Appendix B: Drug
Registration and
L abeling in Brazil,

he following sections describe the legal re-

quirements for drug registration and labeling

in Brazil, Kenya, Panama, and Thailand, the

four countries of the OTA survey. OTA did
not evaluate how well these requirements are met in
practice. There is considerable evidence in the litera-
ture, however, that in many developing countries lim-
ited resources and personnel make full implementa-
tion of the requirements virtually impossible.

Brazil

DRUG REGISTRATION

At the time of the OTA
survey, the Division of Drugs
of the Ministry of Health
(DIMED) had primary re-
sponsibility for drug regula-
tion and enforcement, Since
then, the Ministry of Health
has been reorganized (under the Collor government)
and DIMED no longer exists as a distinct entity. Its
functions have been taken over by the Division of
Products (DIPROD) of the National Secretariat for
Sanitary Surveillance (Vigilancia Sanitaria) (207).

All drugs not included in the Brazilian Pharma-
copoeia are considered “new drugs’ and must be reg-
istered with the Ministry of Health (this excludes raw
materials, which are regulated under other legidlation)

Kenya, Panama,
and Thailand

(106). To register a drug for marketing in Brazil, a
company must submit an application that includes:

1. adrug registration petition;

2. areport on the experimental therapeutics (pre-
clinical and clinical trials) of the proposed drug,
in conformity with detailed rules issued by the
National Health Council in Resolution No. 1 of
1988;

3. a technica report on the product, including
chemical and pharmaceutical detail, principal
indications, method of use, complementary in-
dications, contraindications, side effects, ad-
verse reactions, restrictions or precautions, expi-
ration period, storage conditions, and instructions
for use, when applicable;

4. pharmacodynamic data, including method of
action and dosing information with justifica-
tions,

5. report on production and quality control, includ-
ing full details of the production process and
proposed quality control mechanisms for all
stages;

6. models of labels and packaging; and

7. bibliography, including translations of original
papers, if foreign.

Brazilian law states that an application for registra-
tion must be processed in 90 days. In the past, delays
were common and the average processing time was 2

' A new product is considered any type of new molecular substance; new salt of previously approved ingredient modification in the quan-
tity, number, or identity of active ingredients or pharmacokinetic Characteristics of an existing medication or any new combination of regis-

tered substances.
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to 3 years (192). The type and urgency of the registra-
tion may affect its handling. According to a former
DIMED director, some petitions took as long as 6-8
years to process while others were handled rapidly
(206). Registration is valid for 5 years, but if new in-
formation about adverse reactions, precautions, or
contraindications for the product becomes known, it
must be reported to the Ministry of Health. For renew-
a, a simplified application form with recent analyti-
cal, preclinical, and clinical data, along with a renew-
al fee, must be submitted.

In August 1990, the Ministry of Health began re-
structuring the SNV'S (National Secretariat for Health
Monitoring), including a new program called “INO-
VAR,” to streamline the registration system and han-
dle the backlog of approximately 18,000 product ap-
proval applications (197). With about half a dozen
professionals working on drug regulation, the follow-
ing approvals were granted in a period of 7 months
(September 1991 through March 1992): 425 petitions
to change the composition (active ingredients) of
drugs already on the market, without changing the
name of the drug; 455 registrations of drugs that are
similar to others aready approved; 293 transfers of
registry from one producer to another, and 457 regis-
trations of new commercia presentations (207).

DRUG LABELING

Brazilian labeling requirements are the same for
over-the-counter (OTC) and prescription drugs (106).
As agenera rule, neither labeling nor advertisements
may include geographic names, symbols, figures, de-
signs, or other indications that might be misleading.
In addition, any unauthorized modification of the
label is punishable by cancellation of the registration.

Preclearance of labeling is required as part of the
registration procedure. The package label must in-
clude the following (106):

1. name of product (trademark or generic);

2. pharmaceutical form;

3. number of unitsin package;

4. active ingredients;

5. complete formula of the product with quantita-
tive composition;

name and address of manufacturer;
responsible pharmacist;
license number and date of issue;
9. batch number;
10. expiration date and date of manufacture;
11. storage instructions;
12. for prescription products, statement that it is
supplied on prescription only;
13. indications;
14. side effects; and
15. precautions, if any.
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Package inserts are not compulsory for al prod-
ucts, but if the company intends to include a package
insert, it must be approved in advance. Inserts are usu-
aly physician-oriented (201). Once labeling is ap-
proved, al changes must be submitted for review, in-
cluding a technical justification for the proposed
change,

| Kenya
DRUG REGISTRATION AND
LABELING

At the time of Kenyan in-
dependence in 1963, amost
al available pharmaceuticals
were imported from Great
Britain, and there was no for-
mal registration system. As
products from around the world began to enter the
country in the 1970s, the government instituted im-
port permits. The primary purpose of the permit sys-
tem is to control the amount of foreign currency mov-
ing out of the country, rather than specificaly to
control the flow of drugs. The need to assert some
control over the drug supply itself led to the passage
in 1981 of laws governing drug registration.’The
statutes do not define the registration process in detail,
but authorize the Ministry of Health to develop de-
tailed guidelines (40). The Pharmacy and Poisons
Board of the Ministry of Public Health has the respon-
sibility to review drug registration applications and
product advertisements.

