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Member States in many intergovernmental bodies on joint courses of action to address
ongoing or emerging global challenges; and (iii) it advises interested Governments on the
ways and means of translating policy frameworks developed in United Nations
conferences and summits into programmes at the country level and, through technical
assistance, helps build national capacities.
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INTRODUCTION

1. The Consolidated List of Products whose Consumption
and/or Sale have been Banned, Withdrawn, Severely
Restricted or Not Approved by Governments is part of a
continuing effort in the United Nations system aimed at
disseminating information widely on products harmful to health
and the environment. It constitutes a fool which helps
Governments to keep current with regulatory decisions taken
by other Governments and assists them in considering the
scope for their own eventual regulatory action. It enables
government agencies, which review applications for product
registration to ascertain easily restrictive regulatory decisions
made in other countries. It complements and consolidates
other information on the subject produced within the United
Nations system, including data received from United Nations
Environment Programme (UNEP) and Food and Agriculture
Organization of the United Nations (FAO) on chemicals and
from World Health Organization (WHO) on pharmaceuticals.

2. The main source of information on chemicals is the Prior
Informed Consent (PIC) circulars issued by the Secretariat,
which is maintained jointly by UNEP and FAO, of the
Rotterdam Convention on the Prior Informed Consent
Procedure for Certain Hazardous Chemicals and Pesticides in
International Trade, but the List aiso contains information
previously received under the original PIC procedure as well
as the Notification Scheme for Banned and Severely
Restricted Chemicals. The source on pharmaceuticals is
WHO Drug Information circulars and Pharmaceuticals
Newsletters, which contain information received from Member
States on the safety and efficacy of drugs including information
gathered through drug monitoring programmes as well as
certification scheme on the quality of pharmaceutical products
moving in international commerce.

3. The question of the exchange of information on banned
hazardous chemicals and unsafe pharmaceutical products
was first considered by the General Assembly at its thirty-
fourth session in 1979. By its resolution 37/137 (Annex I) of
17 December 1982, the General Assembly requested the
Secretary-General to prepare the Consolidated List of
Products Whose Consumption andlor Sale Have Been
Banned, Withdrawn, Severely restricted or Not Approved by
Governments on the basis of the work already being
undertaken within the United Nations system.

4. By its resolution 39/229 (annex 1) of 18 December 1984,
the Assembly decided, inter alia, that an updated List should
be issued annually, and that the data should be made
available to Govermments and other users through direct
computer access fo it. In accordance with the resolution, the
format of the List has been kept under continued review in
cooperation with the relevant organs, organizations and bodies
of the United Nations system, with a view to its improvement,
taking into account its complementary nature, the experience
obtained and the views expressed by Governments. Also, in
accordance with GA resolution 39/229, the Secretary-General

informed the General Assembly at its forty-first session and
every third year thereafter, through the Economic and Social
Council (ECOSOC), on the implementation of the above
resolutions.

5. The 1992 United Nations Conference on Environment
and Development (UNCED) provided impetus to the ongoing
work of the United Nations system in the area of chemical
safety. In Chapter 19 of Agenda 21, entitled "Environmentally
Sound Management of Toxic Chemicals”, six programme
areas were approved for action. One of them, "Information
exchange on toxic chemicals and chemical risks", corresponds
directly to the purposes for which the List was established. In
this regard, decisions of intergovernmental bodies and the
entry into force of the relevant Conventions have direct
bearing on the composition and future direction of the List.
Any deveiopments in this area are carefully reviewed in order
to make appropriate changes in the future issues of the List.

6. The Economic and Social Council in its resolution
2001/33, of 26 July 2001, requested the Secretary-General,
within existing resources, to continue to disseminate the list as
widely as possible and to look at the possibility of using online
dissemination in collaboration with the World Trade
Organization (WTO), FAO, WHO and UNEP. In its most
recent resolution 2004/55 of 23 July 2004, the Council
requested the Secretary-General to continue to update the
electronic version of the Consolidated List, alternating between
chemicals and pharmaceuticals every year, while printing only
new data to complement previously printed issues for the
benefit of those, particularly in developing countries, who may
not have easy access to the electronic version.

BACKGROUND

7. In 1985, the United Nations Secretariat, in close
cooperation with the World Health Organization (WHO) and
the then United Nations Environment Programme (UNEP) -
International Register of Potentially Toxic Chemicals (IRPTC) -
now named UNEP Chemicals, met at their first inter-agency
coordinating meeting, and carried out the first review of the
List. The review focused on arrangements for the preparation
of future issues, the need for criteria for determining the
inclusion of products, the question of the legal and public
health context of regulatory actions that had not been included
in the first issue of the List, and the treatment of commercial
data. As a result of the review, a memorandum of
collaboration, outlining the division of responsibilities among
WHO, UNEP Chemicals and the United Nations Secretariat
was agreed upon. Since the first triennial review, the
arrangements for the production of the List have remained
essentially the same.

8. In 1995, at an inter-agency coordinating meeting, it was
decided to divide the List into two separate issues, each to be



published in alternate years, one focusing on pharmaceuticals
and the other on chemicals. The sixth issue of the List, the
first under the new arrangement, was entirely devoted to
pharmaceuticals and the seventh to chemicals, with
subsequent issues following the same pattern. Dividing the
List into two categories, pharmaceuticals and chemicals, has
made it more accessible to a greater number of users, and
has made the various databases more manageable.

Important recent Developments

9. Chapter 19 of Agenda 21 emanating from the United
Nations Conference on Environment and Development
(UNCED) reflects the preoccupation and the work of the
organizations of the United Nations system in the area of
environmentally sound management of toxic chemicals. The
current work on the issue of products harmful to health and the
environment is based on the principles indicated in Chapter
19, which encourage increased national and international
efforts for intensive international work and improved
coordination of international activities. Furthermore, chapter
19 states the need for increased coordination of United
Nations bodies and other international organizations involved
in chemical assessment and management.

10. As a result of continuous collaboration between FAO and
UNEP on the principle of prior informed consent, the
Conference of Plenipotentiaries in Rotterdam, Netherlands
adopted the Rotterdam Convention on the Prior Informed
Consent Procedure for Certain Hazardous Chemicals and
Pesticides in International Trade on 10 September 1998. |t
was signed by 72 States and one regional economic
integration organization, and entered into force on 24 February
2004.

11. Another major development was the adoption of the
Stockholm Convention on Persistent Organic Pollutants. The
convention was adopted and opened for signature in
Stockholm on 22-23 May 2001. 91 Countries and the
European Union signed the treaty. The prompt entry into force
of the Stockholm Convention on 17 May 2004 is an important
step towards achieving progress in the implementation of the
recommendations contained therein.

12. The World Trade Organization (WTQ) addresses the
issue of the export of domestically prohibited goods (DPGs).
More specifically the WTO Committee on Trade and
Environment (CTE) has been examining this issue since 1995
when the mandate of the General Agreement on Tariff and
Trade (GATT) Working Group on Export of Domestically
Prohibited Goods and other Hazardous Substances was
incorporated in the work programme of the Committee. The
CTE has identified a number of international instruments
relevant to the export of DPGs, but much progress remains to
be achieved. However, since 1997 there has been a positive
exchange of information and experience on trade related
issues between the Committee and the Secretariats of
relevant multilateral environmental agreements (MEAs),
including the Rotterdam and Stockholm Conventions.

Dissemination and utilization

13. The List continues to present, in a unified manner,
information on restrictive regulatory decisions taken by
Governments on a range of pharmaceutical products and
agricultural and industrial chemicals. As such, it is a
recognized source of valuable information for Governments in
ensuring access to information that may be useful in taking
appropriate  regulatory measures on chemical and
pharmaceutical products in the light of their particular national
circumstances. Furthermore, the provision of information on
trade names, under which these products are marketed, adds
value to the Consolidated List and makes it easier for national
authorities and others monitoring such activities, to identify a
restricted product available in the local market. The
identification of the chemical products with its manufacturers
also provides access to safety data sheets and other
information available from the manufacturers. Additionally,
commercial data provides an easy method to cross-reference
trade names with recognized common scientific names under
which most regulatory information is available.

14. In addition to Governments, other users of the List include
intergovernmental  organizations, academic institutions,
concerned non-governmental organizations, the media, and
other members of civil society. The List has proved to be an
important tool for public interest and consumer groups in
bringing to the attention of Governments and manufacturers
the need to remove hazardous products from the marketplace,
and to raise awareness among public officials and non-
governmental organizations on health-related effects of using
certain products.

15. There is a continuous increase in the promotion of the
dissemination and utilization of the List. In particular, a number
of concerned non-governmental organizations make requests
to have access to the List and also provide feedback on the
positive use of the List. Starting with the second issue of the
List, a questionnaire has been included in the List for purposes
of assisting the Secretariat to determine the best way fo
disseminate the information in the List and the use to which it
is being put. The List continues to play an important role in
facilitating information on products, which are severely
restricted or banned in some countries but are still available in
others. The Secretariat considers feedback from users very
valuable in exploring the possibility of making the List available
online and if feasible to provide free of charge internet access
to its databases. The Secretariat continues to make efforts to
produce List data on diskettes/CDs with search facilities and to
make them available as sales items in addition to the printed
text.

Format, contents and scope

16. Continuous review of the format and content of the List
have made it possible to expand its coverage and scope.
While the List, in line with General Assembly resolution 37/137
has remained easy to read and understand, the number of
products listed and the number of Governments reporting has
regularly increased with each new issue of the Consolidated
List. Thus, the first issue of the List covered less than 500



products regulated by 60 Governments, the fifth issue covering
both pharmaceuticals and chemicals included more than 700
products with regulatory actions taken by 94 Governments. At
present, the two most recently updated issues, eleventh
containing chemicals and twelfth containing pharmaceuticals,
both of which are available on the web, contain information on
over 1100 products regulated by 115 states and non-state
entities.

17. Information included in the List on pharmaceutical
products is provided by WHO, which collects and
disseminates it through various exchange mechanisms,
among them: (i) the international drug monitoring programme,
which collaborates in monitoring suspected adverse drug
reactions with the aim of identifying, at the earliest possible
moment, the liability of a drug to produce undesirable effects
which were not detected during its clinical trials; (ii) the WHO
certification scheme on the quality of pharmaceutical products
moving in international commerce, through which the exporting
country is required to certify, on request, the quality control
standard of the drugs. In the case of products not authorized
for sales or distribution in the exporting country, the reasons
are explicitly stated and, when relevant, grounds for refusal are
disclosed; (i) WHO drug information circulars contain
information received from Member States on the safety and
efficacy of drugs, which include any decision to prohibit or limit
the availability of a drug already in use, any decision to refuse
the approval of a new drug and any approval when
accompanied by restrictive provisions.

18. As with previous issues, the scope of information
contained in the List will remain essentially the same. The List
is divided in two parts. Part I, compiled by the United Nations
and WHO, contains text of restrictive regulatory decisions
taken by competent national authorities on pharmaceutical
products. Part Il of the List presents commercial information
(trade/brand names) and is compiled by the United Nations
Secretariat from publicly available sources. In addition, the
List includes an alphabetical and classified listing of products
and three indexes: scientific and common names, trade/brand
names and Chemical Abstract Service (CAS) Registry
numbers.

Partl

19. Part one, prepared jointly by the United Nations and WHO,
presents in unified manner information on restrictive regulatory
decisions taken by Governments on pharmaceutical products.
While the information cannot be regarded as exhaustive,
either in terms of products or regulatory measures, it covers
regulatory actions taken by a total of 90 Governments on
some 500 products. In this context it should be noted that
decisions taken by a limited number of Governments on a
specific product may not be representative of the position of
other Governments, particularly in view of differing risk-benefit
considerations. It is also important to realize that all
pharmaceutical products are potentially harmful if not correctly
used. In addition, the fact that a given product is not listed as
regulated by a country does not necessarily mean that it is
permitted in that country. Rather it could mean that the
relevant regulatory decision has not been communicated to

the United Nations or its agencies. It is also important to note
that the issue of the efficacy of products in the regulatory text
is not addressed, but is an aspect that may be crucial when a
Government is considering a product for regulatory action of
its own.

20. To ensure that the list focuses on products harmful to
health and the environment, criteria for the inclusion of
pharmaceutical and chemical products was developed in 1985
and fransmitied to Governments for their comments. The
criteria, revised in light of the comments received, is contained
in annex Ill. The application of the criteria significantly
facilitated the screening of information for the list. However,
the interpretation by the Governments of the criterion "severely
resiricted”, in particular, continues to vary widely, leading to
considerable inconsistency in reporting on national restrictive
regulatory measures. When necessary, additional information
andfor clarifications are requested from Governments;
products, which clearly do not meet the criteria, have been
omitted after consultation with Govermments. Information
received from non-governmental organizations is also verified
with Governments. When there is evidence that a listed
product is no longer available or the safety issue has been
resoived, the need for retaining the entry in subsequent issues
of the list is routinely reviewed.

21. The List does not include information on widely used food
additives, which fall outside the scope of the List. They are
considered by the Codex Alimentarius Commission, which is
jointly managed by FAO and WHO. Psychotropic and narcotic
substances scheduled under one of the international
conventions are included only where a Government is
controlling a substance more rigorously than required under
the relevant international convention. '

22. WHO regularly provides explanatory comments regarding
infeormation on related national regulatory actions taken on
most pharmaceutical products. These comments contain
useful information reflecting the position of Governments on
their regulatory actions in the light of different national
priorities, thus providing a context for these actions. The
regulatory information also includes references to the relevant
legal and statutory documents in order to enable the user to
ascertain the legal context and scope of the regulations. Such
references cannot be given for some products since product
licenses are often made or amended by an administrative
decision, which is not published. There are also bibliographical
references to scientific and technical studies by international
organizations relating to some products.

23. Part one is further sub-divided intoc fwo sections, i.e.
monocomponent products and Combination & group products.
Products are listed alphabetically within each section.
International Non-Proprietary Names (INN) have been used,
whenever possible, to identify pharmaceuticals products. Each
product entry includes, where available, the Chemical
Abstracts Service Registry Number (CAS number); other
scientific names, common names and synonyms; the effective
date on which the regulation came into force; a summary of
regulatory measures taken by Governments; brief explanatory
comments where available and legal and bibliographical
references. Entries within each product are listed by country,



and sorted by effective date. A listing of the references cited
at the end of the regulatory text, and if available, the
addresses where copies of the documents can be obtained,
are given in annex Il

Part Il

24. Part Two, compiled by the United Nations Secretariat,
presents commercial information, including data on trade
names, relating to a large proportion of the products covered
in Part One. It provides an easy way to cross-reference
commercial names with recognized common scientific names,
under which the regulatory data is presented. Trade name
data is included for most of the monocomponent and some
group products. It should be noted that manufacturers and
distributors might maintain a proprietary trade name while

changing the ingredients or the formulation. Therefore it is
important to check the contents of a specific product using an
identified trade name in order to ensure the accuracy of the
reference to the given product.

25. The first step in compiling the commercial data is to review
various on-line databases and commercial directories for
alternative nomenclature for the regulated products.
Commercial names are then separated from alternate
Scientific names. Trade names are collected irrespective of
the manufacturers form of ownership and include
transnational and national enterprises from all regions.

26. The commercial information is organized under the same
headings as the regulatory data in order to facilitate easy
reference. Each product entry includes the product name and
CAS number, and a listing of known trade names.

Users' Guide

If you are interested in finding out what restrictive regulatory action has been taken on a certain product or what commercial
information is available - for example, on chloroform - you would look up the page reference in the alphabetical listing of
products (pages 8 - 19). But if you only know one of the trade names, such as “Eludril’, and not the product name Chloroform,
you would consult index C for the page reference (pages 465 - 558). On the other hand if you are familiar with Chloroform by
one of its scientific names, for example, “TRICHLOROMETHANE", you would consult index B for the appropriate page
reference (pages 432 - 484). Aiso, if only a C.A.S. number of a product is known, you would look into index A (pages 415 -
431) for product name and the page reference. In addition to three indices described above, a classified listing of products
(pages 20 - 29) is also included, grouping the products according to their usage. Furthermore, a list of codes, used
throughout the publication to denote countries and territories, is provided on page 30.

Data verification was carried out to the best of our capabilities within the given time constraints. However, there may
still be inaccuracies, which have not been identified and corrected when checking and proofreading the text. Comments on
the contents and suggestions for the improvement of the Consolidated List are most welcome. They should be sent to: The
Director, OESC/DESA, United Nations Secretariat, New York, NY 10017, U.S.A.
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Dithiazaning 100id@. ... ..uuiiiiiiiiiiiiiiiiiii i 113, 346, 347
DompPeridoNe(INJECIADIE). ... ... i 114, 347
(D70 )= o1 TP PPPPTTRRSPPPPN 114, 347
Doxycycline hyclate(injectable) 115, 347, 348
Dronabinol.... 116
(DT 0e] oI=T 4o [o ] FO PP P TR TOPPPPTI 116, 348
DIFOXICAM ...ttt ettt e e e e e e 116
EDrOtIdINE. ..uiiiiiiii e 117
EMBEINE . ..o e 117, 348
ENCAINIAE. ...t 117
= o] A T=Te - T PP PT TR UPPPPPN 118, 348

Epinephrine... 118, 348, 349
EPOBLIN AIfA. ..t 119
EPOBEIN DOEA. ...t 119
ErY TNty | BEITANIIIATE . ... .ttt 119
ErythromMYCIN @STOIALE . ...ciiiii ettt 120, 349, 350
Estrogen-progestogen preparations for secondary amenorrhea 297
Estrogens (in oral contraceptives).. 298
RSy (oo =T 1 PP PPN 297
EStrOgEN S/ tESIOSIEIONE ... e ittt 298
Etamivan in COMBINATION. ......ooiiiii et 298




ALPHABETICAL LISTING OF PRODUCTS

Product name Page
|3 E= =T (o] =T o PP PPN 121, 350
Ethambutol......ooooiii e 121, 350
ETRANOL. ..o 121, 350, 351
Ethinylestradiol/methyltestosterone 299
Ethyl nitrite (spirit). 122
Ethylene dichloride 123
ELNYI@SITENON. ... e 123, 351
Etidocaine hydrocloride/epinephring tartrate.............ouuvviiiiiiiiiiii 299
EROMIAALE. .. ittt 124, 351
= (= €] o PP PPN 124, 351
L= o] (o N 125, 351
Factor VIII.. 126, 351
FamMOtIINE. ... e 126, 351, 352
FENCIOTENAC. ....coi it 126, 352
OBy I lINE . e e 127, 352
Fenfluramine. ... 127
FENOTEIOL. ..uuiiiiii e 128, 352
O PTAZONE. ..ttt 128, 352
Fipexide 129, 352
FIECAINIAEG. ..ottt 129, 352, 353
FlOCATENINEG. . .iiiiiiiiii e 131, 353
FlOSEOUINMAN. ...ttt 131
FIUN@IIZINE ..ottt e et e e e et e e ettt 131
FIUNIETAZEPAIM . ..ottt et 132, 353
Fluoxetine 133
Fluphenazine and nortriptyline. 299
FIUVOXAMINE ...ttt e ettt e e e e e eaees 133, 353
FUFAZOIOONE. ....coiiiiiiiiiii e 133, 353, 354
GAITOPAMILL .. e 134, 354
GaMEIONIC ACIH.....cciiiiiiiiii i 135, 354
Gangliosides 135, 299
Gemfibrozil 135, 354
Gentamicin (topical preparations) 136
[7=T 434 T= T Lo 1= P PSPPI 136
GINKGO DIIOD@. ..ot 137, 354
[ E= 1= 4 11T PP PPP PPN 137, 354, 355
GIUCOSAMINE SUITALE.......iiiiiiiiiiiiiiiiii e 138, 355
GIULETRIMIE. ... e 139, 355
Glutoxim 139
Grepafloxacin NYdrOChIOTIIE. . .. ...t 139
GriSEOTUIVIN. ..ottt e 140, 355
Guaifenesin/CamMPROI/EINET. ... e 300
GUANOTUFACIN. ... e e e e e e e e et e e e et 141
H1-Antihistamines 141
Halofantrine 142
Halogenated hydroxyquinoling deriVatiVES. ..........coiieiiiiiiiiiiii e 142, 356
Halogenated SaliCylanilides. ..........uuiiiiiiiiiii e 143, 356
[ [T o] £ Lo - Ut o PRSPPI 144, 356




ALPHABETICAL LISTING OF PRODUCTS

Product name Page
Herbal dietary SUPPIEMENTS........uuiiie ittt 300
HErPES SIMPIEX VACCINES. . .. ittt ettt 144, 356
HEXACNIOTOPRENE ... et 145, 356, 357
HEXESTIION oo 145, 357
Hexobarbital 146, 357, 358
Hormonal pregnancy tests 300
HUMAN dUra MATET......ooiiiiiiiiiii 146
HY@IUTONIO@SE. ...ttt ettt 147, 358
Hydrochlorothiazid@/POtaSSIUM..........uuuuiiiiii ittt 301
HY AEOQUINTINE . ...ttt et 147
Hydroquinone 147, 358
Hydroxyquinolines in combination.. 301
HYOSCINE MEINONMITIATE . ... ieette ettt et 148, 358
[1oTo] oF= 10111 = TP PP PPT TR UPPPPPN 148
o107 o1 o] (=13 TP TP PTTRRSPPPPN 148, 358, 359, 360
TaTo 1o =TSP PPPTTRPPPPPTIN 149, 360
Indometacin and indometacin farnesil.............cccoooiiiiiiiiiiii 149, 360
[aTe [o] oo} =1 o PP RPPPPPN 150, 360
lodinated casein strophanthin (neo-barine). 150, 361
o] (T VA o DTSR TPPPPTTIN 151, 361
IFON PrEPAIATIONS. ettt ettt et ettt ettt e ettt et 302
1SAXONINE PROSPNATE ... i ettt 151, 361
ISOCAIDOXAZIT. ...ttt 151, 361
IS OPIENAIINE. ..t 152, 361, 362
Isotretinoin 152, 362
Isoxicam.... 154, 362
K@OIN AN PECTIN. ...ttt e ettt 302
KOOI L. e 154, 362
KAVA PIOTUCTS. ...ttt ettt ettt e ettt e ettt e et e aenenn 302
KBDUZONE. ...uiiii e 155, 362, 363
Ketaming NYdrOChIONIAE. ... ... 155
Ketoconazole... 156, 363
KBEOTOIAC. 1.ttt e 156
[IE= =T £ 1L PSP PPPPPI 157
LAMIVUGINE. Lottt e e e e e 157
(I Ty o) 4T [ = TP PP TPPPPTTI 158
LatamOXe .. ..ooiiiiiiii 158, 363
Lead oxide and lead salts 159, 363
Levacetylmethadol. 159, 363
Levamfetamine. ........cooiiiiiiii e 159, 363
Levamisole NYArOChIOTITE. ... ... et 160, 364
[V = Vg (=T LT o T | TP PPPPPPPPPPPPPY 160, 364
LEXIPAIANT. ..t 161
Lidocaine, salicylic acid and chloral RYArate..............uuuiieiiii e 303
Lindane... 161, 364
Lipoic acid 162, 364
[ o] o Y=Y - U OO 162
[IeY o T=T - Uy o] Lo L= PP UPT PPN 162, 364




ALPHABETICAL LISTING OF PRODUCTS

Product name Page
Loratadine and pSEUAOEPNEAIINE. .. ...uuuiii e 303
LOXOPIOTEN SOUIUM. ...ttt e et 164
[ Y7 o1 (T o] - Lo T PP SU PP SPUPPPTIT 164, 364
[ TR =T o o] PP PPTTRSPPPPTN 166, 365
Mazindol.... 166, 365
MECIOZINE. ... 167, 365, 366
MEAITOXAMINE. .1ttt e 167
Medroxyprogesterone acetate/ethinyleStradiol..................uuuiuiiiiiiiiiiiiiiii s 303
M EEIOGUINE. .. ettt 167
MEGESTION ACETATE ... i ettt ettt 168, 366
Melatonin 169
Mepacrine 169
P ENESIN . e 170, 366
B PTOD M@ ... 170, 367, 368
MeEProbaMAtE/IBZEPINES. ....cciiiiiitiie ettt 304
Mepyramine maleate/PamabrOmi...........cooiiiiiiii e 304
Mercuric derivatives (FOPICAL)......coiii ittt 304, 368
170, 368

171, 368, 369

Metamizole sodium, fenpiverinium bromide and pitofenone hCl.............cccoviviii s 305
Metamizole SOUIUM. .. .uuiiiiiiiiiiiiiiiiiiii e 171, 369, 370, 371
M TTOTMIN. ..o e 175
METRANOL. ...t 175
Methapyrilene 175, 371
Methaqualone 176, 372
Methiodal sodium... 177, 372, 373
MY IPRENIAATE. ... 177, 373
Methylrosanilinium ChIOTIE. ........ui it 178
VB Y Py 0N . et 178, 373
Metoclopramide (PAEAIALIIC). ... .ciiiiieeiiiii et e ettt 179
Metoclopramide/POlIAOCANOL. ........uuuiiiiii ettt 305
Metofoline 179, 373
Metrodin HP 179
[T T E=T=T 1o PP PP PP PPPPPPPPPPPTIN 180, 373
MIBEfradil... ... 180
(=] oLy (o] L= PP PTT T SPPPPTIN 181, 373
IVIGIUSTAL. . et 181, 373
[T a Lo 1oy VAol L1 = T PP PPT TR RPPPPPN 182, 374
Misoprostol... 182, 374
Mofebutazone 182, 374
ORI SY Y@ . et 183
Mucopolysaccharide polysulfuric @Cid @S ..........uuuuiiiiiiiiiiiii e 183
MUZOTIMINE. L. 184
NBDITONE . Lot e 185, 374
Naftidrofuryl (parenteral formulations).. 185
Nandrolone decanoate (INJECADIE)....... ...t 186, 374
Nandrolone phenylpropionate (iNJECtable)...........oooiiiiiiiiii i 186, 375
NEDACUMAD . ... e 187




ALPHABETICAL LISTING OF PRODUCTS

Product name Page
NETAZOONE. ... e 187, 375
NEOMYCIN SUIFATE. ...ttt ettt 187, 375, 376, 377
Neomycin sulfate/polymyxin bisulfate/nystatin/acetarsol................uuuuiiiiiiiiiiiiiiii e 305
N YT VoL LT PP SPPPPPN 188, 377
Nialamide... 188, 377
N TR =To LT T T T TP TPPPPPN 189
NIMESUIIE. ... e e 189, 377
NTETAEES e e 306
NIETETAZOIE. . .uuiiiii e 190, 377, 378
N AT o T o1 T PP P TR RTPPPPPTI 190
NTEFOTUTALL L.t 190, 378
Nitrofurantoin... 191, 378
NTEFOXOINE ..o 191, 379
NOMITENSING ..o 192, 379
Nonsteroidal anti-inflammatory gENTS..........ccciiiiiiiiiii e 306
Norethisterone enantate (INJECTANIE)..........uuu i 192, 379
N1 o: T =T PP PSPPSRI 193, 379, 380
NOVODIOCIN. ... 194, 380
Omeprazole 194
OpPiUM iN ANTIUSSIVE PIrEPATATIONS. ... .utiii it e ettt e et s 195, 380
Oral contraceptives (third GENEIAtION).........oiiiiiiiiiiii e 306
Oral rENYAratioN SAIES. ... ...ttt 195
Oral sodium phosphate bOWel Preparations...........oooooiiiiiiie e 307
(@1 T ] (=T 12 T TP SPPPPTTRI 195
Oxeladin citrate 196
Oxeladin 196
OXYPRENDULAZONE ..ottt 197, 380
OXYPNENISALINE BCETATE . .. ..t ieiiitt ettt ettt 199, 381
(2147 (o114 PSPPSRI 201, 381, 382
P AN CIEALIC BNZY MBS, .. ittt ettt 308
Pangamic acid 201
Paracetamol 201, 382
Paracetamol/methionine. ... 308
PaTOMOMY CIN ..ttt et e ettt 202, 382
ParOXELINE. ... ittt e 202
P CEIiN. s 203, 382
PEMOIINE. L.t e 203
Penicillin/streptomycin 308
Penicillin/tetracycline 309
Pentazocine 204, 382, 383
Pentobarbital.........coooiiiiiiiiii 204, 383
Pentosan polySulfate SOTIUM . .......ccoiiiii et 204
PEXIGAINMAN. ..ttt e e 205
PRENACETIN. .. .ottt e 205, 383, 384, 385
Phenazone.... 207, 385
[ =Y e o V4o] o)V 4 o L1 1= 2P SOP PP PP 208, 385, 386
[ ad a1 oo T a1 (= VA T = TSR PTPRPPRPPI 208, 386
[ =4 01T a1 o111 1o PO TP 209, 386, 387




ALPHABETICAL LISTING OF PRODUCTS

Product name Page
Phenformin/ChlorPrOPamMIGE. ... ... ittt 309
Phenicarbazide..............cccciiiii 211, 387
PR ENIMEITAZINE . ...ttt 211, 387
Phenobarbital, difebarbamate and febarbamate (Tetrabamate).............ccceeeviiiiiiiii 309
Phenobarbital 211, 387, 388, 389
PRENOL. .. e 212, 389
PRENOIPNTNAIEIN. ... 213, 389, 390
PhENOXYDENZAMINEG. ... et 214, 390
PRENEIMING. ... 214, 390
Phentolamine mesSilate............ooooiiiiiiiiiii e 215
PRENYIDULAZONE. ... .ee e 215, 390, 391, 392
Phenylephrine 218, 392
PhENYIPrOPANOIAMINE. .. . et 218, 392, 393
PRIEDOTONICS. .. 310
PhthalylSUIfANIAZOIE. ...ttt 220, 393
PIPAMAZINE. ..ttt 221, 394
PUPENZOIATE. ... 221, 394
PP EIAZINE ..t e 221, 394, 395
Pipradol/hesperidin... 310
Pipradrol 222, 395, 396
[T (o] 1=T 2 P PP PTTTSPPPPN 223
Pituitary-chorionic gonadotropin (INJECtabI@)..............uviiiiiiiiiiiiiiiii e 223, 396
Placental tissue derived MediCiNe. ...t 223
POAOPNYIIUM FESIN. ...ttt e 224, 396
Polidexide SUlfate.............oooiiiiiiiii 224
Polyoxyethylated castor oil 225, 396
POIYVIAONE. e 225, 396, 397
POtaSSIUM CANIENOALE. ... ..uuiiiiiiiiiiiiiiiiiiii e 226, 397
POtaSSIUM CRIOIAE. ..uuuuiiiiiiiiii b e 226, 397, 398
POtASSIUM NMITTALE. ...uuiiiiiiiiiii e 227,398
[ = Tox o] o PP PPPPPPPPP 227,398
Prasterone 228, 398
Prednisolone/phenobarbital 310
Pl ENY AMINE. ... et 229
PrOGADITE . . e 229, 398
Promethazine in COmMbBINALION..........ccuiiiiiiiiii 310
Promethazine...........ooooiii 229
Propafenone 230, 399
Propionic acid.. 230
Propofol 231, 399
PrOPY NEXEAIINE. et 231, 399
PrOPYPNENAZONE. ... et 232, 399
ProXiDarbal..........oooiiiiiiiiiiiiiii e 232
Pseudoephedrine and phenylpropanolamine............coooiiiiiiiiiiiiii i 311
Pumactant 233
Pyrazolones in combination (see also aminophenazone, metamizole sodium) 311
Py IR0 S . . e 312
PyridoxXine (VIitAMIN BB).........iieiiiiiiiiiii ettt 233




ALPHABETICAL LISTING OF PRODUCTS

Product name Page
PYTItNIONE ZINC.oitii e et 233
PYTIEINONL. e 234, 400
PYITOIIZITINE. e e 234
Quinidine/verapamil 313
Quinine sulfate.... 235
Quinolone antimiCrobial AgENTS. ... ....uuuiiiii et 313
REMIFENTANIL....ouiiiiiii e 235
REIMOXIPIIO ettt ettt ettt 236
Repaglinide and gemfibrozZil...........ooooiiiiiiiii e 314
RETINOL ..t 236, 400
RITUXIMAD. ... 237
Rubiae tinctorum radix. 237
Santonin 237, 400
SCOPOIAMINE .ttt 238, 400
SECODADITAL .....ccoiiiiiiii 238, 400
Sl GIIINE . e e 239
SEIINAOIE. ... 239
SIDULTAMINE. ...t e 240
Sildenafil.... 240, 400, 401
SHIVEI ACETATE. ... .oiiiiiiiii ittt 240, 401
Sodium dibuN@te. ...t 241, 401
Sodium hydrogen bicarbonate (PAEIALIIC)..........coiiiiiiiii e 241
SOMAtropin (PItUITAIY-0EIIVEA)....... uiiiii et 241, 401
5101 7= 1L | PP PPPPPPPPPN 242
SPAMIOXACIN. .ttt 243
Spironolactone. 243, 401, 402
ST (T o (o]0} Y/ ol 1o DO TP PPPPPPTI 244, 402
SEYChNINE AN SAITS. ..ottt ettt 244
SUIACAIDAMIAE. ... ettt e 245
SUAAICTAMIAE. ... ittt 245, 402, 403
SUAAIMITINEG. ...t 246, 403
Sulfaguanidine 246, 403
Sulfamerazine sodium 248, 403

SUAMETRIZOIE. ...
SUIfAMETNOXYPYTIIAZING ... .ottt et
SUfANITAMIAE. ..ot
Sulfathiazole sodium with sodium lactate or sodium bicarbonate..............ccccoeviiiiiiiiiiii
Sulfathiazole

Sulfisomidine

Sulfonamides (topical preparations)
SUIOCTITIL ..

SUIDIOSTOME. ..ttt et
S T01 (o] o e [PPSO PP PPPPPPTRRNE
S TT 11T L4 o] €= D PP PP PP
Superheporin

Suprofen

SUXAMENONIUM CRIOTIAE. ..o ittt e et e e e e e e e e st eeees
SUXIDUZONE. ettt et et e et ettt e e et e ettt et e e e e aaaas

248, 403, 404
248, 404, 405
249, 405

314

250, 405, 406
250, 406

251

251, 406
252, 406
252, 406

252

314

254, 406

254

255, 407




ALPHABETICAL LISTING OF PRODUCTS

Product name Page
TAMOXITEN L.ttt e 255
TAMTAZING. ... e e e e e e e e n e e e e e e a e 256, 407
TeMATIOXACIN . ..uuiiiiie it 257, 407, 408
Temazepam 257
Terbinafine. 257
Terconazole 258, 408
Terfenadine 258, 408
TerodiliNe. ..o 260, 408
Testosterone propionate (INJECTADIE)........ccoiiiiiiiiiiii e 260, 408, 409
TetraCyCling (PAEMIALIIC) ... ieeiiieetii ettt 261, 409
Tetracycline in combination 314
Thalidomide.. 262, 409
Thenalidine 263, 410
Theophylline/meprobamate/barbitUrates. .............uuiviiiiiiiiiii e 315
Thiazides/PotasSiUm ChIOTITE. .......ccoiiiiiiiii ettt 315
TRIOMEISAL ...ttt e 264, 410
THANEPLIINE SOUIUM ...ttt ettt e ettt ettt e ettt e e e 264, 410
THAPTOTEINIC BCIT. ...t eii ittt ettt et e e e 265
Ticlopidine 265, 410
THENIIC ACIH....oiiiiiiiiiii e 266, 410
THIBIOGUINOL. ..ottt 267
TIBroqUINOIITIGUINOL. ..ottt 315
Tiratricol/CyCloValoNE/TETINOL. ... ... i 316
LI To= T T L= PRSPPI 267, 410
Ol CAPONE. .ttt 268
Tolrestat.... 269
TFAMAAOL. ... s 269, 410, 411
Trancylopramine and triflUOPEIAZINE...........uuuiiiiie e 316
T ANY Y PIOMINE. ...ttt ettt ettt ettt e e e 269, 411
LI = V4o 1o (o] 3T PP PP PPPPPPPPPPN 270, 411
Tretinoin 270, 411
Triacetyldiphenolisatin. 271, 411, 412
Triazolam 271, 412
Trimethoprim/SulfametNOXAZOIE. .......... i 316
R aLT L= 101 [PPSR PPUPPPN 274, 412
TTOGIIEAZOMNE . it 274, 412
LI E= 41141 P 275, 412
Trovafloxacin mesilate 276
Trypsin 276, 412
Tyrothricin/fomocaine/diphenhydramine...............oiiiiiiiie e 317
UTBENANE. .. oo e 277
Vaccines for mumps, measles, and rubella.............oooiiiiiiiiiiiiii e 277
VAIPIOIC BCIT . ...ttt et 278, 412
Vigabatrin 278, 413
Vinarol and viga (dietary supplements). 279
Vinbarbital 279, 413
Vincamine 279, 413
VOGIIDOSE .ot 280




ALPHABETICAL LISTING OF PRODUCTS

Product name Page
L2 U 2= 1o T PP PP PP 280, 413
XENAZOIC ACIH....ccoiiiiiiiiiii i 281, 413
Xibornol @and HAOCAINE...........uuiiiiiiiiiiiiiii e 317
ZIMEIAINE. ..o e 281, 413
ZIPEPION et 281, 413, 414
ZIPEION . et 282
o1 =T o 11 - o TP PP TR PPPPPTTI 282, 414
ZOPIC 0N et 282, 414

19



CLASSIFIED LISTING OF PRODUCTY

PHARMACEUTICALS (MONOCOMPONENT PRODUCTS)

ANALGESICS, ANTIPYRETICS, AND NONSTEROIDAL ANTIINFLAMMATORY DRUGS
A CEBEANIIITE. .t

Acetylsalicylic acid (paediatric)
Alclofenac..
P (D] o 4 o PP PP PP TRPPTPNE
ANINOPIENAZONE. ...ttt
PV A=Y o1 (o] oI V.40 1 = PPN
[2Z=T Lo T ] - = TP PT PPN
122=T LoD = o] o) (=1 o PN PP PP PPN
Beta @thOXYIACETANIIITE. ... o ettt
{2 U Tod ] o PO PT PRt
Bumadizone.. .
[©F1 411 Lo} o] =1 o FOU PP P R UPTPRPPP
[ o730 1=] £= 1ol 1 BT PP PPT PR PPPPT
DeqUAINIUM CRIOTIAE. .. ..ottt ettt e e e ettt e e e e e et
[D 1ol (o] (=T 0 F= ToaTo To [ 1V 1y o PP PPT PPN
[T 1o (] (=] g - o PP PP PPNt
[T o] = VAo [T TP PT T RSPPPPPN
[ FoTed £ 1= 31 1T PP PPTY
[T ¢ = Va Lo 1= R PP UPTPP
(] =N =T 1 L= TP PT T UPPTPPNN
Ibuprofen
Indometacin and iNdOMELACIN FAINMESIl. ... ..iiiiii et e e e e e e et e e e et e e e et eeees
[ Te FoT 1 {0 1= o DO PP PR PPN
Isoxicam..
KB ZONE . e
Ketorolac
L] =T a T Ao L= o Lo [T 2 o PSPPI
[V =] o) (o] [T = T PO PT PPN
Mofebutazone
(@14 To] (=113 T TP PP PPPPTTI
Oxyphenbutazone
Paracetamol..
Phenacetin
Phenazone
Phenazopyridine
PRENICAIDAZIAER. ..ot e e et e
PENYIDULAZONE. ..o
[ 1 (o] {=T o DT ORI
[Rd (0] o)A oA T=Ta = Ao ] o 1= TSP PTOPTTRPPP
Suprofen.............

Suxibuzone
THAPTOTEINIC BCIA. ..ttt et e ettt e ettt ettt
LI T4 - Uo Lo | P PP PPRUPPTRE
o] 111=T o 11 € Lo TP PPPPPINN

ANESTHETICS
Ketamine NYArOChIONAE. .. ... ettt ettt et e ettt e et e e e e et e et e eainns
PrOMETNAZINE. ... o e
[ed T oo ) (o] T PP SPPPPPTRRPPN

ANTIALLERGICS
Allergen extracts
Antihistamine (topical)
A S RIMIZOIE ettt ettt e e
Cinnarizine....
(04 1T 1 1 F= 1] £ 1PN

31, 319
32,319

38, 320

40, 320

44, 322, 323
56, 326

58, 327

58, 327

62

69, 330

70, 331

85, 337

94

103, 342, 343
105, 343, 344
126, 352
128, 352
131, 353

136

137, 354, 355
148, 358, 359, 360
149, 360
150, 360
154, 362
155, 362, 363
156

171, 369, 370, 371
179, 373
182, 374

195

197, 380
201, 382
205, 383, 384, 385
207, 385
208, 385, 386
211, 387
215, 390, 391, 392
223

232, 399
254, 406
255, 407

265

269, 410, 411
282, 414

155
229
231, 399

39, 320
51

54, 325
86, 337
89, 337, 338




CLASSIFIED LISTING OF PRODUCTY

ANTIALLERGICS
H1-Antihistamines

Methapyrilene..........
Nitrendipine.............
Terfenadine...

Thenalidine..............

ANTICOAGULANTS

Ticlopidine...............
Warfarin..................

ANTIDOTES AND OTHER SUBSTANCES USED IN POISONINGS

ANTIINFECTIVE DRUGS

Acetarsol.................

Acetylfuratrizine.......

ACTIAING GOIIVALIVES. ..ttt ettt et ettt e et e ettt e e e et et e et b e e e et e e et e et e e e e et e e eaa e ennees
P 11T o[- o [V 1 oI T PP PPP PPN

Amyl nitrite..............

Benzylpenicillin sodium (topiCal PreParations)...........coiiiiiiiiiiiiiiii i

Bithionol..................

BOTIC ACIH AN DOTALES. ... ittt ettt ettt et ettt e e b et et e et e e e e e

Cefaloridine.............

Cefalosporing (tOPICAI PrEPATALIONS). .. ...u. ettt ettt e e ettt e e e e et e e e e

Chloramphenicol
Chloroquine.............

DeQUANNIUM CRIOTIAE. ... ettt oottt e e ettt e e e e et e

Difenoxin....

Difurazone...............

Dihydrostreptomycin

Dihydroxymethylfuratrizine.

Dimazole.................

Diphenoxylate..........

Dithiazanine iodide..

Doxycycline hyClate(iNJECTADIE)..........uui i et

Emetine........c.coccuunes

[V e 100} Vo IS o] - L= PP UPPTPUPPRPPIN

Furazolidone............

GentamiCin (TOPICAI PrEPAIALIONS).......uurtuiu ettt e ettt e e ettt e e e e ettt

Griseofulvin.............
Guanofuracin...........

Halogenated hydroXyqUINOINE EIIVALIVES. .........oiiiii ittt et e e e e e e e e en
Halogenated SAlICYIANIIIAES. ... ...ttt

Hexachlorophene.....
Ketoconazole...........
Latamoxef...............

Levamisole hydrochloride...
Mefloquine...............

1V 1T ooy VZo] 10 = PP PPN

Neomycin sulfate.
Nitrofural.................

Nitrofurantoin...........

Nitroxoline...............
Novobiocin..............

Pexiganan

Phenol....................

Phthalylsulfathiazole

Paromomycin...........

109,

113,
115,

120,
133,

145,

187, 375,

141
175, 371
190
258, 408
263, 410

265, 410
280, 413

170, 368

31, 319
32,319
36, 320
49, 325
50

61, 328
65, 328
65, 329
76

76, 332
334, 335
83, 336
342, 343
109, 345
109, 345
345, 346
110, 346
111, 346
112, 346
346, 347
347, 348
117, 348
349, 350
353, 354
136
140, 355
141
142, 356
143, 356
356, 357
156, 363
158, 363
160, 364
167
182, 374
376, 377
190, 378
191, 378
191, 379
194, 380
202, 382
205
212, 389
220, 393




CLASSIFIED LISTING OF PRODUCTY

ANTIINFECTIVE DRUGS
[T o<1 VAL = SO PT PSSP PPTTRRPPPPPTTI
PrOPIONIC BCIA. ...ttt ettt e ettt et e
QUININE SUIT AT ..t ettt ettt et e et e et e et e e b et ear e e et e e et et e e e e b e et e e e e e et
Santonin.....
Silver acetate
SPAMTIOXACIN. .ttt et
Streptomycin..
YU = Yo T o F= 10 1o [T TP PPPTRPPT
SITL = Lo Lo T Lo = T PSP P TP PPPPPTTRR
ST = o T4 1o 1o = PSPPSR
ST = To [V a T o 11 =SSP PRUPTRNY
SUIFAMEIAZINE SOUIUM . ... ittt et et e e e e et e et e ettt e et et et et bt e et e e e ebb e e eanaes
SUIAMETNIZOIE. .. ettt
SUIFAMETNOXYPYTIIAZINE. ... ettt ettt ettt e ettt e e e e
ST = 11 = o T Lo [ U UPPTRPPT
SUITALNIAZOIE ... e e et ettt et e e et et e aaaas
SUIISOMITINE . ...t
Sulfonamides (t0PICAI PrEP@ATATIONS). .. ...uuiieeeiiiiittt ettt e ettt e e ettt e e e e e e e s
BLIN=T0 0=V [0 D Tod T o D PRSPt
LCLEeo] 0 1= VAo | [T PP UPTRPPNN
TeraCYClINE (PAEIALIIC) . . ceieettii ettt oottt e ettt e ettt e e
LI oL (e e TV 1T o] T TP OU PP SOPPPPN
Trovafloxacin mesilate..
DT F= Vo Lo Tt [0 FO PP P PPN

ANTINEOPLASTIC AND IMMUNOSUPPRESSIVE DRUGS
AMINOGIULETNIMIAE. ... ettt e et et et e e et e e e et e et e e e e et e e eaaeees
CIOMNAPNAZINE. ... ettt ettt e
Progabide
Tamoxifen
(87 C= 4 g F- U = T TP

CARDIOVASCULAR DRUGS

P oo ] - Lo | PSP SPPTRNY
[22=Tod (o] o] - L (= PP PTPPN
B BN CY C AN ...t
[=1=T g V2= T do] o 1T PP UP PPN
[OF>To L £= 1F= VA1 o 1= T PRSPPI PPN
[OF1 41T o T= VA Lo 1= T PP PT PP UPPTN
(0] 10T =1 1= TSP SOPPPIN
Diethylaminoethoxyhexestrol
Lot 11 VT [T PP PPN
Epinephrine
Flecainide...
[ LU -V A = T PRSPPI
[N = T (=T 7= o o] PSP UPTPPNN
LoDt 3 1Y (= T TP PPPPPPPTIN
Naftidrofuryl (parenteral fOrMUIATIONS)...... ... ittt e e e e
[N =T LT oL T= TSP SUPPPTRRTPPIN
P ENOXYDENZAMINE. ...t e et et ettt aaan
POlIAEXIAE SUITALE. ...ttt e et et et
PTACTOIOL. ..ttt

221, 394, 395
230

235

237, 400
240, 401
243

244, 402
245

245, 402, 403
246, 403
246, 403
248, 403
248, 403, 404
248, 404, 405
249, 405
250, 405, 406
250, 406

251

257, 407, 408
258, 408
261, 409

267

276

281, 413

44, 322
81, 336
229, 398
255

277

40, 320, 321
57

58, 326

59, 327
72,331

85

92, 339, 340
107, 345
117

118, 348, 349
129, 352, 353
131

160, 364
183

185

189

214, 390
224

227, 398
229

230, 399
242

251, 406
260, 408
267, 410




CLASSIFIED LISTING OF PRODUCTY

CARDIOVASCULAR DRUGS
YT To= Va1 11 =T PSP PR PUPPTTRRN

DERMATOLOGICAL DRUGS

P YT L =] € PP PT PP
A Z TN e ettt
BENZOYIPEIOXITE. ...ttt
Bufexamac.......

