence in U.S. industry. The
FCPA makes bribery of foreign officials by U.S.
citizens and corporations a criminal act.

Despite the fact that the FCPA has such broad
extraterritorial reach, it has encountered little in-
ternational opposition. One reason may be that
the statute captured the sentiment of the time,
when the United Nations was considering a reso-
lution condemning corrupt practices in inter-
national commerce, and the Organization for
Economic Cooperation and Development had is-
sued voluntary guidelines for MNCs forbidding
bribery of public officials. There was internatio-
nal consensus that bribery of foreign officials by
MNCs should be controlled, even if most coun-
tries were unwilling to act unilaterally against
their own corporations,

EXTRATERRITORIAL REGULATIONS RELATING
TO THE HEALTH AND SAFETY OF
FOREIGN NATIONALS

The appropriateness of the FCPA as a prece-
dent for extraterritorial regulation of pharmac-
eutical labeling should not be overstated. In
contrast to the foreign and domestic policy impli-
cations of bribery by U.S. corporations, pharma-
ceutical labeling is viewed primarily as a domes-
tic health and safety issue by each country. The
Restatement of U.S. Foreign Relations Law
leaves activities that affect primarily the health,
safety, and welfare of the national population ex-
clusively to national laws. Attempts to regulate
these domestic issues would impinge on the sov-

ereignty of the host country to control activities
within its borders (6). There are few examples of
U.S. legislation that force foreign subsidiaries of
U.S. companies to comply with US. health, safe-
ty, and labor standards when operating abroad,
and those that do exist are designed to protect
U.S. citizens working for those companies (43,
293).

To justify an exercise of unilateral extraterri-
torial jurisdiction, the United States must have a
strong foreign policy interest that cannot be
served by any alternative action. Under the ef-
fects principle, the action the United States seeks
to regulate must have an adverse effect within the
United States. This is sometimes further limited
to foreign actions that violate criminal or civil
laws of countries with developed legal systems
(59,73). In the case of the FCPA, Congress recog-
nized that bribery of foreign officials could lead
to scandals that, in turn, could both damage for-
eign relations and have domestic financial implic-
ations if investors lost faith in U.S. companies.
In addition, bribery is almost universally seen as
a crime.

The case for extraterritorial jurisdiction over
labeling by U.S. companies and foreign subsidi-
aries is not so strong. This study assumes that
U.S. corporations are, on the whole, in compli-
ance with national laws and are providing at least
as good or better information than other compa-
nies. There is no evidence that U.S. companies
are violating laws or acting in a manner that
could lead to sanctions or other actions that could
erode investor confidence. The United States,
therefore, has virtually no authority to regulate
the subsidiaries under the effects principle. This
leaves the nationality principle; however, the
United States is virtually alone in its position that
its foreign subsidiaries incorporated in foreign
countries can be considered nationals of the
United States for purposes of U.S. laws.

The justification for exercising extraterritorial
jurisdiction over pharmaceutical labeling would
be a moral interest in having U.S. pharmaceutical
companies lead the way and provide the best and
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most informative labeling of all companies. This
does not reach the “major national interest” re-
quired by U.S. precedents and the Restatement.
In addition, the United States’ interest must be
weighed against the factors that do not support
U.S. jurisdiction, primarily the fact that develop-
ing countries have their own laws regulating
pharmaceutical labeling, and that the U.S. law
would primarily protect foreign citizens. These
countervailing factors do not necessarily pre-
clude all forms of extraterritorial jurisdiction, but
they cannot be ignored.

This issue also raises practical considerations.
Whereas most countries condemn bribery and
agree generally on its definition, coming to
agreement on proper labeling of pharmaceuticals
would be more difficult. The fact that a develop-
ing country has limited labeling regulations or
enforcement does not necessarily mean that it
would welcome U.S. labeling, thought it might
see this as desirable.

CODES OF CONDUCT AND
PHARMACEUTICAL INFORMATION

International law is based on the consensus of
nations. Sometimes international law is ex-
pressed in binding agreements, such as treaties.
Treaties may address a single issue between two
nations or may address a multitude of economic
issues among many nations, as does the General
Agreement on Tariffs and Trade (GATT’), Bind-
ing agreements are not entered into lightly, how-
ever, and those affecting primarily domestic com-
merce are generally avoided. At the same time,
the increasingly international economy and the
cross-border operations of MNCs present issues
that cannot be addressed effectively by one na-
tion’s legal system. One way to promote the nec-
essary cooperation is through codes of conduct
and international guidelines,

Codes of conduct are voluntary agreements
between nations in which countries endorse cer-
tain general principles that they may—though
they are not required to-implement through na-

tional laws and other actions. Codes of conduct
contain policies that nations agree are desirable,
but do not force nations to uphold the embodied
principles through specific actions. As one legal
commentator explained, codes are “politically-
agreed behavior which cannot be directly legally
enforced but cannot either be legitimately in-
fringed” (125),

