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: I S T R A i '
This document provides a brief review of netional "health legislatinn rele:ing
to the marketing of drugs (phermaceuticala) A large number of countries now
have legislative provisioms on drugs covering a wide and varied spectrum, In,
preparing thie review, the laws and regulatiocns of some 80’ countries were’
analyaed.\ An“,cumprehensive review based on zuch a large volume of legal
inatruments 1 ©¥dkely to tun into several hundred pages, With.a view to producing
a ‘document which" ‘enables the legal status of drug marketing to ‘be surveyed- rapidly,
this review contains a synthesis of general approaches that are common to many
countries. The review, therefore, does not specifically mention some or all of the
80 countries that' have laws and regulationa representative of the general
apptoaches degeribed. “However, where there are significent additions to or
departures from the general eppreach the review makes specific reference to them,
The examples have been selected at random when the addition or departure occurs in
more than one country. Refetence in the document to any one country in relation to
a particular approach does not, therefore, necessarily mean that such approach is
confined only to that country. S

The review is based largely on legislative texts that have appeared in the
International Digest of Health Legislatién (IDHL) published by WHO since 1948. A
few texts to be published shortly have also been included., Most of the references
in the document are-to laws and regulations currently in force. Auy reference to a
law or regulation no longer in operation is only for the reason that euch law orx
regulation reflected a leglslative developuent still ‘worthy of riote. ‘In addition
to national laws and regulations, reference has been made to.a few codes.of. eenduct
‘that contain relevant provislons. However, fof the pifposd’ “of' this’ review ‘ng’
survey was made of codes of conduct and the references in the document to eodea are
based on published material, The review also contains references to various’
comparative surveys that have been published from time to time, vhich provide more
detailed information on some of the aspects covered., They are, ‘however, based on a
survey of the laws and regulations in fewer countries than in this document., . Since
WHO iz compiling ‘an annotated bibliography of literature on' drug markéting, this
document does not contain any references to books, articles, eonference \
proceedings, or other materials dealing with the legai status of pharmaeeutieals in
any individual country.
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1. While this review is primarily concerned with natiomal 1egai‘¢5ntr515‘6vér the
marketing of drugs, account needs to be teken ef eontrels prior to the availability
of drugs for marketing. T

2. Legal controls tend to differentiate between various categories of drugs, the
controls ranging from very tight te relatively loose, The categorization of drugs
and the nature of the controls applfcable to' the different ‘Eategories of drigs vary
from country to country. A 1960 WHO survey of existing legislation on the
classification of pharmaceutical preparations pointed out that 'thére 1s a total
lack of uniformity. (1) Some legal texts have a single list of substeneea, otherah
up to five lists. In addition, some" texts deal specifically with special’ '
categories of drugs, such as those liable to cause addiction.’ Even within this
broad classification there are subclassifications reflecting, for instance, the
different schedules in the international drug control treaties. In a review of

* In many of the countries covered in this review there is separate
legislation dealing with narcotic drugs and psychotropic’ substenees and” lergely
based on the principles set out in the inrernational- drig contrpl treaties. This
review does not cover such legislation, nor does it deal with the special
legisiatien on poisons and vaccines and allied products.
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thiz nature, covering a large number of legal and health care systems, it is not
possible to make generalizations regarding the different levels of controls
applicable to various categories and subcategories of drugs. All that can be
attempted is an enumeration of certain cotmmon categories of drugs as a background
to a discusszion on specific aspects. It 1s important to note that, since there is
no uniformity in terminology, the use of the identical concept in two or more legal
texts does not neceassarily mean that identical controls are applicable.

3. The basic categorization of drugs into prescription drugs and non—prescription
or over—the—counter (OTC) drugs is important for the reason that controls and
requirements relating to advertising and labelling often tend to be based on such
categorization, Prescription druge are generally subject to stringent controls,
For registration purpoges laws generally tend to use general terms such as
"pharmaceutical specialiry” or "medicinal product” to cover a wide and varied range
of drugs. Exclusions from such a classification are limited to a few categories
such &8 drugs prepared in hospitals and pharmacles. For reglstratlon purposes
genetal terms such as "new drugs” are also used, often in relation to the
availability of a2 drug in relation to a spec%f%c period of time, For instance, in
the new Chinese Pharmaceuticals Control Law, 2 operative with effect from

July 1985, "new pharpacentical” means a pharmaceutical that has not yet been
produced in China, Antibiotics, oral coantraceptives, combination drugs, drugs that
induce anaesthesia, drugs for prophylactic use, biological preparations, sera and
vaccines, bload and blood products, etc. are sometimes specifically included
within, or excluded from, the general definition of drugs. Homoeopathic,
ayurvedic, and herbal drugs are gemerally subject to different controls, even
though a single law may cover all these substances,

4. A drug, to be avallable for marketing, must be elther manufactured in or
imported into the country, and conttels at the stage of manufacture or importation
need to be taken into account in determining the nature and magnitude of the
marketing controls to be subsequently applied.

5. Safety, quality, and efficacy have been the general considerations governing
traditional controls over manufacture, Licensing systems are of different kinds,
Some countries grant licences for the manufacture of drugs generally, others for a
named drug or specific categories of drugs., Registration of the drug to be
manufactured Is often a condition to the issue of the licence. Some laws provide
for the issue of licences even for supplementary activities such ag filling,
packing, and labelling.  In addition to licensing, compliance with good
manufacturing practices, regular inspection of manufacturing premises, quality
verification of manufactured products, compliance with pharmacopoeial standards,
atc, are features of the controls over manufacture generally applied through
appropriate legal instruments. In this context note m?z be taken of the role of
WHO in the formulation of good manufacturing practices ) and in the compilation
of the International pharmacopoeia, both designed to promote the safety, quality,
and efficacy of manufactured products. Many countries have accorded legal or
administrative recognition to requirements of good manufacturing practices and the
standards in the International pharmacopoeia. Through bilateral and other
arrangements importing countries accept inspection of manufacture by exporting
countries as equivalent to their owi.

6. The vast majority of countries in the world, particularly the developing
countries, obtain their drug requirements through imports. Contrels over lmports
have taken different forms, ranging from liberal import policles as part of general
rrade policy permitting the {mport of any drug (with the exception perhaps of those
which are banned or are spurlous, counterfeit, misbranded, adulterated,
substandard, ete,) to those which restrict imports to specific categories of drugs
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(such as essentlal drugs, reglstered drugs, licensed drugs, or drugs lfsted in a
pharmacopoeia or national formulary),

7. The system of issuing import licences enables rhe regulatory autherity
responsib%e for drugs to derermine what drugs should be permitted to be imported,
by whom,( ) and subject to what conditions. Naturally, therefore, countries have
recourse to a licensing system to regulate the inflow of drugs. Considerations of
safety, quality, and efficacy are among the main factors taken inte account in
determining what drugs should be germitted to be imported. Additional
congiderations are registration(7 of the drug as a pre—condition, restrictions

on the quantity rto be imported (for a single consignment or over a period of time),
medical need, price, etc, The requirement that the drug to be imported has been
manufactured by an establishment or plant adhering to good manufacturing practices
and the place and process of manufacture have been subject to regular inspection is
an additional safeguard. The submission of documentation relating to quality,
safety, efficacy, regisrratfon, and pricing and provision for quality verification
at the time of import is a general condition of import licences,

8. National laws provide for a variety of situations in which imports or import
licences can be cancelled or suspended, the commonest being those relating to
unsatisfactory quality, safety, or efficacy of the drug., Drugs notr of the accepted
quality, safety, or efficacy and spurious, counterfeit, or adulterated drugs cannot
be imporred and, 1f imporred, are llable to confiscation. Some countries have
provided additional grounds for prohibiting, suspending, or cancelling imports, In
Bahrain, for instance, imports can be susgenﬂed if the price exceeds the limits
accepted in neighbouring Arab countries, (%) Austraiia prohibite the importarion

of drugs that do not comply with stipulated labelling and packaging

requirements.(

9. The WHO Certification Scheme on the Quality of Pharmaceutical Products Moviog
in International Commerce(10) ig designed teo facilitate the efforts of {mporting
countries to obtain assurance regarding the quality, safety, and efficacy of
imported drugs., This Scheme, in which more than 100 Member States now participate,
provides an administrative mechanism:

(1) to provide agsurance that the product has been authorized to be placed on
the markat in the exporting country (if not, the reason why such authorization
has not been granted, as, for example, that the drug is meant mainly for
tropleal diseages);

(2) to provide assurance that the manufacturing plant conforms to
requirements for good practices in the manufacture and quality control of
drugs as recommended by WHO and that the plant is subject te inspection at
suitable intervals;

{3) to exchange information on inspection and controls emercised by the
authorities in the exporting country (including dealing with inquiries about
serious quality defects in the importing or exporting country).

10. Countries without adequate technical resources to conduct elinical trials and
quality verification stand to benefit from this scheme. By appropriate legal or
administrative meagures the principles underlying the scheme can be made applicable
to lmport licences and other import arrangements and the monitoring of adverse
reactions to drugs. Many importing countries, for instance, before issuing a
licence require documentation relating to registration in the country of
manufacture or origin.
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Strategies for the rationalization of drug manufacture/importation

11, The concept of essential drugs was developed by WHO In response to the need
for the optimal utilization of 1limited financial resources te purchase and
distribute thoge basic drugs necessary to the health needs of the

population.(ll) Based on considerations of quality, safety, efficacy, and
reasonable price, lists of essential drugs have been complled in a large number of
countries, These lists are followed in purchasing drugs and distributing them to
various outlets in the health care structure.