A drug may be registered for 5 years in Kenya,
after which the company must apply for renewal.

*The requirements for registration are provided for in the Pharmacy and Poisons Act and the Pharmacy and Poisons (Regulation of

Drugs) Rules of 1981.
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Initial applications for drug registration are assessed
on grounds of safety, efficacy, and quality. Each reg-
istration application must include the following infor-
mation (106):

1. administrative data;
2. pharmaceutical formula;
3. name and structural formulae of the active in-
gredients;
4. specifications of ingredients (active and excip-
ient);
5. analytical control of ingredients;
6. analytical control procedures during manufac-
ture;
7. shelf life;
8. summary of the method of manufacture and
assembly;
9. summary of the experimental tests for pharmac-
ologica effects;
10. summary of tests for physiological availabili-
ty; and
11. summary of clinical tests for efficacy.

In addition, the application must include labels,
package inserts, and any promotional literature. The
label should include the following (106):

1. therapeutically active substances, specified by
name, qualitatively and quantitatively, per suit-
able unit;

2. inactive ingredients, which may be specified
under a common term such as “excipients’ un-
less such ingredients may be of some specia
significance in the use of the product;

3. name and percentage of any bactericidal or bac-
teriostatic agent;

4. expiration date;

5. batch number;

6. where necessary, directions of a technical na-
ture for the use of the product;

7. particulars on the normal dose and indications;

8. name and business address of manufacturer;
and

9. registration number of the product.

Kenya does not require package inserts, but if a
company chooses to include one, it must be approved
by the Ministry of Health. All changes to the ap-
proved labeling must also be reviewed by the Min-
istry.

Panama

DRUG REGISTRATION AND
. LABELING
According to Decree 93 of
February 16, 1972, the Regu-
‘q lation on Registration of
Pharmaceutical Specialties,
amost all pharmaceuticals
must be registered in Panama,
The Ministry of Health controls the registration
process and works in conjunction with the National
University of Panama and specialized laboratories to
review applications. In evaluating an application, the
Ministry compares the safety and therapeutic advan-
tages of the drug with similar products, and bases its
decision on these comparisons.
The following information must be included in a
registration application (106):
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1. trade mark or generic name of product;

name and address of manufacturer and distrib-

utor;

dosage form and route of administration;

name of the responsible pharmacist;

details of therapeutic class;

a sample of the container

complete formula of finished dosage;

draft of proposed packaging copy and package

insert;

9. activeingredients;

10. indications;

11. contraindications;

12. warnings, precautions;

13. recommended route of administration;

14. draft outline of proposed information to the
medical profession;

15. recommended dosage: usual dose, frequency,
range;

16. summary of pharmacological data and data
relevant to proposed use;

17. summary Of all clinical trials, and

18. data on adverse reactions and drug interac-
tions.
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Panama also requires that any “physician-oriented”
information be included with the registration applica-
tion.

It takes an average of 2 years for afull registration
application to be approved. Drugs that are not new
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chemical entities and that already are listed in locally
approved pharmacopoeias are subject to lesser re-
quirements, which include provision of a Free Sale
Certificate, a Certificate of Anaysis, the product for-
mula, and samples of the product (106).

Printed packaging copy and package inserts also
must be reviewed at the time of registration. The fol-
lowing information, in Spanish, is required on the
package label (106):

1. qualitative and quantitative formula;

2. strength and pack size (contents);

3. registration number;

4. trademark;

5. manufacturer’s name and address;

6, statement that dose must be as prescribed by
physician, and that sale is subject to prescrip-
tion; and

7. expiration date and batch number.

Package inserts are not required for al products.
The decision to include a package insert is left to the
discretion of the manufacturer (106), but there are
legal requirements for their content if an insert isin-
cluded. Inserts usualy are physician oriented. Com-
panies are not required to notify the government of
changesin labeling for registered products.

Thailand
- DRUG REGISTRATION AND
LABELING

‘ Thailand’s pharmaceutical
" market is actually two mar-
. kets that exist side by side: a
public market, supplying gov-
ernment health centers and
hospitals, and a large private
market, The regulation of these two markets differs.