Codes of conduct have been formulated by
both governmental and nongovernmental organi-
zations, including the United Nations and its
agencies, the International Labour Office (ILO),
the Organization of Economic Co-operation and
Development (OECD), the International
Chamber of Commerce, and regional organiza-
tions. The codes range from broad pronounce-
ments of principles which multinationals should
follow, such as the OECD Guidelines for Multi-
national Corporations, to specific guidelines for
corporate operations, such as the United Nations
Conference of Trade and Development Code of
Conduct on Restrictive Business Practices, or the
European Community’s Code of Conduct for
Companies Operating in South Africa (98).

Codes of conduct often address the operations
of MNCs; however, MNCs are not parties to the
agreements negotiated by international gover-
nmental organizations, such as the United Nations,
As a result, government-negotiated codes do not
bind MNCs to take any specific action unless the
code is implemented into national law. But
MNCs may feel pressure to comply with codes in
order to maintain good political relations, or they
may find it advantageous to comply so that the
host country is more likely to fulfill its obliga-
tions to the MNC. Most codes of conduct include
an implementing body that may provide interpre-
tations of the code and assess its implementation.
This organization may also provide a forum for
further debate and may identify code violations
that can be addressed at a national level.

Currently, no single code addresses pharma-
ceutical labeling. A draft United Nations Code
for Translational Corporations, which has been
under negotiation for more than 12 years, gener-
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ally addresses consumer issues, including the
provision of safety information for consumer
products. The language of the consumer protec-
tion provisions is very general and the Code, if
passed, may not have a significant impact on
drug labeling.

There is an International Code for the Market-
ing of Breast-Milk Substitutes (Breast-Milk
Substitutes Code), which was negotiated under
the auspices of WHO. This code addresses pro-
motional practices of companies that sell infant
formula and other breast-milk substitutes. The
Breast-Milk Substitutes Code addresses a single
industry and focuses on preventing marketing
practices that have potentially harmful effects on
consumers. It has, therefore, been viewed as a
precedent for a pharmaceutical code.

WHO rejected a proposal to draft a pharma-
ceutical code in the 1980s when the pharmaceuti-
cal industry developed its own code of conduct
for promotional practices. Unlike a code adopted
by governments, industry’s code was adopted by
IFPMA member associations, so it is a self-im-
posed standard. WHO did, however, issue guide-
lines on advertising and promotion of pharmac-
euticals. Although similar to the industry code,
WHO’s guidelines are more specific, and WHO
would like governments to implement them at the
national level.

INTERNATIONAL CODE OF MARKETING OF
BREAST-MILK SUBSTITUTES

The WHO International Code of Marketing of
Breast-Milk Substitutes was passed in 1981 in re-
sponse to specific marketing practices of MNCs
and, at the time of drafting, it was seen as a possi-
ble precedent for a pharmaceutical marketing
code, The Breast-Milk Substitutes Code, which
sets forth standards for the promotion and label-
ing of infant formula, has been used by a number
of countries as a basis for national regulation or
national codes of conduct.

Consumer groups have used the Code to gen-
erate public pressure against companies that fail
to comply, and have educated governments and

health officials about the meaning of the Code
(281). Industry also has responded. The Inter-
national Association of Infant Food Manufac-
turers (IFM), an industry group with 35 member
companies in 15 countries, has instituted a com-
plaint procedure and is developing an arbitration
mechanism to address Code violations that can-
not be dealt with by direct negotiations between
the company and the complainant (281). Finally,
the Code’s requirement that each country report
annually to WHO on the actions it has taken to-
ward implementation has been instrumental in
keeping attention on the issue. It appears that the
more egregious promotional practices have
ceased since the Code came into existence,
though violations still are being reported (188,
281).

WHO’S ETHICAL CRITERIA FOR
MEDICINAL DRUG PROMOTION

In 1968, before interest became strong in a
pharmaceutical code of conduct, WHO adopted
“Ethical and Scientific Criteria for Pharmaceut-
ical Advertising” (267). This document was
revised and expanded in 1988, The revised docu-
ment, now called the “Ethical Criteria for Medic-
inal Drug Promotion” (referred to as the “Ethical
Criteria”), provides “guidelines” for a broad
range of “informational and persuasive activities
by manufacturers and distributors” (273).