Clofenotane
ST (] L =TT TP PPTTPPPP
Hydroquinone
(Ko £ (=] 1] o1 1o DO TP
Lead OXIde aNd 1EAM SAILS. ... .ci.uu ittt
Lindane....
Methylrosanilinium chloride
[eZoTo o o]0} Y] 1[N T o B ¢=F]1 o DO PP PPTPPPI
PYIIENIONE ZINC.otciieei ettt ettt ettt e
AL UTe [ 100 1o =TT PRSPPI
LI o PP PRPPRTRE

DIURETICS

[22=TaV 4 oTdeT a0 Uge ] o [= T PP UPP
Canrenone.....
| )Y T L L T o111 P TP PPTIPPI
[T P4 o] 1Ty 1T = TP PTTTRSPPPPPTTI
Potassium canrenoate..
[edo) = T Y (0] 411 - = PP UUPTRPINN
Y o1 (o] a[e] E=To) (o] o= TP PP PPPPORNY
THENIIIC BCIA. ..ttt ettt

DRUGS NOT SCHEDULED INTERNATIONALLY
Aminorex....
Amitriptyline
(2= 11 4112 L= PSPPSR
(0101104 o] a =T 0N (=14 1111 = TP PTTPPPPRRY
(O] (] £ =) PO TP PP TTTRTPRPPPPN
[0 74=1 o111 [T PSPPI SPPPPTIIN
(0377 o1 ge T aT=Y o1 2= o 1o 1T PSPPI
DibeNzZepin NYArOCNIOTIAE. ... ..t ettt et ettt e et e e e b e e e et e e eanaees
DHIBVAIOL. ...t
(D26 )= o114 T OSSP TRPPPPPTRRPPN
[T o = PPN
FIUVOXBMINE. ... e e e e e oo e oo e et e e e e e b e e e e e b e e e e e e e e e e e
AT 1oL [T PP P P TSPPPP
lodinated casein strophanthin (NEO0-DAINE)............uuiiiiiiii e
{110 a1 = V4 [ 1R PP UPPTUUPTRPIN
1SAXONINE PROSPRNALE. ... ittt et
Isocarboxazid
[BE Uy o) g 1 = T PP PP UTPPPPTTRRPPPPPIN
[T ) £=1 E= Va4 1T L= PP PP TP
L-Tryptophan....
MEAITOXAMINME. ...t e e et e ettt e e e n e e e neanaae
=T o1 L=T 4TS 1 D PP TP PP SPPPPTI
(=Yg T =T o 1o PP UPPTRRURPPPTN
[N =1 E= Y0 a1 = PPN
NOMUTENSING . ... e e e e e e e e e e e s
Pemoline.......

R0 )AL Lo =T L = TSP UPTTRPPPINN
PYTITINOL. L ettt e e e

243,

84,

99,

279, 413

35, 319
56, 326
59, 327
69, 330

91
124, 351
147, 358
152, 362
159, 363
161, 364

178
224, 396

233
262, 409
270, 411

59, 327
74, 332

122

184
226, 397
227, 398
401, 402
266, 410

47, 323
48, 324
76, 332
336, 337
94, 340
95, 341
341, 342
105, 343
110
114, 347
129, 352
133, 353
149, 360
150, 361
151, 361
151, 361
151, 361
158
159, 363
164, 364
167
170, 366
180, 373
188, 377
192, 379
203
231, 399
234, 400




CLASSIFIED LISTING OF PRODUCTY

DRUGS NOT SCHEDULED INTERNATIONALLY
Remifentanil

57T (13T o] 1 T PP OPT PP
SOIUM AIDUNGLE. ... oot oo e e e e et e e e e et e e e e e e e e e e
Sultopride..............
SUXamethoniUM ChIOTITE. .........iiiiiiiiiii bbb
LT 1 1E=V-4=T 0 =1 | T PP
Tianeptine sodium..
LI =103V 03Y oL (T 1o = PP PPPPRPNY
LYo Te (o131 T PP P PPN
00T 1= a1 [T PSPPSR PP TSPPPIN
AV Ao = L 2= L1 1o P PP PPRPPRTRE
AT 1] o LT o = PP UPPTIN
Ao o 1o (o] o 1= T PO PT TP PPPPPTIN

ENDOCRINE SYSTEM, DRUGS ACTING ON THE

ANADOIIC STEIOIAS. ..... i e e
JaN g Ve =T oL T=R Vo= == PP PP PPPPPPPPPPPPPPPPPN
P e Lo To =10 E- T TSP UUPPPPTR
Py o] ol oo [ 5T - Tole [N Lo T PP UUPTR PPN
(2200 a4 Tod £ ] (1 =T PO PP PP PPPTRPPIN
BUFOIIMIN. ..o e
(043111 g 0 s F-To [T [o T [== Tod =] - L L= PPN
Depot medroxyprogesterone aCetate (DMPA). ... oo i ettt e et e e
[D2T=T gLt} { o PP
DIETNYISTIDESIION. ..o
D2 Ta L] o1 de S (o] o =PTSRS SPPPPTN
Y[ (=T o Lo | P PPN
[CT= 0411 T (2 PP
Hexestrol....
[ LTS (=T o] TP
[ LT o LI A o] - ToT=) - (= T PP P T PPPTRPPP
Mepacrine...
L= 80 44 4T3 T PP
3= oL (o L= PP UUPPPTTSUPPPTN
Nandrolone decanoate (INJECIADIE)........uu. i i ittt e et e e e et e et e e e e e e eeenaas
Nandrolone phenylpropionate (INJECADIE).........couuii i et e e
Norethisterone enantate (INJECTADIE)........iiiiiiiiiii ettt
L8 aT=T 01 (o1 1411 o 1O PP PPRPPN
Pituitary-chorionic gonadotropin (INJECLADIE).........coiiiuiiiiiii e ettt e e et e e e
PrASTEIONE. ... ittt et e e e e e e e e n e
SOMALrOPIN (PITUITAIY -0 FIVEA) ... ... ettt e ettt e e ettt et e e e e eenneees
Testosterone propionate (INJECTADIE)..........oiii i i i e

GASTROINTESTINAL DRUGS

12 T=T 4 o LY T = PSPPSRI
BISMULN SAILS. ..o e oo
Broxyquinoline (see also halogenated hydroxyquinoline derivatives)
Chenodeoxycholic acid
Clioquinol (see also halogenated hydroxyquinoline deriVatiVes)...........cccoeiiiiiiiiiiiiiii e
DT a 1o o TP O T PP TSSO PP P PP T PP PP TI R PPPPPPN
(D103 V4o (1Y =T 41 = PP PPTR PP
DI BIMEBIINE. ..o e
DOomMPeridoNE(INJECTADIE). ... ...ttt
HYOSCINE MEENONITIALE . ... ittt et e e e et et ettt e et e e e et e e et e e ea e eebaeeees
I oT=T - Uy T o [ T PSPPI SPPPPPTRSPPPPTIN
1 L=l Lo 14 T L= ORI
VL oTel[o o = Naal e [oa (o Lo =T L= o) SO SUPTPINN
(O] =T o] £ V4ol [P T TP PT R PPPTUPPINY

235
239
241, 401
252, 406
254
257
264, 410
269, 411
270, 411
274, 412
278, 413
281, 413
282, 414

50

50

51

52

68, 329, 330
69, 330, 331
79, 335

102, 342
107, 344, 345
107, 345
111, 346
123, 351
135, 354
145, 357
166, 365
168, 366

169

175

181, 373
186, 374
186, 375
192, 379

209, 386, 387
223, 396
228, 398
241, 401
260, 408, 409

62, 328

63

68, 330

78, 332, 333
89, 338, 339
101, 342
106, 344
108

114, 347
148, 358
162, 364
167, 365, 366
179

194




CLASSIFIED LISTING OF PRODUCTY

GASTROINTESTINAL DRUGS
OFal FENYATATION SAITS... ..ttt oottt e ettt e et e e

Oxyphenisatine acetate
Lol =Y aTo] [o] g1 g F= 1= [ TR PP
e oF- U1 F= VA 1= TP PPN
PUPENZOIATE. ... e
Scopolamine
Strychnine and salts
THACEEYIAIPNENOIISALIN. ..ttt et e et e et e e e

IMMUNOLOGICALS
Herpes simplex vaccines
Vaccines for mumps, measles, and rubella

LIVER, DRUGS ACTING ON THE
[ Ta 1o F=Vq o] F TP PPPP

N ] 1= Vo L= T TP TPPPPTTRSPPPPN

MEDICAL DEVICES
DAlKON SNIEIA. ...t

MUSCULOSKELETAL DRUGS
[ T (] =X TN = - 1o ST PPN

Mucopolysaccharide POlYSUITUNIC @CI0 @STEI ... ...ttt ettt e e e

NARCOTICS SCHEDULED UNDER SINGLE CONVENTION ON NARCOTIC DRUGS
Buprenorphine..
(0Fa T [=1 1 41 T PPN
N[O EToF= Vo1 = TP PPN
OPIUM IN ANEITUSSIVE PrEPATATIONS. . ... ittt ettt ettt et e et et e et e et e e e e b et e et ereatneeeans
[T a1 = VLo To1 1T PP PP PPPPPPPPPPPN
4] oT=1 o] o] USRI

NERVOUS SYSTEM, DRUGS ACTING ON THE
A o] o 1o (] o 1= T PO OPPPPTO

NOT CLASSIFIED

P o= 4 o Lo 1= T PP PPPPPT
P X e1=1 471 L= YU o] 1o = PRSPPI
Alatrofloxacin mesilate
A LDUMIN . et
P o 1= 1= U] P PP PPRRE
Alpidem
Amfepramone hydrochloride
Amineptine....
Amiprilose
PN 1] (o] [o o] o1 - VO PP PT PP
Bismuth subsalicylate
BIOMTENAC. ettt

BUSPITONE NYArOCRIONIAE. .. ..ottt e ettt e e
[ 41 Te] g T=y2=TaToT o =TT PP
(O] o] o] 11 012 1 (=TT PP TP PPTR PPN
Cisapride...............

Coumarin (synthetic)
[©377e1 F= U o [=] -1 {= T PP PPN
(03771 (o] o 1=T 01 (a1 T- VA To [T PP PP PPRPPTPNE
CYPIOTEIONE @CETALE. .. . iiiiiiiiiiiiitt bbbt e e e e e e e e e e e e e e e e e e et e et e e et e e e et e et e e et e b e e b b e e e bbb
Dequalinium
Dexfenfluraming Ny droChIOTIAE. .. ....c..u ettt ettt e et e ettt e e e e e eniaas
DEXTENTIUFAMINE. .. ..o e
DrONADINOL. L e e e e e e
[D2 0] o I=T 4o [o ] F TSP UPPPTTRTPPPPIN

195

199, 381
213, 389, 390
221, 394
221, 394
238, 400

244

271, 411, 412

144, 356
277

84, 337
190, 377, 378

100

75
183

71, 331
97, 341
193, 379, 380
195, 380
204, 382, 383
281, 413, 414

282, 414

31

32

37

37

39

40

42

43

48

52

64

67

72

80

86

86, 337
97

98

99

100
103
104
104, 343
116
116, 348




CLASSIFIED LISTING OF PRODUCTY

NOT CLASSIFIED
[ Do) q Lot T 1 PP PTTTSPPPPTTPN

Ebrotidine
[y Te L=y ] - - F TP PPN
Epoetin beta........

=LA LAY G = LT (= (= P TP PPTTTSPPPPPTIN
LT 0 LT =T 01T 1= TS PPN
Flosequinan
[ (o =] 1 = TP PT PPN
GINKGO DIIODA. .t
Grepafloxacin NYArOCRIONIAE. ... ..o ettt e et e
[ = 1o £= U 1 (1o = PP OPT PPN
[ [0 g F= e [ = W1 o =T PP PPPPTPRPPIN
HY AT OQUINIINE ..ot oottt e et oo ettt
[oTo] oF= 10111 [T PO PP PT T SPPPP
[T LAV Lo [T = PP TPPRN
LeVACEEYIMETNAAON. ... e ettt ettt
I o L= 2=V | S PP UPPSPPPPTRRPPN
LOXOPIOTEN SOGIUM ...ttt e ettt e ettt e ettt e e e e e e
(=1 (o] 1o PP UPPT TR URPPPIN
MIDETTAAIL ... e
[ EToT oL 1] (o ] P PSPPSRI
LN LT =TT o [ OO
Oxeladin citrate
[ 1= =T 11 PRSPPI
(2147 (oY1 [ TR PP P PRI
Pentosan polysulfate sodium
Phentolaming MESIHIALE. ... ..o oo
PrOXIDAIDAL. .. ..o e
Pumactant...
LR (D] 1= T PP PRPPRR
ST =T T LT PP
SIDULTAMINE. ... e e e
Sodium hydrogen bicarbonate (PAEAIALIIC). ... ...u.iiie ettt
ST a1 T 4 o] €= P T PP P TP TPPPPTTI
LT LA = T L= PP PPN
L1 o7=T o Jo ] = T PP PP PPTRTPPTPN
TOITESTAL. ...ttt e e e e e e e e e e
TTOGIIEAZOMNE ettt ettt
Voo | 11o Yo FT= PSPPSR

OPTHALMOLOGICAL PREPARATIONS
P ENY P IING. . e e
TRIOMEISAL ... e e oo et oo e

OTHER PHARMACEUTICAL PRODUCTS
PN 1] (o] [o o] a1 o Ut o FO PP PPN

ArSENIC-DASEA COMPOUNUS. ...ttt ettt ettt et et et e e et e et e e et e e e e b e e eea e eeaas
21T o T=T 1 =TT PPPPPPPPN
BOVINe tiSSUE AEIVEA MEAICINES. ....uu ittt et ettt e et e e et e et ab e e et e e ean e e eaaaeeaennas
(O 1= 111 LT PP PPN
CaNtNAXANTNIN. ... e
(01T T o T 4= o F T Ao TP PP PPPPPPPRRRPPN
Dionaea MUSCIPUIA (EXIFACE).......uuu ettt e et e e oot e e e ettt e e e e e et e st e e e e e e e en e eees
(D11 T=T - VAT = PP PPTRPPINN
FACTOT IX. e e e e
L= o] (oY SN A | PP PPN
[CT: U Lo Lo 1T Lo [T PP PTUPPRPPTT
lodinated casein strophanthin (NE0-DAINE)..........iiiiiiii ettt e et e e e

116

117

119

119

119

127

131

133
137, 354
139

142

146

147

148

157
159, 363
161

164

169

180
182, 374
189, 377
196

196

201, 381, 382
204

215

232

233

237

239

240

241

252

257

268

269
274, 412
280

218, 392
264, 410

52, 325
53
62, 328
66
73, 331
74,332
7
112
112
125, 351
126, 351
135
150, 361




CLASSIFIED LISTING OF PRODUCTY

OTHER PHARMACEUTICAL PRODUCTS
[ T (1 PSP PT TR SOPPPTTRRPPPIN

[N L] o T UoTU T34 - Lo R O PTPPPN
Placental tisSSUE deriVed MEICINE. ....... i et e et e et e e et e ettt e e e et e e eean e eeaanaeees
Pyrrolizidine
RUDIAE TINCTOTUM TAAIX. .ttt e ettt ettt oottt e e et e e e e e et s

PHARMACEUTIC AIDS (SOLVENTS, etc)

AAMAIANTN . L.t e e
BENZYI @ICONON. ... . e
[OF- 1o 14 F= D= T {41 o P PP TPPT
(01311 ] o) (o] 4 1 DO PP TP
(0371 =g Eo (=T T I [ (U o OO P PP PPTON
|03 T U o] PP PP TP TPPPPTRPPI
Ethylene dichloride.
Glucosamine sulfate

Polyoxyethylated castor oil
Polyvidone
LI L4 L1 TP PSP PP TPPI
Trolamine...

PLASMA FRACTIONS
= To] (o] g PP PP PP
[ 101 (o] gAY A | | PP UPTRPPTRE

PSYCHOTROPICS SCHEDULED UNDER CONVENTION ON PSYCHOTROPIC SUBSTANCES

PN 111 {=T o] =g oo T = U PP UPPRPPTNE
PN 111 (=] =T 0 1T PP PP PPTOUPPPI
AMODATDITAL ...t
Aprobarbital.. .
12 Eo Vg o1 - | PSPPI
122001111 E 01 2 PP PP PPPPPRRY
ClOMEBENIAZOIE. ...ttt
(DL Va0 1 (=1 2= Va1 1 1= T PP PRPPTRE
[ o] 1o F- L= PP TPPRN
[T 0118V LT = PP PPRPPTIRRt
[ UL V=T o F- 13 PO PSPPI POPPPPTON
[T 101 4= {7301 Te [ TSP OPT PP
(2 [T o] - Lo T U o R PPN
HEXODAIDITAL ... e ettt e
(A T ) 1= = Va0 1T L= PP PRSPPI
Mazindol
Meprobamate...
Metamfetamine
MBENAGUAIONE. ... et
MY PR ENIAATE. ... .o
L= 4037 01577 Lo o PO PP PPT PRIt
[N E: Lo 11 o] o L= PP PP OPPP PPN
PENEODAIDITAL. ... e
e Yo Lo T =Y (- AT T PP PP
Phenmetrazine. .
PRENODAIDITAL ...t et e
[ LT 0 (=T 1T T T TP PP SPPPPIN
[T o1 T [ o] TP UUUPPTTRRTPPPPIN
R0 )AL Lo =T L = TSP UPTTRPPPINN
Remoxipride

157
187
223
234
237

41

60, 327, 328
74,332

81, 336

98, 341

121, 350, 351
123

138, 355
154, 362

175

203, 382
225, 396
225, 396, 397
256, 407
275, 412

125, 351
126, 351

42, 321

42, 321

49, 324, 325
52, 325

57, 326

67

95, 340

104, 343
124, 351
127, 352
132, 353
139, 355
144, 356
146, 357, 358
159, 363
166, 365
170, 367, 368
171, 368, 369
176, 372
177,373
178, 373
185, 374
204, 383
208, 386
211, 387

211, 387, 388, 389

214, 390
222, 395, 396
231, 399

236




CLASSIFIED LISTING OF PRODUCTY

PSYCHOTROPICS SCHEDULED UNDER CONVENTION ON PSYCHOTROPIC SUBSTANCES
Secobabital

L= V4o - Uy PO PP
VAT o F= g o 1 - L PSP P R PPPRN

RADIOCONTRAST MEDIA
Bunamiodyl......
[V L= dalToTe F= TR o [0 T4 B P UUP TR PPTRUPPIS

RESPIRATORY TRACT, DRUGS ACTING ON THE
P 110 = TP PP

Aminophylline
Camphor

[T 0T (=T o O PP PPPRPPN
(50T o] L= o - 11T L= PP TPPTRN
Lobelia

PENY I PIOPANOIAMINE. ... et
4] o 1=1 o I PSPPSR SUPPPTN

VITAMINS, MINERALS, ENZYMES
Cobalt (NON-TAAIOACTIVE FOIMIS) .. .uuuiiei ittt e ettt e e ettt e e e et e e e e e e eenes
ooV aTo FoTa a1 Tl od (o FO PPN
POtaSSIUM CRIOTIAE. ....uiii e e e e
PYridOXing (VITAMIN BB). .. ... iiiiiiiiii ettt e ettt oottt et e e ettt e e et
Retinol

PHARMACEUTICALS (COMBINATION AND GROUP PRODUCTS)

PO = 1o 1 o ] £ TP TUPT PPN
AcetylSaliCYliC @CIA/ANTACIH. ... .. ittt e et ettt et
Acetylsalicylic acid/codeine
Acetylsalicylic acid/phenacetin/caffeine (APC)
Amoxicillin/clavulanic acid
Ampicillin/cloxacillin
Analgesics in combination
Anorectic drugs
ANOTectiC dUQGS IN COMBINAIIONS. ... .uuiii ettt e ettt et e e e e e e e
Antidiarrhoeal COMDBINALIONS. ... ... i e oot e e e e e e e
Antirheumatic combinations with glUCOCOMICOSIEIOIUS. ... .cciuuuiiiiiiiii e
Atropine in combination
Azatadine maleate/pseudoephedrine sulfate
Barbiturates in aSthma PrEeParationS........co..u i et e ettt e et e ettt e a e e aaaan
Barbiturates in combination
Calcium channel blockers
Chloramphenicol in combination
Chlormadinone acetate/mestranol (in oral contraceptives)
Clopamide, reserpine and dihydroergoCriSting MESIHALE. .......ccoeiuiiiiiii e
Contrast media (ionic and non-ionic)
Cycloserine/isoniazid
DESENSITIZING VACCINES ... ittt e e ettt ettt e etk e et e e e et e et et e ettt e e e e e e e et e e ea e e et e anan
Dicycloverine(dicyclomine)/doxylamine/pyridoxine)....
DNy drOErgOtaMINE/NEPATIN. .. ..ottt
Dihydrostreptomycin sulfate/streptomycin sulfate
Dipotassium clorazepate/acepromazine/aceprometazine...........
Estrogen-progestogen preparations for secondary amenorrhea
Estrogens (in oral contraceptives)
Estrogens
Estrogens/testosterone
Etamivan in combination

238, 400
271, 412
279, 413

71,331
177, 372, 373

39

47,323

73, 332

128, 352
152, 361, 362
162

218, 392, 393
282

96, 341

201

226, 397, 398
233

236, 400

284
285
285
285
286
286, 325
286
287
288
289
289
290
290, 326
290
291
293
293
294
294
294
295
295
296
296
296
297
297
298
297
298
298




CLASSIFIED LISTING OF PRODUCTY

Ethinylestradiol/mMethy e SIOSTEIONE. ... ..ttt ettt e et e
Etidocaine hydrocloride/epinephrine tartrate
GUAITENESIN/CAMPNOI/BINET ... e ettt ettt e e e e bt e e e e era e ees
Hormonal pregnancy tests....
HydroChlorothi@azZide/POtASSIUM. .. ... ittt ettt e e ettt eeeeeees
Hydroxyquinolines in COMBINATION. .......coiiiiiiii ettt e ettt e e e
Iron preparations.
Kaolin and pectin
Loratadine and PSEUAOEPNEAINNE . ......iiiiiiiiiiii ettt
Medroxyprogesterone acetate/ethinyl@Stradiol..............uuuiiiiiiiii e
MEPIODAMALE/HIAZEPINES. ...ttt oottt e et e et e e ettt e ettt e e et et e et b e e e b e e e e e ean e
Mepyramine maleate/PamabrOM .. ... ... ettt
MercuUric deriVatiVES (TOPICAI). ... .. uuuei ettt ettt ettt ettt e e et e e
Metamizole sodium, fenpiverinium bromide and pitofenone hCl..............cooiiiiiiiii e
Metoclopramide/POIIAOCANOL. ... .ci ittt e et ettt et e e e e
Neomycin sulfate/polymyxin bisulfate/nystatin/acetarSOl..............iiiiiiiiiii e
NI TBEES e e e e s
Nonsteroidal anti-inflammMatory @QENTS.........uuuuuu it e ettt
Oral contraceptives (third GENEIATION). ... ... i ittt et e et e e e et e e e e et e e e et e e eetnn e eeenennas
Oral sodium phosphate DOWEl PreParatioNS. .......co.uuuuiiiiiii ettt e e et e e e eees
PaNCIEALIC BNZYMES...ciiiiiiiiiiiiiii e e s e e e e e e e e e e e e e e e e e e e e e et e e e e e et e e et e e et a e
P aracetamOl/ M EtNIONINE. ... ettt et et e e et e ettt et e e a et e et
Penicillin/streptomycin..
R YT IoT 1 T VA (=) £ = U0y Yol [ L= TP PPRPPPT
Phenformin/ChlOrPrOPAMITE. ... ..ottt ettt
Pipradol/hesperidin.........
Prednisolone/phenobarbital
Promethazine in COMBINALION. ... ... ..ot e
Pseudoephedrine and phenylpropanolamine.............ccccccooiiiiiiiiiiiinniinnn.

Pyrazolones in combination (see also aminophenazone, metamizole SOdiUM).........c..ovieiiiiiiiieiiiiiiii e
LY=L 41 o1 Lo = PSPPSR
QUINTAINEIVEIAPAIMILL ...ttt ettt et e et e ettt et e et e e et b et et n e et e eaa s
QUINOIONE ANEIMICTODIAL BGENTS. ... . ittt e ettt e e e et e et s
Sulfathiazole sodium with sodium lactate or sodium DIiCArDONATLE. .............ccoiiiiiiiiiii e
ST 01T aT=Y o Lo o 1o DO PRSPPI
TetraCyCling IN COMBINATION. ... .o .ttt et ettt e et e et et et e et e et b e e e et e eeaas
Theophylline/meprobamate/DarDIUNALES. .. .. ..cciiiiiiiiiiit ettt e e e e
Thiazides/POtasSIUM CRIOTIAE. ... ..uuii ettt e e et e e e
Lo ge Yo [V To] VAu1 Lo [0 1o o] FO PP PRSPPIt
TIratricOl/CYCIOVAIONEITEEINOL. ....cc.ui ittt ettt et e et e e e e enans
Trancylopramine and triflUOPEIAZINE. ........cooiiiiiiiiii ettt
Trimethoprim/SUfaMETNOXAZOIE. ......c.oi i ettt
Tyrothricin/fomocaine/diphenYdramine. .........o.uuiiiiii ettt e e e et e e e e e eaan s
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LIST OF CODES USED FOR COUNTRIES, TERRITORIES AND AREAS

@EC European Union
@WD World

ARE United Arab Emirates
ARG Argentina

ARM Armenia

AUS Australia

AUT Austria

BDS Brunei Darussalam
BEL Belgium

BGD Bangladesh
BGR Bulgaria

BHR Bahrain

BLZ Belize

BRA Brazil

BRB Barbados

CAN Canada

CHE Switzerland

CHL Chile

COE Council of Europe
COG Congo

COL Colombia

CRI Costa Rica

CUB Cuba

CYP Cyprus

DEU Germany

DNK Denmark

DOM Dominican Republic
EGY Egypt

EME European Agency
ESP Spain

ETH Ethiopia

FIN Finland

FRA France

GBR United Kingdom
GHA Ghana

GRC Greece

HKG Hong Kong

HND Honduras

HUN Hungary

IDN Indonesia

IND India
IRL Ireland
IRN Iran
IRQ Iraq
ISL Iceland
ISR Israel

ITA
JAM
JOR
JPN
KOR
KWT
LBN
LIY
LKA
LTH
MAR
MEX
MUS
MYS
NGA
NLD
NOR
NPL
NZL
OMN
PAK
PAN
PER
PHL
PRT
ROM
RWA
SAU
SDN
SGP
SLV
SUN
SUR
SWE
SYR
TCD
THA
TUN
TUR
URT
USA
VEN
VTN
YEM
ZAF
ZMB
ZWE

Italy

Jamaica

Jordan

Japan

Republic of Korea
Kuwait

Lebanon

Libyan Arab Jamabhiriya
Sri Lanka
Lithuania
Morocco

Mexico
Mauritius
Malaysia
Nigeria
Netherlands
Norway

Nepal

New Zealand
Oman

Pakistan
Panama

Peru

Philippines
Portugal
Romania
Rwanda

Saudi Arabia
Sudan
Singapore
Slovak Republic
Union of Soviet Socialist Republics
Suriname
Sweden

Syria

Chad

Thailand
Tunisia

Turkey

United Republic of Tanzania
United States
Venezuela

Viet Nam
Yemen

South Africa
Zambia
Zimbabwe

The designations employed and the presentations of the material in this publication do
not imply the expression of any opinion whatsoever on the part of the Secretariat of the United
Nations concerning the legal status of any country, territory, city or area or its authorities, or
concerning the delimitation of its frontiers or boundaries.
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Product Name

C.A.S. number

Acarbose
56180-94-0

Scientific and common names, and synonyms

D-GLUCOSE, 0-4,6-DIDEOXY-4-[[[1S-(1?,4?, 5?, 6?)]-4,5,6-TRIHYDROXY-3-(HYDROXYMETHYL)-2-CYCLOHEXEN-1-

YL]-AMINO]-?-D-GLUCOPYRANOSYL-(1?4)-O-?-D-GLUCOPYRANOSYL-(1?4)

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision
JPN Dec 1994 The product information has been rvised to state that acarbose drug may cause ileus-like
symptoms and that the drug should be discontinued should such symptoms appear.
Concomitant use of acarbose and oral hypo- glycaemics or insulin is contraindicated as
this may lead to hypoglycaemia.
(Reference: (JPNARD) Information on Adverse Reactions to Drugs, No.129, , Dec 1994)
JPN Dec 1996 The product information has been revised to state that hypoglycaemia and

hypoglycaemic symptoms developed in elderly debilitated patients when no other
antidiabetics were administered. [See also voglibose.].

(Reference: (JPNARD) Information on Adverse Reactions to Drugs, No.140, , Dec 1996)
WHO Comment : Acarbose, ana-glucosidase inhibitor, is used as an adjunctive

therapy in the control of postprandial hyperglycaemia in non-insulin-dependent
diabetes mellitus. Use of two or more hypoglycaemic drugs is not recommended.

Product Name

C.A.S. number

Acetanilide
103-84-4

Scientific and common names, and synonyms

ANTIFEBRIN
N-PHENYLACETAMIDE

Legislative or requlative action

Country Effective Description of action taken
Date Grounds for decision
JPN Jul 1971 This analgesic and antipyretic has been banned for use in over-the-counter preparations

due to the risk of aplastic anaemia. It was subsequently voluntarily withdrawn from
prescription products.

WHO Comment : Acetanilide, a para-aminophenol derivative with analgesic,
antipyretic and weak antiinflammatory activity, was introduced into medicine in
1886. It subsequently proved to be excessively myelosuppressive and has been
superseded by safer alternatives.

Product Name

C.A.S. number

Acetarsol
97-44-9

Scientific and common names, and synonyms

ACETARSONE
N-ACETYL-4-HYDROXY-M-ARSANILIC ACID

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision
MUS 9 Mar 1982 Under the Pharmacy and Poisons (Prohibitions of Harmful Drugs) Regulations, this drug

is deemed "harmful" by the Ministry of Health and is prohibited for import, manufacture,
storage, distribution, sale, possession, use, export or other transaction.

Legislativeor regulation action
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Product Name Acetarsol
C.A.S. number 97-44-9

Legislative or regulative action

Effective
Date

Country

Description of action taken
Grounds for decision

(Reference: (MPPHD) Pharmacy & Poisons (Prohibitions of Harmful Drugs) Regulations,
,,» Mar 1982)

WHO Comment : Acetarsol, which has antiprotozoal and antitrichomonal activity,
has largely been discarded for systemic use because of its potential to cause
systemic poisoning. However, topical preparations for vaginal trichomoniasis are
still available and it is included in low concentrations (equal to or less than 0.45%)
in some medicated toothpastes.

Product Name

C.A.S. number

Acetylfuratrizine
1789-26-0

Scientific and common names, and synonyms

Legislative or regulative action

N-(6-(2-(5-NITRO-2-FURYL)VINYL)-1,2,4-TRIAZIN-3-YL) ACETAMIDE

Country Effective Description of action taken
Date Grounds for decision
JPN Jul 1977 Withdrawn from all marketed preparations on the grounds that it has been superseded by
safer and more effective preparations.
SAU The withdrawal of nitrofuran compounds is under consideration since they have been
superseded by safer and more effective preparations.
VEN Not approved for use and/or sale.

WHO Comment : Acetylfuratrizine, a nitrofuran derivative, was formerly used as an
antiinfective agent. It has, however, been superseded by safer compounds and
WHO has no information to suggest that it remains commercially available.

Product Name

C.A.S. number

Acetylleucine
149-80-6

Scientific and common names, and synonyms

Legislative or regulative action

N-ACETYL-DL-LEUCINE

Country Effective Description of action taken
Date Grounds for decision
NLD 1995 The Committee for the Evaluation of Medicines has decided that products containing

acetylleucine may no longer be dispensed because the manufacturer has not provided
any evidence of efficacy.

(Reference: (NPHWB) Pharmaceutisch Weekblad, 28(5):128,, 1994)
WHO Comment : The products were indicated for the treatment of vertigo and had

been authorized for marketing under the "grandfather" clause, which waives full
registration requirements for products marketed before 1963.

Product Name

C.A.S. number

Acetylsalicylic acid (paediatric)
50-78-2

Scientific and common names, and synonyms

ASPIRIN

Legislativeor regulation action
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Product Name Acetylsalicylic acid (paediatric)
C.A.S. number 50-78-2

Scientific and common names, and synonyms
BENZOIC ACID, 2-(ACETYLOXY)-
SALICYLIC ACID ACETATE

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision
CHE 1986 The Intercantonal Office for Drug Control has decided that products containing salicylates

should bear on the package a warning against use by children under twelve years of age,
except on medical advice. The package leaflets directed to both physicians and patients
should additionally include warnings concerning Reye's syndrome in both the sections
"Limitations of use" and "Undesirable effects".

(Reference: (CHBCM) Bulletin Mensuel, 8,, 1986)

IRQ 1986 The National Board for the Selection of Drugs has decided to prohibit the sale of products
containing acetylsalicylic acid without a medical prescription. The product information
should contain a warning that acetylsalicylic acid should be avoided in children suffering
from influenza or chickenpox and that children under 12 years of age should receive
acetylsalicylic acid only on medical advice.

ISR Feb 1986 The Ministry of Health has ordered that preparations of acetylsalicylic acid intended
specifically for children be subjected to prescription control and that all preparations
should contain a warning referring to the reported risk of Reye's syndrome in children and
young adults with fever due to viral infections.

ITA Jun 1986 The Italian Health Council has decided that all products containing acetylsalicylic acid
should bear the following warning: "Consult your physician before administering this
product to children and teenagers with viral diseases such as influenza or chicken pox.
Discontinue use immediately if persistent vomiting or undue sleepiness occurs.".

IRL 9 Jun 1986 The National Drugs Advisory Board, in agreement with manufacturers, requires that all
paediatric dosage forms be available on prescription only. All preparations should carry
the warning "This product should not be given to children, particularly those under 12
years of age, without medical advice.".

GBR 10 Jun 1986 The Committee on Safety of Medicines has advised that acetylsalicylic acid should not be
administered to children under 12 years of age except on medical advice. Leading
manufacturers have declared their intention to stop supplying paediatric preparations.

AUS 11 Jun 1986 The Adverse Drug Reactions Advisory Committee has warned that acetylsalicylic acid
should not be given to children and teenagers with fever. The warning does not relate to
use for disorders in children and teenagers who do not have fever.

ESP 7 Aug 1986 The Director General for Pharmacy and Health Products of the Ministry of Health has
issued guidelines for package inserts for preparations containing acetylsalicylic acid. A
warning should be included stating that the preparation should be administered to
children and adolescents with febrile conditions such as influenza or varicella only on
medical advice.

HKG 1 Sep 1986 The Medical and Health Department requires that the product information for all
preparations containing acetylsalicylic acid must warn against its use in children under 12
years of age, except on medical advice. Manufacturers are urged to withdraw all
paediatric preparations.

DEU Oct 1986 The Federal Health Office requires pharmaceutical preparations containing acetylsalicylic
acid to bear a warning against use for feverish conditions in children and young people
unless on medical advice and only if other measures have failed.

OMN Dec 1986 The Central Drug Committee has informed doctors and pharmacists that no products
containing acetylsalicylic acid (aspirin) should be given to children under 12 years of age
who have chicken pox, influenza or any other febrile illness. Paediatric aspirin
preparations will be available only from pharmacies. Products for export containing
acetylsalicylic acid should bear the following statutory warning on new packs:"This
product should not be given to children, particularly those under 12 years of age, without

Legislativeor regulation action
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Product Name Acetylsalicylic acid (paediatric)
C.A.S. number 50-78-2

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision

medical advice."

EGY 1987 The Technical Committee for Drug Control has decided that the product information of all
paediatric pharmaceutical products containing acetylsalicylic acid should bear the
following warning: "Consult a physician before giving aspirin to children aged less than 12
years, especially in cases of influenza and chickenpox, to avoid risk of Reye's Syndrome."
(Reference: (EGYDC) Decision of the Egyptian Technical Committee for Drug control,
Vol.5(2), 1, 1987)

NGA Jan 1987 Because of the suspected link between the use of acetylsalicylic acid in children below
the age of 12 years and Reye's syndrome, importation, manufacture, sale and distribution
of paediatric products containing acetylsalicylic acid or other salicylates have been
prohibited. The labels of non-paediatric products must bear the warning: "Not for use in
children below 12 years of age".

(Reference: (NGAPN) Pharmanews, 10(11), 15, 1988)

CHL 2 Feb 1987 The Institute of Public Health of Chile has decided that all pharmaceutical products
containing acetylsalicylic acid should carry a warning on the label that the drug should not
be given to children under 12 years of age with febrile viral diseases without consulting a
doctor.
(Reference: (CHLRS) Resolution of the Minister of Health, N0.01042, , Feb 1987)

DNK 1 Jul 1987 The National Board of Health has decided that pharmaceutical preparations containing
acetylsalicylic acid in paediatric dosages (less than 200mg/tablet) should bear the
following warning: "Not to be given to feverish children without consulting a doctor.".

SGP 1 Dec 1987 The Ministry of Health has made it mandatory for all aspirin products to bear the
cautionary label: "Caution: not to be given to persons below the age of 16 years except
under the direction of a doctor" before the products can be sold in the market. The public
is advised not to give their children any medicine containing aspirin unless otherwise
advised by the doctor.

(Reference: (SGPMA) Medicines Act (Chapter 176), No.S 230/87, 1078, Aug 1987)

SWE 1988 The National Board of Health and Welfare has revised the product information for
preparations containing acetylsalicylic acid to recommend that they should not be taken
by febrile children under 18 years of age and to indicate that paracetamol is the drug of
choice in these circumstances.

(Reference: (SSLMS) Information fr&n Socialstyrelsens Laekemedelsavdelning,
Vol.12(6), 145, 1987)

BEL 1 Jan 1988 The Ministry of Public Health and the Environment requires pharmaceutical products
containing acetylsalicylic acid to bear the following warning: "This medicine contains
acetylsalicylic acid. Do not use in feverish children without medical advice.".

(Reference: (BELMD) Ministerial Decree, , , June 1987)

USA Jun 1988 The United States Food and Drug Administration has revised the labelling of products
containing acetylsalicylic acid to read: "Children and teenagers should not use this
medicine for chickenpox or flu symptoms before a doctor is consulted about Reye's
syndrome, a rare but serious illness, reported to be associated with aspirin.”
(Reference: (FEREAC) Federal Register, 53(111), 21633, 1988)

USA Apr 1994 The FDA proposed to revise the labelling of products containing acetylsalicylic acid
(including buffered acetylsalicylic) alone or in combination with an antacid to include the
following statement: 2IMPORTANT: See your doctor before taking this product for your
heart or for other new uses of aspirin [acetylsalicylic acid], because serious side effects
could occur with self- treatment?. [See also Combinations]

(Reference: (FEREAC) Federal Register, 58(201) , p. 54224, 1993)

USA Apr 1994 The Food and Drug Administration proposed to extend to products containing bismuth
subsalicylate and all oral and rectal over-the- counter products that contain acetylsalicylic

Legislativeor regulation action
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Product Name

C.A.S. number

Legislative or regulative action

Acetylsalicylic acid (paediatric)
50-78-2

Country

Effective
Date

Description of action taken
Grounds for decision

LKA 9

FRA

BRA

GBR

ESP 20

NLD

Jul 1996

May 1997

Jun 2001

Oct 2002

Jun 2003

acid (aspirin) or other salicylates the following warning: "Children and teenagers who
have or are recovering from chicken pox, flu symptoms or flu should not use this

product. If nausea or fever occur, consult a doctor because these symptoms could be an
early sign of Reye syndrome, a rare but serious illness." [See also Bismuth subsalicylate]
(Reference: (FEREAC) Federal Register, 58(201) , p. 54228, 1993)

Registration of a particular product was rejected because the picture of children on the
label was considered inappropriate.
(Reference: (LKADES) Drug Evaluation Sub-Committee, ,, )

A special form of 100 mg tablets to chew or suck was withdrawn because of risk of
aspiration in small children. The manufacturer stopped marketing of this medicinal
product.

(Reference: (FRAAMP) Press Release, , , 14 May 1997)

The National Health Surveillance Agency requires all pharmaceutical products containing
acetylsalicylic acid to bear a warning against using such products in children with chicken
pox or flu symptoms without consulting a physician about Reye's syndrome.

(Reference: (BRARES) Resolucao n., 529/ANVISA, , 06 Aug 2001)

The Medicines Control Agency (MCA) has restricted the use of acetylsalicylic acid
products in 16 year old and younger children since the risk of aspirin associated Reye's
syndrome exists in all children up to this age group. All acetylsalicylic acid containing
products are required to include this restriction in the product monograph.

(Reference: (GBRSTE) Statement, 2002/0436, , 22 Oct 2002)

All paediatric OTC medicinal preparations containing salicylates/acetylsalicylic acid
(Aspirin) are being withdrawn from the market. This measure has been undertaken to
prevent the use of these products in children with viral fever and thereby reduce the risk
of Reye's syndrome in these children. For non-paediatric OTC products containing
salicylates/acetylsalicylic acid the Summary of Product Characteristics (SPC) will have to
be modified to include that OTC products for adult use are contraindicated in children
below the age of 16 years and prescription products are contraindicated for the treatment
of fever, chickenpox and viral fevers in patients below 16 years of age.

(Reference: (ESPSPS) Communication to WHO, , , 08 July 2003)

The Board for the Evaluation of Medicines requires information for patients on products
containing acetylsalicylic acid to contain the statement: "To be used in children with
chickenpox or influenza only on the advice of a doctor.".

WHO Comment : Acetylsalicylic acid, a nonsteroidal anti-inflammatory, analgesic
and antipyretic agent, was introduced into medicine in 1899 and has since been
widely available in over-the-counter preparations. Recent studies carried out in the
USA have shown an association between acetylsalicylic acid consumption in
children and the development of Reye's syndrome (a rare condition characterized
by a combination of encephalopathy and liver disorder and usually preceded by an
acute viral illness, such as influenza, diarrhoea, or chickenpox). Many drug
regulatory authorities have acted to caution against the use of the drug in children
and young adults with febrile conditions. Even within this group the risk of
exposure is remote and has been estimated to be of the order of 1.5 per million.
This warning also concerns products containing other salicylates. The new
indication of acetylsalicylic acid - prophylaxis of myocardial infarction due to its
antithrombotic effect - requires long-term use and may lead to serious adverse
reactions, including cerebral haemorrhage. Acetylsalicylic acid retains a valuable
place in medicine and remains in the WHO Model List of Essential Drugs.
(Reference: (WHODI) WHO Drug Information, 1:5,, 1985)

Product Name

Acitretin

Legislativeor regulation action
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C.A.S. number

55079-83-9

Scientific and common names, and synonyms

Legislative or regulative action

2,4,6,8-NONATRAENOIC ACID, 9-(4-METHOXY-2,3,6-TRIMETHYLPHENYL)-3,7-DIMETHYL-2,4,6,8-NONATETRAENOIC

ACID, (ALL-E)

Country Effective Description of action taken
Date Grounds for decision

@EC 14 Dec 1990 The Committee for Proprietary Medicinal Products recommended that the product
information for preparations containing acitretin should state that contraception should be
maintained for 2 years after cessation of treatment and that patients should not donate
blood for 1 year after the end of therapy.
(Reference: (CPMPPO) Pharmacovigilance Opinion, 9, , 14 Dec 1990)

FRA Jun 1991 The marketing authorization for products containing acitretin was suspended, on the

grounds that the analysis of blood samples from patients receiving the drug had indicated
etretinate to be a possible metabolite. Acitretin was reintroduced in April 1991 with an
amended product information stating that contraceptive measures must be taken for a
minimum of one year after discontinuation of treatment and preferably for two years and
that patients should not donate blood either during treatment or for one year thereafter.
(Reference: (FRAMS) Ministry of Social Affairs and Integration, ,, June 1991)
(Reference: (FRAMHS) Ministry of Health and Social Affairs, , , 27 Oct 1990)

WHO Comment : Acitretin, a retinol derivative, was introduced in 1989 for the
treatment of severe psoriasis. By the end of 1990, acitretin was confirmed to be
metabolized in part to etretinate. Marketing authorization was suspended
temporarily in France while the product information was modified to conform to the
recommendations issued by the Committee for Proprietary Medicinal Products of
the European Communities. Acitretin remains registered in several countries. See
also WHO comment for etretinate.