Regulation of the Private Market

As established by the Drug Act of 1967, the main
legidation affecting the pharmaceutical industry in
Thailand, every pharmaceutical product intended for
sale must be granted a marketing approval by the Thai
Food and Drug Administration (TFDA) of the Min-
istry of Public Health (MOPH) (193). The Drug Act
applies to the private market, but since 1986 has not
applied to the Governmental Pharmaceutical Organi-

zation (GPO), the government’s own drug production
company (272).

At the time of OTA’s survey, a company was re-
quired to submit a registration application containing
some or al of the information in the list that follows
(in Thai or English). Since that time, more specific
regulations have been issued, requiring more types of
information.

In 1989, the following information was required
for registration (272):

product name and formulation;

dosage form and regimen;

origin and background of discovery;
conditions of usein foreign countries;
properties and comparative studies with other
drugs;

6. physiochemical properties;

7. standards and method of product analysis;

8. long-term storage tests;
9
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. pharmacological and toxicological data;

, datato support efficacy;

11. general pharmacology;

12, biological data;

13, dataon clinical trial results;

14. labe claims and package insert; and

15. existence of registration from the country of
origin for imported drugs (WHO certification
scheme form may be used).

Applications are evaluated on the basis of safety,
efficacy, and quality. Registration officials are re-
quired to consider the product safety and therapeutic
advantages compared with similar products. Ac-
cording to the law, al products must be analyzed be-
fore registration (106), The Division of Drug Analysis
(DDA) in the Department of Medical Sciences is re-
sponsible for conducting quality assurance tests, but
due to limited manpower, is able to test only about
one-fourth of the products (272). Approval of applica-
tions takes 6-18 months.

Thailand registers a few thousand formulations a
year including many locally produced combination
products (272). Since 1985, registrations are perma-
nent and do not require renewal (106).

Regulation of the Public Market
In 1981, the Thai Government announced a Na-
tional Drug Policy. The main goals of the new pro-
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gram were to provide an adequate supply of safe and
good quality drugs, to reduce drug waste by using the
essential drug strategy, to strengthen drug quality as-
surance, to develop pharmaceutical raw materia pro-
duction capability, and to explore the potentia of tra-
ditional medicines (272). This national drug strategy
was included in the government’s Fifth Five-Year
Plan (1982-1986). The Sixth Five-Year Plan (1987-
1991) focuses on rationalizing drug use and strength-
ening ongoing activities.

Thailand published its first national list of 372 es-
sential drugs in 1981. A 1982 revised list increased
the number to 450 essential drugs in 30 therapeutic
categories (272). The most recent revision, in 1992,
reduced the list to 348 items in 29 therapeutic cate-
gories (179). In university hospitals and in institutions
such as the Ministries of Defense, Interior, and
Education, drugs from the essential drug list must ac-
count for 60 percent of the drug budget. Community
and provincia hospitals in each of Thaland's 72
provinces must select 80 percent of their pharmaceuti-
cals from the essential drug list (272). Loca health
centers are also required to stock a certain percentage
of essential drugs (272), The Government Pharmaceu-
tical Organization (GPO) is one of the largest manu-
facturers of essentia drugsin Thailand and it accounts
for 11 percent of the prescription drug market (193).

Labeling and Promotional Regulation in Thailand

The Drug Act of 1967, as amended in 1988, con-
tains labeling requirements. Printed packaging materi-
a, including package inserts, must be submitted for
approval. The following information must appear on
the package label (106):

product name;

registration certificate number;

content;

composition or active ingredient with quantity/
potency;

batch number;

name of manufacturer with country of origin;
date of manufacture;

where applicable and on a red label: “Ya
Antarai (Dangerous Drug)” in Thai, “Special
Control” in Thai, “Externa or Topica Use” in
Thai; and

9. theword “expiry” in Thai and expiration date of
drug.
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Package inserts also are required and are expected
to contain the product name; active ingredients; indi-
cations; instructions for use, including warnings, pre-
cautions, adverse drug reactions, and contraindica-
tions; dosage, and storage information (272).

All labeling information must be in Thai or Eng-
lish. Thailand also requires that al other information
companies intend to send to doctors, such as reminder
advertisements or other promotional material, be in-
cluded with the registration application. Any changes
in labels for products already registered must be ap-
proved by the government (106).

The Thai Government limits advertising of pre-
scription products. Promotion is limited to medical
and pharmaceutical journals or through direct contact
with the prescribers or dispensers. The agency re-
quires that advertisements not exaggerate efficacy or
broaden indications beyond those approved in label-
ing (106).