Guidelines are weaker policy pronouncements
than are codes of conduct. The language of the
Ethical Criteria merely “urges Member States to
take into account the Ethical Criteria in develop-
ing their own appropriate measures” and
“appeals to pharmaceutical manufacturers and
distributors” to use these Criteria (264). The doc-
ument also states that the Ethical Criteria “consti-
tute general principles that could be adapted by
governments. . .as appropriate to their political,
economic, cultural, social, educational, scientific
and technical situation, their national laws and
regulation s.” They do not constitute legal obliga-
tions (264,265).
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The primary target of the Ethical Criteria is
advertising, but they also instruct companies to
comply with national laws with respect to other
information, and if no national laws pertain, or if
the laws are rudimentary, the company should
provide information consistent with that required
by another reliable drug authority. The Ethical
Criteria state that all text and illustrations on the
drug package and label should provide only reli-
able, truthful, informative, and current informa-
tion, supported by scientific data. Companies are
instructed not to use information that is likely to
induce medically unjustifiable drug use or give
rise to undue risks (264).

The Ethical Criteria specify information re-
quired in advertisements as: the name and quanti-
ty per dosage of active ingredients, the brand
name of the drug, the name of other ingredients
that patients might be sensitive to, the approved
therapeutic use, the proper dosage, the side ef-
fects and major adverse drug reactions, precau-
tions, contraindications, warnings. major drug in-
teractions, name and address of manufacturer and
distributor, and references to scientific literature
as appropriate.

No formal body oversees the implementation
of the Ethical Criteria, and WHO recently found
that few developing countries have the capacity
to oversee advertising and promotion of pharmac-
euticals. The International Federation of Phar-
maceutical Manufacturers Associations (IFPMA),
an association of national pharmaceutical manu-
facturers associations, has not adopted the guide-
lines of the Ethical Criteria, but believes its own
code of conduct is consistent with them.

IFPMA CODE OF PHARMACEUTICAL
MARKETlNG PRACTICES

The IFPMA is an association of 50 pharma-
ceutical associations (e.g., the U.S. Pharmaceu-
tical Manufacturers Association) from 51 coun-
tries. In 1981, the IFPMA adopted its Code of
Pharmaceutical Marketing Practices, industry’s
statement on promotional practices. The Code
addresses drug labeling only generally, stating

that all information provided with a pharmaceuti-
cal should be scientific and be presented with
“objectivity and good taste, with scrupulous re-
gard for truth and with clear statements with re-
spect to indications, contraindications, tolerance
and toxicity” (111). In addition, pharmaceutical
companies are expected to provide essential in-
formation on safety, contraindications, side ef-
fects, and toxic hazards of their products, “sub-
ject to the legal, regulatory and medical practices
of the country.”

The phrase, “subject to the legal, regulatory
and medical practices of the country,” has been
the source of controversy among consumer advo-
cates. The IFPMA claims that decisions of na-
tional drug regulatory authorities on indications
and precautionary information take precedence
over decisions made by more sophisticated drug
regulatory agencies, such as the FDA (1 11). (As a
point of information, no evidence surfaced in the
OTA survey to suggest that opposition to U. S.-
type labeling by regulatory authorities in study
countries accounted for the divergences that were
found.) In addition, for products that have been
evaluated and registered by an established regula-
tory authority, the approval itself is accepted as
evidence that the drug is efficacious (9). Certain
consumer groups argue that the point of a code of
conduct is to set standards that are higher than the
legal minimum, and that deference to regulatory
bodies in developing countries, which the
IFPMA admits may be rudimentary, essentially
defeats the purpose of a code (9). Consumer
groups have also been critical of the IFPMA
Code because it uses very general language,
lending itself to varying interpretations.

Enforcement of the Code
Alleged violations of the Code maybe report-

ed to IFPMA or to member associations that have
developed their own dispute resolution systems.
For complaints made to IFPMA, the local mem-
ber organization where the company is located
will issue a decision on whether the company vi-
olated the Code. Over the past 10 years, the
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IFPMA has reviewed 72 complaints, consisting
of 962 separate cases, of which 56 percent were
found to be violations of the Code.

The IFPMA cannot force a company to change
its advertising, but instead uses the threat of ad-
verse publicity to encourage change. According
to the IFPMA, most companies take remedial ac-
tion as soon as they are informed of a complaint.

A contentious issue in interpreting the Code
has been the definition of “reminder advertise-
ments,” which require less information than must
be provided with full advertisements. According
to WHO’s Ethical Criteria, reminder advertise-
ments must not make therapeutic claims for

Health workers examining essential drugs.

drugs. But the IFPMA Code defines reminder ad-
vertisements more loosely, so that some relative-
ly long advertisements (more than 200 words)
have been classified as reminders, exempting
them from the more inclusive requirements of
full advertisements (130,196).

Over the past 2 years, the number of com-
plaints brought to the IFPMA has dropped signif-
icantly. It is not known whether this drop signi-
fies that pharmaceutical advertising is improving,
consumer groups are bringing a larger proportion
of complaints directly to national associations, or
if complaints are no longer being filed for other

reasons, such as frustration with earlier experi-
ence.