Product Name

C.A.S. number

Acridine derivatives
260-94-6

Scientific and common names, and synonyms

Legislative or regulative action

AMINACRINE
ACRIFLAVINE
EUFLAVINE
ETHACRIDINE
PROFLAVINE

Effective
Date

Country

Description of action taken
Grounds for decision

ITA 1973

DNK Sep 1979

VEN

These products are only available as topical disinfectants in concentrations not higher
than 1%.

Proflavine was withdrawn from all dental-care products in May 1978, following
demonstration of mutagenic activity in vitro. Euflavine was similarly withdrawn as of
September 1979. No direct evidence exists of any risk to man and the extent to which
these substances penetrate mammalian cells is uncertain. Nevertheless, the Registration
Board has recommended that the restriction should apply to all acridine disinfectants
"that many regard as obsolete and whose safety is questionable”.

Not approved for use and/or sale.

WHO Comment : Acridine derivatives with antiseptic and disinfectant activity,
including acriflavine, proflavine and euflavine, were formerly used in the treatment
of infected wounds and burns. Such use has largely been discontinued on the
grounds that safer and more effective alternatives are now available. Following
demonstration of the mutagenic activity of proflavine in 1978 it was withdrawn from

Legislativeor regulation action



Twefth Issue

PHARMACEUTICALS (MONOCOMPONENT PRODUCTS) 37

Product Name

C.A.S. number

Acridine derivatives
260-94-6

Legislative or regulative action

Effective
Date

Country

Description of action taken
Grounds for decision

dental products in Denmark. Subsequently, euflavine was similarly withdrawn.

Product Name

C.A.S. number

Alatrofloxacin mesilate
157605-25-9

Scientific and common names, and synonyms

7-{(1R,5S,6S)-6-[(S)-2-AMINOPROPIONAMIDO)PROPIONAMIDO]-3-AZABICYCLO[3.1.0]HEX-3-YL}-1-(2,4-
DIFLUOROPHENYL)-6-FLUORO-1,4-DIHYDRO-4-OXO-1,8-NAPHTHYRIDINE-3-CARBOXYLIC ACID
MONOMETHANESULPHONATE

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision
ARM Jul 2000 The Drug and Medical Technology Agency have rejected registration of alatrofloxacin
because recent studies have shown serious and unpredictable liver injuries after
administration of the drug.
(Reference: (ARMCW) Communication to WHO, , , 09 Aug 2000)
SGP The National Pharmaceutical Administration in the Ministry of Health has not approved

alatrofloxacin since it is associated with hepatic adverse reactions.
(Reference: (SGPCW) Communication to WHO, , , 02 Aug 2000)

Product Name

Albumin

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision

FRA 5 Dec 1993 The Ministry of Health decided that all blood and every placenta used for the manufacture
of albumin must be shown to be derived from a donor who has never received an extract
of human growth hormone and has no family history of neurodegenerative disease.
(Reference: (FRAAMC) Communiqué de Presse, , , 01 Dec 1993)

DEU Nov 1994 Following plans of the Federal Health Office to suspend marketing authorization of a
product containing albumin manufactured from human placenta, the manufacturer has
voluntarily withdrawn the licence.

(Reference: (DAZ) Deutsche Apotheker Zeitung, 134(2),, 1994)
GBR Nov 1997 Acting on advice from the Medicines Control Agency, the UK supplier has recalled 3

batches of human serum albumin (Amerscan Pulmonate Il Technetium Lung Agent®:
Nycomed Amersham), as a precautionary measure after post-donation information
revealed that a blood donor was subsequently diagnosed with New Variant Creutzfeldt-
Jakob disease.

(Reference: (GBRNBA) Communication, , , 20 Nov 1997)

(Reference: (GBRDPR) EU/EEA Rapid Alert - Defective Product Recall, , , 17 Nov 1997)

WHO Comment : Although there is no proven or even probable instance of
transmission of Creutzfeldt-Jakob Disease (CJD), also known as Trans- missible
Spongiform Encephalopathy, by blood, blood components or plasma derivatives,
increased awareness has raised concern about such a possibility. While published
epidemiological studies give some reassurances that transmission of CID has not
occurred through blood, they are limited in scope, and improved surveillance for
CJD is essential. In addition to routine internationally recognized donor selection

Legislativeor regulation action
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Product Name

Legislative or regulative action

Albumin

Country

Effective

Date

Description of action taken
Grounds for decision

criteria the following donors should be excluded: donors who have been treated
with extracts from human pituitary glands, donors who have familial history of
CJD, Gerstmann- Straussler-Scheinker syndrome (GSS) or Fatal Familial Insomnia
(FF1), and donors who have received a human dura mater graft. (Report of a WHO
Consultation on Medicinal and other Products in Relation to Human and Animal
Transmissible Spongiform Encephalopathies. (WHO/EMC/ZO0/97.3;
WHO/BLG/97.2, WHO, Geneva, 24-26 March 1997.))

(Reference: (WHOCON) See also Placental tissue derived medication in full edition,

)

Product Name

C.A.S. number

Alclofenac
22131-79-9

Scientific and common names, and synonyms

Legislative or regulative action

BENZENEACETIC ACID, 3-CHLRO-4-(2-PROPENYLOXY)-
(4-ALLYLOXY-3-CHLOROPHENYL) ACETIC ACID

Country Effective Description of action taken
Date Grounds for decision

IRL 1977 Products containing alclofenac were rejected following evidence of metabolite
mutagenicity.

CYP 1979 Withdrawn following reports that an epoxide urinary metabolite has mutagenic activity.

DEU 1979 Registration has been suspended following the voluntary withdrawal of alclofenac in the
United Kingdom.

GBR 1979 Alclofenac was voluntarily withdrawn by the manufacturer following reports of skin rashes
associated with its use.

ITA 1979 Withdrawn following reports that an epoxide urinary metabolite has mutagenic activity.

NZL 1979 Voluntarily withdrawn from the market.

EGY Mar 1984 Pharmaceutical preparations containing this antiinflammatory agent no longer qualify for
registration to avoid the potential risk associated with a urinary metabolite having
mutagenic activity.

GRC 1985 Withdrawn from the market.

DNK Voluntarily withdrawn by the manufacturer.

IDN Registration has been refused following reports that an epoxide urinary metabolite has
mutagenic activity.

IND Not approved for marketing following reports that an epoxide urinary metabolite has
mutagenic activity.

JOR Registration has been refused following reports that an epoxide urinary metabolite has
mutagenic activity.

MAR Registration has been refused following reports that an epoxide urinary metabolite has

mutagenic activity.

WHO Comment : Alclofenac, a phenylacetic acid derivative with analgesic,
antipyretic and antiinflammatory activity, was introduced in 1972 for the treatment
of rheumatic disorders. In the late 1970s its use was associated with a high
incidence of adverse effects, mainly skin rashes, and a urinary metabolite was
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Product Name Alclofenac
C.A.S. number 22131-79-9

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision

reported to have mutagenic activity (positive Ames test). This resulted in the
withdrawal of the drug, in some cases voluntarily, from several countries. In others
registration has been refused. The reported mutagenic potential has been
questioned by some investigators and the drug remains on the market in at least
three countries with highly evolved regulatory authorities.

Product Name Aldesleukin

Scientific and common names, and synonyms
EPIDERMAL THYMOCYTE ACTIVATING FACTOR
INTERLEUKIN-2
T-CELL GROWTH FACTOR

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision
SGP The National Pharmaceutical Administration in the Ministry of Health has restricted the

use of aldesleukin to medical oncologists in view of life-threatening toxicities, which have
been reported with the drug.

(Reference: (SGPCW) Communication to WHO, , , 02 Aug 2000)

Product Name Allergen extracts

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision
SWE 1 Apr 1986 The National Board of Health and Welfare required producers of all marketed allergen

extracts to file registration applications before 1 April 1986. Extracts currently available
were allowed to remain on the market pending a final decision. However, having regard
to recently reported adverse reactions, existing preparations derived from mites, moulds
and certain domestic animals were withdrawn with immediate effect. Provision was,
however, made for further clinical trial of such formulations.

Product Name Almitrine

C.A.S. number 27469-53-0

Scientific and common names, and synonyms
2,4-BIS(ALLYLAMINO)-6-(4-(BIS-(P-FLUOROPHENYL)METHYL)-1-PIPERAZINYL)-S- TRIAZINE

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision
DEU The indications for use of almitrine have been restricted to chronic obstructive pulmonary

disease with respiratory insufficiency.

WHO Comment : Peripheral neuropathy has been reported in a few patients
receiving almitrine for long periods. The indications for treatment have
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Product Name Almitrine
C.A.S. number 27469-53-0

Legislative or regulative action

Effective
Date

Country

Description of action taken
Grounds for decision

consequently been restricted in the Federal Republic of Germany. Some other
countries have advised doctors to maintain patients under close supervision
throughout treatment and to restrict dosage to two out of every three months.

Product Name

C.A.S. number

Aloxiprin
9014-67-9

Scientific and common names, and synonyms

POLYMERIC CONDENSATION PRODUCT OF ALUMINIUM OXIDE AND 0- ACETYLSALICYLIC ACID

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision
GBR Dec 1986 The Committee on Safety of Medicines has advised that preparations containing the

acetylsalicylic acid pro-drug aloxiprin should not be administered to children under 12
years of age except on medical advice.

(Reference: (GBMIL) Medicines Act Information Letter, No.48, , Oct 1986)

WHO Comment : Aloxiprin is a pro-drug of acetylsalicylic acid. See WHO comment
for acetylsalicylic acid.

Product Name

C.A.S. number

Alpidem
82626-01-5

Scientific and common names, and synonyms

IMIDAZOL[1,2-?]PYRIDINE-3-ACETAMIDE, 6-CHLORO-2-(4-CHLOROPHENYL)-N,N-DIPROPYL

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision
FRA Jan 1994 The marketing authorization of the anxiolytic agent alpidem has been withdrawn because

of several reports of hepatotoxicity, some of them fatal.
(Reference: (FRAAMC) Communiqué de Presse, , , 06 Jan 1994)

Product Name

C.A.S. number

Alprostadil
745-65-3

Scientific and common names, and synonyms

PROST-13-EN-1-OIC ACID, 11,15,-DIGYDROXY-9-OXO, (11ALPHA, 13E, 15S)-
PGE1, PROSTAGLANDIN E1
(1R,2R,3R)-3-HYDROXY-2-[(E)-(3S)-HYDROXY-1-OCTENYL]-5-OXOCYCLOPENTANEHEPTANOIC ACID

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision
DEU 1991 Products for intravenous administration containing alprostadil were contraindicated in

patients with cardiac disease, including inadequately treated coronary atherosclerosis,
cardiac insufficiency and arrhythmia, cardiac infarction within the last six months, clinical
or radiological suspicion of pulmonary oedema or infiltration, severe chronic airway
obstruction, acute liver damage with elevation of transaminases or gamma-GT and an
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Product Name

C.A.S. number

Legislative or regulative action

Alprostadil
745-65-3

Country Effective
Date

Description of action taken
Grounds for decision

increased bleeding tendency.
(Reference: (BGHBL) Bundesgesundheitsblatt, 3/91, 139, 1991)

WHO Comment : Alprostadil, a prostaglandin with vasodilating and platelet anti-
aggregatory activity, was introduced in 1984 for the treatment of chronic arterial
obstruction. Intravenous administration of the drug has been associated with
adverse effects that have sometimes been severe. These include allergic reactions,
pulmonary oedema and cardiac insufficiency. Interactions with antihypertensive
agents, vasodilators, anticoagulants and inhibitors of platelet aggregation have
also occurred. This has led the German agency to modify the approved product
information of alprostadil preparations to warn against these adverse effects.

Product Name

C.A.S. number

Scientific and common names,

Legislative or regulative action

Amaranth
915-67-3

and synonyms
BORDEAUX-S

COLOUR INDEX NO.16185
CIFOOD RED 9

CI ACID RED 27

E123

FD&C RED NO.2

Country Effective
Date

Description of action taken
Grounds for decision

USA 1976

EGY 1981

KWT Apr 1984

OMN 1 Apr 1986
LKA

The provisional approval for use of amaranth as a colour additive has been withdrawn
since no study is available to resolve the uncertainty over its safety.

Having regard to the potential carcinogenicity of amaranth, no new preparations
containing this substance will henceforth be considered for registration and
manufacturers are to replace amaranth with alternative substances within a period of
three years.

(Reference: (EGYDC) Decision of the Egyptian Technical Committee for Drug control, ,
, 1981)

Amaranth is no longer approved for use in pharmaceutical preparations and food
products.

(Reference: (KTMD) Ministerial Decree, 156/84, , 1984)
Import of pharmaceutical products containing the colouring agent amaranth is prohibited.

The Drug Evaluation Sub-Committee (Ministry of Health and Highways and Social Affairs)
decided not to accept new applications for registration of pharmaceutical products
containing the colouring agent, amaranth, because of its potential carcinogenicity.

(Reference: (LKADES) Drug Evaluation Sub-Committee, ,, )

WHO Comment : Approval of amaranth as a permitted colouring agent in foods and
pharmaceutical products was withdrawn by the United States FDA in 1976, on the
basis of positive findings in carcinogenicity tests which were later disputed on
technical grounds and which have not been confirmed in subsequent tests. It has
since been withdrawn by some other national regulatory authorities because of
uncertainty regarding its safety, but elsewhere it remains widely used.
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Product Name Amfepramone
C.A.S. number 90-84-6

Scientific and common names, and synonyms

Legislative or regulative action

DIETHYLPROPION
1-PROPANONE, 2-(DIETHYLAMINO)-1-PHENYL-,
2-(DIETHYLAMINO)PROPIOPHENONE

Country Effective Description of action taken
Date Grounds for decision

TUR 1975 Amfepramone is prohibited for import, export, production, sale and distribution for
reasons of harmful health effects; the lack of evidence of value in the long-term
management of obesity; and the risk of dependency.

SWE Jan 1981 Amfepramone containing appetite suppressants have been withdrawn from the market.
There is a lack of evidence of their value in long-term management of obesity, they have
the potential for abuse and despite warnings they are frequently used over unacceptably
prolonged periods.

OMN 11 Jan 1987 Import and marketing of products containing amfepramone were prohibited.
(Reference: (OMNCR) Circular, 2/87, , Jan 1987)

ARE Pharmaceutical preparations containing amfepramone are banned.

NOR As a centrally acting appetite-reducing preparation, amfepramone is considered harmful
and is not approved in Norway.

VEN Amfepramone is not approved for use and/or sale.

WHO Comment : Amfepramone, a phenethylamine derivative introduced in 1957, is
controlled under Schedule IV of the 1971 Convention on Psychotropic Substances.
It remains available in many other countries with highly evolved drug regulatory
authorities as an aid to weight reduction.

(Reference: (UNCPS4) United Nations Convention on Psychotropic Substances (IV),
,, 1971)

Product Name

C.A.S. number

Amfepramone hydrochloride
134-80-5

Scientific and common names, and synonyms

Legislative or regulative action

DETHYLPROPION HYDROCHLORIDE

Country Effective Description of action taken
Date Grounds for decision
GBR Apr 2000 The Medicines Control Agency has banned the anorectic agent, amfepramone

hydrochloride on the basis of a European Commission decision stating that risks
outweigh the benefits.

(Reference: (GBRMCA) Communication to WHO, , , 30 Aug 2000)

Product Name

C.A.S. number

Amfetamine
300-62-9

Scientific and common names, and synonyms

Legislative or regulative action

AMPHETAMINE
BENZENEETHANAMINE, ALPHA-METHYL-, (+/-)
(+/-)-ALPHA-METHYLPHENETHYLAMINE
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Product Name Amfetamine
C.A.S. number 300-62-9
Country Effective Description of action taken
Date Grounds for decision
USA 1973 Anorectic drugs containing amfetamine were withdrawn from the market by the Food and
Drug Administration due to evidence of abuse and a high risk of dependence.
ARE 9 Jun 1981 Pharmaceutical preparations containing amfetamine are banned.
(Reference: (UAEMD) Ministry of Health Decree, N0.694, , 1981)
TUR 6 Sep 1982 Banned for production, import, export, sale and use.
OMN 10 May 1982 Import and marketing of products containing amfetamine were prohibited.

(Reference: (OMNCR) Circular, 11/82,, May 1982)

MYS Jul 1987 All products containing amfetamine or derivatives indicated as appetite suppressants
have been withdrawn.

(Reference: (MYSDC) Malaysian Drug Control Authority, No.10, , Apr 1987)

NGA 1988 All products containing amfetamine have been banned.
(Reference: (NGAPN) Pharmanews, 10(11), 15, 1988)

SAU Centrally-acting appetite suppressants are severely restricted since they have been found
to be ineffective in the management of obesity and they are subject to misuse.

WHO Comment : Amfetamine and its derivatives are potent central stimulants. Use
of amfetamines has widely been discouraged due to abuse of their euphoric effect
and their limited field of usefulness. Amfetamines have a place in the treatment of
narcolepsy and in hyperkinetic syndrome in children. However, they are no longer
recommended for use in obesity or depressive illness. Amfetamine is controlled
under Schedule Il of the 1971 Convention on Psychotropic Substances.

(Reference: (UNCPS2) United Nations Convention on Psychotropic Substances (l1),

,, 1971)
Product Name Amineptine
C.A.S. number 57574-09-1

Scientific and common names, and synonyms
7-[(10,11-DIHYDRO-5H-DIBENZO{A,D}CYCLOHEPTEN-5-YL)AMINOJHEPATANOIC ACID HYDROCHLORIDE

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision
FRA Jan 1999 The Medicines Agency has announced that the marketing authorization for the

antidepressant, amineptine (SurvectorR: Servier) has been suspended and withdrawn in
France. These actions have been taken after an evaluation of amineptine revealed a
potential for abuse and risk of dependence.

(Reference: (FRAAMI) Infofax - Pharmacovigilance, , , 22 Jan 1999)

THA Jan 1999 The Ministry of Health has withdrawn preparations of amineptine following action taken in
France.
(Reference: (THAFDA) Communication to WHO, , , 28 Jan 1999)

ARE 12 Jan 1999 The Ministry of Health has banned the sale of amineptine on account of a potential for
abuse and risk of dependence.
(Reference: (UAECW) Communication to WHO, , , 10 July 2000)

BDS Jun 1999 The Medical Health Services Headquarters in the Ministry of Health has withdrawn all
tablets of amineptine (Survector) from the market with effect from 30 June 1999.
(Reference: (BDSOL) Official letter to Regulatory Agencies, ,, Feb 1999)

MAR Jun 1999 The National Advisory Commission for Pharmacovigilance has decided to suspend the
marketing authorization for amineptine. This action is based on international data
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Product Name

C.A.S. number

Legislative or regulative action

Amineptine
57574-09-1

Country Effective
Date

Description of action taken
Grounds for decision

VTN Aug 1999

OMN Apr 2000

concerning the potential abuse and risk of dependence associated with the intake of this
product.

(Reference: (MARDMP) Letter to WHO, , , 24 Aug 1999)

The Drug Administration of Viet Nam in the Ministry of Health has withdrawn approval for
the antidepressant, amineptine (Survector). This follows the decision taken by France to
suspend amineptine on the basis of abuse and dependency potential.

(Reference: (VTNMHD) Directive, 41(1999), QD-QLD, 05 Aug 1999)

The Directorate General of Pharmaceutical Affairs & Drug Control has rescheduled
amineptine as a non-psychotropic restricted controlled item because of international data
concerning its potential abuse and risk of dependence.

(Reference: (OMNCR) Circular, No. 25/2000, , 25 Apr 2000)

Product Name

C.A.S. number

Aminoglutethimide
125-84-8

Scientific and common names, and synonyms

Legislative or regulative action

2,6-PIPERIDINEDIONE, 3-(4-AMINOPHENYL)-3-ETHYL-
2-(4-AMINOPHENYL)-2-ETHYLGLUTARIMIDE

Country Effective
Date

Description of action taken
Grounds for decision

USA 1966

SAU

Withdrawn from the market following demonstration of serious toxic effects to thyroids,
ovaries, adrenals and uteri of female rats, as well as atrophy and mottling of the adrenals
of some male rats. Clinical experience showed that in some children it caused sexual
precocity, masculinization of young females and other untoward effects including goitre
with thyroid hypofunction.

Withdrawn from the market due to reported serious side effects.

WHO Comment : Aminoglutethimide, a weak anticonvulsant, was introduced in
1960 for use in the treatment of epilepsy. However, its adrenocortical suppressant
activity gave rise to serious adverse effects. The FDA decision in 1966 was taken in
respect of a preparation indicated in epilepsy. In 1980 preparations containing
aminoglutethimide were reintroduced in the USA exclusively for the treatment of
Cushing's disease. In 1986 they were also registered in Saudi Arabia for use in
Cushing's syndrome and for the treatment of breast cancer. In some other
countries these preparations are additionally approved for carcinoma of the
prostate.

Product Name

C.A.S. number

Aminophenazone
58-15-1

Scientific and common names, and synonyms

ANTIPYRINE

AMINOPYRINE
AMIDOPYRINE-PYRAMIDON
AMIDOPYRINE

AMIDAZOFEN
DIMETHYLAMINOPHENAZONE
DIMETHYLAMINOANTIPYRINE
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Product Name

C.A.S. number

Aminophenazone
58-15-1

Scientific and common names, and synonyms

Legislative or regulative action

4-DIMETHYLAMINO-2,3-DIMETHYL-1-PHENYL-3-PYRAZOLIN-5-ONE

Country Effective
Date

Description of action taken
Grounds for decision

AUS 1965

FIN 1976

CHE 1977

DEU 1977

USA Nov 1977

JPN Dec 1977

ITA 1978

KOR 1978

AUT Mar 1978

THA Nov 1978

IRL 1979
DNK Apr 1979

KWT Dec 1979

YEM Jan 1980

GRC Oct 1980

ARE 9 Jun 1981

ROM 1982

Importation has been prohibited because of the potential hazard of bone marrow
depression and fatal agranulocytosis.

(Reference: (AUDEC) Report of the Australian Drug Evaluation Committee, No. 90, , )

This ingredient was removed from non-prescription drugs owing to the potential hazard of
bone marrow depression and agranulocytosis.

Because of the potential to produce carcinogenic nitrosamines, this substance has been
withdrawn from all analgesic/antipyretic preparations. Two major international
manufacturers of such preparations voluntarily decided to remove this substance from
their products.

Because of the potential to produce carcinogenic nitrosamines, this substance has been
withdrawn from all analgesic/antipyretic preparations. Two major international
manufacturers of such preparations voluntarily decided to remove this substance from
their products.

The regulation providing for marketing of aminophenazone was revoked. However this
drug is not known to have been marketed in the United States.

(Reference: (FEREAC) Federal Register, 42, 53954, Oct 1977)

Because of the potential to produce carcinogenic nitrosamines, this substance has been
withdrawn from all oral preparations and subsequently from all other preparations.

Products for oral use were withdrawn from the market due to the risk of formation of
carcinogenic nitrosocompounds. Injectable products require warnings about the risk of
hypersensitivity reactions.

In view of its propensity to form a potentially carcinogenic n-nitroso compound, this
product has been withdrawn from use.

In view of its propensity to form a potentially carcinogenic n-nitroso compound,
pharmaceutical products containing aminophenazone and intended for oral use have
been withdrawn.

Registration permit has been revoked for pharmaceutical preparations containing this
ingredient.

Products containing aminophenazone have been withdrawn.

At the recommendation of the Registration Board in Denmark, preparations containing
aminophenazone and noramidopyrine for systemic use were withdrawn. This decision

was based on the potential danger of bone-marrow depression and fatal agranulocytosis,
suspected carcinogenic hazards and the availability of alternative products.

(Reference: (UGLAAD) Ugeskrift for Laeger, 141, 873, Mar 1979)
Banned for use and/or sale because of its dangerous side effects, mainly agranulocytosis.
(Reference: (KTMD) Ministerial Decree, 556, , 1978)

The Supreme Board of Drugs has called for the withdrawal of all preparations containing
aminophenazone.

The Ministry of Health and Welfare has withdrawn this product from domestic use.
(Reference: (GRAGA) Ministry of Health Decision, 12946, , Dec 1980)

Pharmaceutical preparations containing aminophenazone are banned.

(Reference: (UAEMD) Ministry of Health Decree, N0.694, , 1981)

The Minister of Health has recommended the gradual reduction in the use of this product
until it has been phased out of use completely.
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Product Name Aminophenazone
C.A.S. number 58-15-1

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision
SDN 1982 The Ministry of Health no longer allows registration of preparations containing

aminophenazone.

FRA 25 Jan 1982 The Committee for Registration of Medicines has recommended that all preparations
containing aminophenazone be withdrawn from the market by 1 January 1982.

TUR Feb 1982 After review of published information about this product, the Ministry of Health has
decided on its withdrawal and recommends changing the composition of all products
containing aminophenazone for systemic use, due to the potential danger of bone
marrow depression and fatal agranulocytosis and the availability of alternative products.
Export of this product is prohibited.

MUS 9 Mar 1982 Under the Pharmacy and Poisons (Prohibitions of Harmful Drugs) Regulations, this drug
is deemed "harmful” by the Ministry of Health and is prohibited for import, manufacture,
storage, distribution, sale, possession, use, export or other transaction.

(Reference: (MPPHD) Pharmacy & Poisons (Prohibitions of Harmful Drugs) Regulations,
,,» Mar 1982)

IND 1983 Prohibited for manufacture, sale and import due to questionable therapeutic value;

evidence of adverse effects on bone marrow as well as suspected carcinogenic hazards;
and the availability of safer analgesic drugs.

(Reference: (GAZIE) The Gazette of India: Extraordinary, 11-3i, , 23 July 1986)

NPL 1983 All preparations containing aminophenazone have been banned from use.

PHL Oct 1983 Preparations containing aminophenazone are no longer allowed for use/sale due to
serious side effects such as bone marrow depression and agranulocytosis.

RWA 1 Oct 1983 Preparations containing aminophenazone have been banned following established
evidence of the adverse effects of these preparations.

CHL 1984 Products containing aminophenazone have been withdrawn from the market in view of its
carcinogenic potential.

ETH 1984 Withdrawn due to the potential to produce carcinogenic nitrosamines.

HKG 1 Jan 1984 The Pharmacy and Poisons Committee no longer allows the registration, sale or

distribution of products containing aminophenazone.

BRA 23 May 1986 Registration of pharmaceutical products containing aminophenazone has been withdrawn
and further production prohibited.

(Reference: (BRAPT) Portaria do Servico Publico Federal, 9,, May 1986)

MYS Nov 1986 All products containing aminophenazone have been withdrawn.
(Reference: (MYSDC) Malaysian Drug Control Authority, No.4, , Nov 1986)

OMN Mar 1987 Import and marketing of products containing aminophenasone were prohibited.
(Reference: (OMNCR) Circular, 11/87,, Mar 1987)

BEL 1 Jan 1988 Preparations containing aminophenazone have been placed in List IV of the Arr’t, du

R,gent of 2 June 1946 and as such can be administered only on prescription. They must
be kept in a poisons cabinet and carry the skull and cross-bones label.

(Reference: (BELAR) Arrété Royal, ,, June 1987)

GHA 01 Sep 1989 Products containing aminophenazone or its derivatives have been banned.

(Reference: (GHAPDR) Pharmacy and Drugs (Banned Drugs) Regulations, Legislative
Instruments, 1484, , 1989)

BHR Preparations containing aminophenazone have been withdrawn.

GBR Products containing aminophenazone have been withdrawn from the market due to the
risk of agranulocytosis.

Legislativeor regulation action



Twefth Issue

PHARMACEUTICALS (MONOCOMPONENT PRODUCTS) a7

Product Name

C.A.S. number

Legislative or regulative action

Aminophenazone
58-15-1

Country Effective Description of action taken
Date Grounds for decision
SGP Aminophenazone and related salts have been banned for importation.
SWE Products containing aminophenazone have been withdrawn from the market due to the
risk of agranulocytosis.
VEN Withdrawn from the market due to its carcinogenic potential.

WHO Comment : Aminophenazone, a pyrazolone derivative, has been used as an
antiinflammatory and analgesic agent for over a century. Its use has been
associated with cases of bone marrow depression and agranulocytosis and more
recently it has been claimed to have a carcinogenic potential. Products containing
aminophenazone have been formally withdrawn in many countries and marketing
has been voluntarily suspended in others. Elsewhere, however, proprietary
preparations containing this ingredient may remain available.

(Reference: (WHODI) WHO Drug Information, 3,9, 1977)

Product Name

C.A.S. number

Aminophylline
317-34-0

Scientific and common names, and synonyms

Legislative or regulative action

AMINOPHYLLINUM
EUPHYLLINUM
ETHYLENEDIAMINE
METAPHYLLIN
THEOPHYLLINE
THEOPHYLLAMINUM

Country Effective Description of action taken
Date Grounds for decision
NLD May 1992 The Medicines Evaluation Board in The Netherlands has decided that tablet and

suppository formulations ofpharmaceutical products containing aminophylline should no
longer be marketed. Absorption rate from these formulations is slow and unpredictable,
bioavailability of the suppository varies widely and the therapeutic range is narrow.

(Reference: (GENMB) Geneesmiddelenbulletin, 25(5), 27, May 1992)

WHO Comment : Aminophylline, the ethylenediamine salt of theophylline, was
introduced many years ago as a treatment for asthma and is listed in the 8th WHO
Model List of Essential Drugs. It has been recognized for some 10 years that
aminophylline preparations are not interchangeable because bioavailability can
vary considerably. The resulting variability in drug absorption can lead to adverse
effects including irritation of the mucosa. Allergic reation can also be an adverse
effect of aminophylline. Theophylline functions similarly but is considered less of
an irritant.

Product Name

C.A.S. number

Aminorex
2207-50-3

Scientific and common names, and synonyms

AMINOXAPHEN
2-OXAZOLAMINE, 4,5-DIHYDRO-5-PHENYL-
2-AMINO-5-PHENYL-2-OXAZOLINE
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Product Name

C.A.S. number

Legislative or regulative action

Aminorex
2207-50-3

Country Effective Description of action taken
Date Grounds for decision
DEU 1967 The Ministry of Health withdrew preparations containing aminorex, cloforex and
chlorphentermine as a precautionary measure pending scientific evidence of a
relationship between their use and the development of pulmonary hypertension.
VEN Banned for use and/or sale.

WHO Comment : Aminorex, an anorexic agent, was introduced over twenty years
ago for the treatment of obesity. Between 1967 and 1971 its use was associated
with cases of pulmonary hypertension which led to its withdrawal in the Federal
Republic of Germany. WHO has no information to suggest that this drug remains
commercially available.

Product Name

C.A.S. number

Amiprilose
56824-20-5

Scientific and common names, and synonyms

Legislative or regulative action

?-D-GLUCOFURANOSE, 3-0-[3-(DIMETHYLAMINO)PROPYL]-1,2-0-(1-METHYLETHYLIDENE)-, HYDROCHLORIDE

Country Effective Description of action taken
Date Grounds for decision
USA 27 Jan 1994 The Arthritis Advisory Committee of the FDA has recommended against approval of the

anti-inflammatory agent, amiprilose, for the treatment of rheumatoid arthritis because
adequate evidence of effectiveness and safety had not been provided.

(Reference: (FDATP) Food and Drug Administration Talk Paper, T94-7, , 27 Jan 1994)

Product Name

C.A.S. number

Amitriptyline
50-48-6

Scientific and common names, and synonyms

Legislative or regulative action

3-(10,11-DIHYDRO-5H-DIBENZOIA,D]CYCLOHEPTEN-5-YLIDENE)PROPYLDIMETHYLAMINE

Country Effective Description of action taken
Date Grounds for decision
NOR 1992 The Medicines Control Authority has decided that the 50 mg tablet formulation of

amitriptyline may be prescribed only in hospitals and specialized clinics because of the
toxic potential of these products and the risk of overdosage and suicide with the high
dose formula.

(Reference: (NNSLM) Nytt fra Statens Legemiddelkontroll, 1,9, 1992)

WHO Comment : Amitriptyline, atricyclic antidepressant was introduced in 1961
for the management of endogenous depression and is listed in the 8th WHO Model
List of Essential Drugs. Much of the adverse effects are caused by its
antimuscarinic actions. These include dry mouth, cardiac arrhythmias, central
nervous system disturbances, blood disorders and risk of suicide. The risk of
suicide and dangers related to overdosage led the Norwegian Medicines Control
Authority to put the higher strength formulation under prescribing restriction in
1992. The risk of death following overdosage is apparently higher for products
containing tricyclic compounds as compared with nontricyclic products.

Product Name

Amobarbital
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C.A.S. number

57-43-2

Scientific and common names, and synonyms

Legislative or regulative action

5-ETHYL-5-ISOPENTYLBARBITURIC ACID
AMYLBARBITONE
2,4,6(1H,3H,5H)-PYRIMIDINETRIONE, 5-ETHYL-5-(3-METHYL-BUTYL)-

Country Effective Description of action taken
Date Grounds for decision
SWE Jul 1985 Withdrawn following discussions between the manufacturer and the National Board of
Health and Welfare. Fatal intoxications and abuse are associated with use of
preparations containing amobarbital.
NZL 1990 In agreement with the Department of Health, products containing amobarbital and

amobarbital sodium have been withdrawn by the manufacturer.
(Reference: (NZCSL) Clinical Services Letter, Department of Health, 258, , 16 July 1990)

WHO Comment : Amobarbital is an intermediate-acting barbiturate which is
controlled under Schedule Il of the 1971 Convention on Psychotropic Substances.
See WHO comment for barbiturates.

(Reference: (UNCPS3) United Nations Convention on Psychotropic Substances (lll),
., 1971)

Product Name

C.A.S. number

Amodiaquine
86-42-0

Scientific and common names, and synonyms

Legislative or regulative action

PHENOL, 4-((7-CHLORO-4-QUINOLINYL)AMINO)-2-((DIETHYLAMINO)METHYL)-
4-((7-CHLORO-4-QUINOLYL)AMINO)-ALPHA-(DIETHYLAMINO)-O-CRESOL

Country Effective Description of action taken
Date Grounds for decision
@WD Jul 1986 Having regard to cases of agranulocytosis associated with prophylactic use of

amodiaquine, the major manufacturer has removed malaria prophylaxis from the data
sheet worldwide.

WHO Comment : Amodiaquine, an antimalarial agent related to chloroquine, was
introduced over 40 years ago for the treatment and prophylaxis of malaria. The
drug was voluntarily withdrawn in the United Kingdom in 1975 for commercial
reasons but was subsequently reintroduced in 1985 to meet the medical demand
for an antimalarial drug to deal with the rapid spread of chloroquine-resistant
falciparum malaria in Asia and Africa. By 1986 a significant number of cases of
agranulocytosis associated with prophylactic use, some of which were fatal, had
been reported there and it has been estimated that the frequency of this risk is of
the order of 1:2,000. Although most cases occurred when amodiaquine had been
used in combination with other antimalarials, the major manufacturer decided to
withdraw the prophylactic indication worldwide following discussions with experts.
Preparations remain available for the treatment of acute attacks of malaria which
involves only a short period of exposure to the drug.

(Reference: (WHODI) WHO Drug Information, 1, 5, 1987)

Product Name

Amyl nitrite

Scientific and common names, and synonyms

Legislative or regulative action

MIXTURE OF NITROUS ACID, 2-METHYLBUTYL ESTER AND NITROUS ACID, 3-METHYLBUTYL ESTER

Legislativeor regulation action



50

Twelfth Issue PHARMACEUTICALS (MONOCOMPONENT PRODUCTS)
Product Name Amyl nitrite
Country Effective Description of action taken
Date Grounds for decision
GBR Aug 1996 The Medicines Control Agency has proposed that amyl nitrite should become a

prescription-only medicine in view of its misuse as a stimulant.
(Reference: (GBRPHJ) The Pharmaceutical Journal, Vol.257, p.785, 10 Aug 1996)

Product Name

Legislative or regulative action

Anabolic steroids

Country Effective Description of action taken
Date Grounds for decision
THA Oct 1989 Products containing anabolic steroids indicated for increasing appetite in children have
been withdrawn, due to the risks of undesirable androgenic effects. All products
containing anabolic steroids have been subjected to prescription control.
(Reference: (THAMH) Ministry of Public Health, , , 15 Apr 1991)
CAN 26 Jun 1992 Products containing androgenic-anabolic steroids are claffified in Schedule G of the Food

and Drugs Act and the Schedule to the Food and Drugs Regulations with regard to the
high prevalence of their abuse by athletes and high school children. They are now subject
to import/export permits, licensing and prescription control.

(Reference: (CANHW) Canada Health and Welfare, , , 13 Oct 1992)

WHO Comment : Anabolic steroids were formerly used to increase weight in
patients suffering from emaciation or debilitating diseases but have not proved
totally successful. They are also used in the treatment of certain aplastic anaemias,
breast cancer and in the prevention of osteoporosis. They have been subject to
much abuse in athletes and malnourished children to increase body weight.
Misuse in prepubertal children has been associated with undesirable effects,
including precocious sexual development in males and virilization in females,
which have led the Thai agency to withdraw products containing anabolic steroids
indicated for increasing appetite in children.

Product Name

C.A.S. number

Anagestone acetate
3137-73-3

Scientific and common names, and synonyms

Legislative or regulative action

PREGN-4-EN-20-ONE, 17-(ACETYLOXY)-6-METHYL-, (6ALPHA)
17-HYDROXY-6ALPHA-METHYL-PREGN-4EN-20-ONE-ACETATE

Country Effective Description of action taken
Date Grounds for decision
DEU 1969 Following reports of breast tumours in dogs receiving anagestone acetate in combination
with mestranol, the manufacturer withdrew preparations containing these drugs.
AUT 23 May 1969 Following reports of breast tumours in dogs receiving anagestone acetate in combination
with mestranol, the manufacturer withdrew preparations containing these drugs.
KWT 1 Apr 1970 Importation and marketing of preparations containing anagestone acetate is prohibited.

WHO Comment : Anagestone acetate, a synthetic progestogen, was introduced in
1968 as a component in oral contraceptive preparations. In 1969, it was shown to
be associated with an increased risk of mammary tumours in dogs which led the
United States Food and Drug Administration to order the termination of its use in
all clinical trials. Subsequently the manufacturer withdrew preparations containing
anagestone acetate, ultimately on a worldwide basis.

Legislativeor regulation action
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Product Name Anagestone acetate
C.A.S. number 3137-73-3

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision
Product Name Androgens

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision
USA Sep 1989 Products containing androgens may no longer be indicated for suppression of lactation

and prevention of breast engorgement in mothers who elect not to breastfeed.
(Reference: (FDATP) Food and Drug Administration Talk Paper, T89-56, , 27 Sep 1989)

WHO Comment : Androgens have been used for the prevention of postpartum
breast pain and engorgement. However, because of the risk of rebound effect and
since only 10% of women benefit therapeutically from such intervention, the United
States Food and Drug Administration has requested manufacturers to stop labeling
preparations containing androgens for this indication. The World Health
Organization is not aware of similar action having been taken elsewhere.

Product Name Antihistamine (topical)

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision
MYS Nov 1986 Antihistamines intended for local use were not approved.

(Reference: (MYSDC) Malaysian Drug Control Authority, 1985-1987,, )

LKA 1 Jan 1992 The Ministry of Health withdrew from sale cream formulations of antihistamines. It
considers that antihistamine cream is of no value in hypersensitive skin rashes and that
the preparations can themselves induce such rashes.

(Reference: (LKADIB) Drug Information Bulletin, University of Peradeniya and Ministry of
Health, 4(1), , 1992)

WHO Comment : Antihistamines have been used for many years as a treatment for
hypersensitive reactions. The topical application of antihistamines is, however,
associated with an unacceptable incidence of skin irritation and hypersensitivity
reactions.

Product Name Aphrodisiac drugs

Scientific and common names, and synonyms
CANTHARIDES

ESTROGENS
METHYLTESTOSTERONE
NUX VOMICA
STRYCHNINE
TESTOSTERONE
YOHIMBINE

Legislativeor regulation action



Twefth Issue

PHARMACEUTICALS (MONOCOMPONENT PRODUCTS) 52

Product Name

Aphrodisiac drugs

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision
USA 8 Jan 1990 All nonprescription products claiming to have aphrodisiac effects have been banned, on

the grounds that they are unsafe and of doubtful effectiveness. Among the ingredients
contained in these products are: cantharides, estrogens, methyltestosterone, nux vomica,
strychnine, testosterone and yohimbine.

(Reference: (FEREAC) Federal Register, 54(129), 28780, 1989)

(Reference: (FDATP) Food and Drug Administration Talk Paper, T89-42, , 07 July 1989)

Product Name

C.A.S. number

Aprobarbital
77-02-1

Scientific and common names, and synonyms

5-ALLYL-5-ISOPROPYLBARBITURIC ACID
APROBARBITONE

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision
SWE Jul 1985 Withdrawn following discussions between the manufacturer and the National Board of

Health and Welfare. Fatal intoxications and abuse are associated with use of
preparations containing aprobarbital.

WHO Comment : Aprobarbital is an intermediate-acting barbiturate. See WHO
comment for barbiturates.

Product Name

Aristolochia

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision
GBR Jul 1999 The Medicines Control Agency has banned the import, sale and supply of medicinal

products containing the Chinese herbal medicine Aristolochia. This was on account of
end-stage renal failure associated with the use of this product.

(Reference: (GBRSIN) Statutory Instrument, The Medicines (Aristolochia) (Temporary
Prohibition) Order 1999, , , 28 Oct 1999)

Product Name

C.A.S. number

Aristolochic acid
313-67-7

Scientific and common names, and synonyms

8-METHOXY-6-NITROPHENANTHRO(3,4-D)-1,3-DIOXOLE-5-CARBOXYLIC ACID
ARISTOLOCHINE

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision
DEU 1981 The Federal Health Office withdrew all preparations containing aristolochic acid from the

national market following demonstration of a carcinogenic potential in a three-month
toxicity study in rats. The Federal Health Office considers that aristolochic acid is a

Legislativeor regulation action
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Product Name

C.A.S. number

Legislative or regulative action

Aristolochic acid
313-67-7

Country

Effective

Date

Description of action taken
Grounds for decision

AUT

EGY

USA

FRA

OMN

CAN

AUS

VEN

Aug

Apr

Jul

Jul

Oct

Dec

1981

1982

2001

2001

2001

2001

2001

particularly potent carcinogen having regard to the unusually short period of exposure
required for induction; the variety of tissues involved; the marked dose-effect relationship
and the rapid progression of malignant changes after suspension of dosage. The
regulatory decision relates not only to branded drugs containing aristolochic acid but to
the sale of herbal preparations or extracts prepared from plants of the aristolochiaceae
family. Only homeopathic preparations prepared to a dilution of at least
1:100,000,000,000 were exempted.

The Federal Ministry of Health and Environmental Protection has instructed pharmacists
that, having regard to their apparent risks, preparations containing aristolochic acid have
no justifiable use.

Products containing aristolochic acid were withdrawn following demonstration of
carcinogenicity in rats.

The FDA has cautioned consumers against consuming any dietary supplement or
traditional medicine containing aristolochic acid.
(Reference: (USAMDR) Media Release, , , 11 Apr 2001)

All homeopathic preparations containing Aristolochia brasiliensis and homeopathic
preparations containing products belonging to Aristolochiaceae or related plant families
have been withdrawn due to risks of nephrotoxicity and carcinogenicity associated with
aristolochic acid.

(Reference: (FRACW) Communication to WHO, , , 05 Oct 2001)

Prohibition of import and marketing in view of kidney toxicity and urinary tract cancer
associated with aristolochic acid.
(Reference: (OMNCR) Circular, 25/2001, , 02 Oct 2001)

Health Canada has issued a Customs Alert to prevent the sale and import of products
containing aristolochic acid. Manufacturers, retailers and importers have been requested
to withdraw from the market all existing products containing aristolochia and aristolochic
acid.

(Reference: (CANWHC) Warnings/Advisories, 20011005, 20020516, 24 Aug 2001)

A traditional product named Longdan Qiegan Wan (Wetness Heat Pill) has been
removed from the Australian Register of Therapeutic Goods since it contains aristolochic
known to cause kidney damage and urinary tract cancer.

(Reference: (AUSMDR) Media Release, , , 07 Dec 2001)

Not approved for use and/or sale.

WHO Comment : Extracts of aristolochiaceae have traditionally been used as a
bitter for which a broad range of therapeutic effects has been claimed. Aristolochic
acid is claimed to promote phagocytosis and to have immunostimulant activity.
However, in 1981, a three-month toxicity study in rats revealed the carcinogenic
potential of aristolochic acid and preparations containing this substance have
since been withdrawn in several countries.

Product Name

Legislative or regulative action

Arsenic-based compounds

Country Effective Description of action taken
Date Grounds for decision
AUT Oct 1969 All tonics, parenteral preparations, oral asthma remedies and vaginal tablets containing

arsenic have been withdrawn in the light of the carcinogenic potential of arsenic-
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Product Name

Legislative or regulative action

Arsenic-based compounds

Country Effective Description of action taken
Date Grounds for decision
containing compounds.
PHL Mar 1976 Banned in any form for use in pharmaceuticals.
ESP 1 Oct 1983 Preparations containing inorganic arsenicals have been withdrawn.
(Reference: (ESPMC) Programa Selectivo de Revision de Medicamentos, (1), , Sep
1983)
ITA These substances in tonics and reconstituents have been removed from the market

owing to an unfavourable risk/benefit ratio.