12, Recognition has been accorded to lists of essential drugs both
administratiVE1¥ ggd legally. In China a national list of essential drugs was
issued in 1981, 1 containing 278 commonly used drugs intended to meet the

general medical care needs of the population. Manufacturing establishwments are
required to accord priority to the preductien of essential drugs, medical units to
ensure that such drugs are used rationally and there is no wastage or abuse., While
the Chinese apptroach exemplifies the adminiztrative measures poasible, In countries
like Niger legislative measur?s have been taken to accord recognition to esszential
drug lists; in 1%80 an order 14) was made listing some 80 medicaments that
district medical services and dispensaries are entitled to order, By another
order{13) the number of drugs for hospitals was restricted te 210, Prior

sanction is necessary to obtain drugs other than those listed iIn the orders,

Effect has also been given to the concept of essential drugs by listing drugs in a
national formulary and restricting the use of drugs to those listed., In Peru the
Ministry of Health, the Peruvian Social Insurance Scheme, public welfare agencies,
the National Institute for the Care and Promotion of Minors and the Family, local
suthorities, public agéncies, etc. are required by a decree(lﬁ) to prescribe or

use only the basic medicaments listed in the Official Formulary of Basic
Medicaments in the Heszlth Sector. Similarly, in Guatemala, by an order(17)

enacted in 1979, the National Therapeutic Formulary has been declared to be the
definitive text listing drugs to be used in national hospitals, health centres, and
health posts. In Bolivia there is a prohibition on the importation of products
similar to those produced by the national pharmaceutical industry.(l }

13. A recent publication of the Pan American Health Organization(lg) deals with
the development and implementation of drug formularies, 1t defined a formulary as
"a compilgaiun of pharmaceutical products approved for use in a given health care
system”.{20)  Formularies are of different kinds, depending on their intent,

nature and scope. Some are mainly for local use, for instance within a hoapital or
group of hospitals. As far back as 19259 Sri Lanka, for example, had & hospital
formulary and all state-sponsored medical Institutions were obliged to mse the
drugs listed in ir and no others, This was achieved through administrative
procedures and the formulary had no legal base, Wherher a law is needed to accord .
sanction to a limited formulary depends on the organic structute of the health-care
institutions that would be bound by it autonomous institutions may not feel
obliged to give effect to administrative schemes. Moreover, procurement procedures
may have to be changed and in some ecuntries this may necessitate a legal
instrument that will have an overriding effect. As against local or limited
formularies, a few cougzgiea have adopted national formularies. In Bolivia, for
instance, 1egislation( has described the National Therapeutic Formulary as

"the authotitative instrument which alene is binding on centralized and
decentralized public agencies of the State with regard to the following mattera:
(a) the application of therapeutic criteria prescribed in accordance with the
sdvances in and principles of pharmacology; and (b) the ratiomal use of drugs in
health administratign, including planning, acquiaition, preservation, distribution
and supervision”,{23) The National Therapeutic Formulary is required to contain
the information essential to ensure a proper regard for the principal requirements
concerning medicaments, ineluding concentration and therapeutic guidelines such as
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indications, coutraindications, precautions and adverse effects. It must also
include the basic list of medicaments, comprising the details required for
administrarive purposes such az the generic or permitted deacription, the level of
use, the form of presentation, and the unit of measurement.

14, Countries that have adopted formularies have established mechanisms to review
and update their contents and ensure the administrative, fieecal, and other measures
needed to facilitate the avajlabiliry of the baric medicaments. In Costa Rica the
Technical Commitrtee gn ghe Formulary is required to undertake cost—benefit and drug
utilization studies.(?%) The National Medicaments Council in Bolivia has to
collaborate in drawing up standards for indusrrial production and technological
development,

15. The manufacrure and importation of drugs can be rationalized by a mix of
strategies instead of a single strategy, as exemplified by the Bangladesh drug law
reforme of 1982. The drugs available on the market were curtailed by five
measures. Firstly, no medicine of any kind could be manufactured for sale or he
imported, distributed, or z0ld unless it was regigtered with the licensing
authority.25 The authority had to act on the recommendations of the Drug Contrel
Commirtee, Secondly, certain medicines listed in three schedules were subject to
speclal restrictions that were to become operative within a stipulated time-limit.
Medicines specified in the first schedule had to be destroyed, medicines in the
second to be reglatered after changes in their formulation as directed by the
licensing authority. Non-regigtration meant that it was not posgible eirher to
manufacture or to sell these medicines. Drugs listed in the third schedule were
prohibited from being manufactured or imported, thus resulting in a complete
withdrawal of such drugs from the market. A fourth schedule was introduced
subsequently by way of an awendment(26) to the principal legislation. Unless the
medicines listed in thie schedule were registered it was not possible to
nanufacture, distribute, or sell them, Thirdly, the legislation did not permit a
drug to be locally manufactured under licence granted by a forelgn company that had
no manufacturing plant in Bangladesh, if such drug or its substitute was already
being produced in Bangladesh., Fourthly, the prior approval of the licensing
authority was required for the importation of pharmaceutical raw material.
Fifthly, the Govermment wag empowered to review any licensing agreement between a
Bangladeshi concern and a foreign concern for the manufacture of any drug in
Bangladesh and to give directioms for modifying the agreement. In the event of
non—compliance with any direction, the manufacturing licence was liable to be
cancelled.

16. The rationalization of drug manufacture in relation to the concept of
essential drugs has taken the form of requiring menufacturing establishments to
manufacture such drugs. Reference has been made to the Chinese requirement. In
Ecuador a decree$?’) was enacted in 1977 requiring companies manufacturing
medicaments to produce at least two medicaments for the basic soclal medicamente
programme of the Ministry of Public Health in accordance with the list of
wmedicaments issued by the Minlstry.

Export

17. Restrictions on exports are designed primarily to give importing countries
assurance regarding the quality, safety and efficacy of drugs they import. On the
basis of availlable information it would appear that most countries do not have
specific legal provisions regulating the export of drugs that have not been
appraved for domestic use.

18. Controls over exports at the natiomal level take different forms. The 2
Canadian approach has been to exclude the application of the drug legislation( 8)
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to drugs meant' exclusively for expo#t;”provided: (a) the package is distinetly
overprinted with the word “Export™}" #%d (b) a certificate has been issued that
the package snd its contents do not C6ntravene any known requirement of the law of
tha cuuntty”f? which it is to be consigned. In the United States of America, under
federal 193i?1?ti°“(29) no new drug can be exported until it has been approved or
licensed by, the*Food and Drug Administration for use in the United States.

However, antifiotic drugs can be exported to other countries even though such drugs
are not approved for domestic use, provided that they meet the specifications of
the forelign purchaser and_do mot conflict with the laws of rhe country of import.
Under French legislation(30) every drug prepaxed in advance with a view to export
and presented in a ready-for—use form is subject to prier licensing by the Minister
of Health., A licence is granted only on the condition that the manufacturer
prevides justificatory evidence as to quality and inspection as required for drugs
marketed in France. In Guatemala there is a requirement that only drugs duly
registered and licensed by the General Directorate of Health Services can be
exported.( 1} 1n Babrain the law(32) prohibits any export unless the sanction

of the Minister has been obtailned.

19. In the Medicines Act{33) of the United Kingdom there are several

restrictions relating to the export of drugs, but the imposition of these
regtrictions has been postponed until an Order is made to Llmpose them., No such
Order has yet been made though the Act has been in operation since 1968, However,
the Act does provide for certificates to be issued in respect of drugs to be
exported as envisaged by the WHO Certification Scheme on the Quality of
Pharmaceutical Products Moving in International Commerce, in which the Unired
Kingdom participates. On the application of an exporter of medicinal products of
any description the licensing authority can issue to him a certificate containing
any such statement relating to medicinal products of that description as the
licensing authority may consider appropriate having regard (a) to any requirements
(whether having the force of law or not) which have effect in the country to which
the products are to be exported, and (b) to the provisions of the Medicines Aot and
to any licence granted or other thing done by virtue of this Act, In addition to
the United Kingdom there 3??_¢§§?Fr$¢3 guch as Austria which participate in the

Scheme and issue certificatés ﬁﬁaﬁltﬁqugh national laws(3*) exempt drugs meant
for export from reglstratisni™ it

CANTES T

PN pr
'

20. The export of drugs n8t”4dtHorized to be marketed in the country of
manufacture either because they do ndt meet domestic regulatory standards or for
other reasons has generated'd fai¥“&mount of discussion in recent times. The laws
of ezporting countries generally do not specifically address that issue, Some
d¥iigs‘are manufactured primaril¥ For diseases endemic in other parts of the world
and 'therd may never be an occasion for their use in the country of manufacture,
According to the drug and antibiotic regulations(BS) of the United States Food

and Drug Administration that became operative with effect from 23 May 1985, an
antibfotic drug product or drug substance subject to certification under the
Federzl Food, Drug, and Cosmetic Act but not certified or released may be exported
providéed that {(a) it meets the specifications of the foreign purchaser, (b) it is
not id conflict with the laws of the country to which it is intended for export,
(e) the outside of the shipping package carries the label that it is intended for
export and 1z not sold or offered for sale in the United States.