INTERNATIONAL PROGRAMS TO
IMPROVE PHARMACEUTICAL LABELING

The most effective way to insure that adequate
prescribing information is available in develop-
ing countries is to strengthen existing regulatory
systems within the countries. WHO is the prima-
ry international governmental agency providing
direct support to developing countries for all as-
pects of health care. One of WHO’s major initia-
tives is the Action Program on Essential Drugs
(APED), whose aim is to improve access to and
the rational use of pharmaceuticals. The provi-
sion of accurate prescribing information is a key
component. The majority of APED’s activities
are in the form of direct country support. How-
ever, the WHO’s Division of Drug Management
and Policies (DMP) is responsible for developing
standards and systems for drug safety, efficacy
and quality, as well as drug regulation. Relevant
WHO activities are reviewed briefly below and
are discussed more fully in chapter 7.

 Distribution of Prescribing Information
WHO’s Division of Drug Policies and Man-

agement (DMP) has developed training materials
designed to improve prescribing practices.
Among those relevant to drug labeling are: the
Model Guide to Good Prescribing, developed in
conjunction with the Groningen University in the
Netherlands, and designed to be used in under-
graduate medical education (286); and the
Manual for Rural Health Workers: Diagnosis
and Treatment with Essential Drugs (47). In ad-
dition, APED distributes the The Essential Drugs
Monitor, a quarterly newspaper that discusses all
aspects of essential drug programs, to 28,000
subscribers worldwide (286).

DMP’s ongoing work includes a series of pub-
lications entitled WHO Model Prescribing
Information for drugs on the essential drugs list
and which are of particular interest to developing
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countries (280,282,283,284,288,289). Recogniz-
ing that prescribing guides from industrialized
countries provide useful information, WHO also
provides national drug regulatory authorities in
developing countries with official prescribing
guides from France, the United Kingdom, and
the United States (10,15 1,249).

I WHO Certification Scheme
Nearly all countries have a process for regis-

tering new drugs, and it is at the point of registra-
tion that labeling is reviewed and approved. For
pharmaceuticals imported into a country, the
WHO Certification Scheme on the Quality of
Pharmaceutical Products Moving in International
Commerce (Certification Scheme) provides de-
veloping countries with a mechanism for obtain-
ing information on their quality, whether they are
approved for use in the country of export and, if
approved, what labeling is used there.

Under the Certification Scheme, an importing
country may request that the exporter provide a
WHO certificate for the product to be imported.
The exporter must ask the regulatory authority in
the country in which the drug is manufactured to
issue one of three certificates.

The most comprehensive is the certificate for a
pharmaceutical product, which may be used
when the importing country is deciding whether
to register the product for sale in the country, or
when administrative action is necessary to renew,
extend, or vary an existing license for import or
sale (285). The certificate includes the following:
a statement that the product was manufactured in
accordance with current good manufacturing
practices and information on when the plant was
last inspected, confirmation that the product is
approved for sale in the country in which it is
manufactured or an explanation of why it has not
been approved, and a copy of the labeling ap-
proved in the country of manufacture.

In lieu of a certificate for a pharmaceutical
product, a country may request the statement of
licensing status, a short certificate attesting that

the product is licensed for sale in the country of
export. This might be used when bidding on an
international contract to supply pharmaceuticals.
The third type of certificate is a batch certificate
to be issued by the manufacturer (except for vac-
cines, sera, and other biological products for
which governments issue batch certificates).
Batch certificates provide the importing country
with information on the expiration date and the
results of any analyses undertaken on the batch
(285).

Despite the fact almost all industrialized coun-
tries have agreed to participate in the scheme and
most exports to developing countries are from in-
dustrialized countries, the Certification Scheme
has apparently not been used extensively by de-
veloping countries. Expanding use of the Certifi-
cation Scheme remains one of WHO’s priorities
and with financial support from the U.S. Agency
for International Development (USAID) and the
assistance of the U.S. FDA, the DMP will evalu-
ate the Certification Scheme and make recom-
mendations to improve its implementation (259,
286).

I Access to New Safety and Efficacy
Information

In both developing and industrialized coun-
tries, registration may be effective for defined pe-
riods (e.g., 5 years in Panama) or indefinitely (as
in the United States). Regardless of the registra-
tion period, most countries require pharmaceuti-
cal companies to amend their registration in re-
sponse to new information on the safety and
efficacy of the drug. In industrialized countries,
this requirement often is supplemented by a
mandatory adverse drug reaction reporting sys-
tem. Since most developing countries do not have
a surveillance system of this type, WHO attempts
to provide them with equivalent information.
WHO does this by gathering information from
around the world on restrictive regulatory deci-
sions and voluntary actions taken by manufactur-
ers in response to concerns about the safety of
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their products. This information is distributed
monthly to the drug regulatory authorities of
member countries through the WHO Pharma-
ceutical Newsletter (285). WHO Drug Infor-
mation, a quarterly journal, provides discursive
commentaries on the more important actions of
national drug regulatory bodies (258,285).
Finally, WHO has established collaborating cen-
ters in each of its five regions for the purpose of
information dissemination, training, and opera-
tional research (274). APED’s documentation
center distributes more than 20,000 publications
a year (286).