WHO Comment : Arsenic-based compounds, which were used over 2000 years ago
as both therapeutic agents and poisons, became the mainstay of chemotherapy
earlier this century. Although such compounds have been largely superseded by
safer and more effective alternatives, they remain important in the treatment of
certain tropical diseases.

Product Name

C.A.S. number

Astemizole
68844-77-9

Scientific and common names, and synonyms

Legislative or regulative action

1H-BENZIMIDAZOL-2-AMINE, 1[(4-FLUOROPHENYL)METHYL]-N-[1-[2-(4-METHOXYPHENYL)ETHYL]-4-PIPERIDINYL]-
1[(4-FLUOROPHENYL)METHYL]-N-[1-[2-(4-METHOXYPHENYL)ETHYL]- 4-PIPERIDINYL]-1H-BENZIMIDAZOL-2-AMINE
1-(P-FLUOROBENZYL)-2-[[1-(P-METHOXYPHENETHYL)-4-PIPERIDYL]JAMINO]BENZIMIDAZOLE

Effective
Date

Country

Description of action taken
Grounds for decision

NOR 1987

NZL Oct 1996

ARG 1997

GBR 1998

PHL 1998

The medicines control authority has refused registration of astemizole because its
prolonged half-life renders appropriate dosage difficult and the possibility of hepatic
toxicity and adverse immunologically-mediated effects have not been adequately
excluded.

(Reference: (NNSLM) Nytt fra Statens Legemiddelkontroll, 4, 4, 1987)

Astemizole has been reclassified to Restricted Medicine (an OTC classification, but may
only be sold personally by a pharmacist).

(Reference: (NZLPU) Prescriber Update, N0.13, , Oct 1996)

Product information and labelling of pharmaceutical products containing the histamine H-
antagonists astemizole and terfenadine have to include a warningl concerning
prolongation of the QT interval and ventricular arrhythmias.

(Reference: (ARGBO) Boletin oficial, No.28.616, 1535/97, )

Astemizole has been reclassified to Prescription only Medicine as a result of new data on
interactions from postmarketing surveillance studies. These data highlight an increased
risk of QT prolongation with concomitant administration of oral or parenteral formulations
of azole antifungals, macrolide antibiotics except azithromycin, selective serotonin
reuptake inhibitors, HIV protease inhibitors and mibefradil (now withdrawn worldwide). In
addition, astemizole is contraindicated for use in patients with hepatic dysfunction.

(Reference: (GBRPHJ) The Pharmaceutical Journal, 261, p.9, 04 July 1998)

The Department of Health Bureau of Food and Drugs have noted the voluntary
withdrawal by the sponsoring company of the antihistamine, astemizole due to its
association with severe cardiac adverse events when used inappropriately with
contraindicated drugs.

(Reference: (PHLCTW) Communication to WHO, , , 15 Aug 2000)
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Product Name Astemizole
C.A.S. number 68844-77-9

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision
USA 1999 Janssen, the manufacturer of the histamine H1-receptor antagonist, astemizole,

(HismanalR) has announced that it is voluntarily withdrawing the 10-mg formulation from
the market. Since the drug's approval in 1988, new adverse reaction data has
necessitated a series of labelling changes and warnings. In the light of the choices of
other prescription antihistamines now available and the overall risk benefit profile of this
drug, the Food and Drug Administration supports the decision of the company to
withdraw the product.

(Reference: (FDATP) Food and Drug Administration Talk Paper, T99-29, , 21 June 1999)

ZAF 1999 The South African Medicines Control Council has withdrawn products containing
astemizole because of the potential for serious drug interactions.
(Reference: (ZAFPS) Information from the Pharmaceutical Services, ,, )

ARE Jun 1999 The Ministry of Health has banned the sale of astemizole with effect from 23 June 1999
on account of increased risk of QT prolongation with concomitant administration of oral or
parenteral formulations of azole antifungals, macrolide antibiotics except azithromycin,
selective serotonin reuptake inhibitors and HIV protease inhibitors.

(Reference: (UAECW) Communication to WHO, , , 10 July 2000)

MUS Jun 1999 Astemizole was withdrawn from the market following reports of adverse drug reactions
published by the FDA and the decision of Janssen Pharmaceutica to remove the drug in
the USA.

(Reference: (MUSMHQ) Letter to WHO, , , 27 Dec 2000)
BDS Jul 1999 The manufacturer withdrew astemizole worldwide because of serious adverse

cardiovascular reactions.
(Reference: (BDSOL) Official letter to Regulatory Agencies, , , 01 July 1999)

URT 2 Jul 1999 The Pharmacy Board of the Ministry of Health, in the United Republic of Tanzania has
withdrawn astemizole from the market.
(Reference: (URTMH) Communication to WHO, , , 20 Nov 2000)

ARM Jul 2000 Astemizole has been voluntarily withdrawn on the basis of prolongation of the QT-interval
and ventricular arrhythmias.
(Reference: (ARMCW) Communication to WHO, , , 09 Aug 2000)

BRA Jun 2001 Registration cancelled due to several adverse reactions.
(Reference: (BRARES) Resolucao n., 526/ANVISA, , 06 Aug 2001)
ESP 08 Apr 2003 The Spanish Medicines Agency has withdrawn the marketing authorization for 10

medicinal products containing astemizole due to the potential of these products to
produce life-threatening ventricular ar-rhythmias.

(Reference: (ESPSMA) Communication to WHO, , , 08 Apr 2003)

ARG 19 Aug 2003 The Food, Drug and Medical Devices agency in Argentina, ANMAT, has withdrawn all
medicinal products containing astemizole since these products have the potential to
cause life-threatening ventricular arrhythmias.

(Reference: (ARGFDM) Communication from ANMAT, , , 19 Aug 2003)

SGP The National Pharmaceutical Administration in the Ministry of Health has banned
astemizole since it has been associated with adverse drug reactions including irregular
heart rhythms and severe allergic reactions if taken at higher than recommended doses
or in conjunction with some other drugs including antihypertensives and anti-asthmatics.

(Reference: (SGPCW) Communication to WHO, , , 02 Aug 2000)

WHO Comment : The first clinically interesting histamine H-antagonists werel
introduced in the late forties and early fifties. Several histamine H-antagonists1
have a similar cardiac effect to that seen with astemizole and terfenadine. Serious
cardiovascular adverse reactions have been reported when used concomitantly
with imidazole antifungals and macrolide antibiotics. See also under terfenadine.
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Product Name

C.A.S. number

Legislative or regulative action

Astemizole
68844-77-9

Country Effective
Date

Description of action taken
Grounds for decision

Product Name

C.A.S. number

Azapropazone
13539-59-8

Scientific and common names, and synonyms

Legislative or regulative action

5-DIMETHYLAMINO-9-METHYL-2-PROPYL-1H-PYRAZOLO(1,2-A)(1,2,4)BENZOTRIAZINE-1, 3(2H)-DIONE
APAZONE
1H-PYRAZOLO(1,2-A)(1,2,4)BENZOTRIAZINE-1,3(2H)-DIONE, 5-(DIMETHYLAMINO) -9-METHYL-2-PROPYL-

Country Effective Description of action taken
Date Grounds for decision

DEU 1985 Indications are restricted to exacerbations of inflammatory degenerative rheumatism, soft
tissue rheumatism and pain, post-traumatic swelling or inflammation. Preparations are
contraindicated in children under six years of age.

OMN Sep 1986 The Ministry of Health has prohibited the import of preparations containing azapropazone
except those intended for topical use.

BEL 1 Jan 1988 Preparations containing azapropazone have been placed in List IV of the 'Arr’t, du
R,gent' of 2 June 1946 and as such can be administered only on prescription. They must
be kept in a poisons cabinet and carry the skull and cross-bones label.

(Reference: (BELAR) Arrété Royal, , , June 1987)
AUT Indications restricted to exacerbations of gout and other arthritic conditions. Treatment

should not exceed seven days and doctors are advised not to prescribe this drug to
children under 14 years of age or elderly patients.

(Reference: (WIMAM) Wichtige Mitteilung ueber Arzneimittel, (1),, 1984)

WHO Comment : Azapropazone, which has anti-inflammatory, analgesic and
antipyretic activity, was introduced in 1970 for the treatment of rheumatic
disorders. Although sometimes classified as a pyrazolone derivative, the
relationship with this group of compounds has been disputed and classification as
a benzotriazine derivative might be preferable. Although, to date, it has not been
associated with blood dyscrasias, some regulatory authorities have applied the
same rigorous restrictions to its indications as they have applied to pyrazolone
derivatives. The World Health Organization was informed that as of December 1987
azapropazone was available in some 27 countries.

Product Name

C.A.S. number

Azaribine
2169-64-6

Scientific and common names, and synonyms

Legislative or regulative action

AS-TRIAZINE-3,5-(2H,4H)-DIONE, 2-(2',3',5-TRIACETYL-BETA-D- RIBOFURANOSYL)-
TRIACETYL AZAURIDINE

1,2,4-TRIAZINE-3,5(2H,4H)-DIONE, 2-(2,3,5-TRI-O-ACETYL-BETA- RIBOFURANOSYL)-
2-BETA-D-RIBOFURANOSYL-AS-TRIAZINE-3, -5(2H,4H)-DIONE 2',3',5',- TRIACETATE

Country Effective Description of action taken
Date Grounds for decision
USA Aug 1976 This antineoplastic agent, which was indicated only for severe, recalcitrant, disabling

arthritis, was withdrawn from the market following reports of several serious
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Product Name

C.A.S. number

Legislative or regulative action

Azaribine
2169-64-6

Country Effective
Date

Description of action taken
Grounds for decision

THA Feb 1977
MUS 9 Mar 1982

SAU
VEN

thromboembolic and thrombotic reactions. Several of these lesions occurred in relatively
unusual arterial sites (including the radial, ulnar, femoral and popliteal arteries) and one
death resulted from pulmonary embolism.

Products containing this ingredient have been banned.

Under the Pharmacy and Poisons (Prohibitions of Harmful Drugs) Regulations, this drug
is deemed "harmful” by the Ministry of Health and is prohibited for import, manufacture,
storage, distribution, sale, possession, use, export or other transaction.

(Reference: (MPPHD) Pharmacy & Poisons (Prohibitions of Harmful Drugs) Regulations,
,,» Mar 1982)

Withdrawn from the market following reports of adverse effects.
Not approved for use and/or sale.

WHO Comment : Azaribine, an antineoplastic agent, was introduced in 1975 for the
treatment of severe, recalcitrant, disabling arthritis. Following reports of
thromboembolic and thrombotic reactions, the drug was withdrawn in the USA in
1976. The causal relationship between azaribine and these events has been
questioned and the drug remains available in the USA for investigational purposes.

Product Name

C.A.S. number

Scientific and common names,

Legislative or regulative action

Barbital

57-44-3

and synonyms
5,5-DIETHYLBARBITURIC ACID
BARBITONE
DIETHYLMALONYLUREA
DIEMALUM

MALONAL

Country Effective Description of action taken
Date Grounds for decision
ITA This substance for use as a sedative has been removed from the market owing to an

unfavourable risk-benefit ratio and the lack of substantial evidence of efficacy.

WHO Comment : Barbital is a long-acting barbiturate which is controlled under
Schedule IV of the 1971 Convention on Psychotropic Substances. See WHO
comment for barbiturates.

(Reference: (UNCPS4) United Nations Convention on Psychotropic Substances (1V),
,, 1971)

Product Name
C.A.S. number

Scientific and common names,

Legislative or regulative action

Beclobrate
55937-99-0

and synonyms
ETHYL(+)-2-[[ALPHA-(P-CHLOROPHENYL)-P-TOLYL]OXY]-2-METHYLBUTYRATE

Country Effective
Date

Description of action taken
Grounds for decision
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Product Name Beclobrate
C.A.S. number 55937-99-0

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision
CHE 1990 Having regard to two reports of fatal hepatitis, the marketing authorization of products

containing beclobrate has been withdrawn.
(Reference: (CHBCM) Bulletin Mensuel, 8, , 24 Sep 1990)

WHO Comment : Beclobrate, an antihyperlipidaemic agent, was introduced into
medicine in 1985. Although a causal relationship between the use of the drug and
hepatic toxicity has not been established, the Intercantonal Office for the Control of
Medicines has withdrawn marketing authorization since safer therapeutic
alternatives are available. Beclobrate is not registered elsewhere.

Product Name

C.A.S. number

Bencyclane
2179-37-5

Scientific and common names, and synonyms

Legislative or regulative action

3-[(1/BENZYLCYCLOHEPTYL)OXY]-N,N-DIMETHYLPROPYLAMINE

Country Effective Description of action taken
Date Grounds for decision
DEU Feb 1991 In collaboration with the Federal Health Office, the manufacturer amended the approved

product information of preparations containing bencyclane to contraindicate their use in
epileptic patients; in patients who had sustained head injury within the previous 12
months; and in patients receiving treatment with pentoxifylline, naftidrofuryl, flunarizine or
buflomedil.

(Reference: (DEUFHO) Communication from Federal Health Office, , , 29 June 1992)

WHO Comment : Bencyclane, a vasodilator, was introduced in 1970 for the
treatment of peripheral and cerebral vascular disorders. In 1991, its use was
contraindicated by the German authorities in patients at risk of epilepsy following
reports of convulsions in patients under treatment. Bencyclane is widely registered
and the World Health Organization is not aware of restrictive action having been
taken elsewhere.

Product Name

C.A.S. number

Benorilate
5003-48-5

Scientific and common names, and synonyms

Legislative or regulative action

BENORYLATE
4-ACETAMIDOPHENYL SALICYLATE ACETATE

Country Effective Description of action taken
Date Grounds for decision
GBR Dec 1986 The Committee on Safety of Medicines has advised that preparations containing

benorilate should not be administered to children under 12 years of age except on
medical advice.

(Reference: (GBMIL) Medicines Act Information Letter, No.48, , Oct 1986)

WHO Comment : Benorilate is the acetylsalicylic ester of paracetamol. See WHO
comment for acetylsalicylic acid.

Product Name

Benoxaprofen
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C.A.S. number

51234-28-7

Scientific and common names, and synonyms

5-BENZOXAZOLEACETIC ACID, 2-(4-CHLOROPHENYL)-ALPHA-METHYL, (+/-)
(+/-)-2-(P-CHLOROPHENYL)-ALPHA-METHYL-5-BENZOXAZOLEACETIC ACID

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision
@WD Aug 1982 Following action in Denmark and reports from other countries, in particular of hepatic

reactions in elderly patients from the United Kingdom, the drug was withdrawn worldwide
by the manufacturer. Benoxaprofen had previously been withdrawn in several countries
because of serious toxic effects on various organ systems, particularly the gastro-
intestinal tract, the liver and bone marrow, in addition to previously known effects on the
skin, eyes and nails. Subsequent to this decision, limited clinical trials were abandoned
following demonstration of positive findings in carcinogenicity studies in mice.

WHO Comment : Benoxaprofen, a nonsteroidal antiinflammatory agent, was
introduced in 1980 for the treatment of rheumatic disorders. Following reports of
serious adverse effects, some of which were fatal, it was withdrawn in several
countries prior to worldwide withdrawal by the manufacturer in 1982.

Product Name

C.A.S. number

Benzarone
1477-19-6

Scientific and common names, and synonyms

2-ETHYLBENZOFURAN-3-YL 4-HYDROXYPHENYL KETONE

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision
DEU 19 Oct 1992 The Federal Health Office suspended the marketing authorization for pharmaceutical

products containing benzarone.
(Reference: (DEUPD) BGA Pressedienst, , , 20 Oct 1992)
(Reference: (DEUFHO) Communication from Federal Health Office, , , 19 Oct 1992)

WHO Comment : Benzarone is given by mouth and applied topically for treatment
of various vascular peripheral disorders.The decision to suspend the marketing
authorization results from several reports of toxic hepatitis, including one fatal
case from within Germany. The product remains registered in Italy and France.

Product Name

C.A.S. number

Benzbromarone
2004-0-0001

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision
PRT Apr 2003 Suspended due to unfavourable benefit-risk evaluation.
(Reference: (PRTRAC) Communication to WHO, ,, Apr 2003)
FRA 22 Apr 2003 The hyperuricaemic product benzbromarone (Desuric) has been withdrawn following

reports of serious liver damage associated with the product's use.
(Reference: (FRAAMP) Press Release, , , 22 Apr 2003)

Product Name

C.A.S. number

Benzoylperoxide
94-36-0

Scientific and common names, and synonyms

BENZOYL PEROXIDE

Legislativeor regulation action
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Product Name

C.A.S. number

Benzoylperoxide
94-36-0

Scientific and common names, and synonyms

BENZOIC ACID, PEROXIDE
DIBENZOYL PEROXIDE

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision
USA Aug 1995 The FDA has proposed additional labelling (warning and directions) for topically applied

Bibliographical references

acne treatment drug products containing benzoyl peroxide. It advises consumers to
avoid unnecessary exposure to the sun and to apply a sunscreen when using benzoyl
peroxide to treat acne.

(Reference: (FEREAC) Federal Register, 60(33) , p. 9545, 1995)
WHO Comment : Benzoyl peroxide slowly releases oxygen and hence is
bactericidal. It is also keratolytic, antiseborrheic and irritant. It is used in the

treatment of acne. Benzoyl peroxide is listed in the WHO Model List of Essential
Drugs.

IARC MONOGRAPH, 36, 267, 1985

Product Name

C.A.S. number

Benzyl alcohol
100-51-6

Scientific and common names, and synonyms

ALPHA-TOLUENOL
ALPHA-HYDROXYTOLUENE
BENZENEMETHANOL
BENZENECARBINOL
PHENYLMETHYL ALCOHOL
PHENYLMETHANOL
PHENYLCARBINOL
(HYDROXYMETHYL)BENZENE

Legislative or regulative action

Country

Effective

Date

Description of action taken
Grounds for decision

ISR

OMN

USA

ITA

GRC

1982

1982

1982

1983

1984

The Ministry of Health has ordered that this preservative be excluded from solutions
intended for parenteral infusions (in large volumes). In other parenteral preparations
containing this preservative, the following warning should be added to the label:
"Caution - not to be used in newly-born or premature infants".

Prohibited for import or sale as a preservative in water and normal saline intended for
injection.

The Food and Drug Administration has advised that benzyl alcohol should not be used as
a preservative in drugs or fluids intended for parenteral administration in neonates,
following reports of 16 deaths in neonates attributed to the use of 0.9% benzyl alcohol in
water and saline used to clear intravascular catheters and to reconstitute drugs. Death

followed signs of metabolic acidosis and convulsions. Both blood and urine contained
high concentrations of benzoic and hippuric acid.

The label for products containing this compound advises "Owing to benzyl alcohol
presence, do not administer to children less than two years old".

All preparations containing benzyl alcohol must carry the warning “Its use should be
avoided in children under two years of age. Not to be used at all in neonates.".

Legislativeor regulation action
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Product Name
C.A.S. number

Legislative or regulative action

Benzyl alcohol
100-51-6

Country Effective Description of action taken
Date Grounds for decision
DEU The contraindications have been extended to include "Not to be used in neonates,
particularly in the premature”.
(Reference: (AFS) Arbetarskyddsstyrelsens Foerfattningssamling, 32, 3, 4332)
THA The use of pharmaceutical preparations containing benzyl alcohol is severely restricted.
VEN Subject to restricted use and/or sale.

WHO Comment : Benzyl alcohol has been used as an antimicrobial agent in
pharmaceutical preparations for many years. Parenteral administration of
preparations containing 0.9% benzyl alcohol resulted in the death of 16 neonates in
the USA in the early 1980s. Many countries subsequently warned against using
such preparations in neonates. This decision is not applicable to the use of benzyl
alcohol as a preservative in other circumstances or to its use in topical
preparations and no country has placed atotal ban on the compound.

Product Name

C.A.S. number

Benzylpenicillin sodium (topical preparations)
69-57-8

Scientific and common names, and synonyms

Legislative or regulative action

BENZYLPENICILLIN
CRYSTALLINE PENICILLIN G SODIUM

MONOSODIUM (2S,5R,6R)-3,3-DIMETHYL-7-OX0-6-(2-PHENYLACETAMIDO)-4-THIA- 1-AZABICYCLO(3.2.0)HEPTANE-2-
CARBOXYLATE

PENICILLIN G
PENICILLIN

Country Effective Description of action taken
Date Grounds for decision

USA Feb 1972 Topical preparations have been withdrawn from the market and are prohibited for export
by the Food and Drug Administration due to the lack of effectiveness of these products
and an unfavourable benefit-to-risk ratio.
(Reference: (FEREAC) Federal Register, 37, 438, Feb 1972)

ITA 1976 Preparations for rectal and topical use, including those intended for use in the mouth,
have been withdrawn from the market owing to the risk of sensitization.

PHL 1976 Penicillin ointment and other penicillin-containing products for topical application have
been banned for use/sale due to the risk of sensitization.
(Reference: (PHADO) Administrative Order, 238,, 1976)

ETH 1978 Preparations for topical use have been withdrawn following reports of hypersensitivity.

BGD Jun 1982 Use of all topical preparations was discontinued due to lack of effectiveness and risk of
hypersensitivity reactions.

IND 1983 Skin and eye ointments have been prohibited for manufacture and sale for reasons of
health risks associated with use and/or questionable therapeutic value.
(Reference: (GAZIE) The Gazette of India: Extraordinary, II-3i, , 23 July 1986)

CHL Pharmaceutical preparations intended for topical use containing penicillin and its
derivatives were prohibited.
(Reference: (CHLRS) Resolution of the Minister of Health, No. 10154, , Oct 1986)

CYP All products containing penicillin intended for topical use were withdrawn following a

review of published information on hypersensitivity in treated patients.

Legislativeor regulation action
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Product Name Benzylpenicillin sodium (topical preparations)
C.A.S. number 69-57-8

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision
ESP Combination products containing penicillin for topical or rectal use will no longer be

considered for registration since topically applied penicillin may evoke serious dermatitis
and rectal absorption is insecure, irregular and inadequate.

THA Ointment containing benzylpenicillin is not approved for use.
VEN Not approved for use and/or sale.

WHO Comment : Benzylpenicillin sodium, one of the first penicillin derivatives to
be used in medicine, was introduced in the early 1940s. Topical preparations
intended for use on the skin have been associated with allergic rashes and are in
general no longer acceptable. However, topical preparations for specialized use, in
particular in the eye and on open wounds, are available in many countries.
Injectable preparations of benzylpenicillin are included in the WHO Model List of
Essential Drugs.

(Reference: (WHTAC1) The Use of Essential Drugs, 2nd Report of the WHO Expert
Committee, 722,, 1985)

Bibliographical references
WHO FOOD ADD., 27, 105, 1991

Product Name Berberine

C.A.S. number 2086-83-1

Scientific and common names, and synonyms
5,6-DIHYDRO-9,10-DIMETHOXY-BENZO(G)-1,3-BENZODIOXOLO(5,6-A) QUINOLIZINIUM
7,8,13,13A-TETRAHYDRO-9,10-DIMETHOXY-2,3-METHYLENEDIOXY-BERBINIUM
BERBERIN
BERBERICINE
UMBELLATIN

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision
SGP Oct 1978 The Ministry of Health announced a prohibition on the importation and sale of

preparations containing berberine following reports of jaundice, haemolytic anemia and
kernicterus with brain damage in infants with glucose 6-phosphate dehydrogenase
deficiency who were exposed either in utero or post-natally.

VEN Not approved for use and/or sale.

WHO Comment : Berberine, an alkaloid contained in many plants including
Berberis species, remains available in many tropical countries. Both traditional
herbal remedies and tablet formulations containing this substance have been used
in the treatment of gastrointestinal disease, and injectable preparations have been
claimed to be of value in the treatment of cutaneous leishmaniasis. The action
taken in Singapore relates to reports of jaundice, haemolytic anaemia and
kernicterus with brain damage in infants with G6PD deficiency who were exposed
either in utero or post-natally. Preparations for topical application are also
available in some countries. These have not been associated with reports of
systemic toxicity.

Product Name Beta ethoxylacetanilide
C.A.S. number 539-08-2

Legislativeor regulation action
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Product Name

C.A.S. number

Beta ethoxylacetanilide
539-08-2

Scientific and common names, and synonyms

Legislative or regulative action

LACTYLPHENETIDINE

LACTIC ACID-P-PHENETIDINE
N-(PARA-ETHOXYPHENYL) LACTAMIDE
N-(4-ETHOXYPHENYL)-2-HYDROXYPROPANAMIDE
P-LACTOPHENETIDINE

Country Effective Description of action taken
Date Grounds for decision
DEU Mar 1986 Preparations containing beta-ethoxylacetanilide have been withdrawn and will no longer

be considered for registration.

WHO Comment : Beta-ethoxylacetanilide is an analogue of phenacetin. See WHO
comment for phenacetin.

Product Name

C.A.S. number

Legislative or regulative action

Bicalutamide
2004-0-0002

Country Effective Description of action taken
Date Grounds for decision
CAN 18 Aug 2003 Withdrawn due to reports of accelerated deaths of patients with localized prostate cancer.
(Reference: (CANWHC) Warnings/Advisories, , , 18 Aug 2003)
GBR 28 Oct 2003 Withdrawn due to reports of accelerated deaths of patients with localized prostate cancer.

(Reference: (GBRCW) Communication, , , 28 Oct 2003)

Product Name

Legislative or regulative action

Bismuth salts

Country Effective Description of action taken
Date Grounds for decision

EGY 1975 Products containing bismuth subgallate were withdrawn due to a possible association
with encephalopathy.

JPN Jun 1975 Bismuth was banned in over-the-counter drugs due to psychoneurotic disorders found
with use. In 1981 the indication for bismuth in preparations available only on prescription
was restricted to diarrhoea.

GRC 1976 Bismuth subgallate was withdrawn in 1976 and bismuth subnitrate was withdrawn in 1980.

FRA Sep 1978 Al oral proprietary medicinal products containing insoluble bismuth salts were removed
provisionally from the market for a period of one year and have subsequently remained
suspended on grounds of apparent neuropsychiatric toxicity. Relevant entries have not,
however, been deleted from the French Pharmacopoeia and pharmacists remain entitled
to compound prescriptions on the order of a doctor.

AUT 31 Dec 1980 Pharmaceutical preparations containing salts or esters of bismuth were withdrawn
following reports of encephalopathy associated with their use. Some eye ointments were
exempted from this decision.

BGD 1982 Under the provisions of the Drugs (Control) Ordinance, products with bismuth have been

banned. This substance is cited as a cause of encephalopathy.
(Reference: (BGDCO) The Drugs (Control) Ordinance, ,, 1982)

Legislativeor regulation action
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Product Name

Legislative or regulative action

Bismuth salts

Country Effective
Date

Description of action taken
Grounds for decision

TUR 1982

MUS 9 Mar 1982

SWE Sep 1983

OMN Apr 1989

cuB

IND

ITA

SAU

After review of published information about this product, the Ministry of Health required
manufacturers to remove insoluble bismuth salts from pharmaceutical products intended
for oral use, with the exception of colloidal bismuth potassium citrate complex. Export of
these products is prohibited.

Under the Pharmacy and Poisons (Prohibitions of Harmful Drugs) Regulations, this drug
is deemed "harmful” by the Ministry of Health and is prohibited for import, manufacture,
storage, distribution, sale, possession, use, export or other transaction.

(Reference: (MPPHD) Pharmacy & Poisons (Prohibitions of Harmful Drugs) Regulations,
,, Mar 1982)

Preparations containing bismuth salts are now available on prescription only.

Import and marketing of antidiarrhoeal preparations intended for paediatric use
containing bismuth salts were prohibited.

(Reference: (OMNCR) Circular, 9/89, , Apr 1989)

The use of bismuth subnitrate in paediatric preparations is prohibited on the
recommendation of the National Paediatricians Group.

Prohibited for manufacture and sale for reasons of health risks associated with use
and/or questionable therapeutic value.

(Reference: (GAZIE) The Gazette of India: Extraordinary, I1-3i, , 23 July 1986)

Insoluble bismuth salts for oral administration carry a label with a warning concerning the
advisability of avoiding prolonged use and high dosages. Products with other
chemotherapeutic activity (other than anti-luetics) have been withdrawn from the market.

Bismuth subgallate remains available only for use in suppositories.

WHO Comment : Bismuth salts were first introduced into medicine over two
centuries ago and have since been used in over-the-counter preparations for the
treatment of dyspepsia. In 1972 prolonged intake of high doses of bismuth
subgallate was associated with cases of encephalopathy in Australia.
Subsequently a similar association involving the subnitrate salt became evident in
France. Preparations containing bismuth salts have since either been withdrawn or
subjected to restrictive regulatory action in many countries. However, in some
countries preparations containing bismuth subsalicylate, which retains a place in
the management of dyspepsia, have been exempted from this restriction.
Additionally, colloidal bismuth subcitrate is widely used in the treatment of
gastritis and peptic ulcer disease.

(Reference: (WHODI) WHO Drug Information, 2,8, 1977)

Product Name

C.A.S. number

Scientific and common names,

Legislative or regulative action

Bismuth subsalicylate
14882-27-4

and synonyms
(2-HYDROXY-BENZOATO-0)-OXOBISMUTH

2-HYDROXYBENZOIC ACID BISMUTH (3+) SALT1

Country Effective Description of action taken
Date Grounds for decision
USA Apr 1994 The Food and Drug Administration proposed to extend to products containing bismuth

subsalicylate and all oral and rectal over-the-counter products that contain acetylsalicylic
acid (aspirin) or other salicylates the following warning: "Children and teenagers who
have or are recovering from chicken pox, flu symptoms or flu should not use this

Legislativeor regulation action
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Product Name

C.A.S. number

Legislative or regulative action

Bismuth subsalicylate
14882-27-4

Effective
Date

Country

Description of action taken
Grounds for decision

product. If nausea or fever occur, consult a doctor because these symptoms could be an
early sign of Reye's syndrome, a rare but serious illness."

(Reference: (FEREAC) Federal Register, 58(201) , p. 54228, 1993)

WHO Comment : See under Acetylsalicylic acid.

Product Name

C.A.S. number

Bithionol
97-18-7

Scientific and common names, and synonyms

Legislative or regulative action

BIS(2-HYDROXY-3,5-DICHLOROPHENYL)SULFIDE
2,2-THIOBIS(4,6-DICHLOROPHENOL)

Country Effective Description of action taken
Date Grounds for decision
USA Oct 1967 Withdrawn from the market and prohibited for export by the Food and Drug
Administration due to photosensitivity and cross-photosensitivity with other chemicals.
JPN Jul 1971 Banned as an ingredient in cosmetics due to photosensitivity reactions.

WHO Comment : Bithionol, which has bactericidal and anthelminthic activity, was
formerly available in soaps. By the late 1960s use of such preparations had been
associated with a risk of photosensitivity reactions and cross-sensitivity with other
halogenated disinfectants. This resulted in their withdrawal in the USA. Oral
preparations of bithionol remain available for the treatment of paragonimiasis and
fascioliasis.

Product Name

C.A.S. number

Boric acid and borates
10043-35-3

Scientific and common names, and synonyms

Legislative or regulative action

BORIC ACID (H3BO3)

Country Effective Description of action taken
Date Grounds for decision

KWT 30 Mar 1970 Any drug preparation intended for external use and containing boric acid should be
labelled with the following warnings: "Only for external use." and "Do not apply to
extensive areas of abraded or damaged skin.".

ISR 1973 Use of boric acid is prohibited except as a preservative in eyedrops and in dermal
preparations in concentrations not higher than 1%.

KOR 1973 The Ministry of Health and Social Affairs has prohibited the manufacture of any baby
powder which contains boric acid and sodium borate.

PHL 1973 By Administrative Order No. 195, all products for oral use and products for use in infants
and children under three years of age have been prohibited. Products for external use
must carry a special warning. These products have been reported to cause certain toxic
reactions (disturbances in circulation, profound shock, convulsion) and fatalities with
systemic absorption.

(Reference: (PHADO) Administrative Order, 195, , 1973)

THA Oct 1973 Boric acid and borax are prohibited for use in baby powders.
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Product Name

C.A.S. number

Legislative or regulative action

Boric acid and borates
10043-35-3

Country Effective

Date

Description of action taken
Grounds for decision

IRL

DNK

DEU Jul

JPN Jul

MYS 31 Dec

CRI

GBR

IND

ITA

PER

SAU
USA

VEN

1981

1983

1983

1985

1990

The Drugs Advisory Board has withdrawn all oral preparations. Some preparations for
topical administration remain available but must bear a warning that they should not be
administered to infants.

(Reference: (IRDAB) National Drugs Advisory Board Annual Report, 12, , 1981)

Subject to maximum concentration limits of 0.5% for peroral use, 1% for vaginal use and
3% for use in ear, eye or nose.

The Federal Health Office has withdrawn the registration of the last remaining
preparations containing either boric acid or its salts and esters. Exceptions to this order
are made for ophthalmic preparations, mineral waters in which the boron content does
not surpass that of ordinary drinking water, and some previously registered products
containing phenylmercury dihydrogen borate.

The Ministry of Health and Welfare banned boric acid and its salts except for eye
application because of the toxicity of boric acid.

Products containing boric acid or borax for use in the oral cavity, rectum, vagina or on the
skin and wounds have been withdrawn, having regard to reports of fatalities among
infants and young children following accidental ingestion of these products or as a result
of absorption from abraided skin.

(Reference: (MYSPR) Ministry of Health Press Release, 15, , 28 Feb 1990)

The Ministry of Public Health has prohibited the production, importation and sale of all
products containing sodium borate (borax, sodium tetraborate) and boric acid in their
composition, as well as their use as separate ingredients.

Following evidence that boric acid absorbed from topical preparations was responsible for
the death of many healthy infants, the use of boric acid in topical preparations intended
for use in infants has been prohibited.

(Reference: (CFRUS) Code of Federal Regulations, 21-369.20, 204, 1985)

Preparations for children under three years of age prohibited for manufacture and sale for
reasons of health risks associated with use and/or questionable therapeutic value.

Products for topical use are marketed with the following concentration limitations: not
higher than 0.5% for stomatological use and not higher than 3% for any other use.

Prohibited from use in cosmetic powders, due to their serious effects on the liver and
kidney; and on the cardiovascular, digestive and nervous systems. Some fatalities have
been connected to the use of these substances.

Use is restricted to ophthalmic preparations only.

Following evidence that boric acid absorbed from topical preparations was responsible for
the death of many healthy infants, the use of boric acid in topical preparations intended
for use in infants has been prohibited.

(Reference: (CFRUS) Code of Federal Regulations, 21-369.20, 204, 1985)

Subject to restricted use and/or sale.

WHO Comment : Boric acid and some borates were formerly extensively used as
disinfectants and antiinflammatory agents. By the late 1960s an association
between the death of many infants and application of high concentrations of boric
acid contained in topical preparations used in the treatment of napkin rash had
been established. This led to the restriction of the use of boric acid in
pharmaceutical preparations by many regulatory authorities. In some countries it is
now permitted only as an ingredient in ophthalmological preparations.

Product Name

Bovine tissue derived medicines

Legislativeor regulation action
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Legislative or regulative action

Effective
Date

Country

Description of action taken
Grounds for decision

IRL 1989

CHE 26 Mar 1991

FRA 23 Jul 1992

The National Drugs Advisory Board has decided that products containing bovine-derived
components will notbe approved for marketing unless adequate evidence is provided that
there is no potential for infectivity.

(Reference: (IRDAB) National Drugs Advisory Board Annual Report, 1989, 28, Dec 1990)

The Intercantonal Office for the Control of Medicines has prohibited as a part of the
precautionary measures, the use of tissue from the high risk organs from cattle for the
manufacture of medicines unless the tissues are derived from animals that are younger
that six months, come from a country were no cases of bovine spongiform
encephalopathy (BSE) have been reported and have not been fed animal material such
meat, bone flour or fat. In addition, the manufacturing process should be capable of
removing or reducing any potential for infection with BSE. Products containing only
lactose of those that have the bovine material largely removed during manufacture
procedure and those that cannot be withdrawn at short notice due to therapeutic
importance are excluded from these measures, the latter only for a limited time.

(Reference: (CHBCM) Bulletin Mensuel, , , 26 Mar 1991)

The Directorate of Pharmacy and Medicines of the Ministry of Health and Humanitarian
Action has suspendedthe marketing authorization for medicinal products derived from
bovine tissues.

(Reference: (FRAMHH) Ministry of Health and Humanitarian Action, , , 23 July 1992)

WHO Comment : Bovine tissues are used to make important medicinal products
such as heparin, glucagon, insulin and bloodfactors. In, 1986, bovine spongiform
encephalopathy (transmitted from scrapie) was diagnosed in the United Kingdom.
Restrictions on use of bovine material took into consideration the fact that the
prion (sub-viral agent) causing the spongiform encephalopathy appears to be
transmissible orally between species. As yet, there is no evidence of any direct
causal relationship between scrapie and creutzfeld-jacob disease or any other
spongiform encephalopathy of man. Nonetheless, a substantial array of research
projects have been funded and in the interim precautionary measures were taken
by the regulatory agencies.

Product Name

C.A.S. number

Bromfenac
91714-94-2

Scientific and common names, and synonyms

Legislative or regulative action

AHR-10282
SODIUM[2-AMINO-3-(P-BROMOBENZOYL)PHELYLJACETATE SESQUIHYDRATE

Country Effective Description of action taken
Date Grounds for decision

USA Jun 1998 Wyeth Ayerst Laboratories have voluntarily withdrawn from the market capsules of
bromfenac sodium, a nonsteroidal anti- inflammatory analgesic indicated for the short-
term management of acute pain. This action was taken on the basis of reports of severe
hepatic failure resulting in four deaths and 8 liver transplants.
(Reference: (FEREAC) Federal Register, 64 (44) , p. 10944, 1999)

SAU Jun 1999 The Ministry of Health has withdrawn from the market products containing bromfenac

because of reports of liver failure, sometimes fatal.
(Reference: (SAUCW) Notification, , , 20 June 1999)

Product Name

C.A.S. number

Bromisoval
496-67-3

Legislativeor regulation action
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Product Name Bromisoval
C.A.S. number 496-67-3
Scientific and common names, and synonyms
BROMYLUM
BROMVALETONE
BROMVALERYLUREA

Legislative or regulative action

BROMISOVALERYLUREA
2-BROMO-3-METHYLBUTYRYLUREA

Country Effective Description of action taken
Date Grounds for decision
NLD Jan 1987 On request of the Board for the Evaluation of Medicines the manufacturers have

withdrawn all products containing bromisoval having regard to their dependence potential
and the risk of subsequent chronic intoxication.

WHO Comment : Bromisoval is a monureide sedative of long standing. It remains
available in several countries. However, it releases the bromide ion and prolonged
usage can result in chronic bromide accumulation and intoxication.

Product Name

C.A.S. number

Bromocriptine
25614-03-3

Scientific and common names, and synonyms

Legislative or regulative action

ERGOTAMAN-3',6',18-TRIONE,2-BROMO-12'-HYDROXY-2'-(1-METHYLETHYL)-5-(2-METHYLPROPYL)-,(5'ALPHA)-
2-BROMO-ALPHA-ERGOCRYPTINE

Country Effective Description of action taken
Date Grounds for decision
USA Sep 1989 Products containing bromocriptine may no longer be indicated for suppression of breast

engorgement in mothers who elect not to breastfeed.
(Reference: (FDATP) Food and Drug Administration Talk Paper, T89-56, , 27 Sep 1989)

WHO Comment : Bromocriptine, a semisynthetic ergot alkaloid derivative and
prolactin inhibitor was introduced into medicine in 1976. It is used in the
prevention of lactation, but because of the risk of rebound effect and since only
10% of women benefit therapeutically from such intervention, the United States
Food and Drug Administration has requested manufacturers to no longer indicate
preparations containing bromocriptine for this purpose. The World Health
Organization is not aware of similar action having been taken elsewhere.

Product Name

C.A.S. number

Broxyquinoline (see also halogenated hydroxyquinoline derivatives)
521-74-4

Scientific and common names, and synonyms

Legislative or regulative action

5,7-DIBROMO-8-QUINOLINOL

Country Effective Description of action taken
Date Grounds for decision
JPN Sep 1970 The Ministry of Health and Welfare has prohibited the sale of clioquinol and

broxyquinoline, and preparations containing them. These decisions were taken following
reports that clioquinol might be one of the causes of subacute myelo-optic neuropathy
(SMON).

Legislativeor regulation action
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Product Name

C.A.S. number

Legislative or regulative action

Broxyquinoline (see also halogenated hydroxyquinoline derivatives)

521-74-4

Country Effective Description of action taken
Date Grounds for decision
ARE 9 Jun 1981 Pharmaceutical preparations containing broxyquinoline are banned.
(Reference: (UAEMD) Ministry of Health Decree, N0.694, , 1981)
SAU Import of this product is prohibited.
VEN Subject to restricted use and/or sale.

WHO Comment : Broxyquinoline is a halogenated hydroxyquinoline. See entry for
halogenated hydroxyquinoline derivatives and WHO comment for clioquinol.

Product Name

C.A.S. number

Bucetin
1083-57-4

Scientific and common names, and synonyms

Legislative or regulative action

3-HYDROXY-P-BUTYROPHENETIDIDE

Country Effective Description of action taken
Date Grounds for decision
DEU 1986 Preparations containing bucetin have been withdrawn from the market and will no longer

be considered for registration.

WHO Comment : Bucetin is an analogue of phenacetin. See WHO comment for
phenacetin.

Product Name

C.A.S. number

Bufexamac
2438-72-4

Scientific and common names, and synonyms

Legislative or regulative action

2-(P-BUTOXYPHEYL)ACETOHYDROXAMIC ACID

Country Effective Description of action taken
Date Grounds for decision

FRA Dec 1990 Because of reports of eczematous reactions, the indications for preparations containing
bufexamac intended for topical application were restricted to the relief of pruritus in
inflammatory dermatological conditions. These preparations could no longer be used for
the treatment of eczema.
(Reference: (FRARP) La Revue Prescrire, 11(106), 182, 1991)

DEU Aug 1991 The approved product information for preparations containing bufexamac was amended

to warn against hypersensitivity reactions, including allergic contact dermatitis,
generalized skin sensitization, urticaria, and contact eczema.

(Reference: (DAZ) Deutsche Apotheker Zeitung, 131(31), VI, 1991)

WHO Comment : Bufexamac, an analgesic and anti-inflammatory agent, was
introduced in 1974 for the topical treatment of a wide range of dermatoses. The
drug is widely marketed and the World Health Organization is not aware of
restrictive action having been taken elsewhere.

Product Name

C.A.S. number

Buformin
692-13-7

Legislativeor regulation action
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Product Name

C.A.S. number

Buformin
692-13-7

Scientific and common names, and synonyms

Legislative or regulative action

BUTYLFORMIN

BUTYLDIGUANIDE

BUTYLBIGUANIDE

BUTFORMIN

BUFORMINE

GLYBIGIDUM
N-BUTYL-IMIDODICARBONIMIDIC DIAMIDE
N-BUTYLDIGUANIDE

1-BUTYLBIGUANIDE

Country Effective Description of action taken
Date Grounds for decision

ITA 1978 Warnings and contraindications have been added to currently marketed products with
this ingredient. It has been recommended that dosages lower than 100 mg/day be
followed due to the risk of lactic acidosis.

DEU Mar 1978 Withdrawn from the market because of occurrence of lactic acidosis.

AUT Sep 1978 In conformity with decisions taken in several other countries, and following reports of
occasional fatal cases of lactic acidosis, all products containing phenformin and buformin
will be withdrawn. Metformin will remain available for use for limited indications.

BEL 1979 Voluntarily withdrawn from the market by the manufacturer.

IRL 1979 The biguanide hypoglycaemics, phenformin and buformin, were withdrawn from the
market in Ireland in 1979 as a result of concern regarding lactic acidosis. Metformin will
remain available but doctors are urged to ensure that patients receiving it are kept under
regular surveillance.

(Reference: (IRDAB) National Drugs Advisory Board Annual Report, 14, , 1979)

VEN Subject to restricted use and/or sale.

WHO Comment : Buformin is an analogue of phenformin. See WHO comment for
phenformin.

(Reference: (WHODI) WHO Drug Information, 2, 4, 1977)

Product Name

C.A.S. number

Bumadizone
3583-64-0

Scientific and common names, and synonyms

Legislative or regulative action

BUTYLMALONIC ACID MONO(1,2-DIPHENYLHYDRAZIDE)

Effective
Date

Country

Description of action taken
Grounds for decision

DEU 1985

OMN Sep 1986

AUT

Indications restricted to severe exacerbations of rheumatism and acute gout. Duration of
oral treatment should not exceed one week. Parenteral preparations are indicated
exclusively for initiating therapy. A single injection only is recommended because local
tissue damage may occur. Preparations are contraindicated in children under 14 years of
age.

The Ministry of Health has prohibited the import of preparations containing bumadizone
except those intended for topical use.

Indications restricted to exacerbations of gout and other arthritic conditions. Treatment
should not exceed seven days and doctors are advised not to prescribe this drug to

Legislativeor regulation action
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Product Name

C.A.S. number

Legislative or regulative action

Bumadizone
3583-64-0

Country Effective
Date

Description of action taken
Grounds for decision

children under 14 years of age or elderly patients.
(Reference: (WIMAM) Wichtige Mitteilung ueber Arzneimittel, (1), , 1984)

WHO Comment : Bumadizone, a pyrazolone derivative with antiinflammatory,
analgesic and antipyretic activity, was introduced in 1972 for the treatment of
rheumatic disorders. As it is structurally related to phenylbutazone it is subjected
to rigorously restricted indications by some national regulatory authorities. See
WHO comment for phenylbutazone.