2l. In comsidering the statutory framework relating to expoxrts, it Is important to
note that some importing countries have legal provisions that have a bearing on
this matter. Under a 1959 decree(3®) of E1 Salvador, pharmaceutical specialities
are not allowed to be imported into the country unlesg their use In the country of
origin has been authorized, In Chad, under a decreel 7) of 1966, a licence can

be issued in respect of specjalities manufactured and packed abroad only if they
are effectively and legally marketed in the country of origin,
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22, As well as national controls, various arrangements at the international level
are designed to offer some measure of assurance regarding the quality, safety, and
efficacy of drugs subject to international commerce., The WHO Certification Scheme
on the Quality of Pharmaceutical Producte Moving in International Commerce requires
Member States participating In the Scheme that export drugs to take certain
measures designed to ensure the guality of the druge. WHO issues a monthly
cotmmunication regarding regulatory decisions on drugs and a bulletin entitled Drug
information dealing with policy and other imsues of interest te regulatory
authorities. WHO also disseminates information on the toxic effects of drugs as
part of its monitoring programme on adverse reactions to drugs, in which 27
national collaborating centres participate.

23, The United Nations has been given a mandate(38) to prepare lists of
products, including pharmaceuticals, that are banned, withdrawn, restricted, or not
approved by various governments.

24, Finally, international and regional forums such as the biennial conferences of
national drug registration authorities and various geopolitical groups on
pharmaceuticals provide opportunities for the exchange of information and data and
for the establishment of informal communication networks.

LEGAL DIMENSIONS OF MARKETING REGULATIONS

Registration of drugs

25, More and more countries now provide for the registration of drugs. A
registration system, when fully operational, facilitates the regulation of what is
marketed. Non-reglstration normally means that the drug cannot be marketed except
perhaps with prior approval fer limited purposes.

26, Registration systems and licensing systems often cause confusion. Some
countries do not have a system for registering drugs but have a licensing system
enabling drugs to be marketed. 1In countries with both registration and licensing .
systems, licences are normally granted for marketing reglatered products only.

What is important in this context is the existence of a system that provides for
pre~screening of drugs ilntended to be marketed., The pre—screening has to be on the
basis of scientific and other criteria and procedures such as clinical trials
deslgned to assure the qualitry, safety and efficacy of the drugs.

27. Different countries have different authorities and agencles entrusted with the
regponslbility of reviewing applications for §$§iatration gnd for registering drugs

that have received favourable comsideration.( In Pakistan registration is .
effected by the Registtation Board, headed by the IMrector—-General of Health.

Registration is a responsibiliry of the Federal Government, Once a drug has been

registered by the Board it must notify all the provineial govermments, The

Pakistan legislation(ko) requires provincial governments to take all such steps

a8 may be necessary to ensure compliance with the conditions aubject to which a

drug is registered and to prevent the manufacture or sale of a drug that has not

been registered or the regigtration of which hag been suspended or cancelled,

28. Registration requirements generally apply to all drugs, The information most
countries require can be classified into two broad categories; administrative data
and pharmaceutical, pharmacological, toxicological, therapeutic, and clinical

data. Within the first category is infotmation relating to marters such as the
name of the product and details of the manufacturer, the status of the product in
the country of origin and other countries, and the content of labelling and
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The second category comprises detailed information of a

technical natutre supported by scientific facts and figures.

29. Countries differ in their criteria for registration.

In the applicatioen of

criteria the three common dencminators are quality, safety, aod efficacy.

Counrries apply other criteria as well,

The following table provides a

representative sample of such eriteria, with one or two national exasmples selected

at random.

CRITERIA

COUNTRIES

Economic value
Price

Need
Medical justification
Availability of

speciality with ldentical
or similar formula

Production techniques

False or misleading
labelling

Combination product
Harmlessness

0Of real benefit to
the country

Whether imported product
can he manufactured
locally

More than five products
with the same active
ingredients already

on the market

Brand name oY trade
name mizleading

Kenya,(41) Pakistan(42)

Norway,(43) Gambia(44)
Norway(As)

Ma1i(48)

Indoneaia(47)

United States of America(és)

Czechoslovakia(49)
Sweden(so)

Mexico(21)

Bolivia(22)

Rep. of South Korea(SB)

Swltzerland(34)

30. Repgistration of the drug in the country of export is generally regarded as

being sufficient to warrant registration.

Documentation is usually required on the

preregistration clinical and related investigations and on other matters relevant

to the quality, safety, and efficacy of the drug.
In Kenya the Pharmacy and Polsons Board is required to consider the

procedure,

Some countries have a different

results of investigations and clinical trials under local conditions before it

registers a new drug,

However, in certain circumstances the Board can

register such a drug and require rhe investigations and clinical trials to be

conducted after registration,

It may be noted that the WHO Certification Scheme
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provides for information regarding the status of the product in the country of
expott to be furnished, if requested by the Importing country, Clinical trials and
the evaluation of scientific and other dara require qualified manpower, time, and
financial resources. For that reason several countries attach considerable welght
to the registration decisions of other countries.

31. One approach that has been followed in Bermuda is to permit the import of a
drug provided the country of origin is a designated country and it is lawful to use
that drug in that country.(56) This approach iz based on the premise that the
designated countries have good regulatory systems, including supervision of
wanufacturing practices, The requirement that at the time of exportation it was
lawful to use the drug in rhe country of export can give rise to problems,
especially in respect of druge meant for diseases endemic in the country of impotrt
but not in the country of export, e.g., drugs for tropical disesses manufactured in
non—troplcal countries.

32, In operating a registration system certain guidelises need to be formulated to
enable applications to be systematically as well as speedily processed. Many
countries have devised administrative procedures for this purpose, a few
legislative provisions. In Spain_the registration system is structured on a
threefold classification basis.(?’/) The drugs in respect of which applications

for registration are considered are divided into three groups. In group 1l are
drugs where no specialiry having similar therapeutic indications has been
registered, or the mode of action or chemical composition of the speclality is
completely different from that of specialities already licensed and the speciality
represents a far-reaching therapeutic innovation. In group 2 are drugs thar by
reason of the composition, dosage forw, or combination of or new therapeutic
indications for known active principles Trepresent a substantial therapeutic advance
on similar existing specialities. Group 3 consists of drugs that do not fall
within group 1 or group 2, Priority is given to drugs in group l. For drugs in
this group and in group 2 there 1e no annual quota or limit on the mmber of
applications to be approved. Drugs im group 3 are subject to a quota. However,
applications proposing a price significantly lower than that of similar
specialities already on the market are accorded priority.

33, The period for which a drug 1s registered varles from country to country.

Some countries have a mandatory perlod within which the registered product should
be marketed. Renewal of the registration can also be conditional onr the product
being marketed. Fees levied for the first registration as well as for renewals can
be the same for all drugs or vary with the category of the drugs. In Kenya, for
instance, the fee for drugsa gﬂnufactured locally iz one—fifth of that applicable to
drugs manufactured abroad.(5 ) Sometimes such fees are utilized to cover the

whole or part of the expenses of the regulatory agency,

34, 1In registering a drug various conditions can be imposed, if the legislative
instrument in terms of which registration is effected provides for the imposgition
of such conditions, For instance, there can be a mandatory requirement to report
side—effects, withdrawal of the product in other countries, etc. Changes in the
package insert and text of the advertisement can be subject to prior screening.
Chenges in trade marks can be accepred subject to the registration being amended ox
an alrogether new application being made.

35. Several countries have specified different grounds on which the registration
of a drug or the licence for marketing can be withdrawn. In Kenya a
certificate can be suspended or revoked if the premises on which, or on part of
which, drugs are manufactured, assembled, or stored by or on behalf of the holder
of rhe certificate of registration are unsuitable for the manufacruring,
assembling, or storage of drugs, or if new information has been discovered by the
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Fharmacy and Poisons Board showing rhat the drug is unsafe or dangetous, Other
grounds are procurement of the registration by fraud or misrepresentation,
violation of the conditions subject to which the drug was registered, public
interest, contraventions of the provisions of the legislation, and misleading or
exaggerated advertising.

36, 1In Saudi Arabia(60) registration of a new drug can be cancelled if ir is not
imported within one year following registration or if it is unobtainable from the
agent for a six—month period. Tt can also be cancelled if the technical committees
of the Ministry of Health or WHO have reported Ehag it is toxie, or if it has been
prohibited in the country of origin, In Sweden 61} one of the grounds for the
cancellation of the registration of a drug is that it has been the subject of
publicity containing erroneous, greatly exaggerated, or fallacious information as
to lts action or its properties.

37. One of the reasons often advanced agaiust registration is delay in processing
applications. In Mali the National Commission on Marketing Licences iz under a
lagal dutycﬁz) to finalize its view on an application within four monthsa. The
time—limit is suspended if the manufacturer is requested by the Commission to
supply additional information or carry out additional tests, 1If the Commission is
inclined to rejeet an application, the applicant must be notified so that within a
pericd of one month he may make further representations. Such representations, If
any, must be considered by the Commizsion when it transmits its views to the
Minister responsible for Publie Health, The Minister is required to substantiate
any decision te reject an application.

Marketing outlets and the sale of drugs

38. Countries differ widely in the requirements relating to who can prescribe and
dispense drugs and under what conditlions., In some countrias these matters are
governed net by laws and regulations on pharmaceuticals but by those relating to
professionals such as medical practitioners and pharmacists. Since this review is
primarily concerned with the marketing of drugs, no attempt is made to review in
detail the different categories of prescribers.