 International Activities of the U.S. FDA
The U.S. FDA is primarily a domestic agency,

but as the drug regulatory agency for the largest
pharmaceutical market in the world, it is often
called on for advice. FDA’s primary international
activity is disseminating information about its
own regulatory actions. FDA sends WHO and the
European Community monthly updates on im-
portant regulatory developments, which include:
proposed regulations and policies; reports of seri-
ous adverse reactions from pharmaceuticals; lists
of approvals for new drugs, medical devices, and
biologics; and other public information (95).
Information on important regulatory decisions is
sent on an as-needed basis to WHO and to 62 for-
eign embassies in Washington, DC (32). This in-
formation focuses on decisions that FDA believes
are important, and which may or may not be of
critical importance to developing countries. The
FDA also distributes its newsletter, Medical
Bulletin, to over 800 government and academic
organizations all over the world, mostly in indus-
trialized countries, but also in developing coun-
tries. The Medical Bulletin also focuses on new
FDA policies and findings on particular drugs
and devices.

The FDA also hosts many international visi-
tors. In the year ending September 1991, FDA
was visited by 603 representatives from 61 coun-
tries. In 1990, they were visited by 789 foreign

officials representing 65 countries and multina-
tional organimations (168).

FDA cooperates with WHO in various activi-
ties. In 1980, the FDA and WHO cosponsored
the first International Conference of Drug Regu-
latory Authorities, which has continued biannu-
ally, bringing together regulatory authorities
from all over the world. FDA representatives
have provided advice and other assistance to var-
ious WHO programs (166), and FDA is a WHO
Collaborating Center for Monitoring of Adverse
Drug Reactions, providing WHO on a monthly
basis with an automated data processing tape of
all serious domestic adverse reaction reports
(168).

Most recently, the FDA agreed to assume a
small role in the collaborative effort of USAID
with WHO to evaluate the Certification Scheme.
The FDA will also assist WHO in its evaluation
of the “Guiding Principles for Small National
Authorities” (24,278). (The Guiding Principles
outline some of the key elements for establishing
a drug regulatory system.)

 The U.S. Agency for International
Development

USAID has recently begun assisting WHO
with evaluations of the Certification Scheme and
the “Guiding Principles for Small National
Authorities;’ and it also is collaborating on re-
search projects to facilitate the rational use of
drugs in developing countries. The research will
be carried out by the International Network for
the Rational Use of Drugs (INRUD), a nonprofit
research organization.

USAID has a 5-year cooperative agreement
with the U. S. Pharmacopoeia to assess and facil-
itate the distribution of pharmaceutical informa-
tion in developing countries, including informat-
ion provided to both drug regulatory authorities
and health workers. Finally, USAID will be spon-
soring a 5-year project to assist developing coun-
tries address the following pharmaceutical
issues: drug regulation and registration; ration-
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alization of procurement strategies; and the de-
velopment of pharmaceutical information for
prescribers, consumers, and drug regulatory au-
thorities (24).

 Consumer Groups
Consumer groups and academic researchers

have helped bring to the public’s attention the
problems of improper drug labeling in develop-
ing countries. Most consumer groups use public
opinion and pressure as instruments of change, so
distribution of newsletters, journals, and books
are key activities. Some of the major studies of
drug labeling supported by these groups are sum-
marized in appendix A, and their ongoing activi-
ties are discussed in chapter 7.

A number of the individual health and con-
sumer groups in developing and industrialized
countries are part of the larger international net-
work, Health Action International (HAI), which
itself works closely with the International Orga-
nization of Consumers Unions, a large and active
umbrella group that helps promote consumer is-
sues and consumer advocacy in many countries.

Consumer groups often confront pharmaceuti-
cal companies directly, demanding explanations
for behavior. One influential group is the Medical
Lobby for Appropriate Marketing (MaLAM), an
international network of physicians that acts as a
watchdog for pharmaceutical advertising (199)
(results of some of MaLAM’s work are discussed
in ch. 4 and ch. 6).