Product Name

C.A.S. number

Bunamiodyl
1233-53-0

Scientific and common names, and synonyms

Legislative or regulative action

CINNAMIC ACID, 3-BUTYRAMIDO-ALPHA-ETHYL-2,4,6-TRIIODO-,
2-(3-BUTYRAMIDO-3,4,6-TRIIODOPHENYL-METHYLENE)-BUTYRIC ACID

Country Effective Description of action taken
Date Grounds for decision

SWE 1964 The National Board of Health refused the approval of bunamiodyl on the grounds that its
use is associated with adverse reactions.

USA 1964 The Food and Drug Administration withdrew bunamiodyl for oral cholecystography since
repeat doses may be associated with oliguria, renal tubular necrosis, and death; the use
of other cholecystographic agents within one week after bunamiodyl ingestion may be
dangerous. It is contraindicated in patients with a history of renal disease. Evaluation of
renal function should be performed before use of the drug.

(Reference: (FEREAC) Federal Register, 36, 14493, Aug 1971)

VEN Not approved for use and/or sale.

WHO Comment : Bunamiodyl, an orally administered radio-opaque medium, was
introduced in 1958 for use in the examination of the biliary tract. By 1964 its use
had been associated with cases of renal failure, in some cases fatal, which resulted
in its withdrawal by the United States Food and Drug Administration. Buniamiodyl
was withdrawn worldwide by the manufacturer in 1984.

Product Name

C.A.S. number

Buprenorphine
52485-79-7

Scientific and common names, and synonyms

Legislative or regulative action

6,14-ETHENOMORPHINAN-7-METHANOL, 17-(CYCLOPROPYLMETHYL)-ALPHA-(1,1- DIMETHYLETHYL)-4,5-EPOXY-
18,19-DIHYDRO-3-HYDROXY-6-METHOXY-ALPHA-METHYL-,[SALPHA, 7ALPHA, (S)]-

21-CYCLOPROPYL-7ALPHA-((S)-1-HYDROXY-1,2,2-TRIMETHYLPROPYL))-6,14-ENDO-ETHANO-6,7,8,14-TETRAHYDRO-
ORIPAVINE

Country Effective Description of action taken
Date Grounds for decision
NZL 22 Sep 1983 Buprenorphine was included in Part IV of the Third Schedule of the Misuse of Drugs Act

1975. This implies that this substance is now subjected to the same controls as
amobarbital, butobarbital and cyclobarbital. These include a requirement that
prescriptions be written in triplicate on forms provided by the Department of Health.

Legislativeor regulation action
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Product Name

C.A.S. number

Legislative or regulative action

Buprenorphine
52485-79-7

Country Effective Description of action taken
Date Grounds for decision

AUT 1 Jun 1984 Subjected to control at national level analogous to that provided by Schedule | of the
1961 Single Convention on Narcotic Drugs.

DEU 1 Sep 1984 Subjected to control at national level analogous to that applied to substances included in
the 1961 Single Convention on Narcotic Drugs.

EGY 26 Nov 1986 Withdrawn from the market.

MUS 2000 The Ministry of Health and Quality of Life has listed buprenorphine as a Schedule 11

medicine under the new Dangerous Drugs Act 2000. This is because abuse of the drug
by intravenous as opposed to oral use has been reported to cause a number of deaths.
(Reference: (MUSMHQ) Letter to WHO, , , 27 Dec 2000)

WHO Comment : Buprenorphine, an opioid analgesic with both morphine agonist
and antagonist activity, was introduced in 1978. It was originally considered to
possess low dependence potential. However, it has latterly been identified as
causing a socially significant abuse problem in several countries which have
consequently subjected it to control in 1989 under Schedule Il of the 1971
Convention of Psychotropic Substances.

(Reference: (UNCPS3) United Nations Convention on Psychotropic Substances (lll),
,, 1971)

Product Name

C.A.S. number

Buspirone hydrochloride
33386-08-2

Scientific and common names, and synonyms

Legislative or regulative action

8-[4-(4-PYRIMIDIN-2-YLPIPERAZIN-L-YL)BUTYL]-8-AZASPIRO[4,5]DECANE-7,9-DIONE HYDROCHLORIDE

Country Effective Description of action taken
Date Grounds for decision
MUS May 2000 The Ministry of Health and Quality of Life has rescheduled the antipsychotic agent

buspirone into Schedule Il of the consolidated Dangerous Drugs Act 2000 following
observations of irrational use and emerging abuse.

(Reference: (MUSMHQ) Letter to WHO, , , 27 Dec 2000)

Product Name

C.A.S. number

Cadralazine
64241-34-5

Scientific and common names, and synonyms

Legislative or regulative action

ETHYL 6-[(2-HYDROXYPROPYL)AMINOI-3-PYRIDAZINYLIHYDRAZINECARBOXYLIC ACID ETHYL ESTER

Country Effective Description of action taken
Date Grounds for decision
NOR 1992 The Medicines Control Authority refused an application for registration of the peripheral

vasodilator, cadralazine on the grounds that the pharmacological and clinical
documentation was inadequate.

(Reference: (NNSLM) Nytt fra Statens Legemiddelkontroll, 1, 25, 1992)
WHO Comment : Cadralazine, a peripheral vasodilator, was introduced in 1989 for
the treatment of arterial hypertension.In 1992, its association with serious side

effects led to the refusal of registration in Norway. Animal experiments have
demonstrated drug-related impairment of thyroid function as well as potential
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Product Name Cadralazine
C.A.S. number 64241-34-5

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision
carcinogenicity and genotoxicity. It remains available for treatment of hypertension
in Italy.
Product Name Calamus
C.A.S. number 8015-79-0

Scientific and common names, and synonyms
OIL OF CALAMUS

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision
USA Nov 1968 Withdrawn from the market and prohibited for export by the Food and Drug

Administration on the basis of findings of animal carcinogenicity.
(Reference: (FEREAC) Federal Register, 33, 17204, Nov 1968)

WHO Comment : Calamus, the dried rhizome of acorus calamus, has been used as

a bitter and carminative. The World Health Organization has no information further
to the above regarding preparations containing calamus or to indicate that they are
still commercially manufactured.

Product Name Camelia sinensis
C.A.S. number 2004-0-0003

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision
FRA The French and Spanish Advisory Board have suspended the marketing authorization of

a green tea (camelia sinensis) product (exolise), prepared from the ethanolic extract of
green tea, due to several reports of hepatic disorders.

ESP 11 Apr 2003 The French and Spanish Advisory Board have suspended the marketing authorization of
a green tea (camelia sinensis) product (exolise), prepared for the ethanolic extract of
green tea, due to several reports of hepatic disorders.

(Reference: (ESPSPS) Communication to WHO, , , 11 Apr 2003)

Product Name Cam phor

C.A.S. number 76-22-2

Scientific and common names, and synonyms
ALCANFOR
CAMPHORA

ROOT BARK OIL
1,7,7-TRIMETHYLBICYCLO(2,2,1)HEPTANE-2-ONE
2-CAMPHANONE

2-BORNANONE

Legislative or regulative action

Legislativeor regulation action
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Product Name Camphor

C.A.S. number 76-22-2

Country Effective Description of action taken

Date Grounds for decision

FRA 17 Nov 1983 The National Commission of Pharmacovigilance has recommended that preparations
containing camphor be contraindicated in infants under 30 months and that they be used
with caution in older children. This action results from reports of convulsions associated
with topical application or inhalation.

ZAF 1999 The South African Medicines Control Council has removed camphor from all medicines
unless efficacy data is submitted.

(Reference: (ZAFPS) Information from the Pharmaceutical Services, ,, )

EGY The Technical Committee for Drug Control has published a warning that products
containing camphor be contraindicated in infants under 30 months and that they be used
with caution in older children. This action results from reports of convulsions associated
with topical application or inhalation.

ITA All pharmaceutical products containing camphor must bear the following warning: "This

product is contraindicated in children under two years of age with a history of
laryngospasm or convulsions. Caution must be exercised when older children are
treated.".

(Reference: (BIFTI) Bolletino d'Informazione sui Farmaci, (12),, 1984)

WHO Comment : Camphor, an aromatic crystalline substance with mild local
anaesthetic activity, is available in preparations for both external application and
inhalation. The use of such preparations has precipitated convulsions in
susceptible infants. This has led several regulatory authorities to require the
inclusion of appropriate warnings on labelling.

Product Name

C.A.S. number

Canrenone
976-71-6

Scientific and common names, and synonyms

Legislative or regulative action

ALDADIENE

PREGNA-4,6-DIENE-21-CARBOXYLIC ACID, 17-HYDROXY-3-OXO-, GAMMA-LACTONE ( 17ALPHA)-
17-HYDROXY-3-OX0O-17ALPHA-PREGNA-4,6-DIENE-21-CARBOXYLIC ACID GAMMA- LACTONE
17ALPHA-(2-CARBOXYETHYL)-17BETA-HYDROXYANDROSTA-4,6-DIEN-3-ONE LACTONE

Country Effective Description of action taken
Date Grounds for decision
DEU 1986 Preparations containing canrenone have been withdrawn having regard to the possible

carcinogenic risk associated with long-term use.

WHO Comment : Canrenone, which has aldosterone antagonist activity, is a major
metabolite of spironolactone and the major metabolite of potassium canrenoate.
See WHO comments for potassium canrenoate and spironolactone.

Product Name

C.A.S. number

Canthaxanthin
514-78-3

Scientific and common names, and synonyms

Legislative or regulative action

BETA,BETA-CAROTENE-4,4'-DIONE
COLOUR INDEX NO.40850

CI FOOD ORANGE 8

E.161.G

Legislativeor regulation action
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Product Name Canthaxanthin
C.A.S. number 514-78-3
Country Effective Description of action taken
Date Grounds for decision
DEU May 1985 The Federal Health Office has prohibited the use of canthaxanthin which is used in the

treatment of certain photodermatoses and is contained in orally administered bronzing
agents following reports of crystalline deposits in the retina.

AUT 31 Dec 1985 The Federal Ministry of Health and Environmental Protection has agreed with the
manufacturer to withdraw pharmaceutical preparations containing canthaxanthin following
reports of crystalline deposits in the retina.

IRL 1986 Having regard to reported ocular toxicity associated with long-term use of the tanning
agent canthaxanthin, the National Drugs Advisory Board has informed manufacturers that
it will no longer be permitted as a constituent of medicinal products. In 1989 the Board
was additionally advised that the compound be excluded from tanning preparations.

(Reference: (IRDAB) National Drugs Advisory Board Annual Report, ,, 1986)

EGY 1987 The Technical Committee for Drug Control has decided that canthaxanthin will no longer
be accepted as a bronzing agent to avoid ophthalmic problems.

(Reference: (EGYDI) Drug Information, 5(2), 1, 1987)

OMN Sep 1987 Import and marketing of products containing canthaxanthin were prohibited.
(Reference: (OMNDI) Drug Information, 5(2):1,, 1987)

WHO Comment : Canthaxanthin, a naturally-occurring carotenoid with a deep red-
orange colour, is widely used as a food colouring agent. Since the mid-1970s it has
been included in oral 'artificial suntan' preparations. It is also available in
preparations used in the treatment of certain photodermatoses. By the mid-1980s
its use in such preparations had been associated with the accumulation of
crystalline deposits in the retina. Reported functional changes relating to dark
adaptation have been of marginal clinical significance and largely reversible.
Nevertheless, this has led to the withdrawal of artificial suntan preparations
containing canthaxanthin by several regulatory authorities. Preparations for
treatment of photodermatoses remain available in some but not all of these
countries.

Product Name Cartilage extract

Scientific and common names, and synonyms
AQUEOUS CALF CARTILAGE & BONE MARROW EXTRACT

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision
DEU Jun 1992 The marketing authorization of injectable preparations containing calf cartilage and bone

marrow extract was suspended, in the first instance, until 31 December 1992. The
decision resulted from an apparent association with serious adverse effects including
local intolerance and anaphylactoid reactions, renal insufficiency, pulmonary fibrosis and
autoimmune diseases of the skin and muscles.

(Reference: (DEUPD) BGA Pressedienst, 24, , 1992)

WHO Comment : A preparation containing calf cartilage and bone marrow extract
was introduced in 1960 for the treatment of degenerative joint disease, and it is
currently registered in several countries. In 1987, a risk-benefit assessment of the
product was commissioned in Germany. This resulted initially in its use being
contraindicated in patients with altered immune responses. Subsequently, the
marketing authorization was suspended in Germany in 1992 when the product was
associated with serious adverse effects.

Legislativeor regulation action
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Product Name Cathine
C.A.S. number 492-39-7

Scientific and common names, and synonyms

Legislative or regulative action

(+)-THREO-2-AMINO-1-HYDROXY-1-PHENYLPROPYLPROPANE
(+)-NORPSEUDOEPHEDRINE

Country Effective Description of action taken
Date Grounds for decision

DEU Jul 1981 Administration of centrally active appetite inhibiting preparations containing cathine has
been restricted to four weeks. A warning concerning the risk of dependence has been
included in the package leaflet.

PHL Oct 1983 Disapproved for use in appetite control due to the risk of drug dependency and other
adverse effects such as apathy, depression, chronic gastroduodenitis, dyspeptic
disorders and dreamy euphoria with loquacity.

GRC 1985 Not accepted as an appetite suppressant having regard to its low benefit-to-risk ratio

(systemic side-effects).

WHO Comment : Cathine, a sympathomimetic amine, was formerly widely available
in proprietary anorexic preparations. As dependence can occur and abuse has
been reported, cathine has recently (1986) been subjected to control under
Schedule Il of the 1971 Convention on Psychotropic Substances.

(Reference: (UNCPS3) United Nations Convention on Psychotropic Substances (lll),
,, 1971)

Product Name

C.A.S. number

Cefaloridine
50-59-9

Scientific and common names, and synonyms

Legislative or regulative action

CEPHALORIDINE

PYRIDIUM, 1-[[2-CARBOXY-8-OXO-7-[(2-THIENYLACETYL)AMINO]}-5-THIA-1-AZABICYCLO[4.2.0]-OCT-2-EN-3-
YL]METHYL]-,HYDROXIDE, INNER SALT, (6R-TRANS)-

Country Effective Description of action taken
Date Grounds for decision
ESP 1989 The marketing authorization of products containing cefaloridine has been withdrawn,

having regard to their nephrotoxicity.
(Reference: (ESPINS) Informacién Terapéutica de la Seguridad Social, 13(1), 7, 1989)

WHO Comment : Cefaloridine, a semi-synthetic cephalosporin antibiotic, was
introduced into medicine in 1964 for the treatment of bacterial infections. It is
considered to be the most toxic of the cephalosporins, and for this reason is now
seldom used. Nevertheless, it still remains available in certain countries and the
World Health Organization is not aware of restrictive actions taken elsewhere.

Product Name

Legislative or regulative action

Cefalosporins (topical preparations)

Country Effective Description of action taken
Date Grounds for decision
CHL Pharmaceutical preparations for topical use containing cefalosporin and its derivatives

are prohibited.
(Reference: (CHLRS) Resolution of the Minister of Health, No.10154, , Oct 1986)

Legislativeor regulation action
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Product Name

Legislative or regulative action

Cell preparations

Country

Effective
Date

Description of action taken
Grounds for decision

AUT

DEU

CHE

Aug 1987

30 Jun 1988

Jul 1988

Deep-frozen cell preparations used in the practice of cell therapy have been banned, on
the grounds that fatalities associated with these products have been reported in the
Federal Republic of Germany and that marketing authorization has been suspended in
this country.

(Reference: (DAZ) Deutsche Apotheker Zeitung, 127(34), 1720, 1987)

The marketing authorization for injectable preparations used in the practice of cell
therapy has been withdrawn, having regard to the serious and sometimes fatal reactions
associated with these products, which have not been demonstrated to possess any
therapeutic effect.

(Reference: (DEUPD) BGA Pressedienst, 22,, 1988)

All products prepared from fresh animal cells have been banned, on the grounds that
fatalities associated with their use had been reported in the Federal Republic of Germany
and that efficacy had not been demonstrated.

(Reference: (CHBCM) Bulletin Mensuel, , , 31 Aug 1988)

WHO Comment : Injectable preparations used in the practice of cell therapy were
introduced into medicine many years ago.They contain cells from organs or tissues
of fetal or juvenile animals of species such as sheep, cattle, swine and rabbits. A
variety of indications were claimed by the manufacturers of these products,
including adjuvant tumour therapy, Down's syndrome, ageing, immune defects,
endocrine disturbances, diseases of the motor system, the central nervous system,
the heart and vascular system and chronic liver disease. Whilst proof of efficacy in
these indications has never been established, the use of cell preparations has been
associated with severe, sometimes fatal adverse immunological reactions,
particularly with anaphylactic shock and serum sickness. This has led to their
withdrawal by regulatory authorities in the countries listed above.

Product Name

C.A.S. number

Scientific and common names,

Legislative or regulative action

Cerivastatin
145599-86-6
and synonyms

(3R,5S,6E)-7-[4-(4-FLUOROPHENYL)-2,6-DIISOPROPYL-5-(METHOXYMETHYL)-3-PYRIDYL]-3,5-DIHYDROXY-6-
HEPTENOIC ACID

Country Effective Description of action taken
Date Grounds for decision

USA Nov 1999 Prescribing information was changed to include a contraindication for the combined use
of cerivastatin and gemfibrozil.

AUS Feb 2001 Prescribing information was changed to include a contraindication for the combined use
of cerivastatin and gemfibrozil and warning issued to alert prescribers to the possibility of
rhabdomyolysis with all statins.

(Reference: (AUSADR) Australian Adverse Drug Reactions Bulletin, Vol. 20(1),, Feb
2001)

CAN Mar 2001 Prescribing information was changed to include a contraindication for the combined use
of cerivastatin and gemfibrozil.

USA May 2001 The Dosage and Administration section was revised to highlight that 0.4 mg is the
starting dose for cerivastatin.

(Reference: (USADHP) "Dear Healthcare Professional " letter, ,, )
@EC Jun 2001 Europe-wide regulatory action was taken to reduce the risk of rhabdomyolysis, when the

concomitant use of cerivastatin and gemfibrozil was contraindicated and the maximum
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Product Name

C.A.S. number

Legislative or regulative action

Cerivastatin
145599-86-6

Country Effective Description of action taken
Date Grounds for decision
daily dose of cerivastatin was reduced to 0.4 mg.
(Reference: (GBRDSI) Drug Safety Information, , , 08 Aug 2001)
CAN Jul 2001 The prescribing information was revised to recommend a starting dose of 0.2 mg.
(Reference: (CANDHP) "Dear Healthcare Professional” letter, ,, )
@WD Aug 2001 Cerivastatin was voluntarily withdrawn from the world market by the parent company

(Bayer) on account of the increased risk of rhabdomyolysis associated with its use,
particularly when used in combination with gemfibrozil.

(Reference: (FDATP) Food and Drug Administration Talk Paper, TOI-34, , 08 Aug 2001)

Product Name

C.A.S. number

Chenodeoxycholic acid
474-25-9

Scientific and common names, and synonyms

Legislative or regulative action

CHOLAN-24-0OIC ACID, 3,7-DIHYDROXY-, (3ALPHA,5BETA,7ALPHA)-
CHENODIOL
3ALPHA,7ALPHA-DIHYDROXY-5BETA-CHOLAN-24-OIC ACID

Country Effective Description of action taken
Date Grounds for decision
NOR 1987 Chenodeoxycholic acid is not approved for registration on grounds of animal studies

indicating a carcinogenic effect and because the risk of a cancer-promoting effect in man
is considered significant.

WHO Comment : Chenodeoxycholic acid was introduced in 1975 for the treatment
of cholelithiasis. It is available in several countries and the World Health
Organization is not aware that registration has been refused in any other country.

Product Name

C.A.S. number

Chloramphenicol
56-75-7

Scientific and common names, and synonyms

Legislative or regulative action

ACETAMIDE, 2,2-DICHLORO-N-(2-HYDROXY-1-(HYDROXYMETHYL)-2-(4- NITROPHENYL)ETHYL)-, (R-(R*,R*))
D-THREO-(-)-2,2-DICHLORO-N-(BETA-HYDROXY-ALPHA-(HYDROXYMETHYL)-P-NITROPHENETHYL)ACETAMIDE
LAEVOMYCETINUM

Country Effective Description of action taken
Date Grounds for decision

DEU 1975 Use should be limited to treatment of acute attacks of typhoid and paratyphoid fever,
purulent meningitis and life-threatening infections caused by sensitive organisms in which
less dangerous antibiotics are ineffective or contraindicated.

JPN Oct 1975 Indications have been restricted.

DNK 1978 Doctors have been advised that systemic chloramphenicol should be used only in
patients requiring admission to hospital. It is contraindicated in uncomplicated urinary
tract infections.

(Reference: (UGLAAD) Ugeskrift for Laeger, 140, 1165, 1978)
FRA 22 Sep 1978 Products for topical application containing chloramphenicol have been withdrawn from
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Product Name

C.A.S. number

Legislative or regulative action

Chloramphenicol
56-75-7

Country

Effective

Date

Description of action taken
Grounds for decision

PHL

EGY

NLD

CAN

ESP 1

HUN

IRL

Jul

Jul

Mar

Oct

1982

1983

1984

1985

1985

1987

1989

the market, with the exception of eyedrops and ophthalmic ointments. Indications for
products intended for internal use are restricted to serious infections caused by
organisms sensitive to chloramphenicol when other potentially less dangerous products
are ineffective.

Severely restricted in use due to the risk of developing agranulocytosis. Limited to
indications of typhoid fever, meningitis and brain abcess.

All pharmaceutical preparations containing chloramphenicol should bear the following
warning: "Not to be used for long periods or repeatedly, even in small doses, to avoid the
risk of toxic effects such as bone marrow aplasia and acute leukaemia. Use should be
restricted to cases not responding to other antibiotics".

Doctors have been reminded that, even when applied topically in the eye,
chloramphenicol may induce blood dyscrasias. When chloramphenicol appears to be the
drug of choice, the susceptibility of the pathogenic organism should always be confirmed
bacteriologically.

Prohibited for administration to animals that may be consumed as food due to persistent
residues in food products.

Registration of combination products containing chloramphenicol will no longer be
considered because of the propensity of this drug to cause aplastic anaemia.

Chloramphenicol has been banned for therapeutic purposes in milk- and egg-producing
animals, having regard to its potential to induce aplastic anaemia in man, and the
prolonged period during which residues remain demonstrable after withdrawal.
(Reference: (HUNIH) National Institute of Occupational Health Notification, , , 25 May
1988)

The administration of chloramphenicol to all food-bearing animals (including horses) has
been prohibited, on the grounds that the drug enters the food chain and may therefore
cause adverse effects and transferable drug resistance in man.

(Reference: (IRDAP) Animal Pharm, 187, 4, Sep 1989)

(Reference: (IRDAB) National Drugs Advisory Board Annual Report, , 312, 1987)

WHO Comment : Chloramphenicol, an antibiotic isolated from Streptomyces
venezuelae in 1947, first became available for general clinical use in 1948. By 1950
it was evident that its use could cause serious, sometimes fatal, blood dyscrasias.
However, it remains one of the most effective antibiotics for treating invasive
typhoid fever and salmonellosis, some rickettsioses and serious infections caused
by Haemophilus influenzae or anaerobic organisms. This is considered to justify its
retention in the WHO Model List of Essential Drugs.

(Reference: (WHTACL1) The Use of Essential Drugs, 2nd Report of the WHO Expert
Committee, 722,, 1985)

Product Name

C.A.S. number

Scientific and common names,

Legislative or regulative action

Chlormadinone acetate
302-22-7

and synonyms
6-CHLORO-17-HYDROXYPREGNA-4,6-DIENE-3,20-DIONE ACETATE
PREGNA-4,6-DIENE-3,20-DIONE, 17-(ACETYLOXY)-6-CHLORO

Country Effective Description of action taken
Date Grounds for decision
USA Mar 1972 Application for approval of oral contraceptives containing chlormadinone acetate
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Product Name

C.A.S. number

Legislative or regulative action

Chlormadinone acetate
302-22-7

Effective
Date

Country

Description of action taken
Grounds for decision

GBR 1977

ITA 1979

EGY 1980

VEN

withdrawn by the manufacturer on recommendation by the Food and Drug Administration
after findings in beagle bitches showing an increased incidence of mammary tumours
resulting from this component.

(Reference: (FEREAC) Federal Register, 37(52), 5516, 1972)

The product licence for an oral contraceptive containing this substance has been
cancelled due to the risk of carcinogenicity.

Withdrawn from the market because of an increased incidence of breast tumours in
beagle dogs during the course of long-term toxicity tests.

Chlormadinone was not approved having regard to its potential to cause breast tumours
in dogs.

Not approved for use and/or sale.

WHO Comment : Chlormadinone acetate, a synthetic progestogen, was introduced
in 1965 as a component in oral contraceptive preparations. In 1967, as a result of
new regulations required by the United States Food and Drug Administration,
chlormadinone acetate was submitted to long-term toxicity studies and by the early
1970s it was shown to be associated with an increased incidence of mammary
tumours in beagle bitches which led to its withdrawal by several regulatory
authorities. Subsequently the validity of the beagle bitch model as a predictor of
carcinogenicity of steroid contraceptives has been contested by many national
regulatory authorities and chlormadinone remains available in some countries for
contraceptive purposes. In some instances it is indicated for treatment of
progesterone deficiency and endometriosis, and of irregular uterine bleeding due
to fibroids.

(Reference: (WHODI) WHO Drug Information, 84.1, 5, 1984)

Product Name

C.A.S. number

Chlormezanone
80-77-3

Scientific and common names, and synonyms

Legislative or regulative action

CHLORMETHAZANONE

2-(P-CHLOROPHENYL)-TETRAHYDRO-3-METHYL-4H-1,3-THIAZIN-4-ONE 1,1-DIOXIDE

Effective
Date

Country

Description of action taken
Grounds for decision

@WD 15 Nov 1996

ARE 1997

ZAF 1998

Because of severe cutaneous reactions including life-threatening toxic epidermal
necrolysis, Stevens-Johnson syndrome, and fixed drug eruptions, the manufacturer of
chlormezanone withdrew the drug worldwide. This coincided with local action undertaken
in several countries. The withdrawal concerns chlormezanone used alone or in
combination.

(Reference: (SANOFI) Letter to Regulatory Agencies, Sanofi, , , 09 Oct 1996)
The Ministry of Health has withdrawn marketing approval for pharmaceutical products

containing chlormezanone because it has been associated with an unacceptable
incidence of Stevens-Johnson syndrome.

(Reference: (UAEDIB) Drug Information Bulletin, No. 3, p.2, 1997)
The South African Medicines Control Council has withdrawn products containing

chlormezanone because of the unacceptable risk-benefit profile which is not in the
interest of public health.

(Reference: (ZAFPS) Information from the Pharmaceutical Services, ,, )
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Product Name

C.A.S. number

Legislative or regulative action

Chlormezanone
80-77-3

Effective
Date

Country

Description of action taken
Grounds for decision

ZWE 1998

SAU Jun 1999

SGP

The Medicines Control Authority has cancelled the registration of all chlormezanone-
containing products in the light of international actions taken on the basis of a safety
evaluation of chlormezanone. This drug has been associated with an unacceptable
incidence of Stevens-Johnson syndrome.

(Reference: (ZWEDIB) Drug Information Bulletin, Vol.2 No.1,, Mar 1998)

The Ministry of Health has withdrawn from the market products containing
chlormezanone because of an unacceptable incidence of Stevens-Johnson syndrome.
(Reference: (SAUCW) Notification, , , 20 June 1999)

The National Pharmaceutical Administration in the Ministry of Health has banned
chlormezanone since it has been associated with reports of life-threatening toxic
epidermal necrolysis and borderline major bullous forms.

(Reference: (SGPCW) Communication to WHO, , , 02 Aug 2000)
WHO Comment : Chlormezanone is a sedative with antianxiety properties and a

central skeletal muscle relaxant effect. It had already been falling into
obsolescence for several years.

Product Name

C.A.S. number

Chlornaphazine
494-03-1

Scientific and common names, and synonyms

Legislative or regulative action

BETA-NAPHTHYLBIS(BETA-CHLOROETHYL)AMINE
NAPHTHYLAMINE MUSTARD
N,N-BIS(2-CHLOROETHYL)- 2-NAPHTHYLAMINE
2-NAPHTHALENAMINE, N,N-BIS(2-CHLOROETHYL)-

Country Effective Description of action taken
Date Grounds for decision
DNK 1964 The National Health Service withdrew chlornaphazine, a drug used against lympho-
granulomatosis, polycythaemia and chronic leukaemia, as it appeared to be carcinogenic
especially in the bladder.
VEN Not approved for use and/or sale.

WHO Comment : The World Health Organization has no information further to the
above regarding preparations containing chlornaphazine or to indicate that they
are still commercially manufactured.

Product Name

C.A.S. number

Chloroform
67-66-3

Scientific and common names, and synonyms

Legislative or regulative action

METHANE, TRICHLORO-
TRICHLOROMETHANE
TRICHLOROFORM

Effective
Date

Country

Description of action taken
Grounds for decision
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Product Name Chloroform
C.A.S. number 67-66-3

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision

GRC 1976 Not accepted in pharmaceuticals or cosmetics.

TUR 1976 Removed from all cough syrups after a decision by the Ministry of Health based on a
review of published information regarding carcinogenicity in rats. Export of this product is
prohibited.

JPN May 1976 Banned by the Pharmaceutical Affairs Bureau in Drugs and Cosmetics for reasons of

carcinogenicity.

USA Jul 1976 Withdrawn from the market and prohibited for export in drugs and cosmetics by the Food
and Drug Administration on the basis of findings of liver cancer in experimental mice and
rats by the National Cancer Institute.

(Reference: (FEREAC) Federal Register, 41, 26842, July 1976)

PAN 30 Nov 1976 The Ministry of Health has banned the sale of pharmaceuticals containing chloroform.
(Reference: (PANMR) Ministry of Health Resolution, 1843, , Aug 1976)

SAU 1977 Sale or supply of any medicinal product containing chloroform has been prohibited by the
Drug Committee.

BRA 25 May 1977 Products containing chloroform are prohibited.
(Reference: (BRAPT) Portaria do Servico Publico Federal, No.15, , May 1977)

ITA 1978 Withdrawn from the market owing to suspected carcinogenicity.

CAN Jan 1978 National legislation has provided that no manufacturer or importer shall sell a drug for

human use that contains chloroform as an ingredient. The Health Protection Branch has
reviewed evidence from the National Cancer Institute in the US which suggests that
chloroform may be carcinogenic in rats and mice when administered in high doses over
prolonged periods. Export of this product is allowed with no requirement of foreign
notification regarding domestic restrictions on its use.

(Reference: (CANGZ) Canada Gazette, ,, Nov 1977)
NOR Apr 1978 Prohibited for use in pure form or as an additive to pharmaceutical preparations.
PHL Apr 1978 Prohibited for use as an ingredient in human drugs and cosmetics on the grounds of

results of a study by the National Cancer Institute in the United States, suggesting that
the substance may be carcinogenic in rats and mice when administered over prolonged

periods.
(Reference: (PHADO) Administrative Order, 341S,, 1978)
GBR 1979 The Chloroform Prohibition Order has prohibited the sale or supply of any medicinal

product containing chloroform. Certain exemptions apply.
(Reference: (GBCHL) Chloroform Prohibition Order, ,, 1979)

NZL 1980 Toothpaste formulations containing chloroform have been voluntarily withdrawn from the
market.
DNK 1981 Registered for veterinary use only.
(Reference: (DENBH) Danish National Board of Health, Circular Letter, ,, Sep 1981)
ETH 1981 Prohibited because of its carcinogenic effects.
ZWE May 1981 Medicinal products containing more than 0.5% chloroform are prohibited because of the

toxicity of the drug. Certain exemptions apply.
(Reference: (ZWDCC) Drugs Control Council, News Bulletin, 1, , 1983)

DEU 1982 Prohibited for use and/or sale.

BGD Jun 1982 Use of chloroform as an excipient in pharmaceutical preparations has been banned due
to reported adverse effects.

DOM 1983 Domestic manufacturers and importers have been requested to eliminate this ingredient
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Product Name Chloroform
C.A.S. number 67-66-3

Legislative or regulative action

Country Effective
Date

Description of action taken
Grounds for decision

BEL 12 Feb 1983

NGA 1 Feb 1985

IRL 1989

OMN 27 Jul 1992

CcuB

THA
VEN

from their marketed products since pharmacological studies have shown it to be toxic to
the liver and the heart, and to be carcinogenic.

Prohibited for sale.
(Reference: (BELAR) Arrété Royal, , , Feb 1983)

Chloroform is not allowed in cosmetic and drug products since 1 Feb. 1985. From that
date, import, export and sale of products containing chloroform became illegal. The
decision was based on reports from literature of the carcinogenic effects of chloroform on
animals and possible hepatotoxic and nephrotoxic effects after prolonged use by humans.

(Reference: (AARNO) Administrative Action, MH.1856/S.3T, 112, 15 Sep 1983)

Having regard to their toxicity, approval for marketing of all preparations containing
chloroform was withdrawn.

(Reference: (IRDAB) National Drugs Advisory Board Annual Report, , 29, 1989)

Sale and marketing of products containing chloroform were prohibited, having regard to
reported adverse effects and toxicity.

(Reference: (OMNCR) Circular, 27/92, , July 1992)

Following the action taken by the US Food and Drug Administration, the National
Formulary Commission requested removal of chloroform from pharmaceutical
preparations.

The use of pharmaceutical preparations containing chloroform is severely restricted.
Subject to restricted use and/or sale.

WHO Comment : Chloroform was formerly widely used in pharmaceutical
preparations as a solvent and preservative as well as for its anaesthetic and
flavouring properties. By the late 1970s reservations concerning its safety,
including positive results in a carcinogenicity screening programme sponsored by
the National Cancer Institute in the USA, had led to considerable restrictions in its
use in pharmaceutical preparations. While many pharmaceutical products
containing chloroform have been withdrawn or reformulated to exclude this
substance, it may still be incorporated in toothpastes and other specified products
in some countries, subject to statutorily-imposed concentration limits.

(Reference: (IARCCD) Chloroform: IARC Monograph, 20(20), 401-427, 1979)

Product Name

C.A.S. number

Chloroquine
54-05-7

Scientific and common names, and synonyms

Legislative or regulative action

7-CHLORO-4-((4-(DIETHYLAMINO)-1-METHYLBUTYL)AMINO)-QUINOLINE
1,4-PENTANEDIAMINE, N4-(7-CHLORO-4-QUINOLINYL)-N1,N1-DIETHYL-

Country Effective Description of action taken
Date Grounds for decision
JPN 1975 Chloroquine was voluntarily withdrawn from production and sale by the manufacturer due

to the risk of retinopathy associated with its use at high doses in the treatment of
rheumatoid arthritis and related diseases.

WHO Comment : Chloroquine, a 4-aminoquinoline derivative, was introduced in the
1940s for the treatment and prophylaxis of malaria. It was subsequently found to be
effective in higher and prolonged dosage in the treatment of lupus erythematosus,

rheumatoid arthritis and nephritis. In the early 1970s its use in these latter
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Product Name

C.A.S. number

Legislative or regulative action

Chloroquine
54-05-7

Effective
Date

Country

Description of action taken
Grounds for decision

conditions was largely discontinued when it was found that prolonged daily
administration at high dosage was associated with cases of retinopathy resulting
from local deposition of the compound. Chloroquine however remains a valuable
drug. It can be used continuously at the dosages required for malaria prophylaxis
for as long as five years without risk of undue accumulation and it is included in
the WHO Model List of Essential Drugs for both its antimalarial and antiamoebic
activity.

(Reference: (WHTACL1) The Use of Essential Drugs, 2nd Report of the WHO Expert
Committee, 722,, 1985)

Product Name

C.A.S. number

Chlorphentermine
461-78-9

Scientific and common names, and synonyms

Legislative or regulative action

P-CHLORO-ALPHA ,ALPHA-DIMETHYLPHENETHYLAMINE
1-(P-CHLOROPHENYL)-2-METHYL-2-AMINOPROPANE
4-CHLORO-ALPHA,ALPHA-DIMETHYL-BENZENEETHANAMINE

Effective
Date

Country

Description of action taken
Grounds for decision

DEU 1969

BEL 1 Jan 1988

VEN

The Ministry of Health withdrew preparations containing aminorex, cloforex and
chlorphentermine as a precautionary measure pending scientific evidence of a
relationship between their use and the development of pulmonary hypertension.

Preparations containing chlorphentermine have been placed in List IV of the 'Arrt, du
R,gent' of 2 June 1946 and as such can be administered only on prescription. They must
be kept in a poisons cabinet and carry the skull and cross-bones label.

(Reference: (BELAR) Arrété Royal, , , June 1987)
Banned for use and/or sale.

WHO Comment : Chlorphentermine, a sympathomimetic phenethylamine
derivative, was introduced over twenty years ago for the treatment of obesity.
Concern that its use was associated with cases of pulmonary hypertension led to
its withdrawal in several countries. However, it remains available in some other
countries.

Product Name

C.A.S. number

Cianidanol
154-23-4

Scientific and common names, and synonyms

Legislative or regulative action

CIANIDOL
(+)-CATECHOL

Country Effective Description of action taken

Date Grounds for decision
ITA 5 Sep 1985 Provisionally withdrawn by the Pharmaceutical Division of the Ministry of Health.
@WD 6 Sep 1985 Marketing of cianidanol was temporarily suspended worldwide by the manufacturer.
EGY 22 Oct 1985 Cianidanol has been withdrawn from the market and importation temporarily prohibited.
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Product Name Cianidanol
C.A.S. number 154-23-4

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision

DEU 26 Jun 1987 Subsequent to its decision to suspend the marketing authorization of products containing
cianidanol, the Federal Health Office has definitively withdrawn registration of these
products.
(Reference: (FRGGH) Bundesgesundheitsamt Pressedienst, , , June 1987)

CHE Jun 1988 The Intercantonal Office for Drug Control has withdrawn the marketing license for
cianidanol.

@WD Jun 1988 Cianidanol was definitively withdrawn worldwide by the manufacturer.

AUT Use of preparations containing cianidanol has been prohibited until further notice.

WHO Comment : Cianidanol, which is extracted from the tropical plant Uncaria
gambir, was introduced in 1976 as an adjunct in the treatment of liver disorders.
Following a cluster of cases of haemolytic anaemia reported in 1985 from Naples,
Italy, four of which were fatal, the company suspended sales worldwide. Although
subsequently reintroduced in Switzerland and France for the treatment of acute
and chronic hepatitis-B, it was later definitively withdrawn in Switzerland on
detailed reassessment and the manufacturer has now withdrawn the product
worldwide.

Product Name

C.A.S. number

Cinchophen
132-60-5

Scientific and common names, and synonyms

Legislative or regulative action

CINCHONINIC ACID, 2-PHENYL-
2-PHENYLQUINOLINE-4-CARBOXYLIC ACID.
2-PHENYLCINCHONINIC ACID

Effective
Date

Country

Description of action taken
Grounds for decision

DEU Jun 1991

ITA

Products containing cinchophen were withdrawn, because of the associated risks of
hepatic toxicity, including jaundice, hepatitis and cirrhosis and a greater incidence of
gastric ulceration than is associated with other nonsteroidal antiinflammatory agents.
(Reference: (FRGGH) Bundesgesundheitsamt Pressedienst, , , June 1991)

Withdrawn from the market owing to an unfavourable risk-benefit ratio and the lack of
substantial evidence of efficacy.

WHO Comment : Cinchophen, an analgesic and antipyretic, was formerly available
in preparations for the treatment of gout. Its use was associated with adverse
effects including hepatitis, cirrhosis, skin lesions and angioneurotic oedema. WHO
has no information to suggest that preparations containing cinchophen remains
commercially available.

Product Name

C.A.S. number

Cinepazide
23887-46-9

Scientific and common names, and synonyms

Legislative or regulative action

1-[(1-PYRROLIDINYLCARBONYL)METHYLI-4-(3,4,5-TRIMETHOXYCINNAMOYL) PIPERAZINE
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Product Name Cinepazide
C.A.S. number 23887-46-9
Country Effective Description of action taken
Date Grounds for decision
EGY 1988 Registration of products containing cinepazide was refused, having regard to international
reports of blood dyscrasias associated with their use.
(Reference: (EGYDI) Drug Information, 6(4), 1, 1988)
ESP 1988 In agreement with the Ministry of Health, products containing cinepazide have been

withdrawn by the manufacturers.
(Reference: (ESPOR) Ministerio de Sanidad y Consumo, , , 13 Feb 1991)
WHO Comment : Cinepazide, a vasodilating agent, was first introduced into

medicine in 1974. It is used in the treatment of peripheral and cerebral vascular
disorders. Following reports of blood dyscrasias, including agranulocytosis and

thrombocytopenia, associated with the use of the drug, the Spanish Committee on

Drug Surveillance has recommended its withdrawal. In other countries, the
approved product information of preparations containing cinepazide has been
amended to include a relevant warning on these adverse effects.

Product Name

C.A.S. number

Cinnarizine
298-57-7

Scientific and common names, and synonyms

Legislative or regulative action

PIPERAZINE,1-(DIPHENYLMETHYL)-4-(3-PHENYL-2-PROPENYL)
1-CINNAMYL-4-(DIPHENYLMETHYL) PIPERAZINE

Country Effective Description of action taken
Date Grounds for decision
ESP Aug 1989 Having regard to their potential to induce extrapyramidal symptoms, products containing

cinnarizine may no longer be indicated for cerebral and peripheral arterial insufficiency,
including loss of memory, insomnia, intermittent claudication, rest pain or vasospastic
disturbances. The approved indications are restricted to vestibular disturbances, vertigo,
prophylaxis of vascular headache and prevention of motion sickness.

(Reference: (ESPINS) Informacion Terapéutica de la Seguridad Social, 13(8), 176,
1989)

WHO Comment : Cinnarizine, an antihistaminic and vasodilator agent, was
introduced into medicine in 1962. It is indicated for the treatment of labyrinthine
disturbances and vascular disorders, although its effectiveness in the latter
indication has not been convincingly demonstrated.

Product Name

C.A.S. number

Ciprofibrate
52214-84-3

Scientific and common names, and synonyms

Legislative or regulative action

PROPANOIC ACID, 2-[4-(2,2-DICHLOROCYCLOPROPYL)PHENOXYL]-2-METHYL

Country Effective Description of action taken
Date Grounds for decision
FRA Jun 1995 The use of ciprofibrate has been restricted because of dose-dependent rhabdomyolysis.

The distribution of the 200 mg dose formulation has been stopped.
(Reference: (FRAAMC) Communiqué de Presse, , , 14 June 1995)

WHO Comment : The safety profile of ciprofibrate is similar to that of clofibrate.
See also under clofibrate in full edition.
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Product Name Cisapride
C.A.S. number 810968-60-4

Scientific and common names, and synonyms
CISAPRIDUM
CIS-4-AMINO-5-CHLORO-N-[1-[3-(P-FLUOROPHENOXY)PROPYL]-3-METHOXY-4-PIPERIDYL]-O-ANISAMIDE;
R-51619

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision
IRL Sep 1999 The Irish Medicines Board has restricted the indications for cisapirde following reports of

cardiac arrhythmia, cardiac arrest and sudden death.
(Reference: (IRDDS) Drug Safety Newsletter, , , Sep 1999)

PHL 2000 The Department of Health Bureau of Food and Drugs has banned the use of cisapride
because of documented reports on adverse events including deaths associated with its
use.

(Reference: (PHADO) Administrative Order, (97) s. 2000, , 09 Aug 2000)
OMN Apr 2000 The Directorate General of Pharmaceutical Affairs & Drug Control has suspended the

marketing of cisapride because of the possibility of rare but serious heart complications
including arrhythmias and sudden death.

(Reference: (OMNCR) Circular, No. 28/2000, , 30 Apr 2000)

USA Apr 2000 Cisapride has been voluntarily withdrawn from the market because of the risk of rare but
serious cardiac events associated with the drug. These include heart rhythm disorders
associated with the drug. These include heart rhythm disorders and deaths associated
mostly with the use of the drug in people who are either taking certain other medications
or who have certain underlying conditions that are known risk factors.

(Reference: (FDAWWW) www.fda.gov/medwatch/safety/2000/propull.htm, ,, )

ARE 15 Apr 2000 Indications for use of cisapride have been severely restricted because of the risk of rare
but serious cardiac events associated with the drug.

(Reference: (UAECW) Communication to WHO, , , 10 July 2000)

COoL May 2000 The Instituto Nacional de Vigilancia de Medicamentos y Alimentos (INVIMA) in Colombia,
Colombian Ministry of Health has restricted the use of cisapride. It should be made
available only if other therapeutic management is insufficient.

(Reference: (COLVMA) Letter from INVIMA to WHO, , , 21 Aug 2000)

DEU Jun 2000 The Federal Institute for Drugs and Medical Devices has suspended the marketing
authorization of cisapride because of the association with cardiac arrhythmias and a
number of deaths.

(Reference: (DEUCFI) Communication, , , 03 July 2000)
GBR Jul 2000 The Medicines Control Agency has withdrawn cisapride from the market because of rare

but serious cardiac adverse effects.
(Reference: (GBRMCA) Communication to WHO, , , 21 July 2000)

MUS Jul 2000 Cisapride was withdrawn from the market following reports of adverse cardiac events
published by the FDA.
(Reference: (MUSMHQ) Letter to WHO, , , 27 Dec 2000)

CAN 7 Aug 2000 Health Canada has withdrawn cisapride because of the possibility of rare but serious
heart complications including arrhythmias and sudden death.
(Reference: (CANWHC) Warnings/Advisories, , , 31 May 2000)

BDS Sep 2000 The Drug Advisory Committee of the Ministry of Health has withdrawn cisapride
(Prepulsid) from the market because of reports of serious cardiovascular adverse effects.
(Reference: (BDSMHS) Official letter to WHO, , , 30 Sep 2000)

TUR May 2000 General Directorate of Pharmaceuticals and Pharmacy of the Ministry of Health has

withdrawn cisapride from the market because of serious cardiovascular adverse effects
seen in the world.