39, 1In relation to the right to prescribe and dispense, national laws fall into
two broad categories, the first permitting preseribers to dispense drugs as well,
the second prohibiting prescribers from dispensing drugs, pharmacists being the
sole persons authorized to dispemse prescriptions issued by prescribers, However,
even within those two broad categorles there are various conditions, requirements,
and limitatiens. For instance, countries chat permit medical practitioners to
digpense drugs may have a requirement that such practitiloners should employ a
qualified pharmacist foar the purpose., In addition to requirements and conditions
there are limitations, as in Rwanda, where private practitiomers are authorized to
keep and supply drugs only if there 15 no pharmacy open te the public within a
radius of 10 km{63)

40, Beaides specifying who can exercise the right to dispense, national laws and
regulations deal with a variety of aspects such as the establishment and location
of outlets, storage requirements, and conditions of sale. Apart from the
requirement that to establish a pharmacy a licence must be obtained, some countries
have requirements regarding the premises, the qualificatlons and experience of the
persons to be employed at pharmacies, etc. In addition to pharmacies some
countries have authorized the establisbment of other outlets guch as medicament
stores and drug stores. In Bahrain 1egislation(6 ) has empowered the Minister to
gugpend the further issue of licences for medicament stores as coon as there are a
sufficient number of pharmacies in the country,
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41. To ensure that priority is accorded to the establishment of pharmacies, some,
countries, especially in the developing world, hgve agsigned this responaihility,;q
a specific Institutional mechanizm. In Algeria the legiglarion in terms of
which the central pharmacy was established requires it to establish pharmaceutical
agencies in all communes to give patients access to basic pharmaceurical prndug;s,,
The Ethiopian Pharmaceuticals and Medical Supplies Corporation is required by
legislation(6€) to organize and operate pharmaclies and medicament stores. In
Bahrain(®7) the Minister of Health is empowered to decide on the number of
pharmaceutical centres that may operate in each town or village. In Benin{ 63)

the National Pharmaceutical 0ffice is required to establish a supply peint (deput),
in each provincial capital to facllitate the procurement of drugs by certain -
Ingtitutions and sales outlets such as private pharmacies.

42. Besides a statutory respomsibility to prowmote the establichment of pharmacies,
legislation in some countries provides for regulation of the location of pharmacies
and distribution ocurlets, so as to ensure a falr geographical distribution, In
Senegal a decreel®®) 15 1981 set out the criteria for the establishment and
distribution of pharmaceutical dispensaries. While each regional or departmental
administrative centre and each commune must have a pharmaceutical dispensary
irrespective of the population it serves, no dispensary can be established in the
Cape Verde region {the region surrounding Dakar) unless the minimuwm aumber of
inhabitants to be served is 13 000. The minimm population target in respect of |,
other regions is 30 000 inhabitants, These crireria come up for revision every ...
five years. X

43. Some countries have requirements additional to the general requirement that
drugs must be stored in places or pre?;sga that are physically and hyglenlcally
suitable for the purpose. In Bahrain pharmaceutical centres must be
air-conditioned. Such requirements, of course, depend on the country's
infrastructure and rescurces.

44. Marketing outlets arve of different kinds, Some engage in wholesale as well as
retall trade. Others cater only for individual consumere and medical practitioners
who may need certain quantities of drugse in connection with their practice.
Licensing systems and record systems generally differ depending on the nature of
the rrade carvied out. Within the retail trade too there is a distinectien
depending on whether the druge can be dispenszed with or without a prescription.
Depending on whether drugs are subject to a prescription svastem or not, differeat
marketing and record systems operate. In many countrieg the marketing of OTC drugs
is relatively free from controls, Depending on the nature of the health
Jnfrastructute and the health manpower situation, many countries, especlally in the
developing world, permit a large variety of personnel to prescribe ag well as
dispense O0TC drugs. Such drugs are often subject to special advertising and
labelling requirements.

45, The sale of drugs is regulated basically in two broad ways, by total
prohibition and by the operation of various conditione, The sale of a drug can be
totally prohibited by listing the drug in the main legislative text or In the
regulations, as in the case of thalidomide in Canada(/1} and sri Lanka,(72) or

by not issulng a licence for its manufacture or lmportation whete a licence is a
condition precedent to ite manufacture or import. Enforcement iz facilitated by
listing in the legislative text or in the regulations the drugs that cannot be
sold, the availabiliry of such drugs in the market then being prima facie proof of
a contravention of the law. Provision i often made to enable the list to be
updated whenever the sale of a drug has to be prohibited. Information on the
adverse reactions of druge disseminated by WHO and various organizations and
countries may require that such lists should be reconeidered from time to time.
Licenging authorities need such information to make timely and well-informed
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decisions on whether the manufacture, import, or sale of a particular drug should
be permitted or not.

46, The sale of certain drugs and certain categories of drugs (e.g. antibiotics
and psychotropic substances) is regulated by law by way of the requirement of a
pr&scri?tio Prescription requirements vary from country to country. In
NorWay theve 1s a requivement that a register should be maintained in
pharmacies for prescriptions given by telephone. The register must be prﬂs?zved
for a period of three years from the date of the last entry. In Mauritius no
person can dispense a prescription unless he recognizes the signature of_the
preseriber and is sarisfied that it is genuine, In Trinidad and Tﬂbago(75
prescriptions in respact of certain scheduled drugs cannot be dispensed unless the
signature of the prescriber is known to the dispenser or, if not known, he has
first %?gtified it. Several count¥ies such as Uganda } and Trinidad and

Tobago require prescriptions to be preserved for a two-yeatr period.

47. Some countries have built into their legislation zafeguards additional to the
requirement of a prescription, In Uganda(7a the Code of Ethics for the Practice
of Pharmacy stipulates that drugs should not he supplied to any person when there
is reason to believe that they are destined for illiclt channels or will be
misused. In Zimbabwe(/?) certain restricted drugs (psychotropic substances) can
be supplied only from the pharmacies of the hospitals listed in the regulations,
and the praescripticn issued by any medical practitiomer for a restricted drug must
be countersigned by the medical superintendent or his deputy at such hospital. In
Malta(80) o medical practitioner can issue a prescription for any preparation
consisting of certaia substances such as amphetamines or methagqualone unless he has
had the prior written authorization of the Superintendent of Public Health.
Furthermore, the Superintendent has to be notified when such & prescription is
dispensed.

48. The mode of sale has been regulated 1ln some countries. In Ugandacal) there

iz a prohibition on the supply of drugs by means of an sutomatic vending machine.
Fzemptions have been made in regpect of the use ?g §utomatic or vending machines in
hospitals, for instance in the State of Nebraska in the United States of
America. Such examptions are designed to facilitate access to certain categories
of drugs when pharmacies are not open. However, such machines can gengrally be
operated only by special cards or coded devices. In thﬁ Netherland=(83) gales
through self-service systems are prohibited. Belgium ) has prohibited the

offer of gifts or benefits when pharmaceutical preparations are supplied. The
solicitarion or acceptance of such gifts is also prohibited,.

49, National laws contain a variety of requirements regarding the maintenance of
registers and other records regarding the zale of drugs. Laws generally contain a,
requirement that such registers and trecords must be made available for inspection
if drug inspectors or other law enforcement persomnnel need them,

Advertising of drugs

50, The laws and regulations applicable to the advertising of drugs and the
dissemination of information through the medium of advertising are generally
different from those applicable to labels, package inserts, and warnings. This
section considers the regulation of advertising only, though thetre are instances
vhare identical provisions apply in respect of both advertising and labelling,
package inserts, etec,

51. In many countries legislation on drugs contains Btovisions governini
advertising. However, some countries, such as India and Malaysia, } have
enacted separate laws dealing specifically with the advertising of drugs. There
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are also countries such as Portugal(37) where a general law on advertising also
covers drugs.

52, Advertising restrictions fall into three broad categeries: those applicable
to specific drugs or catepories of drugs; those of a general naturej; and those in
respect of certaln audiences or target groups. Each of these categories needs to
be dealt with separately, though there iz a certain overlap.

53. With regard to the restrictions applicable to specific drugs or categories of
drugs, many countries do not permit drugs available only on prescription to be
advertised, According te a 1980 esurvey of about 50 countries, nearly 40 had a
restriction of this nature, A few countries permit such advertizements with
prior approval. Some countries permit such advertisements 1f they are intended
only for medical practitioners or appear only in medical journals. In Igrael,
registered new drug products cannot be marketed until the manufacturer has
advertised the approved indications in a medical journal. 89) Norway does not
permit advertisements of unregistered specislities or of medicaments prepared in a
pharmaecy and not included in arn approved formulary.(go

54, Restrictions of a general nature are genmerally those applicable to drugs in
general and to drugs for specific diseaseg, In Pakistan no drug can be adverrised
in a manner that encourages selfmedication or uvse to the extent that it endangers
health,(%1) 1In Belgium the Higher Council of Public Health can Bpecifg the
diseases or allments in respect of which no drugs can be advertised. (92}

55. With regard to restrictions in respect of target groups, in some countries
preseription drugs cannot be advertised to the general public and medical
practitioners alike, but in others advertisements meant for the latter are
permitted. In the United Kingdom there is5 a requirement<93) that before an
advertisement is seat to a medical practitioner he should have, within the
preceding 15 months, been gsent a dara sheet containing preseribed particulars.
Among the required particulars are the name of the product, the presentation
{description of appearance and phatmaceutical form), the uses, the dosage and
administrarion, contraindications and warnings, pharmaceutical precautions
{storage, etc,)}, the legal category, and package quantities.