Finally, some groups function as research con-
sultants to developing countries. One such group
in the United States is the International Network
for the Rational Use of Drugs (INRUD). INRUD
is a cooperative organization of health profes-
sionals, administrators, and researchers whose
aim is to devise and implement innovative pro-
grams to improve the use of pharmaceuticals in
developing countries. According to INRUD,
there has been little evaluation of a number of
strategies developing countries have tried to im-
prove the rational use of drugs, including devel-

opment of standard treatment protocols, provi-
sion of drug information and drug bulletins, im-
plementation of changes in health training curric-
ula, restriction of drug advertising, and use of
public education. These strategies are merely as-
sumed to have a positive impact. However, stud-
ies in industrialized countries have revealed that
some of these same interventions have not been
very effective, and INRUD believes similar re-
search needs to be done in developing countries
(127).

CONTENT OF THIS REPORT
The remainder of this chapter presents options

for Congress to consider that could improve the
state of drug labeling in developing countries.
Chapter 2 lays out OTA’s labeling survey and
evaluation process, and chapter 3 presents the
survey results, both in summary form and in a
table giving the details of each product evalua-
tion. Chapter 4 contains a discussion of drug la-
beling and registration requirements in the United
States and, in less detail, in other countries. It
also talks about sources of prescribing informa-
tion other than drug labeling. Basic information
about the structure and functioning of multina-
tional pharmaceutical corporations within the in-
ternational legal community is covered in chapter
5, along with a discussion of extraterritorial juris-
diction. Various types of international agreement,
focusing on codes of conduct and voluntary
guidelines, are explored in chapter 6. Chapter 7
reviews efforts being made to improve drug la-
beling in developing countries by WHO, con-
sumer organizations, and other private groups. It
also discusses the role of the U.S. FDA and
USAID in these efforts.

Appendix A reviews the major studies of phar-
maceutical labeling in developing countries that
were carried out in the 1970s and 1980s by acad-
emic researchers and consumer organizations.
These studies sparked interest in the issue of
pharmaceutical labeling by multinational corpo-



22 I Drug Labeling in Developing Countries

rations and, in part, congressional interest in this
assessment. Finally, appendix B provides sum-
mary information on drug regulations in the
countries that were studied, focusing on drug la-
beling requirements.

OPTIONS FOR CONGRESSIONAL ACTION

Option 1: Require that all pharmaceuticals
sold in developing countries by U.S. multi-
national corporations and their controlled
subsidiaries be accompanied by the FDA-
approved label in an appropriate language.

Congress could extend the existing require-
ments for labeling of drugs exported from the
United States by making them applicable to all
pharmaceuticals approved in the United States
and sold in developing countries by U.S. pharma-
ceutical corporations or their foreign subsidi-
aries, regardless of where they are manufactured.
This requirement could be limited to countries
without well-developed drug regulatory systems.
Such a limitation would recognize that the intent
of the legislation would be to assist countries that
do not have adequate resources to evaluate and
regulate pharmaceutical labeling, and not to im-
pose U.S. regulations on other nations. The law
could require that the labeling be in English only,
or in both English and the language required by
the laws of the country in which the drug is sold.

Exceptions to labeling requirements under this
option should be permitted when the regulatory
authority of the host country affirmatively rejects
the U.S. label. Deference to conflicting national
laws of the importing country would ensure that
this legislation would not interfere with the im-
porting country’s national sovereignty.

Under this proposed legislation, penalties
would apply only to the offending U.S. corpora-
tion and not to its foreign subsidiaries, which
usually are considered “citizens” of the host
country. It would have to be established initially
that the U.S. corporation had “control” over the
labeling of pharmaceutical products sold by the

foreign subsidiary that had “mislabeled” a prod-
uct. In the case of a corporation, control over the
labeling standards could be presumed if there is a
corporate policy that requires the foreign sub-
sidiary to obtain approval for labeling from the
parent corporation, or if there is evidence of cor-
porate control as demonstrated by a majority eq-
uity ownership of the subsidiary, a shared Board
of Directors, or some other indicator,

However, even indirect regulation of the ac-
tions of foreign subsidiaries may be seen as an
encroachment on the sovereign right of develop-
ing nations to regulate the labeling of pharmaceut-
icals marketed within their borders, especially
since most developing countries already exercise
jurisdiction over pharmaceutical labeling. To ad-
dress this concern, a company would be exempt
from this law if it is affirmatively required to fol-
low contrary national laws of the importing coun-

try.
The legislation may require a company that

uses this exemption to provide evidence that it
was required to follow contrary national laws.
This might, however, put U.S. companies at a
disadvantage when competing for pharmaceuti-
cal contracts in developing countries because the
company would need a ruling on the issue by the
developing country before it is able to submit a
contract bid. The U.S. State Department would
consult with developing countries before legisla-
tion is enacted and provide them with the option
of being included in the legislation. This would
also provide Congress with feedback on whether
developing countries favored the legislation.

This legislation would, in some ways, be anal-
ogous to the Foreign Corrupt Practices Act
(FCPA), which, with respect to bribery, requires
that foreign operations of U.S. multinational cor-
porations comply with the same standards for
corporate behavior that govern domestic compa-
nies.