(Reference: (TURCW) Communication to WHO, , , 20 Sep 2001)
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Product Name Cisapride
C.A.S. number 810968-60-4

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision
IDN 30 Jun 2000 The Directorate General of Drug and Food Control has suspended the marketing

authorization for cisapride and has withdrawn it from the market until the risk/benefit ratio
is further reviewed because of the possibility of rare but serious heart complications
including arrhythmias and sudden death.

(Reference: (IDNCW) Communication to WHO, , , 13 Sep 2001)

SGP Sep 2000 The product licences for all cisapride containing preparations were suspended by the
National Pharmaceutical Administration, Ministry of Health, Singapore in September 2000
following reports of increased risk of serious cardiac arrhythmia. Cisapride may still be
made available on an individual basis.

IDN Oct 2000 The Directorate General of Drug and Food Control has allowed the marketing
authorization for 5 mg cisapride with restrictions on indication, dosage, access and
distribution. Availability has been restricted to only a few hospitals, with close monitoring
for adverse reactions.

(Reference: (SGPCW) Communication to WHO, , , 19 Sep 2001)
(Reference: (IDNCW) Communication to WHO, , , 13 Sep 2001)

JPN Oct 2000 The Ministry of Health and Welfare, Tokyo has decided to suspend marketing
authorization of cisapride until its risk/benefit ratio is further reviewed.
(Reference: (JPNMHC) Communication to WHO, , , 18 Oct 2000)

CuB Jan 2001 The Centre for State Control of Drug Quality in Cuba (CECMED) has banned the use of
cisapride until its risk/benefit ratio is further reviewed.
(Reference: (CUBCDQ) CECMED Resolution, No. 1/2001, , 08 Jan 2001)

BRA Apr 2001 The National Health Surveillance Agency severely restricted the use of cisapride through
prescription and suspended the marketing authorization with the exception of
manufacturers with their own Pharmacovigilance System.

(Reference: (BRARES) Resolucao n., 530/ANVISA, , 18 Apr 2001)

BHR May 2001 Cisapride was withdrawn from the local market in May 2001. The action was based on
reports of serious cardiac events.

(Reference: (BHRCW) Communication with WHO, , , 20 Aug 2001)

THA Jun 2001 Severely restricted for prescription use by gastrointestinal physicians and limited use in
gastro-esophageal-reflux-disease patients only.

(Reference: (THACW) Communication to WHO, , , 28 Sep 2001)

CHL Jul 2001 The Public Health Institute of Chile has restricted the indications for cisapride because of
the risk of serious cardiac adverse effects. The use in children is contraindicated.

(Reference: (CHLCW) Communication to WHO, , , 26 Sep 2001)

AUS Dec 2002 Highest strength tablets of cisapride have been withdrawn and product information has
been revised. All patients now require measurements of renal function and ECGs before
and during treatment. Follow up measures should be undertaken every three months.
Concerns about cardiac arrhythmias led to restrictions being placed on the prescription of
cisapride.

(Reference: (AUSPRE) Australian Prescriber, 25, No.6, Dec 2002)

ARM Cisapride has been voluntarily withdrawn because of the increased risk of cardiac
arrhythmias in patients taking other medications or suffering from underlying conditions
known to increase risk of cardiac arrhythmias.

(Reference: (ARMCW) Communication to WHO, , , 09 Aug 2000)

NZL The Therapeutics section of the Ministry of Health, Wellington has severely restricted the
use of cisapride in view of reports of cardiac arrhythmias associated with its use
particularly in conjunction with erythromycin, clarithromycin, fluconazole, itraconazole or
miconazole.

(Reference: (NZLPU) Prescriber Update, No.14, , Feb 1997)
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Product Name Cisapride
C.A.S. number 810968-60-4

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision

Product Name Clemastine

C.A.S. number 15686-51-8

Scientific and common names, and synonyms
PYRROLIDINE, 2-[[1-(4-CHLOROPHENYL)-1-PHENYLETHOXY]ETHYL]-1-METHYL-,[R-(R*R*)]-
(+)-(2R)-2-[-[[(R)-P-CHLORO-ALPHA-METHYL-ALPHA-PHENYLBENZYL]OXY]ETHYL]-1-METHYLPYRROL

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision
GBR 1991 Products containing clemastine were disallowed in children under one year of age,

because of their possible association with sleep apnoea.
(Reference: (GBRPHJ) The Pharmaceutical Journal, , , 24 Aug 1991)

WHO Comment : See WHO comment for Hl-antihistamines.

Product Name Clioquinol (see also halogenated hydroxyquinoline derivatives)
C.A.S. number 130-26-7

Scientific and common names, and synonyms
5-CHLORO-7-IODOQUINOLINOL
5-CHLORO-7-I0DO-8-QUINOLINOL
CHLOROIODOQUIN
CHINOFORM
IODOCHLORHYDROXYQUINOLINE
IODOCHLORHYDROXYQUIN

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision
JPN Sep 1970 The Ministry of Heath and Welfare prohibited the sale of clioquinol and broxyquinoline,

and preparations containing them, following reports that clioquinol might be one of the
causes of subacute myelo-optic neuropathy (SMON).

NOR Jan 1974 Withdrawn from the market.

SWE Jun 1975 Withdrawn by the manufacturer after mutual discussions due to neurological adverse
reactions. It remains on the market for external use.

BEL 1976 Following cases of subacute myelo-optic neuropathy (SMON) in Japan, manufacturers of
clioguinol in Belgium have limited the indications for use and duration of treatment. Since
1975 clioquinol has been available only on prescription.

DEU 1 Jan 1977 Preparations containing clioquinol intended for internal use have been placed under
prescription control because of a propensity to cause neurological disorders.
DNK 1978 Products have been withdrawn from the market.
(Reference: (UGLAAD) Ugeskrift for Laeger, 140, 1181, 1978)
FRA 3 Nov 1978 Clioquinol has been placed under Schedule A of the Poisonous Substances Regulations.
ARE 9 Jun 1981 Pharmaceutical preparations containing clioquinol are banned.

(Reference: (UAEMD) Ministry of Health Decree, N0.694, , 1981)
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Product Name Clioquinol (see also halogenated hydroxyquinoline derivatives)
C.A.S. number 130-26-7

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision
NGA 1982 Importation, sale and manufacture of clioquinol and clioquinol-containing products for oral

administration have been prohibited, because of evidence of neurological disorders,
including SMON, associated with their use.

(Reference: (NGAPN) Pharmanews, 10(11), 15, 1988)

BGD Jun 1982 Banned as a single ingredient or in combination due to its implication in subacute myelo-
optic neuropathy.

PHL Aug 1982 This drug, used to treat infectious diarrhea, has been withdrawn from the domestic
market due to reports of neurological disorders (SMON) associated with its use in Japan.

ITA 1983 Withdrawn from the market.

NPL 1983 All preparations containing this substance have been banned.

DOM Feb 1983 Prohibited for use and/or sale after authorities were informed of the manufacturer's intent
to gradually replace this ingredient in all preparations currently marketed worldwide.

ZWE Feb 1983 Use of clioquinol is prohibited because of its propensity to cause neurological disorders.
(Reference: (ZWDCC) Drugs Control Council, News Bulletin, 1, , 1983)

ESP 29 Jul 1983 The Ministry of Health and Consumer Protection has withdrawn approval for clioquinol.
(Reference: (ESPMC) Programa Selectivo de Revision de Medicamentos, (1), , Sep
1983)

ZMB 7 Dec 1983 Preparations of clioquinol for internal use may only be imported or exported on a licence

issued by the Director of Medical Services.
(Reference: (ZMBSI) Statutory Instrument, 166-167, , Dec 1983)

HKG 1 Jan 1984 The Pharmacy and Poisons Committee no longer allows the registration, sale or
distribution of products containing clioquinol.

ETH 7 Sep 1984 Prohibited due to its association with sub-acute myelo-optic neuropathy.

HND 24 Oct 1985 The importation, manufacture and sale of products containing clioquinol have been
prohibited having regard to the drug's potential to cause SMON.
(Reference: (HNDSP) Circular, 10-85,, 1985)

OMN Mar 1987 Import and marketing of oral and parenteral preparations containing clioquinol and

related substances intended for the treatment of diarrhoea in children were prohibited.
Topical preparations remain on the market.

(Reference: (OMNCR) Circular, 11/87,, Mar 1987)

PAK 1988 Oral preparations containing clioquinol were withdrawn.
(Reference: (PAKMH) Ministry of Health, Special Education and Social Welfare, , , Aug
1988)

GHA 1 Sep 1989 Products containing clioquinol have been banned.

(Reference: (GHAPDR) Pharmacy and Drugs (Banned Drugs) Regulations, Legislative
Instruments, 1484, , 1989)

LIY 21 May 1990 The General People's Health Committee banned the use of clioquinol in children.
(Reference: (LIYRL) Resolution of the General People's Health Committee, 141, , May
1990)

BHR Preparations containing clioquinol have been withdrawn.

CHE Oral preparations of clioquinol have been subjected to prescription control and the

approved indications restricted to intestinal amoebiasis and diarrhoea caused by
sensitive organisms following cases of subacute myelo-optic neuropathy (SMON) in
Switzerland.
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Product Name Clioquinol (see also halogenated hydroxyquinoline derivatives)
C.A.S. number 130-26-7

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision
CuB Use restricted to treatment of parasitic infections.
NLD Preparations containing clioquinol have been withdrawn from the market.
SAU Following reports of subacute myelo-optic neuropathy (SMON) in patients treated with
this drug, the Drug Committee has prohibited its import.
THA The use of pharmaceutical preparations containing clioquinol is severely restricted.
VEN Subject to restricted use and/or sale.

WHO Comment : Clioquinol, a halogenated hydroxyquinoline derivative, was
introduced into medicine around 1900 as a topical antiseptic and in 1934 oral
preparations for the treatment of amoebic dysentery and simple diarrhoea became
available. By 1964 its use in Japan had been associated with cases of sub-acute
myelo-optic neuropathy (SMON) which reached epidemic proportions resulting in
its withdrawal there in 1970. Although relatively few cases of SMON were
documented elsewhere, clioquinol was subsequently withdrawn from use in many
countries and placed under prescription control in others. It was phased out
worldwide by the major manufacturer between 1983 and 1985 on grounds of
obsolescence. No adequately controlled evidence was ever generated to
demonstrate that clioquinol is effective in bacterial or viral diarrhoea. However,
products containing clioquinol and related halogenated hydroxyquinolines
continue to be used in some tropical and subtropical countries where amoebiasis
remains endemic. Other amoebocides are preferred in the WHO Model List of
Essential Drugs.

(Reference: (WHODI) WHO Drug Information, 77.1,9, 1977)

Product Name Clobenzorex
C.A.S. number 13364-32-4

Scientific and common names, and synonyms
(+)-N-(O-CHLOROBENZYL)-ALPHA-METHYLPHENETHYLAMINE

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision
MUS Aug 2000 Removed from the market following a similar decision of the Agence Francaise de

Securite Sanitaire des Produits de Sante in respect of appetite suppressants in
September 1999.
(Reference: (MUSCW) Communication to WHO, , , 27 Aug 2001)

Product Name Clofenotane

C.A.S. number 50-29-3A

Scientific and common names, and synonyms
ALPHA ALPHA-BIS(P-CHLOROPHENYL)-BETA,BETA,BETA-TRICHLORETHANE
CHLOROPHENOTHANE
DICHLORODIPHENYLTRICHLOROETHANE (USA)
DDT
ETHANE, 1,1,1-TRICHLORO-2,2-BIS(P-CHLOROPHENYL)
P,P"-DICHLORODIPHENYLTRICHLOROETHANE
TRICHLOROBIS(4-CHLOROPHENYL)ETHANE
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Product Name

C.A.S. number

Clofenotane
50-29-3A

Scientific and common names, and synonyms

Legislative or regulative action

1,1,1-TRICLORO-2,2-BIS(4-CLORO-FENIL)-ETANO (ITA)
1,1,1-TRICHLORO-2,2-DI(4-CHLOROPHENYL)-ETHANE
1,1,1-TRICHLORO-2,2-BIS(P-CHLOROPHENYL)ETHANE
1,1,1-TRICHLORO-2,2-BIS(4-CHLOROPHENYL)ETHANE
1,1,1-TRICHLOR-2,2-BIS(4-CHLOR-PHENYL)-AETHAN (DEU)
1,1,1-TRICHLOOR-2,2-BIS(4-CHLOOR FENYL)-ETHAAN (NLD)
2,2-BIS(P-CHLOROPHENYL)-1,1,1-TRICHLOROETHANE
4,4'-DICHLORODIPHENYLTRICHLOROETHANE

Effective
Date

Country

Description of action taken
Grounds for decision

USA Jul 1972

LKA 1 Jan 1976

BLZ 28 Dec 1985

Bibliographical references

The Environmental Protection Agency has cancelled all DDT products, except the
following list of uses: the U.S. Public Health Service and other health service officials for
control of vector diseases; the USDA or military for health quarantine; in drugs, for
controlling body lice. (To be dispensed only by a physician). These compounds have
been found to pose carcinogenic risk to humans and to be toxic to the ecosystem.

(Reference: (FEREAC) Federal Register, 37, 13369, 1972)

DDT is banned for use as a pesticide. It was prohibited for crop use prior to 1970. It was
phased out of vector control in 1976. No remaining uses allowed. The substance was
banned on grounds of long persistant residues and bioaccumulation.

(Reference: (LKAPFC) Meeting of the Pesticide Formulary Committee, ,, 1988)

Severely restricted. Vector control for use only by public health officials. Residue
persistency and bio-accumulation.

(Reference: (EP1) UNEP/FAO - PIC Circular X - 12/1999,,, )

IARC MONOGRAPH, 5, 83, 1974

IPCS ENVIRONMENTAL HEALTH CRITERIA, 9, , 1979

IARC MONOGRAPH, SUPPL .4, 105, 1982

WHO GUIDELINES FOR DRINKING WATER QUALITY, 2, , 1984
FAO PLANT PRODUCTION & PROTECTION PAPER, 62, , 1984

Product Name

C.A.S. number

Clofibrate
637-07-0

Scientific and common names, and synonyms

Legislative or regulative action

ETHYL CLOFIBRATE

ETHYL ALPHA-(4-CHLOROPHENOXY)-ALPHA-METHYLPROPIONATE
ETHYL 2-(P-CHLOROPHENOXY)ISOBUTYRATE

ETHYL 2-(PARA-CHLOROPHENOXY)-2-METHYLPROPIONATE
PROPANOIC ACID, 2-(P-CHLOROPHENOXY)-2-METHYL, ETHYL ESTER
PROPANOIC ACID, 2-(4-CHLOROPHENOXY)-2-METHYL, ETHYL ESTER

Country Effective Description of action taken
Date Grounds for decision
DEU 1978 Although withdrawn following reports of increased mortality associated with its use,
clofibrate was subsequently reinstated for treatment of high-risk patients in whom diet,
weight reduction, exercise and control of diabetes had failed to elicit adequate control.
DNK 1979 Indications for use have been restricted.
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Product Name Clofibrate
C.A.S. number 637-07-0

Legislative or regulative action

Country Effective Description of action taken

Date Grounds for decision
ISR 1979 Withdrawn from the market following reports of increased mortality associated with use.
NOR 1979 Withdrawn from the market following reports of increased mortality associated with use.
FRA 2 Feb 1979 The indications have been restricted, as for every hypolipidaemic drug, to the treatment

of endogenous hypercholesterolaemia and hypertriglyceridaemia a) when a suitable and
assiduously followed diet has proved inadequate; and b) when cholesterolaemia is still
raised after dieting and/or there are associated risk factors present.

(Reference: (FRAPC) Press Communiqué, ,, Feb 1979)

USA Aug 1979 Indications are restricted to treatment of patients with hyperlipidaemia refractory to
dietary measures.

(Reference: (FDADB) FDA Drug Bulletin, 9(3), 14, 1979)

PHL 1980 Severely restricted in use to certain patients only. This compound has been shown to
cause hepatic tumours in rodents. There is an increased risk of malignancy and
cholelithiasis with use in humans. A warning statement is required to be placed on the
labels of all products.

ITA 1981 Currently marketed in Italy with limited therapeutic indications (certain
hyperproteinaemias with ascertained diagnoses; diabetic exudative retinopathy;
xanthomes).

SWE Jan 1981 Used only in cases of severe hyperlipoproteinaemia due to increased mortality connected

with long-term treatment.

BGD 1982 Under the provisions of the Drugs (Control) Ordinance, this drug has been banned since
it increases the incidence of gallstones and cholecystitis, drug-induced cardiac
arrhythmias, cardiomegaly, angina, claudication and thromboembolic phenomena. It also
enhances the effects and toxicity of other acidic drugs and it is implicated in the
incidence of various tumours.

(Reference: (BGDCO) The Drugs (Control) Ordinance, ,, 1982)

CHL 16 Dec 1982 Indications are restricted to treatment of patients with high plasma lipid levels, resistant to
dietary control.
(Reference: (CHLRS) Resolution of the Minister of Health, 3261, , Dec 1982)

CHE Indications are restricted to treatment of patients with hyperlipidaemia refractory to
dietary measures.
(Reference: (FDADB) FDA Drug Bulletin, 9(3), 14, 1979)

CuB Indications are restricted to treatment of patients with hyperlipidaemia.

GBR Indications are restricted to treatment of patients with hyperlipidaemia refractory to
dietary measures.

(Reference: (FDADB) FDA Drug Bulletin, 9(3), 14, 1979)

GRC Indications are restricted to treatment of patients with severe hyperlipidaemia.

IND Currently available on the market. Precautionary information is required to be given with
this drug.

SAU Severely restricted for use and/or sale.

VEN Subject to restricted use and/or sale.

WHO Comment : Clofibrate, an antihyperlipidaemic agent, was introduced in 1967
and was subsequently extensively studied in the primary and secondary prevention
of ischaemic heart disease. Following reports, published in 1978, of increased
mortality among patients receiving clofibrate in a WHO-sponsored cooperative trial
concerned with the primary prevention of ischaemic heart disease, the drug was
withdrawn in some countries and its approved indications were severely restricted
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Product Name Clofibrate
C.A.S. number 637-07-0

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision

in many others. These restrictions have become the norm for more recently
developed analogues of clofibrate.

(Reference: (WHODI) WHO Drug Information, 2, 6, 1979)

Product Name Cloforex

C.A.S. number 14261-75-7

Scientific and common names, and synonyms
CLOPHOREX
ETHYL(P-CHLORO-ALPHA ALPHA-DIMETHYLPHENETHYL)-CARBAMATE
(P-CHLORO-ALPHA,ALPHA-DIMETHYLPHENETHYL)-CARBAMIC ACID
(2-(4-CHLOROPHENYL)-1,1-DIMETHYLETHYL)-CARBAMIC ACID

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision
DEU 1969 The Ministry of Health withdrew preparations containing aminorex, cloforex and

chlorphentermine as a precautionary measure pending scientific evidence of a
relationship between their use and the development of pulmonary hypertension.

SWE 14 Feb 1969 All antiobesity preparations containing cloforex were withdrawn from the market following
several reports of pulmonary hypertension in patients treated with the related drug
chlorphentermine in West Germany, and pre-existing knowledge of a relationship
between pulmonary hypertension and the antiobesity drug aminorex.

VEN Not approved for use and/or sale.

WHO Comment : Cloforex, a sympathomimetic phenethylamine derivative, was
introduced over twenty years ago for the treatment of obesity. Concern that its use
was associated with cases of pulmonary hypertension led to its withdrawal in
several countries. WHO has no information to suggest that this drug remains
commercially available.

Product Name Clometacin
C.A.S. number 25803-14-9

Scientific and common names, and synonyms
3-(P-CHLOROBENZOYL)-6-METHOXY-2-METHYLINDOLE-1-ACETIC ACID

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision
FRA 1990 All preparations containing clometacin were withdrawn, having regard to severe cases of

hepatitis associated with their use.
(Reference: (FRARP) La Revue Prescrire, 10(95), 148, 1990)

WHO Comment : Clometacin, an analogue of indometacin, was introduced on the
market in 1971. Subsequently several cases of severe - in some cases fatal -
hepatitis were reported, which led in 1987 to the withdrawal of a high-dosage tablet
formulation, while the indications for a lower dosage tablet were restricted and
duration of the treatment was limited. Eventually all tablet formulations were
removed from the market. Clometacin is not widely registered in other countries.
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Product Name

C.A.S. number

Clomethiazole
533-45-9

Scientific and common names, and synonyms

Legislative or regulative action

5-(2-CHLOROETHYL)-4-METHYLTHIAZOLE
CHLORETHIAZOLE
CHLORETHIAZOL

Country Effective
Date

Description of action taken
Grounds for decision

WHO Comment : Clomethiazole, which has sedative, anxiolytic and anticonvulsant
activity, was introduced in 1960 for the treatment of acute alcohol withdrawal,
delirium tremens, status epilepticus, eclamptic toxaemia, sleep disturbances in the
elderly and agitation in psychogeriatic patients. It is also used as a sedative in
certain anaesthetic procedures. There is little evidence of primary dependence in
man but secondary dependence can occur in patients with a history of abuse of
other substances, particularly alcohol. Dependence of this type has been reported
as aresult of inappropriate, long-term prescribing to outpatient alcoholics.
Clomethiazole should not be prescribed to alcoholics who continue to drink.
Adverse interactions with alcohol have been fatal. Although not controlled under
the 1971 Convention on Psychotropic Substances, clomethiazole is subject to
analogous controls in some countries.

Product Name

C.A.S. number

Clozapine
5786-21-0

Scientific and common names, and synonyms

Legislative or regulative action

5H-DIBENZO(B,E),(1,4)DIAZEPINE, 8-CHLORO-11-(4-METHYL-1-PIPERAZINYL)-
8-CHLORO-11-(4-METHYL-1-PIPERAZINYL)-5H-DIBENZO(B,E)(1,4)DIAZEPINE

Country Effective
Date

Description of action taken
Grounds for decision

FIN 1975

SGP Aug 1977
DEU 1978

NOR 1986

ESP Oct 1993

Withdrawn from general use and restricted to named patients subject to permission of
the competent authority.

Importation prohibited.

Clozapine, a tricyclic neuroleptic, was introduced in 1972 for the treatment of psychosis.
In 1975 its use was associated with cases of agranulocytosis, particularly in Finland.
These cases, which included several fatalities, resulted in the withdrawal of the drug in
some countries. However, clozapine remains available in at least 30 countries, in some
cases only on special request, for the treatment of severe psychotic disorders
unresponsive to other neuroleptics provided that close monitoring of the blood count is
feasible. In 1989, it was introduced in the United States for the treatment of severe
schizophrenia. Lately, the use of clozapine in the United Kingdom has been associated
with convulsions.

(Reference: (WHODI) WHO Drug Information, 2, 10, 1977)

Registration refused since the balance of safety and efficacy does not justify registration.
(Reference: (NNSLM) Nytt fra Statens Legemiddelkontroll, 2, 15, 1986)

The Directorate General of Pharmacy and Health Products of the Ministry of Health and
Consumer Affairs has restricted the use of the neuroleptic agent, clozapine (Leponex®:
Sandoz) because incorrect use of this product could result in serious adverse reactions.
The package will state that clozapine is subject to medical prescription and supervision
and the outside container will bear the words ?SPECIAL MEDICAL CONTROL". The
product information will also state immediately after the name "SPECIALITY SUBJECT
TO SPECIAL MEDICAL CONTROL". Clozapine should be prescribed only by a
psychiatrist, who must ensure at the onset that the patient's leukocyte count is within
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Product Name Clozapine
C.A.S. number 5786-21-0

Legislative or regulative action

Effective
Date

Country

Description of action taken
Grounds for decision

GBR 1 Jan 1994

NZL May 1994

FRA Feb 1995

normal limits, and arrange for subsequent counts to be performed at weekly intervals for
18 weeks, and at monthly intervals thereafter for as long as treatment is continued.

(Reference: (ESPCR) Circular, No. 10/93,, )

The manufacturer of the neuroleptic agent, clozapine (Clozaril) has modified® the
instructions regarding dosage and administration. A section on drug interactions has
been added, and the section on adverse effects has been expanded.

(Reference: (GBRPHJ) The Pharmaceutical Journal, 252: 37,, 1994)

Because of the risk of agranulocytosis, patients taking clozapine should have weekly
blood count checks during the first 18 weeks of therapy and monthly thereafter. Patients
taking clozapine and presenting with symptoms of infection should be checked
immediately for neutropenia.

(Reference: (NZLPU) Prescriber Update, No.5,, May 1994)

The French Commission of Pharmacovigilance has agreed with the manufacturer of the
antipsychotic agent, clozapine (Leponex®: Sandoz), to revise the product information to
include detailed instructions on use and to warn against the risk of neutropenia,
agranulocytosis and neurologic disorders.

(Reference: (FRAAMC) Communiqué de Presse, , , 14 June 1995)

WHO Comment : Clozapine, a tricyclic neuroleptic, was introduced in 1972 for the
treatment of psychosis. In 1975 its use was associated with cases of
agranulocytosis, particularly in Finland. These cases, which included several
fatalities, resulted in the withdrawal of the drug in some countries. However,
clozapine remains available in at least 30 countries, in some cases only on special
request, for the treatment of severe psychotic disorders unresponsive to other
neuroleptics provided that close monitoring of the blood count is feasible. In 1989,
it was introduced in the United States for the treatment of severe schizophrenia.
Lately, the use of clozapine in the United Kingdom has been associated with
convulsions.

(Reference: (WHODIB) WHO Drug Information Bulletin, 2: 10, , 1977)

Product Name

C.A.S. number

Legislative or regulative action

Cobalt (non-radioactive forms)
7440-48-4

Country Effective Description of action taken
Date Grounds for decision

USA Jul 1967 Withdrawn from the market and prohibited for export (non-radioactive forms only) by the
Food and Drug Administration due to the lack of evidence of effectiveness in treating iron-
deficiency anemia and on the basis of toxic effects in humans including liver damage,
claudication, myocardial damage, thyroid hyperplasia, hypothyroidism, dermatitis, nausea
and anorexia.
(Reference: (FEREAC) Federal Register, 32, 7945, 1967)

KWT 26 Oct 1967 Importation and marketing of preparations containing inorganic cobalt salts are prohibited.

WHO Comment : The World Health Organization has no information further to the
above regarding preparations containing cobalt or to indicate that they are still
commercially manufactured.

Product Name

C.A.S. number

Codeine
6095-47-8
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Product Name Codeine

C.A.S. number 6095-47-8

Scientific and common names, and synonyms
6-HYDROXY-3-METHOXY-N-METHYL-4,5 EPOXYMORHIN-7-ENE
7,8-DIDEHYDRO-4,5-ALPHA-EPOXY-3-METHOXY-17-METHYLMORPHINAN-6-ALPHA-OL MONOHYDRATE
MORPHINAN-6-OL, 7,8-DIDEHYDRO-4,5-EPOXY-3-METHOXY-17-METHYL- MONOHYDRATE, (SALPHA 6ALPHA)

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision
BGD Sep 1985 Use of codeine in any dosage form has been banned due to liability for addiction and
misuse.
MYS 1 Jan 1996 The Drug Control Authority has banned the import of all cough preparations containing

codeine with effect on 1 January 1996 and all imported products have been recalled.
Local manufacture of all combination products containing codeine with ephedrine or
pseudoephedrine has also been banned and product registrations have been withdrawn.
The products can be reformulated and new applications for registration submitted. The
agency has not registered any new product containing codeine since 1992, when a
decision was made to stop registration of new codeine-containing products.

(Reference: (MYSDI) Berita Ubat-Ubatan (Drug Information), 9(4): 2, , Dec 1995)

MUS Aug 2001 All codeine based products have been moved to the prescription-only status, import of
these products require authorization from the Ministry of Health, Importers and
distributors are required to submit monthly returns of sales.

(Reference: (MUSCW) Communication to WHO, , , 27 Aug 2001)

MYS 31 Dec 2002 The Drug Control Authority in Malaysia has announced that liquid codeine-containing
preparations will not be available after 31 December 2002. This announcement follows its
decision to cancel the registration of these products due to the growing problem of
codeine misuse and abuse in Malaysia.

(Reference: (MYSDN) Berita Ubat-Ubatan (Drug Newsletter), 19:5,, Aug 2002)

WHO Comment : Codeine, which has antitussive, opioid analgesic and
antidiarrhoeal activity, was first extracted from opium in 1832 and has since been
widely used in medicine. The development of dependence and its potential for
abuse resulted in the control of the substance under Schedule Il of the 1961 Single
Convention on Narcotic Drugs. Preparations containing codeine remain widely
available and are included in the WHO Model List of Essential Drugs.

(Reference: (WHTAC1) The Use of Essential Drugs, 2nd Report of the WHO Expert
Committee, 722,, 1985)

Product Name Coumarin (synthetic)
C.A.S. number 91-64-5

Scientific and common names, and synonyms
2H-1-BENZOPYRAN-2-ONE

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision
AUS 15 Aug 1996 The Department of Health and Family Services cancelled the registration of 200 mg

coumarin tablets (Lodema®) on the grounds that the safety and quality of the product are
unacceptable, after reports of death in women who developed hepatotoxicity associated
with its use.

(Reference: (AUSTGA) Therapeutic Goods Administration, Department of Community
Services and Health, , , 23 Aug 1996)

FRA Dec 1996 The manufacturer, with the agreement of the Agence du Médicament, has decided to
suspend the marketing authorization of coumarin (Lysedem®) because of its
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Product Name Coumarin (synthetic)
C.A.S. number 91-64-5

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision

unfavourable risk/benefit profile, and particularly because of several reports of hepatic
adverse effects.

(Reference: (FRAAMR) Rapid Alert - Pharmacovigilance, , , 23 Dec 1996)

Product Name Cyclamates in drugs
C.A.S. number 139-05-9

Scientific and common names, and synonyms
CYCLOHEXANESULFAMIC ACID

SULFAMIC ACID, CYCLOHEXYL-

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision
PER Oct 1969 Banned in pharmaceuticals due to its carcinogenic effects in experimental animals.
PHL Jan 1971 Cyclamic acid (or its salts) used as a sweetening agent in drugs has been withdrawn due

to evidence of its carcinogenicity in animals.

PAN 23 Nov 1971 Cyclamates are no longer allowed in pharmaceutical preparations.
(Reference: (PANMR) Ministry of Health Resolution, 534, , Nov 1971)

THA Dec 1974 As pharmaceutical ingredients, cyclamate and its salts are restricted to dosages of 3.5
g/day in adults and 1.2 g/day in children.

BGD Jun 1982 Use of cyclamate as a sweetening agent has been banned due to reported adverse
effects.

GRC 1986 Registration not approved.

NGA 1988 Sodium cyclamate has been banned, because its use has been associated with

carcinogenicity in experimental animals.
(Reference: (NGAPN) Pharmanews, 10(11), 15, 1988)

WHO Comment : Cyclamates, non-nutritive sweetening agents, have been used as
additives in food and drugs since 1950. They have been demonstrated to have a
carcinogenic potential at very high and long-sustained dosage in experimental
animals. Some countries have consequently banned their use as food additives,
whereas in others they remain available for this purpose. Most countries, however,
continue to allow their use in small quantities in pharmaceutical preparations.
(Reference: (WHODI) WHO Drug Information, 77.2, 12, 1977)

Product Name Cyclandelate

C.A.S. number 456-59-7

Scientific and common names, and synonyms
3,3 5-TRIMETHYLCYCLOHEXYL MANDELATE

3,3,5-TRIMETHYLCYCLOHEXANOL ?-PHENYL-?-HYDROXYACETATE

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision
USA Dec 1996 The Food and Drug Administration withdrew the marketing approval for the peripheral

vasodilator cyclandelate on the grounds that this product has not been shown to be
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Product Name Cyclandelate
C.A.S. number 456-59-7

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision

effective for such use.
(Reference: (FEREAC) Federal Register, 61(233) , p. 64099, 1996)

WHO Comment : Cyclandelate is a papaverine type spasmolytic and vasodilating
drug intended for symptomatic treatment of various peripheral vascular disorders,
such as intermittent claudication in arteriosclerosis obliterans as well as a
treatment for cognitive dysfunction in patients suffering from senile dementia of
the multi-infarct or Alzheimer's type. Cyclandelate remains registered in several

countries.
Product Name Cyclopenthiazide
C.A.S. number 742-20-1

Scientific and common names, and synonyms
2H-1,2,4-BENZOTHIADIAZINE-7-SULFONAMIDE, 6-CHLORO-3-(CYCLOPENTYLMETHYL)-3,4-DIHYDRO-,1,1-DIOXIDE

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision
NZL Feb 1997 The Therapeutics Section has restricted the indications for the thiazide diuretic,

cyclopenthiazide, by deleting the indications for idiopathic hypercalciuria and oedema
due to heart failure.

(Reference: (NZLPU) Prescriber Update, No.14,, Feb 1997)

WHO Comment : Cyclopenthiazide, a thiazide diuretic, was introduced in 1968. It
continues to be used mainly in combination drugs.

Product Name Cyproheptadine
C.A.S. number 129-03-3

Scientific and common names, and synonyms
PIPERIDINE,4-(5H-DIBENZO(A,D)CYCLOHEPTEN-5-YLIDENE)-1-METHYL-
PIPERIDINE, 4-(5H-DIBENZO[A,D]-CYCLOHEPTEN-5-YLIDENE)-1-METHYL-, HYDROCHLORIDE, SESQUIHYDRATE

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision
GHA 1979 Sale and use of preparations containing cyproheptadine have been severely restricted

due to abuse of its appetite stimulant effect.

BGD 1982 Under the provisions of the Drugs (Control) Ordinance, cyproheptadine was banned
following unacceptable promotion encouraging its use as an appetite stimulant.

(Reference: (BGDCO) The Drugs (Control) Ordinance, ,, 1982)

MYS Nov 1986 All products containing cyproheptadine marketed as an appetite stimulant have been
withdrawn.
(Reference: (MYSDC) Malaysian Drug Control Authority, No.4, , Nov 1986)

GBR Jan 1994 The manufacturer of the antihistamine, cyproheptadine, has announced that it is no

longer indicated as an appetite stimulant. The syrup formulation as the most often used
in children will no longer be available in the United Kingdom. Use of the product as an
antihistamine is not affected.

(Reference: (GBRPHJ) The Pharmaceutical Journal, 252:136,, 1994)
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Product Name

Cyproheptadine

C.A.S. number 129-03-3

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision

WHO Comment : Cyproheptadine, an antihistamine with anticholinergic and
serotonin-antagonist properties, was introduced in 1961 for the symptomatic relief
of allergy and was subsequently used as an appetite stimulant. In 1982 the drug
was prohibited in Bangladesh because of its misuse as an appetite stimulant due
to inappropriate promotion. Cyproheptadine remains widely available and the
current marketing policy of the major manufacturer requires that it should be used
as an appetite stimulant only under the supervision of a physician who should be
assured that adequate food is available.

Product Name Cyproterone acetate
C.A.S. number 2098-66-0

Scientific and common names, and synonyms
3'H-CYCLOPROPA([L,2]PREGNA-1,4,6-TRIENE-3,20-DIONE, 17-(ACETYLOXY)-6-CHLORO-1,2-DIHYDRO-, (1?,2?)-

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision
GBR Feb 1995 The Committee on Safety of Medicines decided that in view of the hepatoxicity

associated with long-term daily use of cyproterone in prostatic cancer, it should be
restricted to short courses to cover flare associated with testosterone agonists, to
treatment of hot flushes after orchidectomy or LHRH agonists and to patients who have
not responded to, or are intolerant of other treatments.

(Reference: (GBRCPP) Current Problems in Pharmacovigilance, vol.21,, Feb 1995)

WHO Comment : Cyproterone was introduced in the late sixties. Itis an orally-
active anti-androgen with competitive inhibitory effects on androgen-sensitive
target organs. It also has anti-gonadotropic and progestative properties. In 1995
the drug was found to have a hepatotoxic effect.

Product Name Dalkon shield

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision
USA 1974 The Dalkon shield has not been marketed since 1974, when the manufacturer withdrew

the product from distribution following reports of mid-trimester septic abortions. In
September 1980 the manufacturer issued a letter to all doctors recommending removal
of all Dalkon shields due to an increased risk of pelvic inflammatory disease caused by
actinomyces israeli. The Food and Drug Administration has recently stated that due to an
increased risk of pelvic inflammatory disease, the Dalkon shield intrauterine device
should be removed from any woman still using one. Women using the Dalkon shield
were shown to have a fivefold increased risk of pelvic inflammatory disease compared
with women using other types of IUD.

(Reference: (FDADB) FDA Drug Bulletin, 13(2), , 1983)

GBR 1985 The manufacturer of the device has written to all doctors reminding them that women still
wearing the Dalkon shield should have the device removed. Marketing was discontinued
in 1975 and a similar letter was distributed in 1980.

NZL 1985 The New Zealand Health Authorities have instituted a programme to ensure that all
women still wearing a Dalkon shield IUD have their device removed.
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Product Name

Legislative or regulative action

Dalkon shield

Effective
Date

Country

Description of action taken
Grounds for decision

(Reference: (NZCSL) Clinical Services Letter, Department of Health, 234, , July 1985)

Product Name

C.A.S. number

Legislative or regulative action

Danazol
2004-0-0004

Country Effective Description of action taken
Date Grounds for decision
GBR 10 Sep 2003 The use of danazol (Danol) has been restricted to second-line therapy in endometriosis

and benign fibrocystic breast disease, as a result of safety and risk-benefit assessments
suggesting that it may increase the baseline risk of ovarian cancer in patients being
treated for endometriosis.

(Reference: (GBRMI) News and updates, , , 10 Sep 2003)

Product Name

C.A.S. number

Dantron
117-10-2

Scientific and common names, and synonyms

Legislative or regulative action

9,10-ANTHRACENEDIONE, 1,8-DIHYDROXY,1,8-DIHYDROXYANTHRAQUINONE
9,10-ANTHRACENEDIONE,1,8-DIHYDROXY-

ANTRAPUROL

CHRYSAZIN

DIANTHON

DANTHRON

1,8-DIHYDROXYANTHRAQUINONE

Effective
Date

Country

Description of action taken
Grounds for decision

NOR 1987

DEU 31 Jan 1987

JPN Feb 1987

USA 30 Mar 1987

GBR Apr 1987

SGP 15 Jan 1988

The major manufacturer has discontinued production of products containing dantron. All
other manufacturers in Norway have subsequently withdrawn such preparations.
(Reference: (NNSLM) Nytt fra Statens Legemiddelkontroll, 3(6),, 1987)

The Federal Health Office no longer permits the use of dantron in pharmaceutical
preparations.

The Ministry of Health and Welfare has requested manufacturers to discontinue
production and marketing of laxatives containing dantron.

The United States Food and Drug Administration advised manufacturers to discontinue
production of laxatives containing dantron and to recall all such products from retail
stores.

The Committee on Safety of Medicines advised that the licensed indications for those
products containing dantron that remain on the market should be limited to: (1)
constipation in geriatric practice and analgesic-induced constipation in the terminally ill
and (2) constipation in cardiac failure and coronary thrombosis (conditions in which
defaecation must be free of strain). The Committee also advised that these products
should be subjected to prescription control as quickly as possible.

The Ministry of Health has prohibited the import and sale of dantron on the basis of
potential carcinogenicity.
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Product Name Dantron
C.A.S. number 117-10-2

Legislative or regulative action

Country Effective
Date

Description of action taken
Grounds for decision

CAN Nov 1997

CAN 25 Nov 1997

GBR May 2000

Bibliographical references

(Reference: (SGPRD) The Sale of Drugs (Prohibited Drugs) Regulations, S9, 7, Jan
1988)

After reviewing the benefits and risks associated with the use of dantron-containing
stimulant laxatives, Health Canada has concluded that dantron is a genotoxic animal
carcinogen and that the risks of using these products outweigh the therapeutic benefits.
Dantron is a synthetic anthraquinone and, although there is no direct evidence that it has
caused cancer in humans, it may have a carcinogenic potential. Manufacturers have
voluntarily ceased sale of their products.

(Reference: (CANPR) Press Release, 1997-64, , 25 Nov 1997)

After reviewing the benefits and risks associated with the use of dantron-containing
stimulant laxatives, Health Canada has concluded that dantron is a genotoxic animal
carcinogen and that the risks of using these products outweigh the therapeutic benefits.
Dantron is a sythetic anthraquinone and, although there is no direct evidence that it has
caused cancer in humans, it may have a carcinogenic potential. Manufacturers have
voluntarily ceased sale of their products.

(Reference: (CANPR) Press Release, 1997-64, , 25 Nov 1997)

The Medicines Control Agency has severely restricted the use of the laxative, dantron
following studies showing genotoxicity. It is now restricted to use in terminally ill adult
patients only.

(Reference: (GBRMCA) Communication to WHO, , , 30 Aug 2000)
WHO Comment : Dantron, an anthroquinone derivative, has been available for over
twenty years and is widely used as a laxative. The results of two chronic toxicity

studies in rodents, published in 1985 and 1986, have shown that administration of
high doses is associated with the development of intestinal and liver tumours.

IARC MONOGRAPH, 50, 265, 1990

Product Name

C.A.S. number

Depot medroxyprogesterone acetate (DMPA)
71-58-9

Scientific and common names, and synonyms

Legislative or regulative action

DMPA
PREGN-4-ENE,3,20-DIONE, 17-(ACETYLOXY)-6-METHYL-,(6ALPHA)
17-HYDROXY-6ALPHA-METHYLPREGN-4-ENE-3,20-DIONE ACETATE

Country Effective Description of action taken
Date Grounds for decision

DEU 1983 The use of injectable steroid preparations for contraceptive purposes has been restricted
to use by women with a normal menstrual cycle who do not tolerate other forms of
contraception. Pregnancy must be excluded before treatment is started and it is
contraindicated during lactation. The label must bear a warning about adverse effects
including menstrual disturbances and headaches.

GBR 1983 Approved for long-term contraception when other methods are unacceptable or
inappropriate.

SWE 1983 Approved for long-term contraception when other methods have given rise to adverse
reactions or otherwise been judged as inappropriate. Patients must accept that after
conclusion of treatment return of fertility may be slow.

ZMB 7 Dec 1983 The use of medroxyprogesterone acetate in injectable form as a contraceptive is
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Product Name Depot medroxyprogesterone acetate (DMPA)
C.A.S. number 71-58-9

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision

prohibited. The drug may only be imported or exported on a licence issued by the
Director of Medical Services.

(Reference: (ZMBSI) Statutory Instrument, No.166-167, , Dec 1983)

EGY 1984 Use of this drug was restricted to contraception in women with a normal menstrual cycle
who do not tolerate other forms of contraception.

USA 1984 Approval for this product was not granted on the grounds that the available evidence did
not provide a sufficient basis for determining that depot medroxyprogesterone acetate is
safe for general marketing in the USA. However, multinational studies subsequently
indicated that the risk of cancer associated with its use was minimal or absent and the
drug was registered in 1992.

(Reference: (HHSNS) HHS News: US Department of Health and Human Services, , , 29
Oct 1992)
(Reference: (FEREAC) Federal Register, 49, 43507, Oct 1984)

WHO Comment : A depot preparation containing 150 mg medroxyprogesterone
acetate was introduced over 20 years ago for use as a long-acting injectable
contraceptive. Subsequently, positive results of carcinogenicity studies carried out
in beagle bitches led to refusal of registration in the United States. These findings
were later considered irrelevant to contraceptive use in women and the drug was
approved by the Food and Drug Administration. Menstrual irregularities are the
most common adverse effect associated with depot medroxyprogesterone acetate.
Risk-benefit judgements differ significantly from country to country, having regard
to differing national circumstances. The preparation is, however, widely available
and is included in the WHO Model List of Essential Drugs.

(Reference: (WHTAC4) The Use of Essential Drugs, 4th Report of the WHO Expert
Committee, 796, , 1990)

(Reference: (WHTAC1) The Use of Essential Drugs, 2nd Report of the WHO Expert
Committee, 722,, 1985)

(Reference: (WHODI) WHO Drug Information, 2(1), 31, 1988)

Product Name Dequalinium
C.A.S. number 6707-58-0

Scientific and common names, and synonyms
DECAMINIUM

DECALINIUM CHLORIDE

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision
BGR Aug 1998 The Bulgarian Drug Agency in the Ministry of Health withdrew the vaginal tablet of

dequalinium (Efisol) because of serious adverse reactions reported in the country.
(Reference: (BGRBDA) Communication to WHO, ,, )

Product Name Dequalinium chloride
C.A.S. number 522-51-0

Scientific and common names, and synonyms
1,1-DECAMETHYLENEBIS (4-AMINOQUINALDINIUM CHLORIDE)

Legislative or regulative action
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Product Name

Dequalinium chloride

C.A.S. number 522-51-0
Country Effective Description of action taken
Date Grounds for decision
GRC 1984 Withdrawn from the market due to an unacceptable benefit to risk ratio (low efficacy/skin

reactions).

WHO Comment : Skin reactions to dequalinium chloride, including necrotic
lesions, have been reported. It remains available as a mouth and throat disinfectant
in many countries.

Product Name

C.A.S. number

Dexamfetamine
51-64-9

Scientific and common names, and synonyms

Legislative or regulative action

BENZENEETHANAMINE, ALPHA-METHYL-,(S)-
DEXTROAMPHETAMINE

DEXAMPHETAMINE
(+)-ALPHA-METHYLPHENETHYLAMINE

Country Effective Description of action taken
Date Grounds for decision

USA 1973 Anorectic drugs containing dexamfetamine were withdrawn from the market by the Food
and Drug Administration due to evidence of abuse and a high risk of dependence.