56, The mode of advertising has been restricted in some countries. In Denmark
drugs canmot be advertised in films, on radio or television, outdoors by means of
signboards, posters, illuminated signs and the like, in vehlcles used for
transport, or zn premises accessible to the public (other than the premises of
pharmacies).(9 ) The regulatory provisione in Singapore prohibit door—to—door
advertising.(95) In Thailand, there is a prohibirion on advertiging by song, by
showing the suffering of a patient, by offering premiwms or awarding lottery
prizes, or In an impolite manner. 4

57. Several countries have established institutional mechanisms for screening
advertisements. In Malaysia the Medicine Adv?rtiSEment Board 1s headed by the
Director-General of the Ministry of Health, %/} 1Ia France the Commission for the
Control of Advertising has over 20 members, including pharmacisets from the industry
and representatives of congumer organizations. 98 In some countries there are
statutory functlionaries or institutional mechanisms with whom ox which
advertisaments have to be regilstered prior to publication.

58. In some countries laws and regulations on advertising have special
provisions, Three examples may be cited here to illustrate the range of matrers
that lend themselves to regulation. In Pakistan no person is entitled te spend
more than 5% of his turnover on advertisements, sampling, or other promotional
activities.(?¥) 1In Guatemala advertising agencies are required to ensure that
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the drugs they have been requested to advertise have been duly registered with the
Directorate General of Health Services.(100) 14 NWew Zealand, for the purpose of
protecting the health of the public, the Director—General of Health can publish a
statement relating to any matter contained or implied in an advertisement. (101

Any statement so published is protected by qualified privilege — a legal defence in
the event of an action based on such a statement,

Labelling, packaglug, package inserts, and warnings

59, Requirements relating to labels and printed packaging materials vary from
country to country. Different countries require different items of Information to
appear on either or both of them. The following liat indicates the range of items
from which different countries have specified those required to be zet out in
printed packaging materials or labels:

= Name of product (trade mark; approved name} generic name; Internationsal
nonproprietaty name)

- Dosage form {sttrength)

- Content of active ingredients (quantity/proportion of esach)
- Tpnactive ingredients

= Indications and contraindications

= Directions for use

= Recoumended dosage

= Whether for free sale or only on prescription

~ Route of administration (or for external use)

= Warnings and cautions

— Stovage precautions

— Type of packaging

- Contents of package (weight, volume, units)

- Name of manufacturer (or of local representative)

- Name of importer (and/eor person responsible for marketing)
= Date of manufacture

- Expiry date (shelf-1life)

— Price

= Batch number

= Registration number

60. Soue countries require additional information. Tn Nepal the manufacturer must
indicate on the label whether the drug Is produced for the allopathie,
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homoeopathic, ayurv%dég or Unani Byatem.cloz) The New Zealand Medicines
Regulations of 1984 103} require labels of drugs available for esale without a
medical prescription to contain certain items of information in a special panel on
the label, the “"CONSUMER INFORMATION PANEL". The information must include a
statement of the purpose for which the drug is recommended. This panel has to be
conspicuously placed in relation to other informarion included on the label and be
clearly differentiated from all other promotional material or i1llustratione.

61 National requirements relating to labelling cover even such aspects as
language, colour, and symbols. Some countries require that the labelling of
imported drugs should be in the national or official language. Requirements for
colours and symbels apply to 2 wide range of matters, In the United Kingdom(104)
labels of druge for sale only in pharpacies are required to have a capital letter
“B" in a rectangle containing no other matter, The container and package of
pregeription drugs must be labelled "POM™ in capital letters within a rectangle,
In Bahrain{103) labels of different colours must be used degending on whether the
medicament 15 for internal or external use. In CDlebiﬂ(lo ) the labels,
containers, and packaging of drugs liable to cause dependence must have a purple
gtripe. In the Netherlands {10 preparations intended for oral administration
must carry a white label. For other nmethods of administrarion the upper part of
the lLahels must have a pale blue strip bearing the words: "Do aot swallow” or else
a strip of coloured paper with the method of administration printed thereon.

62, BSome countries have a system of screening labels. Screening takes place at
varlous stages, when registration ils under consideration or later, as in Poland,
where the granting of a marketing licence is conditional on approval of the text of
the labelling and of the priated information regarding the drug.(loa) Some laws
provide for the inspection of labels when a drug is imported. In Guyana a drug
with a label that does not conform to local labelling requirements ie permitted to
be Imported for the limited purpose of relabelling, and if not properly relabelled
within the stipulated time-limit must be exported.alog) If the consignment 1s

not so exported it is liable to be confiscated.

63, The variations in national approaches to labelling can be best illustrated by
one or two national case studies selected at random. In Ecuador(M®) 1abels must
be submitted for approval within three months of registration of the product. The
label must indicate the name of the product, the pharmaceutical form, the net
contents of the package, the qualitative and quantitative formulae, the active
principies, the routes of adaministration, the batch number, the contraindications,
the warnings, paediatric use (i1f appropriate}, the mtorage temperature (if
appropriate), whether a prescription is required, the name and address of the
manufacturer, the name of the pharmacist responeible for the preparation (if
appropriate), the date of preparation and expiry date, and the regisrration

number, If the packapging size iz small only the name of the product, the name of
the manufacturer, the batch number, the concentration of the active principle, the
expliry date, and warnings, if any, need appear on the label, The Directorate
General of Health may require warnings such as; "To be sold only on medical
prescription”, “"May be habit-forming", ete., to appear on the label, In addition
to other warnings, if any, the label of every OTC medicament wwst state that if the
symptome persist the physician should be consulted. The labels of medicaments
intended for promotional purposes must state that they are samples not intended for
sale. No drawings or figures suggestive of the therapeutic value of the product or
Inciting the public to use it are allowed to be printed on any label, packaging, or
package insert, Names that suggest lmproper use or the presence of active
principles that are in fact not present or that exaggerate the therapeutic
properties of the product are not permitred, Official pames using formulae that
are not exactly those officially prescribed are also not permitted,.
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64, The Ecuadorian approach can bg compared with that of Sri Lanka. Under the
Cogmetics, Devices and Drugs Act(111) there is no provision for prior screening

of labels. The control mechanisms ate based on negative stipulations,
contraventions of which have penal comsequences, The term "label” has been defined
in the Act as any tag, brand, mark, pictorial or other descriptive matter, written,
printed, stencilled, marked, embossed, impreased on, or attached to a container of
a drug., In terms of the Act there iz a prohibition on any person labelling any
drug in a manner that is false, misleading, deceptive, or likely to create an
arronecus lumpression regarding ite character, value, potency, quality, composition,
merit, or safety. For purposes of penal liability this prohibition 1s deemed to
apply to a drug that is not labelled as required by regulations made under the

Act. Where a standard has been prescribed for any drug, no person is entitled to
label any drug that does not conform to such standard in such a maoner that it is
iikely to be mistaken for the drug for which a standard has been prescribed. Where
a standard has not been prescribed for any drug but a stamndard for that drug is
contained in the International Pharmacopoels, the British FPharmacopoela, the
Pharmacopeia of the United States of America, the British Pharmaceutical Codex, the
British Veterinary Codex, the Japanese Pharmacopoeia, or the European
Pharmacopoeia, no person is entitled to label any drug that does not conform to the
standard contained in those publications in such a manner rhat it is likely to be
mistaken for the drug for which the standard is contained in those publications,

If a standard has not been prescribed for any drug or a standard for that drug is
not contained in any of the pharmacopoeias listed above, no person is entitled to
gell, offer for sale, or distribute such a drug: {a) unless it is in conformity
with the standard set out in the label accompanying the drug, or (b) in such a
maaner that the drug is 1ikely to be mistaken for a drug for which a standard has
been prescribed or for which a standard is contained in any of the above
pharmacopoeias.

65. The legal provisions on packagini in most countries deal with labelling
requirements, Arpgentine legislation( 12) requires laboratories to produce
medicaments not only in packages intended for direct sale to the public but algo in
economic packages, the contents and packaging of which make possible the sale by
phatmacies of the number of individual units (tablets, coated tablets, capsules,
pllls, etc,) prescribed by the physiclan by means of simple subdivision of the
contents,

66. In certain countries package inserts are cumpulsory.(lls) In respect of
specified categories of drugs it ia sometimes mandatory that the package inserts
should be addressed to both preseribers and patients. Some countries require
separate leaflets. Inserts in OTC drugs are normally required to be addressed only
to patients., Package inserts generally cover most of the ltems listed above.