One significant difference between this legis-
lation and the FCPA is that it would apply only to
corporations and not to individuals. Penalties
under the FCPA apply to U.S. citizens as well as



Summary and Options 23

U.S. corporations. However, the rationale for ap-
plying civil or criminal penalties to citizens is
more compelling under the FCPA than it would
be under a drug labeling statute, because bribery
is an act that may be perpetrated by one or sever-
al individuals. By contrast, labeling of pharmac-
eutical products is generally a matter of cor-
porate policy, and it is unlikely that a single
individual would be responsible for product la-
beling.

Another significant difference between this
legislation and the FCPA is that under the FCPA,
the United States is essentially assisting in the
enforcement of antibribery acts, which already
exist in most other countries. The labeling legis-
lation, however, would require U.S. MNCs to in-
clude information beyond the minimum required
by the local drug labeling authorities.

The agency charged with monitoring and en-
forcement of this legislation would logically be
the FDA, or possibly the Federal Trade Commis-
sion, which has responsibilities in other areas of
international regulation. A surveillance mecha-
nism could be established by the responsible
agency to review samples of labeling periodical-
ly. The legislation might also permit a private re-
porting mechanism (i.e., by private citizens, in-
cluding public interest groups) to supplement
agency efforts.

It might be argued that the cost of compliance
with this legislation could put U.S. pharmaceuti-
cal manufacturers at a competitive disadvantage
relative to other manufacturers. Any new require-
ment is likely to necessitate an internal review of
current labeling, and companies would have to
bear the cost of this review. Most companies
would also have to print new packages and la-
bels. These costs could be minimized by allow-
ing a grace period for compliance.

Option 2: Endorse a voluntary international
code of conduct for pharmaceutical labeling
and press for adoption of the draft United
Nations Code of Conduct for Translational
Corporations.

Codes of conduct are voluntary agreements
among nations, associations, or other entities to
comply with certain standards of behavior. Codes
of conduct among nations often address the be-
havior of MNCs as well, although MNCs are not
legally bound by the codes because technically
they are not parties to the agreements. Never-
theless, the codes can be used by host countries
and consumer groups to pressure multinationals
into voluntary compliance. In addition, codes of
conduct may become the basis for national laws.

In the late 1970s and early 1980s, a WHO
code of conduct for labeling of pharmaceuticals
was debated in the World Health Assembly. By
1983, it was no longer on WHO’s agenda, in part
because of opposition by the U.S. Government to
codes of conduct by WHO to control specific in-
dustries. Interest in a code maybe renewed, how-
ever. In addition to promoting expansion of the
Ethical Criteria, the United States could take an
active role in revitalizing the move toward an in-
ternational code.

An international code of conduct would pro-
vide a universal standard for pharmaceutical la-
beling that would apply to manufacturers from
every country and could be adopted into national
legislation. Endorsement of a pharmaceutical
code could be coupled with U.S. assistance to
WHO or directly to developing countries to es-
tablish and maintain administrative and legal
mechanisms to implement the scheme.

The code could also establish an international
entity to provide interpretations of the code and
to monitor its implementation. Such an entity
would provide a locus for the exchange of infor-
mation and debate between signatories. The enti-
ty could also serve as a place for public interest
groups to report violations and exert pressure for
change. It could also arbitrate between compa-
nies and those that allege violations of the code.
As experience with the Breast-Milk Substitutes
Marketing Code suggests, implementation of a
labeling code could lead to education of officials,
adoption of country-specific codes of conduct,
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adoption of legislation implementing provisions
of the code, and public education on the issue.

This code of conduct would be the result of an
agreement among nations, and would differ from
the International Federation of Pharmaceutical
Manufacturers Associations’ (IFPMA) Code,
which was established by agreement among the
manufacturers associations themselves. Under
the IFPMA Code, the IFPMA itself determines
whether a violation has occurred.

Codes of conduct are usually very crude tools
for addressing technical areas. A code might set
general parameters for labeling, such as the cate-
gories of information to be included, but is un-
likely to provide specific standards for judging
the adequacy of information for each product.
The amount of opposition mounted against mak-
ing the Ethical Criteria stronger and more specif-
ic suggests that successful negotiation of a very
specific code is unlikely.

The United States could press for adoption of
the U.N. Code of Conduct for Translational
Corporations (UNCCTC). This draft code in-
structs MNCs to go beyond the requirements of
national law by disclosing complete information
on product risks, through accurate and honest
promotion of products, and through active partic-
ipation in the development of consumer protec-
tion policies. If the UNCCTC is passed by the
U.N. General Assembly, it could be used to pres-
sure MNCs to properly label and promote their
drugs sold in developing countries. The UNC-
CTC provides much less specific labeling stan-
dards than would a code that directly addresses
drug labeling.