TUR 6 Sep 1982 Banned for production, import, export, sale and use.

OMN 10 May 1982 Import and marketing of products containing dexamfetamine were prohibited.
(Reference: (OMNCR) Circular, 11/82, , May 1982)

NGA 1988 All products containing dexamfetamine have been banned.

(Reference: (NGAPN) Pharmanews, 10(11), 15, 1988)

WHO Comment : Dexamfetamine, an amfetamine derivative, is controlled under
Schedule Il of the 1971 Convention on Psychotropic Substances. See WHO
comment for amfetamine.

(Reference: (UNCPS2) United Nations Convention on Psychotropic Substances (ll),
,, 1971)

Product Name

C.A.S. number

Dexfenfluramine
3239-44-9

Scientific and common names, and synonyms

Legislative or regulative action

(S)-N-ETHYL-ALPHA-METHYL-3-(TRIFLUOROMETHYL)BENZENEETHANAMINE

Country Effective Description of action taken
Date Grounds for decision
BRA Aug 2001 Registration has been cancelled due to risks of heart valve disorders.

(Reference: (BRARES) Resolucao n., 147/ANVISA, , 14 Aug 2001)

Product Name

C.A.S. number

Dexfenfluramine hydrochloride
3239-45-0

Scientific and common names, and synonyms

(S)-N-ETHYL-A-METHYL-3-TRIFLUROROMETHYLPHENETHYLAMINE HYDROCHLORIDE
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Product Name

C.A.S. number

Legislative or regulative action

Dexfenfluramine hydrochloride
3239-45-0

Country Effective Description of action taken
Date Grounds for decision

MAR Sep 1997 The manufacturer of dexfenfluramine removed the product dexfenfluramine from the
market because of the risk of rare, but potentially fatal pulmonary artery hypertension.
(Reference: (MARDMP) Letter to WHO, , , 08 Sep 2000)

PHL Sep 1998 The Department of Health Bureau of Food and Drugs has noted the voluntary withdrawal
by the sponsoring company of the anorectic drugs fenfluramine and dexfenfluramine.
(Reference: (PHLCTW) Communication to WHO, , , 15 Aug 2000)

LTH May 2000 The State medicines Control Agency has withdrawn for the market capsules of

dexfenfluramine for reasons of safety.
(Reference: (LTHMCA) Order of State Medicines Control Agency, No. 8, , 10 Jan 2000)

Product Name

C.A.S. number

Dextromethorphan
125-71-3

Scientific and common names, and synonyms

Legislative or regulative action

(9ALPHA,13ALPHA,14ALPHA)-3-METHOXY-17-METHYLMORPHINAN

Country Effective Description of action taken
Date Grounds for decision
OMN Jun 2001 All preparations containing dextramethorphan, either alone or in combination, have been

classified as controlled non-psychotropic drugs. This action was taken to ensure that the
drug is not misused, in view of a huge increase in its consumption in the form of cough
preparations etc.

(Reference: (OMNCR) Circular, 22/2001, , 22 July 2002)

Product Name

C.A.S. number

Dibenzepin hydrochloride
315-80-0

Scientific and common names, and synonyms

Legislative or regulative action

11H-DIBENZO(B,E)(1,4)-DIAZEPIN-11-ONE, 10-(2-DIMETHYLAMINO)-ETHYL)-5, 10-DIHYDRO-5-METHYL-,
MONOHYDROCHLORIDE

10-(2-DIMETHYLAMINO)ETHYL)-5,10-DIHYDRO-5-METHYL-11H-DIBENZO(B,E),(1,4)-DIAZEPIN-11-ONE
MONOHYDROCHLORIDE

Country Effective Description of action taken
Date Grounds for decision
SWE 1 Jan 1983 Dibenzepin hydrochloride was associated with an unexpectedly high number of fatal

suicidal attempts. The drug was withdrawn following discussions between the company
and the National Board of Health and Welfare.

WHO Comment : Dibenzepin hydrochloride, a tricyclic antidepressant, was
introduced in 1968 for the treatment of depressive illness. By 1973 its use in
Sweden had been associated with an unexpectedly high number of suicide
attempts which led to its withdrawal in that country. Although its use has lapsed in
several countries, it remains available in at least eight European countries.

Product Name

C.A.S. number

Diclofenac sodium
15307-79-6
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Product Name

C.A.S. number

Diclofenac sodium
15307-79-6

Scientific and common names, and synonyms

ACETIC ACID, O-(2,6-DICHLOROANILINO)PHENYL)-, MONOSODIUM SALT
BENZENEACETIC ACID, 2-((2,6-DICHLOROPHENYL)AMINO)-, MONOSODIUM SALT
SODIUM (O-(2,6-DICHLOROANILINO)PHENYL) ACETATE

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision
PHL Sep 1983 Disapproved for use due to fear of exposure of young children to risks of agranulocytosis,
leucopenia and thrombocytopenia.
NOR 1987 Diclofenac acid is not approved for registration because the results of carcinogenicity

testing in rats were not clearly negative and testing in another species is required.

WHO Comment : The World Health Organization currently has no information to
suggest that diclofenac is less safe than other widely available non-steroidal
antiinflammatory substances of this type, or that children are particularly liable to
react adversely. It is registered in many countries in several dosage forms,
including a 12.5 mg suppository indicated for juvenile arthritis.

Product Name

C.A.S. number

Dicycloverine
77-19-0

Scientific and common names, and synonyms

DICYCLOMINE
(BICYCLOHEXYL)-1-CARBOXYLIC ACID, 2-(DIETHYLAMINO)ETHYL ESTER
2-(DIETHYLAMINO)ETHYL (BICYCLOHEXYL)-1-CARBOXYLATE

Legislative or regulative action

Effective
Date

Country

Description of action taken
Grounds for decision

SWE 1985

AUS 20 Feb 1985

NZL 18 Mar 1986

BGD Dec 1986
GBR

NOR

The Swedish Board of Drugs has recommended that dicycloverine be used only by
specialists for the treatment of very severe cases of infantile colic.

(Reference: (SSLMS) Information frdn Socialstyrelsens Laekemedelsavdelning, No.6, ,
Oct 1985)

The manufacturer has warned against administration of dicycloverine to infants under six
months of age and deleted colic from the indications.

The Department of Health has issued a statement that liquid dicycloverine preparations
for the treatment of colic are no longer recommended for infants under six months of age.
(Reference: (NZCSL) Clinical Services Letter, Department of Health, 242, , 1986)

Syrup and drop forms are being withdrawn to avoid possible misuse and adverse
reactions in children.

The manufacturer has warned against administration of dicycloverine to infants under six
months of age and deleted colic from the indications.

In view of its propensity to cause serious adverse reactions in infants under six months of
age, the Drug Control Board has prohibited the import of dicycloverine.

WHO Comment : Dicycloverine, an anticholinergic agent with antispasmodic and
local anaesthetic activity, was introduced in 1952 for treatment of functional
conditions involving smooth muscle of the gastrointestinal tract. Its use in the
treatment of colic in infants under six months of age has been associated with
irritability and restlessness, convulsions and apnoea which has led the major
manufacturer to issue revised global prescribing information in 1985
contraindicating the use of dicycloverine in this age group. Subsequently
restrictive regulatory action directed to other available brands of this drug was
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Product Name

C.A.S. number

Legislative or regulative action

Dicycloverine
77-19-0

Country Effective
Date

Description of action taken
Grounds for decision

taken in several countries. Preparations containing dicycloverine remain available
in at least ten major markets.

Product Name

C.A.S. number

Dienestrol
84-17-3

Scientific and common names, and synonyms

Legislative or regulative action

DINOVEX

DIENOL

PHENOL, 4,4'-(DIETHYLIDENEETHYLENE)DI-
4,4'-(1,2-DIETHYLIDENE-1,2-ETHANEDIYL)BIS-PHENOL, (E,E)-

Country Effective
Date

Description of action taken
Grounds for decision

AUT Feb 1977

ITA 1979

KWT Apr 1980
SAU

VEN

Pharmaceutical specialities containing dienestrol, diethylstilbestrol, hexestrol and their
derivatives have been withdrawn following reports indicating an association between
prenatal exposure to diethylstilbestrol and the subsequent development of
adenocarcinoma in post pubertal girls and young women. The use of stilbene derivatives
is only authorized for the treatment of cancer of the prostate.

Withdrawn from the market due to suspected carcinogenicity in newborns following
prenatal exposure.

Prohibited for import.

Following reports indicating the development of adenocarcinoma in post-pubertal girls
and young women exposed prenatally to preparations containing diethylstilbestrol,
dienestrol and their derivatives, the Drug Committee prohibited the use of these products
during pregnancy.

Subject to restricted use and/or sale.

WHO Comment : Dienestrol is a stilbene derivative. See WHO comment for
diethylstilbestrol. Vaginal forms of dienestrol, which were introduced in 1947, are
currently available in over 35 countries for the management of hypoestrogenic
vaginal atrophy.

(Reference: (WHODI) WHO Drug Information, 77.1, 16, 1977)

Product Name

C.A.S. number

Legislative or regulative action

Diethylaminoethoxyhexestrol
2691-45-4

Country Effective Description of action taken
Date Grounds for decision
JPN Dec 1970 This product for the treatment of angina pectoris was voluntarily withdrawn from

production by the manufacturer due its effects on the liver.

WHO Comment : The World Health Organization has no information further to the
above regarding preparations containing diethylaminoethoxyhexestrol, a coronary
vasodilator, or to indicate that they are still commercially manufactured.

Product Name

Diethylstilbestrol
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C.A.S. number

56-53-1

Scientific and common names, and synonyms

Legislative or regulative action

ALPHA,ALPHA'-DIETHYL-(E)-4,4-STILBENEDIOL
DIETHYLSTILBOESTROL

PHENOL, 4,4-(1,2-DIETHYL-1,2-ETHENEDIYL)BIS-,(E)-
STILBOESTROL

Country

Effective

Date

Description of action taken
Grounds for decision

PAN 15

USA 4

AUT

DEU
GRC
KWT

TUN
ITA

SAU

Bibliographical references

Jul

Aug

Feb

Feb

Jan

May

1973

1975

1977

1977
1980
1980

1983

Sale and use of diethylstilbestrol or its derivatives in subcutaneous implants is prohibited.
(Reference: (PANMR) Ministry of Health Resolution, No.1A, , Jan 1973)

Because of a statistically significant association between maternal ingestion during
pregnancy of diethylstilbestrol (and close congeners) and the occurrence of vaginal
carcinoma in the offspring, the labelling of all such products has previously been required
to state that their use in pregnancy is contraindicated. An additional warning is now
required concerning the possible development of vaginal adenosis in postpubertal girls
whose mothers received diethylstilbestrol during pregnancy.

(Reference: (FEREAC) Federal Register, 40, 32773, Aug 1975)

Pharmaceutical specialities containing diethylstilbestrol, dienestrol, hexestrol and their
derivatives have been withdrawn following reports indicating an association between
prenatal exposure to diethylstilbestrol and the subsequent development of
adenocarcinoma in postpubertal girls and young women. The use of stilbene derivatives
is only authorized for the treatment of cancer of the prostate.

Indications for use restricted to the treatment of carcinoma of the prostate.
Diethylstilbestrol is registered solely for the treatment of cancer of the prostate.

Importation of pharmaceutical preparations containing diethylstilbestrol and
diethylstilbestrol diphosphate is prohibited.

Prohibited for pregnancy-related uses in women; restricted to urological use only.

Withdrawn from the market owing to an unfavourable risk-benefit ratio and the lack of
substantial evidence of efficacy.

Following reports indicating the development of adenocarcinoma in post-pubertal girls
and young women exposed prenatally to preparations containing diethylstilbestrol,
dienestrol and their derivatives, the Drug Committee prohibited the use of these products
during pregnancy.

WHO Comment : Diethylstilbestrol, a synthetic estrogen which is a stilbene
derivative, was introduced into obstetric practice in the late 1940s and
subsequently widely used for the treatment of threatened abortion. This use was
later shown to be associated with an increased risk of vaginal cancer in the
offspring which resulted in restrictive regulatory action in several countries.
Diethylstilbestrol and other stilbenes remain available in many countries, however,
for the treatment of certain hormone-dependent neoplasms including carcinoma of
the prostate and postmenopausal breast cancer.

(Reference: (WHODI) WHO Drug Information, 77.1, 16, 1977)

IARC MONOGRAPH, 6, 55, 1974
IARC MONOGRAPH, 21, 173, 1979
IARC MONOGRAPH, SUPPL.4, 184, 1982

Product Name

C.A.S. number

Difemerine
80387-96-8

Scientific and common names, and synonyms

2-(DIMETHYLAMINO)-1,1-DIMETHYLETHYL BENZILATE
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Product Name Difemerine
C.A.S. number 80387-96-8

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision
DEU Mar 1986 Oral preparations of difemerine were withdrawn by the manufacturer on the grounds of

exceptionally frequent adverse effects.

Product Name

C.A.S. number

Difenoxin
28782-42-5

Scientific and common names, and synonyms

Legislative or regulative action

DIFENOXYLIC ACID
1-(3-CYANO-3,3-DIPHENYLPROPYL)-4-PHENYL-ISONIPECOTIC ACID
4-PIPERIDINECARBOXYLIC ACID, 1-(3-CYANO-3,3-DIPHENYLPROPYL)-4-PHENYL-

Country Effective Description of action taken
Date Grounds for decision

PAK Jun 1990 Drop and syrup formulations of products containing difenoxin intended for the treatment
of diarrhoea in children were banned.

OMN Sep 1990 Import and marketing of oral preparations intended for paediatric use containing difenoxin
were prohibited.
(Reference: (OMNMH) Ministry of Health, , , 29 Sep 1990)

KOR May 1991 Antidiarrhoeal products containing difenoxin were not accepted for registration.
(Reference: (KRMHSA) Ministry of Health and Social Affairs - Communication to WHO, ,
, 13 Dec 1991)

LBN Aug 1991 Use of products containing difenoxin in children under 5 years of age was discontinued

and preparations for paediateic use were withdrawn.
(Reference: (LBNMHD) Ministry of Health and Social Affairs Decree, 150/1, , Aug 1991)

WHO Comment : Difenoxin is the principal metabolite of diphenoxylate. See WHO
comment for diphenoxylate.

Product Name

C.A.S. number

Difurazone
804-36-4

Scientific and common names, and synonyms

Legislative or regulative action

1,3-BIS(5-NITROFURFURYLIDEN)ACETONEGUANYLHYDRAZONE

Country Effective Description of action taken
Date Grounds for decision
JPN Jul 1977 Withdrawn from all marketed preparations on the grounds that it has been superseded by
safer and more effective preparations.
SAU The withdrawal of nitrofuran compounds is under consideration since they have been
superseded by safer and more effective preparations.
VEN Not approved for use and/or sale.

WHO Comment : Difurazone, a nitrofuran derivative, was formerly used as an
antiinfective agent. It has, however, been superseded by safer compounds and
WHO has no information to suggest that it remains commercially available.

Product Name

Dihydrostreptomycin

Legislativeor regulation action
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C.A.S. number 128-46-1
Scientific and common names, and synonyms
DST
DHSM

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision

USA Sep 1970 Withdrawn from the market (injectable form) and prohibited for export by the Food and
Drug Administration on the grounds of an unfavourable benefit/risk ratio. This antibiotic is
considered unsafe due to its ototoxic hazards.

PHL 1972 Dihydrostreptomycin and its salts, singly or in combination, were withdrawn from sale for
human use. The drug can cause severe vestibular damage.

ESP 1 Oct 1983 The Ministry of Health and Consumer Protection has withdrawn approval for
dihydrostreptomycin except in oral preparations.
(Reference: (ESPMC) Programa Selectivo de Revision de Medicamentos, ,, Sep 1983)

DOM Prohibited for use and/or sale since scientific studies have shown that it can cause
deafness.

ITA Withdrawn from the market owing to an unfavourable risk-benefit ratio and the lack of
substantial evidence of efficacy.

PER Prohibited for use in its injectable form. It has been found to cause permanent deafness.

WHO Comment : Dihydrostreptomycin, a derivative of the aminoglycoside
antibiotic streptomycin with similar antibacterial activity, was first synthesized in
1947 and subsequently used in the treatment of tuberculosis and gram-negative
infections. Preparations for systemic use have been widely withdrawn as a result
of concern regarding their severe ototoxicity. Dihydrostreptomycin is poorly
absorbed from the gastrointestinal tract. It remains available in oral preparations in
some countries.

Product Name

C.A.S. number

Dihydroxymethylfuratrizine
794-93-4

Scientific and common names, and synonyms

Legislative or regulative action

BIS(HYDROXYMETHYL)FURATRIZINE
(((6-2(5-NITRO-2-FURYL)VINYL)-AS-TRIAZIN-3-YL)IMIDO)DI-METHANOL

Country Effective Description of action taken
Date Grounds for decision
JPN Jul 1977 Withdrawn from all marketed preparations on the grounds that it has been superseded by
safer and more effective preparations.
SAU The withdrawal of nitrofuran compounds is under consideration since they have been
superseded by safer and more effective preparations.
VEN Not approved for use and/or sale.

WHO Comment : Dihydroxymethylfuratrizine, a nitrofuran derivative, was formerly
used as an antiinfective agent. It has, however, been superseded by safer
compounds and WHO has no information to suggest that it remains commercially
available.

Product Name

C.A.S. number

Dilevalol
75659-07-3

Scientific and common names, and synonyms

BENZAMIDE,2-HYDROXY-5-[1-HYDROXY-2-[(1-METHYL-3-PHENYLPROPYL)AMINOJETHYL]-,[R-(R*,R*]-

Legislativeor regulation action
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Product Name

C.A.S. number

Dilevalol
75659-07-3

Scientific and common names, and synonyms

()-5-[(1R)-1-HYDROXY-2-[[(1R)-1-METHYL-3-PHENYLPROPYL]AMINO]ETHYL] SALICYLAMIDE

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision
@WD 9 Aug 1990 Products containing dilevalol hydrochloride have been voluntarily discontinued by the

manufacturer, haveing regard to evolving evidence of isolated cases of liver toxicity.
(Reference: (SPCNR) Schering-Plough Corporation news release, , , 09 Aug 1990)

WHO Comment : Dilevalol, a beta-adrenoreceptor antagonist, was introduced into
medicine in 1989 for the treatment of hypertension. Shortly afterwards, its use
became associated with isolated cases of hepatic toxicity. Although few cases
were reported, the manufacturer discontinued sales in Japan and Portugal, the
only countries where the drug was marketed, and withdrew applications for
registration elsewhere.

Product Name

C.A.S. number

Dimazole
95-27-2

Scientific and common names, and synonyms

AMYCAZOL
BENZOTHIAZOL,6-(2-DIETHYLAMINOETHOXY)-2-DIMETHYLAMINO-
DIAMTHAZOLE DIHYDROCHLORIDE

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision
USA Jul 1977 Withdrawn from the market and prohibited for export by the Food and Drug

Administration on the grounds that the drug was not shown to be safe for its indicated
uses. Neurotoxic effects had been found in humans. Products containing this ingredient
had been used for the prophylaxis and treatment of athletes' foot.

(Reference: (FEREAC) Federal Register, 42, 37057, July 1977)

WHO Comment : Dimazole, an antifungal agent, was introduced in 1951 for the
treatment of tinea infections. Although the major manufacturer subsequently
discontinued marketing preparations in the United States, the US Food and Drug
Administration formally withdrew marketing approval for such preparations in 1977
on the grounds of their association with severe neurotoxic reactions, their
potential for misuse and the availability of safer alternative products. Topical
preparations of dimazole remain available in some 40 countries.

Product Name

C.A.S. number

Dinoprostone
363-24-6

Scientific and common names, and synonyms

PROSTAGLANDIN E2

PROSTA-5,13-DIEN-1-OIC ACID,11,15-DIHYDROXY-9-OXO-,(5Z,11ALPHA,13E,15S)-
(E.2)-(1R,2R,3R)-7-[3-HYDROXY-2-[(3S)-(3-HYDROXY-1-OCTENYL)]-5-OXOCYCLOPENTYL]-5-HEPTENOIC ACID
(5Z, 11ALPHA, 13E, 15S)-11, 15-DIHYROXY-9-OXOPROSTA-5, 13-DIEN-1-OIC ACID

Legislative or regulative action

Effective
Date

Country

Description of action taken
Grounds for decision

Legislativeor regulation action
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Product Name

C.A.S. number

Legislative or regulative action

Dinoprostone
363-24-6

Country Effective Description of action taken
Date Grounds for decision

GBR 19 Jul 1990 In consultation with the Department of Health, a controlled-release pessary containing
dinoprostone has been withdrawn by the manufacturer, having regard to reports of an
unacceptable incidence of uterine hypertonia and foetal distress.
(Reference: (CRDDL) Communication from Roussel enclosing "Dear Doctor" letter, , , 19
July 1990)

THA Apr 2001 Severely restricted for use as a prescription drug in hospitals only.

(Reference: (THACW) Communication to WHO, , , 28 Sep 2001)

WHO Comment : Dinoprostone, prostaglandin E2, was introduced into medicine in
1971 and is primarily used for cervical ripening during the induction of labour. It is
available in various formulations for oral, parenteral and vaginal administration.
Tablets, ampoules and vaginal dosage forms (tablets, pessaries, gel) remain
registered in many countries.

Product Name

Dionaea muscipula (extract)

Scientific and common names, and synonyms

Legislative or regulative action

VENUS FLY TRAP

Country Effective Description of action taken
Date Grounds for decision
DEU Jan 1986 The Federal Health Office has suspended the sale of an injectable herbal anticancer drug

prepared from the carnivorous plant Dionaea muscipula following hypersensitivity
reactions in almost two-thirds of patients.

WHO Comment : The World Health Organization has no information further to the
above regarding preparations containing Dionaea muscipula or to indicate that
they are still commercially manufactured.

Product Name

C.A.S. number

Diphenazine
13838-14-7

Scientific and common names, and synonyms

Legislative or regulative action

1,4-BIS(ALPHA-METHYLPHENETHYL)PIPERAZINE
1,4-BIS(1-PHENYLISOPROPYL)PIPERAZINE

Country Effective Description of action taken
Date Grounds for decision
HUN 1967 Withdrawn from the market on account of photosensitivity, and possibly cataract,
associated with its use.
VEN Not approved for use and/or sale.

WHO Comment : The World Health Organization has no further information
regarding preparations containing diphenazine and is not aware that they are still
commercially manufactured.

Product Name

Diphenoxylate

Legislativeor regulation action
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C.A.S. number

915-30-0

Scientific and common names, and synonyms

Legislative or regulative action

DIPHENOXYLATI HYDROCHLORIDIUM

ETHYL 1-(3-CYANO-3,3-DIPHENYLPROPY-4-PHENYLISONIPECOTATE

R-1132

4-PIPERIDINECARBOXYLIC ACID, 1-(3-CYANO-3,3-DIPHENYLPROPYL)-4-PHENLY -ETHYL

Country Effective Description of action taken
Date Grounds for decision

LIY 21 May 1990 Use of products containing diphenoxylate in children was banned.
(Reference: (LIYRL) Resolution of the General People's Health Committee, 141, , May
1990)

PAK Jun 1990 Drop and syrup formulations of products containing diphenoxylate intended for the
treatment of diarrhoea in children were banned.

MEX Dec 1990 Elixir formulations of products containing diphenoxylate intended for the treatment of
diarrhoea in children were withdrawn.
(Reference: (MEXMH) Communication from the Ministry of Health, , , 28 Nov 1990)

NPL 1991 Liquid formulations of products containing diphenoxylate either alone or in combination,
and intended forthe treatment of diarrhoea in children, were banned
(Reference: (NPLDDA) Communication from the Department of Drug Administration, , ,
27 Feb 1992)

PHL 1991 Paediatric formulations of products containing diphenoxylate were withdrawn.

KOR May 1991 Antidiarrhoeal products containing diphenoxylate were not accepted for registration.
(Reference: (KRMHSA) Ministry of Health and Social Affairs - Communication to WHO, ,
, 13 Dec 1991)

LBN 03 Aug 1991 Use of products containing diphenoxylate in children under 5 years of age was
discontinued and preparations for paediatric use were withdrawn.
(Reference: (LBNMHD) Ministry of Health and Social Affairs Decree, 150/1, , Aug 1991)

THA 27 May 1992 The Ministry of Public Health, withdrew the registration of products containing
diphenoxylate formulated as either syrup or drop formulation.
(Reference: (THAMH) Ministry of Public Health, , , 27 May 1992)

BHR 2000 The Ministry of Health has restricted the prescription of medicines containing

diphenoxylate as controlled medicines that should be dispensed only on special
prescriptions issued by the Directorate of Pharmacy and Drug Control at the Ministry of
Health with effect from 2 May 2000.

(Reference: (BHRCW) Communication with WHO, , , 27 June 2000)

WHO Comment : Diphenoxylate, a derivative of pethidine without analgesic

activity, is used in the symptomatic treatment of acute and chronic diarrhoea to
reduce intestinal motility. There is no clear evidence that it has any beneficial effect
in diminishing fluid losses and it has been associated with central nervous system
toxicity, particularly in children, which results in anorexia, nausea and vomiting,
headache, drowsiness, confusion, insomnia, dizziness, restlessness, euphoria and
depression. The World Health Organization recommends that diphenoxylate should
not be used for the management of diarrhoea in children and many countries have
since withdrawn products containing this compound indicated for paediatric use.

(Reference: (WHORUD) The Rational Use of Drugs, ,, 1990)

Product Name

C.A.S. number

Dithiazanine iodide
514-73-8

Scientific and common names, and synonyms

3-ETHYL-2-(5-(3-ETHYL-2-BENZOTHIAZOLINYLIDENE)-1,3-PENTADIENYL) BENZOTHIAZOLIUM IODIDE
3-ETHYL-2-(5-(3-ETHYL-2(3H)-BENZOTHIAZOLYLIDENE)-1,3-PENTADIENYL)- BENZOTHIAZOLIUM IODIDE

Legislativeor regulation action
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Product Name

C.A.S. number

Legislative or regulative action

Dithiazanine iodide
514-73-8

Country Effective Description of action taken
Date Grounds for decision

USA 1964 Reports of death associated with the use of dithiazanine iodide led the Food and Drug
Administration to limit the indications for its use to trichuris trichuria and strongyloides
stercoralis infestations of a clinically severe nature.

FRA Nov 1964 Withdrawn from the market in agreement with the manufacturer following reports of death
associated with its use.

TCD 1965 Following reports of fatal incidents associated with the use of dithiazanine iodide, the
Ministry of Foreign Affairs prohibited importation and marketing of this drug.

ITA 1979 Withdrawn from the market owing to an unfavourable risk/benefit balance.

CuB Withdrawn from use on grounds of adverse effects on the gastrointestinal tract. This drug

has been superseded by more effective and less toxic products.

WHO Comment : Dithiazanine iodide, an anthelminthic, was introduced in 1959 for
the treatment of strongyloid worms and whipworms. Between 1961 and 1964 its
use was associated with eight fatal cases of severe acidosis and shock. Although
the drug is not significantly absorbed from the gut, in normal circumstances it was
assumed that these fatalities were due to atypically high uptake from inflamed
intestinal mucosa. Dithiazanine iodide has been superseded by safer and more
effective drugs; however, it may remain available in some countries.

Product Name

C.A.S. number

Domperidone(injectable)
57808-66-9

Scientific and common names, and synonyms

Legislative or regulative action

5-CHLORO-1-(1-(3-(2-OX0-1-BENZIMIDAZOLINYL)PROPYL)-4-PIPERIDYL)-2- BENZIMIDAZOLINONE

2H-BENZIMIDAZOL-2-ONE, 5-CHLORO-1-(1-(3-(2,3-DIHYDRO-2-OXO-1H- BENZIMIDAZOL-1-YL)PROPYL)-4-
PIPERIDINYL)1,3-DIHYDRO-

Country Effective
Date

Description of action taken
Grounds for decision

@WD 31 Jan 1985

The manufacturer has informed the World Health Organization that injectable dosage
forms of the antiemetic domperidone have been voluntarily withdrawn from all markets
following reports of cases of cardiotoxicity associated with intravenous administration.
Suppositories remain available and injectable forms will continue to be supplied for a
named patient at the written request of a doctor.

WHO Comment : Domperidone, a peripheral dopaminergic antagonist, was
introduced in 1979 for the symptomatic relief of acute nausea and vomiting. The
major manufacturer became aware that the injectable formulation was being used
in some countries in much higher doses than those recommended to combat
nausea and vomiting in cancer patients treated with cytostatic agents. Such use -
which was not in conformity with the approved indications - was associated with
cardiotoxicity, which in some cases was fatal, and the manufacturer decided to
withdraw the injectable dosage form from the market worldwide in January 1985.
Suppositories, tablets and a suspension remain available and the manufacturer
continues to supply the injection for the treatment of a named patient at the written
request of a doctor on the understanding that the appropriate dosage
recommendations will be followed.

Product Name

C.A.S. number

Doxepin
1668-19-5

Legislativeor regulation action



Twefth Issue

PHARMACEUTICALS (MONOCOMPONENT PRODUCTS)

115

Product Name

C.A.S. number

Doxepin
1668-19-5

Scientific and common names, and synonyms

Legislative or regulative action

3-(DIBENZ[B,E]JOXEPIN-11-YLIDENE)PROPYL-DIMETHYLAMINE

Country Effective Description of action taken
Date Grounds for decision
NOR 1992 The Medicines Control Authority has decided that the 50 mg tablet formulation of doxepin

may be prescribed only in hospitals and specialized clinics because of the toxic potential
of this product and the risk of overdosage and suicide with the high dose formula.

(Reference: (NNSLM) Nytt fra Statens Legemiddelkontroll, 1,9, 1992)

WHO Comment : Doxepin, a tricyclic antidepressant was introduced in 1964 for the
management of endogenous depression. Much of the adverse effects are caused
by its antimuscarinic actions. These include dry mouth, cardiac arrhythmias,
central nervous system disturbances, blood disorders and risk of suicide. The risk
of suicide and dangers related to overdosage led the Norwegian Medicines Control
Authority to put the higher strength formulation under prescribing restriction in
1992. The risk of death following overdosage is apparently higher for products
containing tricyclic compounds as compared with nontricyclic products.

Product Name

C.A.S. number

Doxycycline hyclate(injectable)
24390-14-5

Scientific and common names, and synonyms

Legislative or regulative action

6-DEOXY-5BETA-HYDROXYTETRACYCLINE HYDROCHLORIDE

2-NAPHTACENECARBOXAMIDE 4-(DIMETHYLAMINO)-1,4,4A,5,5A,6,11,12A-OCTAHYDRO-3,5,10,12,12A-
PENTAHYDROXY-6-METHYL-1,11-DIOXO-,MONOHYDROCHLORIDE, COMPD. WITH
ETHANOL(2:1), MONOHYDRATE,[4S-(4ALPHA,4AALPHA 5ALPHA 5AALPHA 6 ALPHA,12AALPHA)I-

Effective
Date

Country

Description of action taken
Grounds for decision

FRA 1989

MAR May 2000

FRA Feb 2001

The use of injectable preparations containing doxycycline hyclate has been restricted
exclusively to hospitals, on the grounds that cases of anaphylactic shock and
bronchospasm, some of which have been fatal, have occurred during intravenous
administration of the product. Furthermore, these preparations should only be prescribed
to patients unable to take medicines orally and should always be administered by slow
intravenous infusion and under close supervision.

(Reference: (FRAMH) Ministry of Solidarity, Health and Social Protection, , , 17 Feb 1989)

The National Advisory Commission for Pharmacovigilance has suspended marketing
authorization for all pharmaceutical products containing doxycycline in capsule form.
There is evidence of a high risk of oesophageal damage with the administration of
capsules of doxycycline.

(Reference: (MARDMP) Letter to WHO, , , 08 Sep 2000)

The gel form of doxycycline preparations remain suspended in France due to frequent
associations of adverse effects on the oesophagus.

(Reference: (FRACW) Communication to WHO, , , 05 Oct 2001)

WHO Comment : Doxycycline, a semi-synthetic tetracycline derivative, was first
introduced into medicine in 1960 for the treatment of bacterial, rickettsial and
amoebic infections. Although allergic manifestations are uncommon, injectable
preparations have occasionally resulted in severe anaphylactoid reactions. Clinical
features and the fact that asthmatic patients seemed to be particularly at risk lead
to suspect a sulfite preservative in the formulation more than doxycycline itself.
Rapid administration may also be a factor. Injectable preparations of doxycycline
hyclate are included in the WHO Model List of Essential Drugs.

Legislativeor regulation action
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Product Name Doxycycline hyclate(injectable)
C.A.S. number 24390-14-5

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision

(Reference: (WHTAC4) The Use of Essential Drugs, 4th Report of the WHO Expert
Committee, 796,, 1990)

Product Name Dronabinol
C.A.S. number 1972-08-3

Scientific and common names, and synonyms
NSC-134454

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision
USA 1998 Dronabinol is reclassified from Schedule Il to Schedule 11l of the US Controlled

Substances Act. Dronabinal is internationally controlled in Schedule 1l of the 1971
Convention on Pyschotropic Substances.

(Reference: (FEREAC) Federal Register, 63(214) , p. 59751, 1998)

Product Name Droperidol
C.A.S. number 548-73-2

Scientific and common names, and synonyms
1-[1-[4-(FLUOROPHENYL)-4-OXOBUTYL]-1,2,3,6-TETRAHYDRO-4-PYRIDINYL]-1,3-DIHYDRO-2H-BENZIMIDAZOL-2-ONE

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision
GBR Mar 2001 Droperidol has been withdrawn in the UK following concerns about serious cardiac

adverse effects.
(Reference: (GBRISM) Information Safety Message, , , 11 Jan 2001)
IDN Jun 2001 The National Agency for Drug and Food Control (NADFC) has suspended the marketing
authorization of droperidol because of serious cardiac adverse effects.
(Reference: (IDNCW) Communication to WHO, , , 13 Sep 2001)

Product Name Droxicam
C.A.S. number 90101-16-9

Scientific and common names, and synonyms
5-METHYL-3-(2-PYRIDYL)-2H,5H-1,3-OXAZINO[5,6-C]-[1,2]BENZOTHIAZINE-2,4(3H)-DIONE 6,6-DIOXIDE

Legislative or requlative action

Country Effective Description of action taken
Date Grounds for decision
@EC 14 Dec 1994 The Committee on Proprietary Medicinal Products has advised that the marketing

authorization of droxicam should be suspended pending receipt of further data on
epidemiological and pharmacokinetic studies.

(Reference: (CPMPPO) Pharmacovigilance Opinion, No.18, , 14 Dec 1994)

WHO Comment : Droxicam is authorized to be marketed in many European
countries. Although droxicam is metabolized to piroxicam, it is considered that the

Legislativeor regulation action
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Product Name Droxicam
C.A.S. number 90101-16-9

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision

risk of hepatic damage differs from that shown by other NSAIDs products,
including piroxicam.

Product Name Ebrotidine

C.A.S. number 100981-43-9

Scientific and common names, and synonyms
P-BROMO-N-[(E)-({2-[{(2-[DIAMINOMETHYLENE)AMINO]-4-
THIAZOYLIMETHYL)THIOJETHYLIAMINO)METHYLENEIBENZENESULFONAMIDE

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision
PER La Direccion General de Medicamentos, Insumos y Drogas (DIGEMID) of the Ministry of

Health withdrew marketing authorization for the histamine H2 receptor antagonist
ebrotidine( Ebrocit) because of reports of serious liver dysfunction particularly on long-
term treatment and when the drug was administered with anti-inflammatory agents and
corticosteroids.

(Reference: (PERDGM) Alerta DIGEMID, No. 07-98, , 12 Oct 1998)

Product Name Emetine
C.A.S. number 483-18-1

Scientific and common names, and synonyms
EMETAN, 6',7',10,11-TETRAMETHOXY

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision
MUS 9 Mar 1982 Under the Pharmacy and Poisons (Prohibitions of Harmful Drugs) Regulations, this drug

is deemed "harmful" by the Ministry of Health and is prohibited for import, manufacture,
storage, distribution, sale, possession, use, export or other transaction.

(Reference: (MPPHD) Pharmacy & Poisons (Prohibitions of Harmful Drugs) Regulations,
,,» Mar 1982)

WHO Comment : Emetine, an alkaloid obtained from ipecacuanha, was first used
rationally as an amoebocide in 1912. It was subsequently widely used and was
included in earlier editions of the WHO Model List of Essential Drugs but has now
been replaced by the less cardiotoxic synthetic derivative dehydroemetine.
Although it is valuable in the treatment of systemic amoebic hepatitis it has now
been largely superseded by considerably less toxic drugs, and in particular by
metronidazole.

Product Name Encainide
C.A.S. number 37612-13-8

Scientific and common names, and synonyms
BENZAMIDE,4-METHOXY-N-[2-[2-(1-METHYL-2-PIPERIDINYL)ETHYL]-PHENY]-,(R)-

(R)-2*-[2-(1-METHYL-2-PIPERIDYL)ETHYL]-P-ANISANILIDE

Legislative or regulative action

Legislativeor regulation action
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Product Name Encainide
C.A.S. number 37612-13-8
Country Effective Description of action taken
Date Grounds for decision
MYS Jul 1980 Products containing encainide will only be considered for registration if the indications are
restricted to the treatment of life-threatening arrhythmias only.
(Reference: (MYSDN) Berita Ubat-Ubatan (Drug Newsletter), 3(3), 3, 1989)
SWE 26 Oct 1990 The indications for products containing encainide are restricted to prophylaxis and

treatment of life-threatening ventricular tachyarrhythmia such as ventricular tachycardia in
patients unresponsive to conventional treatment.
(Reference: (SWEILS) Information fran Lakemedelsverket, 1(3),, 1990)

WHO Comment : The membrane-stabilizing antiarrhythmic agent encainide was
introduced into medicine in the mid-1980's. The decision to delete the indications
for patients with asymptomatic and less severe symptomatic ventricular
arrhythmias was taken on the basis of the results of a trial (CAST study) that
showed a two-fold increase in deaths in post-myocardiac patients taking encainide
compared with the placebo group. (See also WHO comment for flecainide).

Product Name

C.A.S. number

Legislative or regulative action

Ephedra
2004-0-0005

Country Effective Description of action taken
Date Grounds for decision

USA 02 Jan 2004 The FDA has banned the weight-loss aid ephedra due to safety concerns that the product
can cause heart attacks and stroke.

(Reference: (USADIZ) News and updates, , , 02 Jan 2004)

JOR 19 Jan 2004 The Jordan Food and Drug Administration has withdrawn a herbal product (Magic Herb),
used to promote weight loss, on the grounds that it contain ephedra. This decision was
based on the US FDA's website information about the unreasonable risk in using food
supplements containing ephedra or ephedrine.

(Reference: (JORPCC) Communication to WHO, , , 19 Jan 2004)
NLD 18 Feb 2004 According to the Ministry of Health in the Netherlands, ephedra herbal products may only

be sold as medicinal products in the Netherlands.
(Reference: (NLDMEB) News and Publications, , , 18 Feb 2004)

Product Name

C.A.S. number

Epinephrine
51-43-4

Scientific and common names, and synonyms

Legislative or regulative action

ADRENALINE
(-)-3,4-DIHYDROXY-ALPHA-(METHYLAMINO)METHYL)BENZYL ALCOHOL
2-BENZENEDIOL, 4-(1-HYDROXY-2-(METHYLAMINO)ETHYL)-,(R)-
3,4-DIHYDROXY-ALPHA-((METHYLAMINO)METHYL)-BENZYL ALCOHOL
4-(1-HYDROXY-2-(METHYLAMINO)-ETHYL)-1,2-BENZENEDIOL

Country Effective Description of action taken
Date Grounds for decision
IRL 1973 The National Drugs Advisory Board has withdrawn from the market all local anesthetic

preparations intended for infiltration anesthesia containing epinephrine 1:50,000 and
norepinephrine 1:50,000 alone or in combination. This decision, reached in agreement
with the Irish Dental Association, followed reports of serious cardiovascular and

Legislativeor regulation action
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Product Name Epinephrine
C.A.S. number 51-43-4

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision
cerebrovascular reactions.
VEN Epinephrine is not approved for use for infiltration anaesthesia, either alone or in

combination.

WHO Comment : Epinephrine, first isolated in 1899, is the main hormone secreted
by the adrenal medulla. It is widely used as a vasoconstrictor substance and in the
treatment of anaphylactic shock. Its use in combination with local anaesthetics to
prolong infiltration anaesthesia has been associated with systemic reactions
including serious cardiovascular and cerebrovascular incidents. Regulations
restricting the concentrations permitted in such preparations have been introduced
in many countries but combination products containing epinephrine or levarterenol
in concentrations of 1:80,000 or less remain widely available. Representative
preparations are included in the WHO Model List of Essential Drugs.

(Reference: (WHTAC1) The Use of Essential Drugs, 2nd Report of the WHO Expert
Committee, 722,, 1985)

Product Name

C.A.S. number

Epoetin alfa
113427-24-0

Scientific and common names, and synonyms

Legislative or regulative action

ERYTHROPOEITIN

Country Effective Description of action taken
Date Grounds for decision
MUS The Ministry of Health and Quality of Life has restricted the use of injections of epoetin

alfa and beta, recombinant erythropoeitins, used in the management of anaemia
associates with chronic renal failure in patients requiring renal dialysis to use in hospitals
and renal dialysis centres. This is in order to minimize the risk of abuse of the drug by
athletes and for horse racing.

(Reference: (MUSMHQ) Letter to WHO, , , 27 Dec 2000)

Product Name

C.A.S. number

Epoetin beta
122312-54-3

Scientific and common names, and synonyms

Legislative or regulative action

ERYTHROPOEITIN

Country Effective Description of action taken
Date Grounds for decision
MUS The Ministry of Health and Quality of Life has restricted the use of injections of epoetin

alfa and beta, recombinant erythropoeitins, used in the management of anaemia
associates with chronic renal failure in patients requiring renal dialysis to use in hospitals
and renal dialysis centres. This is in order to minimize the risk of abuse of the drug by
athletes and for horse racing.

(Reference: (MUSMHQ) Letter to WHO, , , 27 Dec 2000)

Product Name

C.A.S. number

Erythrityl tetranitrate
7297-25-8

Legislativeor regulation action
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Product Name

C.A.S. number

Erythrityl tetranitrate
7297-25-8

Scientific and common names, and synonyms

Legislative or regulative action

ERYTHROL NITRATE
NITROERYTHROL
NITROERYTHRITE

Country Effective Description of action taken
Date Grounds for decision
USA 1998 The Food and Drug Administration has withdrawn conditional approval of abbreviated

new drug applications for single-entity drug products containing erythrityl tetranitrate
because there is a lack of substantial evidence that these drugs are effective for
indications relating to the management, prophylaxis or treatment of anginal attacks.
(Reference: (FEREAC) Federal Register, 63(200) , p. 55616, 1998)

Product Name

C.A.S. number

Erythromycin estolate
3521-62-8

Scientific and common names, and synonyms

Legislative or regulative action

ERYTHROMYCIN, 2'PROPIONATE, DODECYL SULPHATE
ERYTHROMYCIN PROPIONATE LAURYL SULPHATE
ERYTHROMYCIN 2'-PROPANOATE DODECYL SULPHATE

Country Effective Description of action taken
Date Grounds for decision

SGP Nov 1976 Banned for importation.

GRC 1977 Withdrawn from the market.

SDN 1982 The Ministry of Health no longer allows registration of preparations containing
erythromycin estolate.

MUS 9 Mar 1982 Under the Pharmacy and Poisons (Prohibitions of Harmful Drugs) Regulations, this drug
is deemed "harmful" by the Ministry of Health and is prohibited for import, manufacture,
storage, distribution, sale, possession, use, export or other transaction.

(Reference: (MPPHD) Pharmacy & Poisons (Prohibitions of Harmful Drugs) Regulations,
,» Mar 1982)

BGD 1983 Banned due to its reported hepatotoxicity.

BHR Preparations containing erythromycin estolate are not approved for registration.

DNK Registration has been cancelled.

(Reference: (UGLAAD) Ugeskrift for Laeger, 136, 2093, Sep 1974)

PER The package and/or label for this product requires a warning regarding the possibility of
liver damage with this drug; and, in cases of repeated use, possible side effects including
fever, nausea, vomiting, jaundice, and eosinophilia. It also warns pregnant women that
no safe level for administration during pregnancy has yet been determined.

SWE This product has been banned for use and/or sale for domestic purposes due to cases of

severe cholestatic hepatitis and jaundice.

WHO Comment : Erythromycin estolate, a macrolide antibiotic, was introduced in
1958 for the treatment of gram-positive infections. By the early 1970s its use had
been associated with a higher incidence of hepatic toxicity than that seen with
other salts and esters of erythromycin. This led to its withdrawal by some
regulatory authorities whereas others required the addition of a warning in the
product information. Evidence that the estolate ester is more hepatotoxic than
other salts or esters has subsequently been disputed. It has been claimed to be the
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Product Name

C.A.S. number

Erythromycin estolate
3521-62-8

Legislative or regulative action

Effective
Date

Country

Description of action taken
Grounds for decision

most effective ester for treatment of Legionnaire's disease and preparations remain
widely available.