Where some of the information has appearad on the label the inserts may contain
more elaborate or detailed informatiom, especially in relation to contraindications
and warnings., Some countries require advance clearance of Eﬂckage ingerts as part
of the registration procedure or independently, In Ttaly(11l4) there is a
requivement for a translation of the package inserts or instructions used in the
country where the drug was first manufactured. Failure to comply with this
requirement entalls the withdrawal of registration,

67. 1In relation to requirements for product monographs, package inserts, and other
Information to health professionals, a 1968 WHO survey on pharmaceutical
advertising noted that

"... 1t 1s quite rare to find, in the legislation, any precise or detailed
specification of the requirementa applicable to medical advertisiag, the
greater part of the legislation, as in the case of the countries dealt with in
this survey, being concerned with advertising to the public,"(113)

2
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68. A monograph has been defined in some countries, such as Chile,(116) a5 the
technical and scientific description of a product. The monograph must be cubmitted
when application is made for the registration of the product. It is a form of
record to which reference can be made for information on the formula and the
properties of the product, etc. Some countries require sclentific and technical
informat%on te be furnished to medical practitioners, The 1984 Crown Order of
Belgium, 117) dealing with information and advertising concerning medicaments,
tequires that all medicaments be provided with twe information notices, one
gclentific for persons entitled to prescribe or supply medicaments, the other for
the public, containing such information as 1s considered necessary for it. It way
be noted that in Belglum only persons entirled to practise as physicians,
pharmacists, or veterinarians are eligible to be licensed as persong responsible
 for pharmaceutical information. In Denmark the National Board of Health may
requirte manufacturers and importers to circulate alterations and additions to the
information contained in their advertisements addregsed to physiciang, pharmacists,
etc.(118)  The form and content of such alterations and additions can be
prescribed by the Board., A 1982 Council of Europe resolution(11?) on information
concerning medicines to persons qualified to prescribe or supply them states that
the ipformation should inglude particulars on the legal provisions governing the
prescribing and supply of the medicine. Under the heading of inducements, there is
a prohibition on giving persons qualified to prescribe or supply medicines rewards,
pecunlary advantages, or other inducements, with the axception of objects of
negligible intrinsic value. However, this does not affect normal trxade discounts.
A 1984 Council of Europe resolution(i ) on packaging leaflete Tequires a
distinction to be made between the information supplied with medicines available
only on a medical preseription and that supplied with medicines that can be sold
without & presecription. The distinction is reflected in the nature and scope of
the information to be furnished.

69, Under some national laws there i1s a requirement that various cautionary
phrases ghould appear on labels and in advertisements and package Iinserts. In some
countries the requirements apply to most drugs. “Keep out of the reach of
children”, for instance, 1s a warnipg that most countries require in respect of
many drugs. TIn addition, special warninge are required for certain drugs. Therae
are druge that affect specific categories of patients such as pregnant women and
patients with cardiac conditions., There are also druge that affect psychomotor
gkills such as driving or working with machines. In respect of such drugs many
countries require that the patient be warned in advance, In Brazi1(121) 1apels
of all new drugs in use for less than five years must carry a warning that in the
cace of unforeseen suspected adverse reactions the preseribing physician must be
notified.

Drug sales representatives and gsamples of drugs

70. The primary task of a drug sales representative, known also in some countries
as medical representative, pharmaceutical consultant, or medical detailman, is to
promote the sales of pharmaceurical products manufactured or imported by the
company that employs him. No global sraristice are availlable as yet of the ratio
of drug sales representatives to rthe number of doctors or to the range of products
available for marketing, The scope for the introduction of new products Into the
market, the availability of opportunities for advertising and other promotiomal
activities, etc. are factors that determine the mumber of drug sales
representatives employed by a particular company of group of companiea,

71. Drug sales representatives often give samples of drugs they are promoting to
doctors as well as to the health administrators who declde which drugs are to be
ordered for a hospirtal or other institution.
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72, National legal controls and voluntary codes in relation to drug sales
representatives and the distribution of samples wmay relate to one or the other or
to both. Only a few countries around the world have regulatory measures relating
to drug sales representatives and the distribution of samples of drugs. These
measures can be best considered in relation to national examples under the headings
of qualifications for employment as drug sales representatives, permissible

activities and circumstances under which samples can be distributed, and mandatory
duties of drug sales representatives,

{a) Qualifications

73, A 1976 law of the Federal Republic of Germany(lzz) on medicaments includes
provisions on pharmaceutical advisers. In terms of this law pharmaceurical dealers
can appelnt only such persons as have the requisite specialized knowledge. Persons
who are deemed to have puch gpeclalized knowledge are: pharmacists or persons
holding a certificate certifying that they have passed an examination after
completing university studies in pharmacy, chemistry, blology, medicine, or
veterinary medicine; pharwacy asslstants and persons whe have completed a course
of training as technical assistants in pharmacy, chewmistry, biology, medicine, or
veterinary science; and persons whose training or further training has been
reco%nized as sufficient by statutory ordinance. An ordinance enacted in

1978(123) provided that the competent authority should organize or arrange for

the organization of courses of further tralning leading to the ezamimation of
pharmaceutical consultants. The examination is designed to determine wherher
candidates have the necessary knowledge, skille, and experience to provide members
of the health professions with couprehensive and critical technical information
concerning medicaments, and to record and make available to their employer reports
from the members of the health professions regarding side effecrs,
contraindications, and other hazards assoclated with medicaments, The eourse of
training for pharmaceutical comsultants lastg for 1000 hours and 1ls spread over a
period of 12 months,

{b) Permissible activities
74, On the general premise that what is not expressly prohibited by law is
permissible, drug sales representatives engage in prom?t%29al and aducational
activities, including giving samples. A few countriestl such as

Czechoslovakia, Hungary, and Yugoslavia have exgrgsaly prohibited the distribution
of gamples. Sone countries such as Argentina(1 3) do not peruit samples of

certain categories of drugs, e.g, psychotropic dru§§, to be distributed. In Mexico
it is an offence to ke%f ?amples in‘pharmacigg,(lz In Morocco samples can be
given only on request. 27) "tnder the French Public Health Code(l samples
cannot be given within premises that are accessible to the public during medical
and pharmaceutical congresses.

75, BSamples of druge are primarily intended to enable medical practitioners to
bacome famillar with them. National laws, therefore, geperzlly regqulre that labels
of packets containing samples should indicate that they are not intended for sale,
There are restrictlons in come countrieg on the size of sample packages, the
quantity of the drug, and the frequency of the distribution of samplez (e.g. a
gspecified pnumber of years 129) from the first date of marketing ¢f the drug and
thereafter only on request). Since samples are intended to familiarize medical
practitioners with the particular drug which is promoted, sample packages must
comply gith the usual labelling requirements (including those relating to package
ingerts).

76. In Singapore regulations(l30) have been made under the Madicines Aer,
1975, 131) 1o regulate drug sales promotion, For the purpoge of the regulations,
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sales promotion means any sales campaign (including door-to-door sales),
exhibirion, competitian, or other activity for the purpose of Iatroducing,
publicizing, or promoting the sale or use of any medlcal preduct. In terms of the
regulations no one can carry out sales promotion without first obtaining a permit
from the licensing authority. Licences are valid for a three-year period and may
be granted subject to various terms and conditions. In conducting any sales
promotion, gifts or prizes cannot be offered,

{c) Mandatory dutles of drug sales representatives

77. In the Federal Republic of Germany(132) pharmaceutical advisers are required
to keep a record of the recipients of samples and the nature, amount, and date of
their supply. Such records must be presented to the competent authority on Tequest,

78, The Pharmaceuticals and Poisons Act,$133) 1978, of the United Republic of
Tanzanila provides that the competent Minlster, after consultation with the Pharmacy
Board, should make regulations re§arding the activities of medical

representatives. Regulations made undetr the Act require that 1f any
pharmaceuticals or pharmaceutical products supplied contain certain specified
poelsons, the medical representative must, within 24 hours of having s¢ supplied
them, enter in a book details such ar the name and quantity of the poison supplied
and the person to whom it was supplied.

79, The activities of drug sales representatives have not been viewed molely as a
matter of promotiun?l %nterest to drug coupanies. In the Federal Republic of
Germany legislation requites them to record and forward in writing to their
enployers reports from members of the health professions concerning side effects
and contraindications or other risks due to medicaments.

(d) Regulation through codes of conduct

80. Besides legislative interventions of the various types enumerated above, the
pharmaceutical industry in cetrtain countries has form lated its owm rules relating
to drug sales representatives, In Sweden the rules{138) have been widely
publicized and have come to be recognized offigtally.as the applicable norms.
According to thesge rules wmedical representatives .must. have received a basic medical
education in accordance with the standards laid down.by the Association of the
Swedish Pharmaceutical Industry and the Association DflREPIEEEﬂtatiVEB of Foreilgn
Pharmaceutical Industries and should have been specially trained for this work by
the pharmaceutical companies employing them. - Examinations are conducted by a
five~member training council consisting of three: physicians and two representatives
of the pharmaceutical industry. Field training for. six months under the
supervigion of the employing firm is obligatery. As well as rules relating to
qualifications for medical representatives, there are rules dealing with ethical
conduct, Drug information conveyed by the medical representative must be based on
factual data that can be aggumed to be of value to the docrtors concerned, Visits
of a reminder character are not allowed., The representative must ascertain from
the doctor his experience with the drug and his opinlon regarding 1ts wse and
tranamlt this information to the pharmaceutical company.

Brand names, generic names, and generic drugs

81. The question of generic versus brand names has lcomed large in recent
discussions in relation to a varlety of issues such as the cost of medicines to the
consumer, the transfer of technology, the capacity of natiomal infrastructures to
verify the quality of drugs, and incentives to drug innovation{137) some of those
igsues need to be considered in the context of patent and trademark legislationm.
However, this review is concerned primarily with the extent to which national drug
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laws ttreat generic names and generie drugs rather than with the broad framework of
intellectual property laws and industrial policies.

82. A generic name usually contains an informative stem reflecting the
pharmacological elass to which the drug belongs, Generic drugs are products that
are marketed under their nonproprietary(l or approved names rather than their
proprietary or brand names, A generic name, unlike a brand or trade name, being
nonproprietary in character, cannot be the subject of legal protection in favour of
individual persons or corporate bodies. Generic drugs or drugs marketed under
their generic names ate usually cheaper.