Option 3: Endorse strengthening and expand-
ing WHO’s “Ethical Criteria for Medicinal
Drug Promotion” to set standards for phar-
maceutical labeling.

In 1968, WHO adopted the “Ethical Criteria
for Pharmaceutical Advertising.” This document
was revised and significantly expanded in 1988,
and currently covers a number of areas of phar-
maceutical promotion, including drug labeling.

The new “Ethical Criteria for Medicinal Drug
Promotion” (the Ethical Criteria) provide general
guidelines for package inserts and drug labels, re-
quiring that they comply with national laws, and
if national laws are rudimentary, that they pro-
vide information consistent with that required by
a more developed drug authority.

The Ethical Criteria also require that all text
and illustrations on the drug package and label
provide only reliable, truthful, informative, and
current information, supported by scientific data.
Pharmaceutical companies are instructed to re-
frain from using information that is likely to in-
duce medically unjustifiable drug use or give rise
to undue risks.

Guidelines are a weaker pronouncement of
policy than codes of conduct and, to date, it ap-
pears that few developing countries have imple-
mented the Ethical Criteria. At the 1992 World
Health Assembly, WHO member countries
agreed to endorse a collaborative meeting of
WHO and the Council for International Organi-
zations of Medical Sciences (CIOMS) to discuss
strategies for further advancing the Ethical
Criteria. The United States could support activi-
ties that could help developing countries imple-
ment the Ethical Criteria. In addition, more spe-
cific labeling guidelines could be supported.

Option 4: Continue to support and expand di-
rect assistance to developing countries for
projects to improve pharmaceutical regula-
tion, and provide additional information on
pharmaceuticals to regulatory authorities.

The FDA and USAID now provide some as-
sistance to developing countries for improving
pharmaceutical regulation and for other related
activities. FDA currently provides limited infor-
mation about its regulatory actions to developing
countries. These efforts could be systematized
and expanded.

The FDA could be required to provide drug
regulatory authorities in developing countries
with information about the pharmaceuticals ap-
proved by their agency, including information on
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the safety and efficacy of approved drugs, and the
approved U.S. labeling. This would apply to
newly approved products and to products with
amended labels. However, providing information
alone may not be sufficient to improve pharma-
ceutical regulation in developing countries.
Efforts must be made to improve the legal and
technical drug regulatory infrastructure in devel-
oping countries so that the information provided
can be used effectively.

Option 5: Mandate ongoing surveys of phar-
maceutical labeling in developing countries.

Congress could designate an agency to con-
duct periodic surveys of pharmaceutical labeling
in developing countries. The results of these sur-
veys would be presented to Congress and could
serve as a basis for further investigation and ac-
tion. In addition, the results could be made public
and would serve as a source of information about
the status of drug labeling by U.S. pharmaceuti-
cal manufacturers in developing countries.

This option does not necessarily require that
Congress charge a Federal agency with the re-
sponsibility for monitoring the pharmaceutical
labeling situation in developing countries. Con-
gress could require that a joint public-private
commission, comprising pharmacists, FDA rep-
resentatives, academics, consumers, and industry
representatives, be appointed to conduct the sur-
veys. By appointing a commission with diverse
membership, the survey could give a measure of
impartiality that may not be achieved by similar
surveys conducted by consumer activist groups
or by industry. The design of the surveys could be
similar to that employed in this OTA study, with
the selection of several countries for review, the

selection of a sample of products, and an assess-
ment of the adequacy of their labeling. Adver-
tising and promotional material could also be
studied.

Industry may object to the adverse publicity
that is generated about U.S. manufacturers,
which may place them at a disadvantage in inter-
national markets. To address this concern, the
survey could also include an evaluation of the la-
beling of products manufactured by multination-
al pharmaceutical corporations of other countries
and by domestic manufacturers in developing
counties. However, such a survey could also be
politically sensitive as other countries may op-
pose a U.S. Government sponsored audit of their
pharmaceutical companies’ labeling.

The difference between this option and previ-
ously listed options is that compliance with the
labeling standards that are established is purely
voluntarily, i.e., no criminal or civil penalties
would attach to manufacturers whose products
were found to have inadequate labeling. Moti-
vation for improvement among manufacturers
would be based on their concern about the safety
of consumers, about adverse publicity that would
arise from inadequacies in labeling that are dis-
covered, and about the threat of further regula-
tion, should Congress find this necessary.

One advantage of this option is that it avoids
possible objections of the international commu-
nity to the extraterritorial application of laws and
resultant threats to national sovereignty. In addi-
tion, this option has no provision for criminal or
civil penalties, so the burden of the judicial pro-
ceedings and trial-type administrative procedures
that arise from enforcement of criminal or civil
penalties would be avoided.