83, Legislative measures to promote generic nomenclature are of relatively recent
origin, Thg most widely cited example igs the Druge (Generic Names)} Act, 1972, of
Pakistan,<1 8) which banned any drug prescribed, dispensed, sold, or distributed
under any brand, patent, or proprietary name, The scientific or official names -
the generic names — of the drugs were set out in the Natlonal Formulary. The Act,
however, had a yelatively short life-apan, mainly because of the infiltratiom of
drugs of doubtful quality into the market.

84. Legislative trends in relation to brand names and generic names cover
requirements relating to the use of names for registration and in advertisements
and labels, and generic substitution by pharmacists when prescriptions are
dispensed, In relation to the former, a few national examples will suffice (o
illustrate the range of national approaches. Paklstan generally requires
#ingle-ingredient drugzs to he registered by their generic names, compound drugs by
their proprietary names, 1 Norway requires the generic names to he included

in d¥rug advertisements for the general public.(l40 Greek legislation trequires

the generic names of the active principles of all pharmaceutical specialities to
appear on the inner and outer packaging.

85, With regard to generic substitution, the substitution of a product, especially
4 cheaper one with the same active ingredients, for the product prescribed by the
medical practitioner has recelved legislative sanction in only a few countyies. In
the developing world, Barbados has a 1aw(142) thar authorizes the rharmacist,
unless the prescriber has otherwise specifically directed, to select and dispense
an interchangeable product that is cheaper than what has been prescribed; no
liability attaches to the pharmacist or to the person prescribing the drug by
reason only of the fact that the pharmacist has dispensed such a product. The
pharmacist has to exercise his discretion az to whether a cheaper substitute should
be dispensed or not. In the developed world, generic substitution has been the
subject of legislation in a number of states in the United States of Amerjca,

Since generic substitution or drug product select%gn, as the process i3 sometimes
called, is regulated not by federal legislation(1 ) but by state legislation, .
the United States provides a range of approaches containing different modalities,
conditions, and requirements, Two examples suffice to demgﬂstrate the legiglative
strategies available. In the State of Maryland, the 1aw(1%4) authorizes the
pharmaclst to dispense a different cheaper drug product of the same dosage and
strength as the brand—mame drug product prescribed. The different product musr be
one that is generically equivalent, The pharmacist is required to pass on any
gavings in cost to the consumer, In the State of Massachusetts everz grescription
must contaln two different linea for the practitioner's signature.(l 3) A
signature on one line means that interchange is permitted, on the other that the
product should be dispensed as directed, A preseription becomes invalid if the
practitioner has not affixed his signature on one of the two designated lines. If
the practitioner has Indicated his preference for Interchanging, the pharmacist is
required to dispense a less expensive reasonably available interchangeable drug
product as listed in the most current formulary or supplement thereof. The fact of
interchange has to be reflected on the label. In the event of noncompliance by a
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pharmacist the drug purchaser ig entitled to lodge & complaint with the secretary
of the executive office of consumer affairs, who will refer the complaint to the
board of reglstration in pharmary for appropriate action.

Pricing of drupgs

B6. In most countries prices of drugs are regulated when there 18 a syatem to
regulate the prices of other products ag well. Price fixation and the monitoring
of price changes of drugs therefore need to be viewed in the context of national
trade and consumer policies. Decisions as to whether there should be price control
and, if so, the products to be controlled and the nature of the controls are often
based on such policies, The mechanics of controlling the prices of druge are

gometimes to be found in statutes dealing with price conttreol in general and not
with pharmaceuticals in particular.

87. Different countries have different authorities or officials vested with
functions relating to price control or the monitoring of the prices, or both. In
Denmark there 15 a Monopolies Control Authority with jurisdiction over drugs as
well as other pmducta.}()l’*ﬁ) On the other hand, in Nepal the jurisdiction of the
Department of Drugs Administration is confined to drugs.(147

88, Drug prices are relevant as a4 criterion in the registration of drugs, in the
fixation of the sale price, in the regulation of price increases after
regietration, and in labelling and advertising requirements.

89. In some countries the price of the drug is one of the criteria on which
registration can be refused. According to a 1980 BurVey(laa) of regigtration
requirements in approximately 50 countries, ir was a criterion in Argentina, Egypt,
Finland, Hungary, India, Mexico, Morocco, Pakistan, Spain, and Tuniszsia. 1In
Austria, Greece, the Islamic Republic of Iran, Peru, Portugal, SZ%tzetland, and
Turkey, 1f the price is excessive regilstration is not granted.(l ) In some of
those countries as well ag in a few others the price of the drug in the country of
export must bhe furnished when an application is made for its registration.

90. The price is sometimes determined in relation to both retail and wholesale
sales, and different ninimum and maximum price =cales are sometimes applied. Price
fixation involves the consideration of various factors and ltems of information, ae
ig exemplified by Norwegian 1egislatiau,(150) in terms of which no pharmaceutical
speciality can be placed on the market in Norway unless its price has been
approved, Such approval is condirional on the price not bheing exaggerated in
relation to the actual value of the product, account being taken of the price of
equivalent preparations manufactured by other establishments and information
supplied on production costa, etc.

91. Some countries permlt price changes to be effected after registration only
with prior approval. In Austria priot approval Is necessary, while in other
countries such as Bolivia the authorities must be notified of changes in
price(151).

92. The requirement that the price of the product must be stated on the label and
in advertisements, etc. 18 often to be found in 1e%ig%§tion dealing with prices or
consumer Ergtection. I countries such as Lebanon and the German Democratic
Republlc( 33) the relevant pharmaceutical laws contain a requirement that the
salling price must be Iindicated on the label.

93, During the past two decades there has been a great deal of discussion
regarding the factors that have resulted in the high price of drugs that perhaps
could otherwise he supplied at lower prices. In this context, therve is a ceiling
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on promotional expenditure in Pakistan.(1%4%) The law does not permit any person
to spend more than 3% of his turnover on drug advertisements, sampling, or other
promotional activities.

94, Price fization has often taken place only with regard to drugs. Recent
Bangladeshi legislation,(155) however, has empowered the Govermment to determine
the maximm price at which any pharmaceutical raw material may be imported or sold.

Speonsorship of medical symposia

93. The sponsorship of medical symposia, congresszes, seminars, and similar
activitries by pharmaceutical companies or associations representative of the
interests of such companies has been the subject of regulation in a few countries.
They have adopted different approaches. An Italian ministerial decree(1°6)
requires scientific congresses and conferences on drugs to comply with strictly
technical eriteria; the topics discussed at such congresses and conferences must
be free from promotional or advertising interest, and pharmaceutical companies and
other institutions responsible for organizing such meetings must submit in advance
to the Ministry of Health details concerning the congresses and conferences, A
recent Greek 1aw{1l37) has made the organization and financing of congresses,
gseminars, and other means of disseminating information by pharmaceutical
manufacturers or commercial undertakings or by advertising agencies or other
service companies subject to the prior approval of the National Organization for
Medicaments. Approval may be granted subject te certain conditions. TIn Spain cash
contributions for purely scientific activities such as conferences, lectures,
talks, film shows, and publications agg subject to certain conditions.

Under the French Puhlic Healrh Code(l ) the supply of samples is prohibited

within premises rhat are accessible to the public during medical and pharmaceutical
congresses,

Financial interests

96. The 1983 Pharmacy Act(lﬁo) of Mauririus has a provision dealing with what is
deseribed as "illepal arrangements”. In terms of the Act no manufacturer, licenses
of a wholesale pharmacy, ot pharmacist can enter into any arrangement with an
authorized person (a medical practitioner, dentist, or veterinary surgeon) under
which such person is to receive any gain or bemefit in return for the custom he
brings to the manufacturer, licensee of the wholesale pharmacy, or pharmacist,
Furthermore, no authorized person can have any share, participation, or other
finaneial interest in the manufacture or sale, whether wholesale or retail, of
pharmaceutical products.

Eoforcement of laws and regulations on marketing

97. The responsibility for enforcing pharmaceutical legislation is generally
entrusted to specifically designated personnel such as inspectors, who are
authorized to inspect panufacturing, processing, and packaging establishments and
wholesale and retail outlets. The inspection of books and records and the taking
of samples are some of the important functions they perform. Interference with the
exercise of the powers of an inspector or obstructing him in the course of duties
are generally the subject of penal sanctions.

9§. Facilities for the analysis of drugs provide one of the best forms of ensuring
the quality and safety of the drugs available in the market. Analysts have to be
specifically designated and their functions and powers clearly set out. Legal
provision permitting their reports and cervtificates te be accepred as prima facie
evidence of the matters stated therein is generally sufficlent to dispense analysts
from being summoned to court to glve oral testimony on matters of routine, Their
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oral testimony is, however, required in the event of any of their findings helng
challenged or if further clarification is needed on the methods followed for the
analysis of drugs or the rationale underlying their findings or conclusions.

%9. The establishment of the administrative infrastructure for enforcement has
taken different forms. In Uganda(lﬁl) legislation provides for the establishment
of a Drugs Bureau under the Office of the Inspector of Drugs. The Buresu maintains
a register of all registered drugs as well as a lisr of all toxic substances, thelr
composition, toxicity, and antidotes. Iggormation regarding drugs 1s transmitted
to medical practitioners, 1In Pakistan( leginlation requires provincial

governments to ger up provincial quality control boards and provincial drug—testing
laboratories.

100. Besides general provizsions relating to inspection and the analysis of
samples, agge countries have specific legal provisions. In the Australian state of
Victoriall there is a statutory requirement thar every municipal councll must
submit for analysis during each vear not less than three samples of drugs for each
thousand persons of the population of the municipality.

101. Laboratories have many roles, ranging from the establishwent of standards to
the examination of samples. They have been established both by admiuilstrative and
by legal measures, When laboratories are the subject—matter of legislation it 1s
usual to assign specific statutory duties to be performed by them and to specify in
the statute the ?ogzra they can exercise. The Medicaments Laboratory of Finland
has been legally empowered to obtein samples, without charge, from
manufacturers, importers, suppliers, vendors, and other persons dealing in drugs,

102, To facilitate monitoring the movement of drugs, countries require various
kinds of recogding systemg to be maintained. Ip Chile there is a

requirement {1 that each barch or series of a pharmaceutical product must have

a code or key permitting ite identification at any stage in its production,
storage, distribution, or marketing, The key must be registered with the Public
Health Institure and appear on the labels and boxes or wraggiugs of each unit of
the finighed pharmaceutical product. In the Philippines couplete records

must be maintained of the distribution of each batch of drugs in 2 manner that will
facilirate 1ts recall if the need arises. Records must be maintained for a
two—year period, The name and address of the consignee, the date and quantity

sold, and the lot or control number identifyimg the bateh sold must be includad in
the records.

POST-MARKETING SURVEILLANCE

103, The view that drugs, by their very nature, need to be constantly monitored
even after they have entered the market has now gained wide curremcy; more and
mare countries now accord priority teo the establishment of appropriate procedures
for post-marketing surveillance. For the effective operation of a post-marketing
survelllance system there are twe basic requirements, namely, procedures to obtain

information on defective drugs and proceduras to take appropriate action in regpect
of such defective drugs,

104, National approaches towards obtaining information on defective drugs are
two. One ie by legislation to require manufacturers, physicians, and other
personnel (e.g. drug sales representatives) to notify the competent health

suthorities regarding defective drugs. The other is to obtaln such informationm
voluntarily,
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105. A variety of different measures can be taken when a defective drug has been
identified in the market. Among them are; tecall of the drug from the market;
prohibition of further sales; suspension or cancellation of the registration and
marketing licence; destruction of defective stocka; warnings to pharmacists,
physicians, and consumers; further investigation; legal action agalnst those
responsible for contravening laws and regulations; and inspection of production
and quality control facilities.

106, The national approaches can be 1llustrated by way of a few exemples., In
Yugoslavia(167) health organizations using approved medicaments must notify the
competent federal administrative agency of any adverse side—effects occurring in
clinical practice that are not indicated on the label or In the package ingert.
The agency is required to take appropriate action on veceipt of information of
adverse side—effects derected in the country or elsewhere, Under the compulsory
notification system in Austria(168) physicians, pharmacists, and persons engaged
in trade are obliged to transmir to the Federal Ministry of Health and
Environmental Protectlon Information in relation to the safety of medicaments,
including their abuse potential. In Italy(lﬁg) pharmaceutical companies that
manufacture or market drugs are required to submit periodic reports concerning
toxic or other side-effects ﬁgaociated with their drugs that have come to their
knowledge. In New Zealand(} V) 4 fine of § 1000 can be imposed on an importer or
0 manufacturer who, having reason to believe that any substantial untoward effects
have arisen from the use of the medicine, whether in New Zealand or elsewhere,
fails to notify the Director-General of Health of the nature of those effecta and
the circumgtances in which they have arisen, Under the legislarion the licence of
a licensee who is convicted of an offence can be cancelled. In Guyana(171) there
is a requirement that, when a manufacturer receives any report of any unexpected
gide~effact, injury, toxicity, or sensitivity reaction associated with clinical
use, studies, investigations, and teasts respecting a 4rug manufactured in Guyana,
he should fmmwedlately inform the Government Analyst. In the case of new drugs
(used 1n Guyana after 1 January 1977) the duty to inform is not only incumbent on
the manufacturer but also on any person who recelves such a report., In Nepal
1egislation(172) provides for the recall of drugs that are not safe, effective,
or of the requisite standard, Furthermore, in the event of death or injury caused
to any person by such drugs the manufacturer is liable to pay compensation to the
succesgor of the deceased person or to the person who has suffered injury. In most
countries the civil or criminal law or both provide various forms of remedles to an
aggrieved patient,

107. Several countries have established separate institutional mechanisms for drug
monitoring. Twe of the more recent examples may be noted here to illustrate such
mechanisms. In 1982 France established a National Commission on Drug

o Monir_oring,(l73) whose funétions are; (a) to compile and evaluate information on .
the unexpected or toxic effects of medicaments subseguent to the issue of the
marketing authorization; (k) to advise the Minister of Health on the measures to
be taken in order to stop incidents and accldents found to be asscciated with the
use of 3 medicament or the simultanecus use of several medicaments; and (c) to’
propose to the Minister such investipgations and studlies as it considers of value in
conducting drug monitoring., The legislation also provided for the eastablishment of
regional centres to collect informarion from hospitals, physicians, pharmacists,
etc. and to transmit them to the Commisaion.

108. In 1983 Greece established a National Organizatlion for Medicameuts with
provision for the ecgtablishment of an adverse reactions committee, (174)  The
comnittee has the regponsibility of collecting, processing, evaluating, and
registering all data and information concerning indications, contrailndications,
adverse reactions, precautions in use, and the interaction of pharmaceutical
substances or combinations of them,
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-1t is of significance that as at presemt 110 out of the 164 WHO Member States ¢
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Decree No. 435 of 30 November 1981 promulgating Regulations on the Natlonal
System for the Control of Pharmaceutical Products, Foods for Special Dietary
Uses and Cosmetics. IDHL, 33: 831 (1982).




WHO/CONRAD/WE /2.2
page 32

117,

1118.

119.

120.

121,

122,

123.

124,

125.

126.

127.

128.

129,
130.

131.

Crown Order of 9 July 1984 on information and advertising concerning
medicaments,

Law No. 327 of 26 June 1975 on medicaments. IDHL, 27: 120 (1976).

Resoclution AP(82) 1 on regulations governing Information concerning medicines
and the advertising of them to persons qualified to presceribe or supply them,
Adopted by the Committee of Ministers on 2 June 1982 at the 348th meeting of
the Ministers' Deputies. IDHL, 36: 96 (1985).

Regsolution AP(84) 2 on the inclusion of packaging leaflers in phammaceutical
specialities and the nature of the Information shown on such lLeaflets.
Adopted by the Committee of Ministers on 21 June 1984 at the 374th meeting of
the Ministers' Deputies. IDHL, 36: 99 (1983)

Order No. 11 of 4 September 1981 on the Natiomal Division for the Health
Surveillance of Medicaments. IDHL, 33: 824 (1982).

Law of 24 August 1976 for the reform of the law governing medicaments. IDHL,
28; 546 (1977).

Ordinance of 2 May 1978 on further professional training leading to the
examlpation for pharmaceutical consultants (IDHL, 30: 551 (1979)) and
Orvdinance of 5 May 1978 on the recognition of technlcal knowladge for the
position of pharmaceutical adviser (IDHL, 30: 552 (1979)).

See Legal and practical requirements for the registration of drups (medicinzl
prodects) for human wse. Zurick, IFPMA, 1980, pp. 303, 305, and 309.

Resolution No. 494 of 6 March 1980 prohibiting the production, supply, and
circulation of “free samples”, "samples for professional practitioners™,
"samples having no commercial values”, or simllar samples, however designated,
of certain pharmaceutical specfalities. IDHL, 32: 483 (1981).

Regulations of 16 December 1974 on advertising for foodstuffs, beverages, and
medicaments (IDHL, 27: 163 (1976)). It is of interest to note that in Iceland

samples cannot be glven to pharmacists or to nurses and midwives. However,
samples of drugs (other than "addictive drugs”) can be given to doctors
{Pharmaceuticals Act, 1978).

Decree No. 2-76-266 of 6 May 1977 on the approval of licences for the sale of
pharmaceutical specialitles and the approval of advertising for speclalized

medicaments seld in pharmacies and pharmaceutical specialitfies. IDHL, 29: 408
{1978},

Decree No, 76-807 of 24 August 1976 to amend the Public Health Code with

regard to the regulation of pharmaceutical advertising and advertising for
products, objects, apparatus, and methods presented as being beneficial to

health, as well as rhe labelling of pharmaceutical specialities. IDHL, 27;
744 (1976). : e
A period of three years, for instance, in Austria and Turkey.

The Medicines (Medical Advertisement) Regulations, 1977. IDHL, 31: 138 (1980).

The Medicines Act, 1975, 1IDHL, 28: 90 (1977).

[ )




13z2.
133,
134,
135,

136.

: 137,

138,

139,

© 140,

141.

142.
143,
144,
145.

146,

o 147,

148, L

149,

150.

151.
152.

. 153.

WHO/ CONRAD/WE/2.2
page 33
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Op. cit. note 122 above,

Rules 17 and 18 of the General Rules of Conduct ag to the Content and Form of
Drug Information.

The Sizth World Health Agsembly recognized that the wide acceptance of
nonproprietary names for drugs serves "the best interests of world health,
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28: 657 (1977),

Drugs (Control) Ordinance 1982, Wo. VIII of 1982 to control the manufacture,
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