(Reference: (BMJOAE) British Medical Journal, 286, 1954, 1983)

Product Name

C.A.S. number

Etanercept
185243-69-0

Scientific and common names, and synonyms

1-235-TUMOR NECROSIS FACTOR RECEPTOR (HUMAN) FUSION PROTEIN WITH 236-467-IMMUNOGLOBULIN G1
(HUMAN GAMMA1-CHAIN FC FRAGMENT) DIMER

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision
CHL Oct 2001 The Public Health Institute of Child has modified the labels to include warnings about the

adverse reactions that affect the central nervous system and the haematological system.
(Reference: (CHLCW) Communication to WHO, , , 26 Sep 2001)

Product Name

C.A.S. number

Ethambutol
74-55-5

Scientific and common names, and synonyms

[S-(R*, R*)]-2,2 1-(1,2-ETHANEDIYLDIIMINO)BIS(1-BUTANOL);

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision
THA Oct 2000 Warning about the risk of loss of eyesight.

(Reference: (THACW) Communication to WHO, , , 28 Sep 2001)

Product Name

C.A.S. number

Ethanol
64-17-5

Scientific and common names, and synonyms

ALCOHOL
ETHYL ALCOHOL

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision

KWT 1966 The permissible limit of ethanol in liquid oral dosage forms should not exceed 10%.
(Reference: (KTMD) Ministerial Decree, 71/66, , 1966)

CHL 1 Sep 1985 The Institute of Public Health has prohibited the use of ethanol in oral pharmaceutical
products. Exemptions from this decision will be allowed when use of ethanol is essential
for galenic reasons, provided that it is used for this purpose at the lowest effective
concentration.

(Reference: (CHLRS) Resolution of the Minister of Health, No.3102, , Apr 1985)

IRQ 1989 The Ministry of Health has approved the restriction of the inclusion of ethanol in
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Product Name Ethanol

C.A.S. number 64-17-5

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision

pharmaceutical preparations.

(Reference: (IRQMH) Resolution of the Arab Ministers of Health 13th Meeting, 9-13, ,
1986)

LKA 1 Jan 1992 The Ministry of Health withdrew from sale, all paediatric oral liquid formulations of
pharmaceutical products containing ethanol, and all formulations for adults containing
more than 5% of ethanol.

(Reference: (LKADIB) Drug Information Bulletin, University of Peradeniya and Ministry of
Health, 4(1),, 1992)

USA 1995 The maximum permissible concentration limits for alcohol (ethanol, ethyl alcohol) as an
inactive ingredient in over-the-counter drug products intended for oral ingestion have
been established as 0.5% alcohol for children under six years of age; 5% for children
between six and twelve years of age and 10% for children over twelve years of age and
adults. The alcohol content should be stated prominently in a display panel on the front
page of all product labelling.

(Reference: (FEREAC) Federal Register, 60(48) , p. 13590, 1995)

BRA Apr 2001 The National Health Surveillance Agency has prohibited the inclusion of ethanol in
pharmaceutical preparations.
(Reference: (BRARES) Resolucao n., 543/ANVISA, , 19 Apr 2001)

ARE Pharmaceutical preparations containing high concentrations of ethanol are banned.

WHO Comment : Ethanol has been used throughout recorded history both in a
medicinal and a social context. Itis currently included in pharmaceutical
preparations either as an active or inactive ingredient. At pharmacologically active
doses ethanol is both a powerful cerebral depressant and a drug of addiction. lIts
use in pharmaceutical preparations has been severely restricted in several
countries and in 1986 the 39th World Health Assembly adopted a resolution to
prohibit such use except when ethanol is an essential ingredient which cannot be
replaced by an appropriate alternative.

Product Name Ethyl nitrite (spirit)
C.A.S. number 109-95-5

Scientific and common names, and synonyms
NITROUS ETHER SPIRIT

SWEET NITRE SPIRIT

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision
USA 26 Jun 1980 Withdrawn from the market and prohibited for export by the Food and Drug

Administration (FDA) due to the lack of scientific evidence for its effectiveness for any
use. This drug was used in infants and children as a diuretic, a diaphoretic and an
intestinal antispasmodic. The FDA has found evidence of a risk of fatal
methaemoglobinaemia and poisoning in some infants.

(Reference: (FEREAC) Federal Register, 45(126), 43400, 1980)

WHO Comment : Ethyl nitrite was formerly available in over-the-counter
preparations for use as a diaphoretic, a diuretic and an intestinal antispasmodic. In
the 1970s its use was associated with cases of methaemoglobinaemia, some of
which were fatal. This led to its withdrawal in 1980 by the United States Food and
Drug Administration. WHO has no information regarding its current availability in
pharmaceutical preparations.

Legislativeor regulation action



Twefth |ssue PHARMACEUTICALS (MONOCOMPONENT PRODUCTS) 123

Product Name Ethyl nitrite (spirit)
C.A.S. number 109-95-5

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision
Product Name Ethylene dichloride
C.A.S. number 107-06-2
Scientific and common names, and synonyms
BROCIDE
DUTCH LIQUID

ETHANE, 1,2-DICHLORO-
1,2-DICHLOROETHANE

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision
DEU 1978 Two topical prescription preparations for rheumatic complaints containing ethylene

dichloride were withdrawn. These preparations were implicated in a number of cases of
acute poisoning following accidental ingestion and investigations by the National Cancer
Institute in the USA demonstrated a possible carcinogenic effect.

SAU Prohibited due to reports demonstrating carcinogenic effects in experimental animals.

WHO Comment : Ethylene dichloride was formerly used as an excipient in some
pharmaceutical preparations. It has been reported to be carcinogenic in
experimental animals and its accidental ingestion has resulted in liver and kidney
damage. Although ethylene dichloride continues to be used as an industrial
solvent, WHO has no information to suggest that it remains commercially available
in pharmaceutical products or as a food additive.

(Reference: (WHTAC3) 23rd Report of Joint FAO/WHO Expert Committee on Food
Additives, 648,, 1980)

Bibliographical references

IARC MONOGRAPH, 20, 429, 1979

WHO GUIDELINES FOR DRINKING WATER QUALITY, 2, , 1984
FAO PLANT PRODUCTION & PROTECTION PAPER, 72/1, , 1985
IPCS ENVIRONMENTAL HEALTH CRITERIA, 62, , 1986

Product Name Ethylestrenol
C.A.S. number 965-90-2

Scientific and common names, and synonyms
ETHYLOESTRENOL

19-NORPREGN-4-EN-17-OL,(17-ALPHA)
19-NOR-17-ALPHA-PREGN-4-EN-17-BETA-OL

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision
BGD 1982 Under the provisions of the Drugs (Control) Ordinance, low-strength preparations were
banned following unacceptable promotion encouraging their use in children suffering from
malnutrition.

(Reference: (BGDCO) The Drugs (Control) Ordinance, ,, 1982)

WHO Comment : Ethylestrenol, an anabolic steroid, was introduced in 1964. In
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Product Name

C.A.S. number

Legislative or regulative action

Ethylestrenol
965-90-2

Effective
Date

Country

Description of action taken
Grounds for decision

1982, low dosage preparations were prohibited in Bangladesh due to inadmissible
promotion of products containing anabolic steroids for malnourished children.
Higher dosage preparations of ethylestrenol remain available in many countries,
including Bangladesh, for several highly specific but limited indications that apply
to patients with chronic debilitating and emaciating diseases, particularly
associated with neoplasia and some types of aplastic anaemia. Ethylestrenol is
additionally used for its fibrinolytic activity.

Product Name

C.A.S. number

Etomidate
33125-97-2

Scientific and common names, and synonyms

Legislative or regulative action

(+)-ETHYL 1-(ALPHA-METHYLBENZYL)IMIDAZOLE-5-CARBOXYLATE
1H-IMIDAZOLE-5-CARBOXYLIC ACID, 1-(1-PHENYLETHYL)-, ETHYL ESTER(+)

Country Effective Description of action taken
Date Grounds for decision
GBR 1985 Use of etomidate is restricted to induction of anaesthesia having regard to reports of

reduced serum cortisol levels unresponsive to adrenocorticotropic hormone (ACTH)
injections.

WHO Comment : Etomidate, a potent hypnotic agent, was introduced in 1977 for
use as an intravenous anaesthetic. Its prolonged use can inhibit adrenal
steroidogenesis and, following reports of reduced serum cortisol levels
unresponsive to ACTH injection, the manufacturer suspended promotion of
etomidate for sedation in intensive care in 1983. In 1985 regulatory action taken
only in the United Kingdom further restricted use of the drug to induction of
anaesthesia. Etomidate remains widely available and is currently registered for
induction of anaesthesia in 34 countries and for maintenance of anaesthesia in 17
countries. It has never been registered for sedation.

Product Name

C.A.S. number

Etretinate
54350-48-0

Scientific and common names, and synonyms

Legislative or regulative action

ETHYL (ALL-E)-9-(4-METHOXY-2,3,6-TRIMETHYLPHENYL)-3,7-DIMETHYL-2,4,6.8- NONATETRAENOATE
2,4,6,8-NONATETRAENOIC ACID, 9-(4-METHOXY-2,3,6-TRIMETHYLPHENYL)-, ETHYL ESTER, (ALL-E)-

Country Effective Description of action taken
Date Grounds for decision

OMN 24 Dec 1985 Having regard to its teratogenicity, etretinate may only be used under the supervision and
control of a hospital dermatologist.

(Reference: (OMNMH) Ministry of Health, 5,, 1985)

SWE 1987 The National Board of Health and Welfare has decided that contraception is essential
during treatment of women of child-bearing age and that contraceptive measures must
be continued for at least two years after discontinuation of treatment.

MYS 1988 The Drug Control Authority has decided that the labelling of preparations containing

etretinate should contain a distinct warning regarding teratogenicity, emphasizing that
contraceptive measures must be instituted throughout treatment and for at least twelve
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Product Name

C.A.S. number

Legislative or regulative action

Etretinate
54350-48-0

Country Effective
Date

Description of action taken
Grounds for decision

BEL 1 Jan 1988

NOR Dec 1992

BRA Feb 2001

ESP

ITA

months thereafter, and additional reference is also required to the following adverse
effects: symptoms of hypervitaminosis-A; transient and reversible elevation of
transaminases and alkaline phosphatases; bone changes after long-term high dosage;
benign intracranial hypertension.

(Reference: (MYSDN) Berita Ubat-Ubatan (Drug Newsletter), 2(1), 3, Feb 1988)

Preparations containing etretinate have been placed in List IV of the 'Arrt, du R,gent' of
2 June 1946 and as such can be administered only on prescription. They must be kept in
a poisons cabinet and carry the skull and cross-bones label. They must bear a warning
regarding the embryotoxicity and teratogenicity of the drug which contraindicates its use
during pregnancy.

(Reference: (BELAR) Arrété Royal, , , June 1987)

The Medicines Control Authority has withdrawn etretinate from the market.
(Reference: (NORMCA) Norwegian Medicines Control Authority, , , 02 May 1995)

Use and sale banned because of dangerous side effects, mainly myopathy.
(Reference: (BRACW), ,, 13 Sep 2001)

Contraindications to etretinate must include a boxed paragraph stating that the drug may
be used in women of child-bearing age only when an effective method of contraception
assures protection during and for at least one year after discontinuation of treatment.
Pregnancy must be excluded before initiation of treatment.

Having received reports of two deaths among patients taking etretinate, the Ministry of
Health has decided to restrict the product to hospital use only for the treatment of
particularly serious and/or diffuse forms of psoriasis causing evident psychological stress.

WHO Comment : Etretinate, a retinol derivative, was introduced in 1981 for the
treatment of psoriasis. Its use in pregnant women has resulted in major foetal
abnormalities. The manufacturer's information emphasizes that the drug is
teratogenic and must not be given to women who are pregnant, and that
contraceptive measures must be maintained for at least two years after
discontinuation of treatment. In some countries, blood banks are advised not to
accept as donors persons who have taken etretinate within the previous year.

Product Name

Legislative or regulative action

Factor IX

Country Effective Description of action taken
Date Grounds for decision
SWE A manufacturer of Factor IX concentrate has withdrawn the product from the market

following reports of infections with HIV (the AIDS virus) in three patients known to have
been treated with the product.

(Reference: (SSLMS) Information fran Socialstyrelsens Laekemedelsavdelning, 3, 8,
1986)

WHO Comment : Factor IX, a naturally occurring plasma protein fraction, is a vital
component of the normal blood clotting mechanism which is deficient in
haemophiliacs who require replacement therapy for both the treatment and
prevention of bleeding. Factor IX is extracted from the pooled plasma of a large
number of donors and is presented as a concentrate. It has been recognized since
1984 that some viruses, and particularly the HIV (AIDS virus) could be transmitted
to haemophiliacs from such preparations. As a result many regulatory authorities
have issued new directives for the manufacture of blood products that avert this
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Product Name

Factor IX

Legislative or regulative action

Effective
Date

Country

Description of action taken
Grounds for decision

danger, by requiring the introduction of specific antiviral treatment measures
during the manufacturing process. Manufacturers have withdrawn pre-existing
preparations.

Product Name

Factor VIl

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision
DEU Jun 1984 Having regard to the transfer of AIDS and other viral diseases, changes in the
manufacturing process of Factor VIII preparations are required. These include selection
of donors, monitoring for viral contamination, limiting the donor-pool as well as the
inclusion of warnings in the product information.
GBR Oct 1986 A manufacturer of Factor VIII products has agreed voluntarily to surrender product

licences for these products following concern about the ability of the heat treatment
procedure used to inactivate HIV (the AIDS virus).

WHO Comment : Factor VIII, a naturally occurring plasma protein fraction, is a vital
component of the normal blood clotting mechanism which is deficient in
haemophiliacs who require replacement therapy for both the treatment and
prevention of bleeding. Factor VIl is extracted from the pooled plasma of alarge
number of donors and is presented as a concentrate. It has been recognized since
1984 that some viruses, and particularly the HIV (AIDS virus) could be transmitted
to haemophiliacs from such preparations. As a result many regulatory authorities
have issued new directives for the manufacture of blood products that avert this
danger, by requiring the introduction of specific antiviral treatment measures
during the manufacturing process. Manufacturers have withdrawn pre-existing
preparations.

Product Name

C.A.S. number

Famotidine
76824-35-6

Scientific and common names, and synonyms

3-[[[2-[(AMINOIMINOMETHYL)AMINO]-4-THIAZOLYL]METHYL]THIO-N-(AMINOSULFONYL)PROPANIMIDAMIDE

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision
THA Apr 2001 To be used with precaution, especially in renal patients.

(Reference: (THACW) Communication to WHO, , , 28 Sep 2001)

Product Name

C.A.S. number

Fenclofenac
34645-84-6

Scientific and common names, and synonyms

BENZENEACETIC ACID, 2-(2,4-DICHLOROPHENOXY)-
(O-(2,4-DICHLOROPHENOXY)PHENYL)ACETIC ACID

Legislative or regulative action
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Product Name

Fenclofenac

C.A.S. number 34645-84-6
Country Effective Description of action taken
Date Grounds for decision
GBR 1985 Withdrawn from the market.
NOR 1985 Not approved for registration having regard to its propensity to cause skin reactions

which are not considered to be counter-balanced by any apparent advantage over other
nonsteroidal anti-inflammatory drugs.

(Reference: (NNSLM) Nytt fra Statens Legemiddelkontroll, 1,, 1985)

WHO Comment : Fenclofenac, a nonsteroidal anti-inflammatory agent, was
introduced in 1978 for the treatment of rheumatic disorders. By 1984 its use in the
United Kingdom was associated with serious adverse effects, predominantly skin
rashes, some of which were fatal. This led to the UK Committee on Safety of
Medicine's refusal to renew the product licence and to the subsequent withdrawal
of the drug by the manufacturer in all countries in which it was marketed.

Product Name

C.A.S. number

Fenetylline
3736-08-1

Scientific and common names, and synonyms

Legislative or regulative action

7-[2-[ALPHA-METHYLPHENETHYL)AMINOJETHYL]THEOPHYLLINE

AMFETYLINE

FENETHYLLINE
1H-PURINE-2,6-DIONE,3,7-DIHYDRO-1,3-DIMETHYL-7-[2-[(1-METHYL-2-PHENYLETHYL)AMINO]JETHYL]-

Country Effective Description of action taken
Date Grounds for decision
OMN May 1991 Import and marketing of products containing fenetylline were prohibited.
(Reference: (OMNCR) Circular, 16/91, , May 1991)
BGR 09 Apr 1992 Manufacture, use, storage, trade, import, and export of the central stimulant fenetylline

were no longer permitted.
(Reference: (BGRNDI) Communication from National Drug Institute, , , 09 Apr 1992)

WHO Comment : Fenetylline, a theophylline derivative of amfetamine, was
introduced in 1966 as a central nervous stimulant. It is subject to abuse and is
therefore controlled under Schedule Il of the 1971 Convention on Psychotropic
Substances. Fenetylline is not widely marketed.

(Reference: (UNCPS2) United Nations Convention on Psychotropic Substances (ll),
,, 1971)

Product Name

C.A.S. number

Fenfluramine
458-24-2

Scientific and common names, and synonyms

Legislative or regulative action

BENZENEETHANAMINE, N-ETHYL-?-METHYL-3-(TRIFLUOROMETHYL)-, HYDROCHLORIDE
BENZENEETHANAMINE, N-ETHYL- -METHYL-3-(TRIFLUOROMETHYL)-, HYDROCHLORIDE

Country Effective Description of action taken
Date Grounds for decision
ARE 1997 The Ministry of Health has withdrawn the marketing approval for fenfluramine the only

anorectic drug approved in the UAE.
(Reference: (UAEDIB) Drug Information Bulletin, No. 3, p.2, 1997)
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Product Name

C.A.S. number

Legislative or regulative action

Fenfluramine
458-24-2

Effective
Date

Country

Description of action taken
Grounds for decision

USA Aug 1997

@WD Sep 1997

PHL Sep 1998

The Food and Drug Administration alerted physicians to reports of valvular heart disease
in women treated for obesity with a combination of fenfluramine and phentermine which
were approved in the USA for single-drug, short-term obesity therapy but have more
recently been widely used "off-label" in combination for long-term management of
obesity. The FDA agreed labelling changes with the manufacturers, including a boxed
warning describing valvular heart disease and advising patients to consult a physician if
these symptoms develop.

The anti-obesity agents fenfluramine and its sterecisomer dexfenfluramine were
withdrawn worldwide following the association of valvular heart disease with these drugs.

The Department of Health Bureau of Food and Drugs has noted the voluntary withdrawal
by the sponsoring company of the anorectic drugs fenfluramine and dexfenfluramine.

(Reference: (PHLCTW) Communication to WHO, , , 15 Aug 2000)

WHO Comment : Fenfluramine, dexfenfluramine and phentermine were approved
individually more than 20 years ago in the USA for single-drug, short-term
treatment of obesity. The manufacturers of fenfluramine and dexfenfluramine have
since voluntarily withdrawn both products from the market worldwide.
Phentermine remains available.

Product Name

C.A.S. number

Fenoterol
13392-18-2

Scientific and common names, and synonyms

Legislative or regulative action

1,3-BENZENEDIOL,5-[1-HYDROXY-2-[[2-(4-HYDROXYPHENYL-1-METHYLETHYL]AMINOIETHYL]-
3,5-DIHYDROXY-ALPHA-[[P-HYDROXY-ALPHA-METHYLPHENYLETHYL)AMINOIMETHYLIBENZYL ALCOHOL

Country Effective Description of action taken
Date Grounds for decision
AUS 27 Mar 1990 The indications of products containing fenoterol have been restricted to the treatment of

mild to moderate asthma, having regard to reports from New Zeland of an increased risk
of death when fenoterol is used in patients with severe asthma.

(Reference: (AUSTGA) Therapeutic Goods Administration, Department of Community
Services and Health, , , 27 Mar 1990)

WHO Comment : Fenoterol, a beta 2-adrenoreceptor agonist with bronchodilator
activity, was introduced in 1971 for the management of asthma. In the 1960's, the
use of other sympathomimetics in pressurised aerosols had already been
associated with an increase in mortality due to asthma. However, it was not clear
whether patients died from the severity of the asthma attack or from its treatment.

Product Name

C.A.S. number

Feprazone
30748-29-9

Scientific and common names, and synonyms

Legislative or regulative action

PRENAZONE

PHENYLPRENAZONE
4-(3-METHYLBUT-2-ENYL)-1,2-DIPHENYLPYRAZOLIDONE-3,5-DIONE
4-(3-METHYL-2-BUTENYL)-1,2-DIPHENYL-3,5-PYRAZOLIDINEDIONE

Legislativeor regulation action



Twefth |ssue PHARMACEUTICALS (MONOCOMPONENT PRODUCTS) 129

Product Name Feprazone
C.A.S. number 30748-29-9
Country Effective Description of action taken
Date Grounds for decision
GBR 30 Mar 1984 Voluntarily withdrawn from the market after concern was expressed over its risk-benefit

ratio by the Committee on Safety of Medicines.

DEU Nov 1984 Marketing authorization for the sale of feprazone was withdrawn at the request of the
manufacturer having regard to the frequency of reported adverse reactions, particularly
involving the skin, and demonstration of a carcinogenic potential in rats. The
manufacturer had never exercised its option to market feprazone in the Federal Republic

of Germany.
GRC 1985 Withdrawn from the market.
EGY 26 Feb 1985 Preparations containing feprazone are not approved for registration.
OMN May 1987 Products intended for internal use containing feprazone were subjected to prescription

control and a certificate from the Ministry of Health was required for their importation.
(Reference: (OMNCR) Circular, 26/87, , May 1987)

AUT Indications restricted to exacerbations of gout and other arthritic conditions. Treatment
should not exceed seven days and doctors are advised not to prescribe this drug to
children under 14 years of age or elderly patients.

(Reference: (WIMAM) Wichtige Mitteilung ueber Arzneimittel, (1),, 1984)

WHO Comment : Feprazone, a pyrazolone derivative with antiinflammatory,
analgesic and antipyretic activity, was introduced in 1978 for the treatment of
rheumatic disorders. As it is structurally related to phenylbutazone it is subjected
to rigorously restricted indications by some national regulatory authorities. See
WHO comment for phenylbutazone. WHO has been informed that to date feprazone
is only available in some 7 countries.

Product Name Fipexide
C.A.S. number 34161-24-5

Scientific and common names, and synonyms
1-[(P-CHLOROPHENOXY)ACETYL]-4-PIPERONYLPIPERAZINE

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision
FRA 1990 Products containing fipexide were contraindicated in children, because their use had

been associated withpneumopathy, neuropsychological disorders and rare cases of
agranulocytosis. In 1991, the manufacturer decided to withdraw all preparations from the
market.

(Reference: (FRAMHH) Ministry of Health and Humanitarian Action, , , 11 Dec 1992)

WHO Comment : Fipexide, a stimulant of the central nervous system, was
introduced in 1973 for the treatment of depression and memory defects. Following
its association with hepatic and hemopoietic disorders, particularly in children, the
drug was withdrawn in France. Although not widely marketed, it may still remain
registered elsewhere.

Product Name Flecainide
C.A.S. number 54143-55-4

Scientific and common names, and synonyms
BENZAMIDE, N-(2-PIPERIDINYLMETHYL)-2,5-BIS(2,2,2-TRIFLUOROETHOXY)-
N-(2-PIPERIDYLMETHYL)-2,5-BIS(2,2,2-TRIFLUOROETHOXY)BENZAMIDE
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Product Name

C.A.S. number

Legislative or regulative action

Flecainide
54143-55-4

Country

Effective
Date

Description of action taken
Grounds for decision

SWE 31

FRA

MYS

@EC

ITA

NOR

DEU

May 1989

Jul 1989

Jul 1989

Nov 1989

1990

1990

Jan 1990

The indications for products containing flecainide are restricted to prophylaxis and
treatment of life-threatening tachyarrhythmia, supraventricular tachyarrhythmia
unresponsive to conventional treatment and Wolf-Parkinson-White syndrome.
(Reference: (SSLMS) Information fr&n Socialstyrelsens Laekemedelsavdelning, 14(3),
60, 1989)

The indications for flecainide have been restricted to the treatment of potentially life-
threatening ventricular arrhythmias, particularly ventricular tachycardia, and symptomatic
arrhythmias (except those resulting from myocardial infarction) with unchanged left
ventricular function. Flecainide is now contraindicated in non-persistent ventricular
arrhythmia after myocardial infarction.

(Reference: (FRARP) La Revue Prescrire, 9(87), 292, 1989)

The indications of products containing flecainide have been restricted to the treatment of
life-threatening arrhythmias only.
(Reference: (MYSDN) Berita Ubat-Ubatan (Drug Newsletter), 3(3), 3, 1989)

Having regard to the CAST (Cardiac Arrhythmia Suppression Trial) study carried out in
the USA, the Committee for Proprietary Medicinal Products has issued the following
statement on products containing flecainide: 1) myocardial infarction as a precondition
must be a contraindication for use except for life-threatening ventricular arrhythmias 2)
asymptomatic and non severe symptomatic ventricular arrhythmias are contraindications
3) life-threatening ventricular arrhythmias may be treated provided that treatment is
started in hospital under specific monitoring; 4) supraventricular arrhythmias may be
treated provided that there is a definite need for treatment and in the absence of left
ventricular function impairment. Patients on safe and effective long-term treatment with
flecainide already before publication of the results of the CAST study may continue to
take the drug.

(Reference: (CECC) Communication from CEC, , , 21 June 1990)

The indications for products containing flecainide are restricted to some forms of
supraventricular tachycardias and to persistent life-threatening hyperkinetic ventricular
arrhythmia. In the latter indication, patients should be hospitalized when treatment is
commenced and remain under specialized medical supervision throughout therapy. Use
is contraindicated in cases of cardiac block, cardiogenic shock, cardiac insufficiency,
known hypersensitivity and in patients with a history of myocardial infarction, except for
the treatment of life-threatening ventricular arrhythmias.

(Reference: (BIFTI) Bolletino d'Informazione sui Farmaci, 14(1), 2, 1990)

The indications for products containing flecainide were restricted to life-threatening
ventricular tachycardia and to treatment and prophylaxis of severe incapacitating
supraventricular arrhythmia. Treatment was required to be instituted in a hospital after full
cardiological assessment of the patient.

(Reference: (NNSLM) Nytt fra Statens Legemiddelkontroll, 4, 7, 1990)

The approved indications of flecainide are restricted to supraventricular and severe
ventricular arrhythmias. It is contraindicated in recent myocardial infarction and impaired
ventricular function, except in patients with life-threatening arrhythmias.

(Reference: (DAZ) Deutsche Apotheker Zeitung, 130(5), 10, 1990)

WHO Comment : The membrane-stabilizing antiarrhythmic agent flecainide was
introduced into medicine in 1982. The decision to delete the indications for
patients with asymptomatic and less severe symptomatic ventricular arrhythmias
was taken on the basis of the results of a trial (CAST study) that showed a two-fold
increase in deaths in post-myocardiac patients taking flecainide compared with the
placebo group.

Product Name

Floctafenine
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C.A.S. number

23779-99-9

Scientific and common names, and synonyms

Legislative or regulative action

BENZOIC ACID, 2-[[8-(TRIFLUOROMETHYL)-4-QUINOLINYL]JAMINO]-,2,3-DIHYDROXYPROPYL ESTER
2,3-DIHYDROXYPROPYL-N-(8-TRIFLUOROMETHYL-4-)QUINOLYL)ANTHRANILATE

Country Effective Description of action taken
Date Grounds for decision
BEL 26 Jun 1987 Having regard to the potential of floctafenine to cause severe anaphylactic shock,

products containing floctafenine may now only be obtained on medical prescription.
(Reference: (BELAR) Arrété Royal, ,, June 1987)

WHO Comment : See WHO comment for glafenine.

Product Name

C.A.S. number

Flosequinan
76568-02-0

Scientific and common names, and synonyms

Legislative or regulative action

4(1H)-QUINOLINONE, 7-FLUORO-1-METHYL-3-(METHYLSULFINYL)-

Country Effective Description of action taken
Date Grounds for decision
GBR Jul 1993 Subsequent to its withdrawal of the 100 mg tablet formulation of the vasodilator,

flosequinan (Manoplax: Boots), the manufacturer has now also withdrawn the remaining
50 mg tablet. The company took this decision after further analysis of interim results of a
trial (100 mg and 75 mg) showed an increase in hospital admissions among patients
taking doses of 75 mg daily (the only available dosage formulation the trial conducted in
the United States). The initial analysis had shown increased risk of death in patients
taking the 100 mg dosage. In view of these data the company considered the continued
use of flosequinan could not be recommended.

(Reference: (GBRPHJ) The Pharmaceutical Journal, p.114, , 24 July 1993)

Product Name

C.A.S. number

Flunarizine
52468-60-7

Scientific and common names, and synonyms

Legislative or regulative action

PIPERAZINE, 1-[BIS(4-FLUOROPHENYL)METHYL]-4-(3-PHENYL-2-PROPENYL)-,(E)-
(E)-1-[BIS-(P-FLUOROPHENYL)METHYL]-4-CINNAMYLPIPERAZINE

Effective
Date

Country

Description of action taken
Grounds for decision

ESP Aug 1989

DEU Jan 1991

@EC 12 Mar 1991

Having regard to their potential to induce extrapyramidal symptoms, products containing
flunarizine may no longer be indicated for cerebral and peripheral arterial insufficiency,
including loss of memory, insomnia, intermittent claudication, rest pain or vasospastic
disturbances. The approved indications are restricted to vestibular disturbances, vertigo,
prophylaxis of vascular headache and prevention of motion sickness.

(Reference: (ESPINS) Informacién Terapéutica de la Seguridad Social, 13(8), 176,
1989)

The indications for products containing flunarizine were restricted to the treatment of
vestibular dysfunction, having regard to association of the compound with Parkinsonism,
extrapyramidal symptoms and depression and to insufficient proof of efficacy in other
indications. Doctors were advised not to continue treatment for longer than is necessary
to obtain an effective response, and in no circumstances for longer than 3 months.

(Reference: (BGHBL) Bundesgesundheitsblatt, 2/91, 81, Feb 1991)

The Committee for Proprietary Medicinal Products advised that the indications for
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Product Name

C.A.S. number

Legislative or regulative action

Flunarizine
52468-60-7

Effective
Date

Country

Description of action taken
Grounds for decision

JPN Jul 1991

products containing flunarizine should be restricted to the prophylaxis of severe refractory
migraine and to the treatment of functional vestibular vertigo, having regard to the risks
associated with their use. In 1989 the Committee had recommended that the approved
product information should: 1) state that the product is contraindicated in patients with a
history of extrapyramidal symptoms, Parkinsonism, Alzheimer's disease and depression;
2) warn that it may induce extrapyramidal signs and depression and unmask
Parkinsonism, particularly in the elderly; 3) provide a description of the signs of
extrapyramidal and depressive reactions.

(Reference: (CPMPPO) Pharmacovigilance Opinion, 6, , 13 Sep 1989)

The approved labelling of products containing flunarizine was amended to indicate that
reversible extrapyramidal disturbances and, less frequently, depression have been
associated with their use, particularly in the elderly.

(Reference: (JPNARD) Information on Adverse Reactions to Drugs, 109, , July 1991)

WHO Comment : Flunarizine, an antihistaminic and vasodilator agent, was
introduced into medicine in 1970. It is indicated for the treatment of central and
peripheral vascular disorders. However, its effectiveness in these conditions has
not been convincingly demonstrated, and its use has been associated with adverse
reactions involving the central nervous system, including extrapyramidal
disturbances and depression. This has led several regulatory authorities to restrict
the approved indications for products containing flunarizine.

Product Name

C.A.S. number

Flunitrazepam
1622-62-4

Scientific and common names, and synonyms

Legislative or regulative action

5-(0-FLUOROPHENYL)-1,3-DIHYDRO-1-METHYL-7-NITRO-2H-1,4-BENZODIAZEPIN-2- ONE
2H-1,4-BENZODIAZEPIN-2-ONE, 5-(2-FLUOROPHENYL)-1,3-DIHYDRO-1-METHYL-7- NITRO-

Effective
Date

Country

Description of action taken
Grounds for decision

TUR 1986

DEU 1 Apr 1994

ZAF

The Ministry of Health and Social Assistance has subjected flunitrazepam to controls
equivalent to those applied to drugs in Schedule I of the 1971 Convention on
Psychotropic Drugs in view of its frequent abuse by drug addicts.

As from 1 April 1994, pharmaceutical products containing more than 1-mg flunitrazepam
per delivery unit will be scheduled under Narcotic Drugs Regulations. Pharmacists are
now required to maintain records indicating the quantity of stock held and their
destination. The major manufacturers have been requested to comply with relevant
provisions.

(Reference: (DAZ) Deutsche Apotheker Zeitung, 134(13):1130, , 31 Mar 1994)

The South African Medicines Control Council has withdrawn registration of all 2 mg
formulations of flunitrazepam and has scheduled 1 mg tablets in Schedule 6 of the
Narcotic Drugs Regulations. It has also decreed that all flunitrazepam- containing
products be reformulated to include a bitter taste and colorant in order to minimize risk of
illegal use in facilitating crimes.

(Reference: (ZAFPS) Information from the Pharmaceutical Services, ,, )

WHO Comment : Flunitrazepam, a benzodiazepine derivative with sedative and
hypnotic activity, was introduced in 1974 for the management of anxiety. Although
it is subject to international control under Schedule IV of the 1971 Convention on
Psychotropic Substances, its potential for abuse by drug addicts has led at least
two countries (Germany and Turkey) to apply controls equivalent to those of
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Product Name Flunitrazepam
C.A.S. number 1622-62-4

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision
Schedulell.

(Reference: (UNCPS4) United Nations Convention on Psychotropic Substances (IV),
,, 1971)

Product Name Fluoxetine
C.A.S. number 54910-89-3

Scientific and common names, and synonyms
BENZENEPROPANAMINE, N-METHYL-G-[4-(TRIFLUOROMETHYL)- PHENOXYL]-, ()-

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision
NZL Dec 1994 Hyponatraemia which may be life-threatening may occur with fluoxetine and other

selective serotonin reuptake inhibitors particularly in elderly women. Patients in the ?at
risk? category should have electrolyte monitoring during the first month of therapy.

(Reference: (NZLPU) Prescriber Update, No.7, , Dec 1994)

Product Name Fluvoxamine
C.A.S. number 54739-18-3

Scientific and common names, and synonyms
5-METHOXY-4-(TRIFLUOROMETHYL)VALEROPHENONE (E)-0-(2-AMINOETHYL)OXIME

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision
ISL The Committee on Pharmaceuticals has refused to approve fluvoxamine for registration
because animal experiments have shown teratogenicity and a potential to cause renal
damage.

(Reference: (ISLCP) Notification, ,, Feb 1987)

Product Name Furazolidone
C.A.S. number 67-45-8

Scientific and common names, and synonyms
NITROFURAZOLIDONUM

NIFURAZOLIDONUM

2-OXAZOLIDINONE, 3-(((5-NITRO-2-FURANYL)METHYLENE)AMINO)-
3-((5-NITROFURFURYLIDENE)AMINO)-2-OXAZOLIDONE
3-((5-NITROFURFURYLIDENE)AMINO)-2-OXAZOLIDINONE

Legislative or requlative action

Country Effective Description of action taken
Date Grounds for decision
JPN Jul 1977 Withdrawn from all marketed preparations on the grounds that it has been superseded by

safer and more effective preparations.

PHL 1980 Approved for restricted use only. Animal tests have shown that this drug has
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Product Name

C.A.S. number

Legislative or regulative action

Furazolidone
67-45-8

Country Effective
Date

Description of action taken
Grounds for decision

ITA 1982

IRQ 1986

MYS Mar 1987

KOR Dec 1988

LBN Aug 1991

YEM 1998

Bibliographical references

carcinogenic potential. A warning statement is required to be placed on the labels of all
products.

The following warning has been inserted on the label taking into account experimental
data on animals: "To be used systemically only for short periods and under the
physician's guidance".

The National Board for the Selection of Drugs has withdrawn furazolidone form the
market.

All products containing furazolidone have been withdrawn.
(Reference: (MYSDC) Malaysian Drug Control Authority, No.8,, Dec 1986)

All products containing furazolidone were banned, because there are many preparations
which are safer and more effective.

(Reference: (KRMHSA) Ministry of Health and Social Affairs - Communication to WHO, ,
, 13 Dec 1991)

Products containing furazolidone intended for the treatment of diarrhoea in children were
withdrawn.
(Reference: (LBNMHD) Ministry of Health and Social Affairs Decree, 150/1, , Aug 1991)

The Supreme Board of Drugs and Medical Devices has withdrawn all formulations of the
nitrofuran derivative, furazolidone, because many other safer and more effective
alternatives are available.

(Reference: (YEMCW) Communications to WHO, , , 10 Oct 1998)

WHO Comment : Furazolidone, a nitrofuran derivative with antibacterial and
antiprotozoal activity, was introduced in 1954. In the 1970s it was shown to have a
carcinogenic potential following long-term administration to experimental animals.
However, the relevance of this to short-term therapy in man has not been
established. The risk-benefit assessment varies and furazolidone remains widely
available in many countries for the treatment of diarrhoea and enteritis.

WHO FOOD ADD., 31, 85, 1993

Product Name

C.A.S. number

Gallopamil
1662-47-8

Scientific and common names, and synonyms

Legislative or regulative action

ALPHA[3-[[2-(3,4-DIMETHOXYPHENYL)ETHYL]JMETHYLAMINO]PROPYL]-3,4,5-TRIMETHOXY-ALPHA-(1-METHYL-
ETHYL) BENZENEACETONITRILE

Country Effective Description of action taken
Date Grounds for decision
TUR May 2001 The General Directorate of Pharmaceuticals and Pharmacy of the Ministry of Health

suspended the marketing authorization of gallopamil because of the decision of the
Registration Committee.
(Reference: (TURCW) Communication to WHO, , , 20 Sep 2001)

Product Name

C.A.S. number

Gamelonic acid
2003-0-1001

Scientific and common names, and synonyms

PRIMROSE OIL DERIVATIVE
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Product Name

C.A.S. number

Gamelonic acid
2003-0-1001

Scientific and common names, and synonyms

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision
GBR Oct 2002 The Medicines Control Agency has withdrawn the marketing authorizations for two

gamelonic acid containing derivatives (Epogam, Efamast) of primrose oil, originally
licensed for the symptomatic relief of eczema in children, due to inadequate standards of
efficacy with these products. However, since no safety issues are involved, these
products will continue to be available in health food shops as dietary supplements.

(Reference: (GBRNUP) News Update, ,, )

Product Name

Gangliosides

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision
DEU 31 Aug 1992 The Federal Health Office extended the suspension period for the injectable preparation

of mixed bovine brain gangliosides at least until 30 September 1994. The product was
first suspended in 1989 because of a possible association with Guillian-Barr, syndrome.

(Reference: (DEUFHO) Communication from Federal Health Office, , , 31 Aug 1992)

WHO Comment : Gangliosides are a glycolipid extract of bovine cerebral cortex
claimed to ameliorate peripheral neuropathies of various types, including post-
herpetic neuropathy, tobacco-alcohol amblyopia, toxic acoustic injuries, and
traumatic facial paralysis. Its use has been associated with cases of Guillain-Barr,
syndrome characterized by mixed polyneuropathy and in some instances, flaccid

paralysis.
Product Name Gemfibrozil
C.A.S. number 25812-30-0

Scientific and common names, and synonyms

PENTANOIC ACID, 5-(2,5-DIMETHYLPHENOXY)-2,2-DIMETHYL
2,2-DIMETHY-5-(2,5-XYLYLOXY)VALERIC ACID

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision
NOR 1987 The Medicines Control Authority has refused registration of gemfibrozil on the grounds

that the risk of adverse effects is not balanced by therapeutic benefit.
(Reference: (NNSLM) Nytt fra Statens Legemiddelkontroll, 4, 10, 1987)

WHO Comment : Gemfibrozil, an antihyperlipidaemic derivative of clofibrate, was
introduced in the early 1980's. It is registered in several countries for the treatment
of hyperlipidaemia unresponsive to dietary measures. (See also the WHO comment
for clofibrate).

Product Name

C.A.S. number

Gentamicin (topical preparations)
1403-66-3

Scientific and common names, and synonyms

0-3-DEOXY-4-C-METHYL-3-(METHYLAMINO-?-L-ARABINO-PYRANOSYL-(1?76)-O-[2,6, DIAMINO-2,3,4,6-TETRADEOXY-
?-D-ERYTHRO-HEXOPYRANOSYL-(1?74)]-2-DEOXY-D-STREPTAMINE (GENTAMICIN C)1A
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Product Name Gentamicin (topical preparations)
C.A.S. number 1403-66-3

Scientific and common names, and synonyms

0-3-DEOXY-4-C-METHYL-3-(METHYLAMINO- -L-ARABINO-PYRANOSYL-(1 6)-O-[2,6,DIAMINO-2,3,4,6-TETRADEOXY- -D-
ERYTHRO-HEXOPYRANOSYL-(1 4)]-2-DEOXY-D-STREPTAMINE (GENTAMICIN C1A)

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision
NLD 1994 The Committee for the Evaluation of Medicines has withdrawn the marketing

authorization for dermal products containing gentamicin. The Committee considers that
the local use of antibiotics that are also available for systemic administration is no longer
acceptable because of the risk of development of resistance (including cross-resistance
with other aminoglycoside antibiotics).

(Reference: (NPHWB) Pharmaceutisch Weekblad, 28(5):126,, 1994)

MYS May 1997 The Drug Control Agency has decided to lift the ban on topical preparations containing
gentamicin. However, the indications will be restricted to community-based skin
infections only, i.e. treatment of impetigo, erythema and other localized primary bacterial
skin infections with a Gram-negative component and also for secondary bacterial
infections complicating other pre-existing dermatoses. In addition, a boxed warning will
be included in the product information and package insert stating : "Use of topical
gentamicin preparations in closed hospital settings is actively discouraged".

(Reference: (MYSDI) Berita Ubat-Ubatan (Drug Information), 11(2): 8,, May 1997)

ARM The Drug and Medical Technology Agency withdrew registration of gentamicin ointment
for ?in situ? treatment of minor infections because antibiotics that are also available for
systemic use are not considered acceptable for topical use because of resistance
development.

(Reference: (ARMCW) Communication to WHO, , , 09 Aug 2000)

WHO Comment : Gentamicin has been used inin situ preparations for the treatment
of minor infections. Antibiotics that are also available for systemic use are not
considered acceptable for topical use because of the risk of development of
resistance. Neomycin is the topical aminoglycoside listed in the WHO Model List
of Essential Drugs.

Product Name Germander

Scientific and common names, and synonyms
TEUCRIUM CHAMAEDRYS

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision
DEU 1992 The Federal Health Office withdrew the marketing authorization for herbal medicines

containing germander based on reports of hepatotoxicity generated within France by the
drug regulatory agency.
(Reference: (DAZ) Deutsche Apotheker Zeitung, 132(12):20,, 1992)

FRA 1992 The Ministry of Health and Humanitarian Action suspended the marketing authorization
for medicinal products containing the plant germander having regard to 26 cases of liver
necrosis associated with the use of these products.

(Reference: (FRARP) La Revue Prescrire, 12(114):17,, 1992)

BEL 04 Aug 1992 The Minister of Social Integration, Public Health and the Environment decided to suspend
for a period of one year all medicines containing germander having regard to concerns
relating to hepatotoxicity generated within France. This suspension has been prolonged
for another year from 20 July 1993 by order of the Ministry.

(Reference: (BELMD) Ministerial Decree, , , 04 Aug 1992)
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Product Name Germander

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision

(Reference: (BELMB) Moniteur Belge, , 20542, 25 Sep 1992)

WHO Comment : Germander has been tradionally used as a diet aid, a treatment for
light diarrhoea, or locally as an analgesic for oral pain. In 1991, the first cases of
hepatitis associated with the use of these products were reported to the National
System of Pharmacovigilance in France. It is yet uncertain whether contamination
possible by pesticides or fungi, may be implicated or whether these cases result
from toxic or immuno-allergic reactions to constituents of Germander.

Product Name Ginkgo biloba

Scientific and common names, and synonyms
FOSSIL TREE

GBE-761
KEW TREE
MAIDENHAIR TREE

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision
DEU 1998 The Federal Institute for Drugs and Medical Devices has extended the suspension of

parenteral infusion formulations after having received several reports of adverse
reactions associated with its use, most of which described anaphylactic symptoms
(shock, fever, leukocytosis, and cardiac arrhythmia), in some cases life-threatening.

(Reference: (DEUCFI) Communication, , , 19 June 1998)

Product Name Glafenine
C.A.S. number 3820-67-5

Scientific and common names, and synonyms
GLAPHENINE

2,3-DIHYDROXYPROPYL-N-(7-CHLORO-4-QUINOLYL) ANTHRANILATE

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision
DEU 1984 Following reports of frequent severe allergic reactions, this analgesic was withdrawn from

the market by the manufacturer.

ITA Oct 1987 Having regard to adverse reactions reported in Italy and other countries, the General
Directorate of the Pharmaceutical Service of the Ministry of Health has revoked the
marketing authorization for suppositories containing 1 mg of glafenine. This preparation
contained a higher dosage of the active principle than others available on the market.

(Reference: (BIFTI) Bolletino d'Informazione sui Farmaci, 10(10), 2, 1987)

BEL 1 Jan 1991 In agreement with the manufacturers, the Ministry of Health suspended the marketing
authorization for all products containing glafenine, including extemporaneous
preparations, following reports of anaphylactic shock, acute tubulo-interstitial renal
insufficiency and immuno-allergic hepatitis. In 1992, glafenine was withdrawn by the
major manufacturer.

(Reference: (BELGPI) General Pharmaceutical Inspectorate, , , 12 Dec 1991)
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Product Name

C.A.S. number

Legislative or regulative action

Glafenine
3820-67-5

Effective
Date

Country

Description of action taken
Grounds for decision

@EC 14 Jan 1992

CHE Mar 1992

FRA Mar 1992

PRT Mar 1992

OMN Mar 1992

@WD May 1992

The Committee for Proprietary Medicinal Products of the European Communities
recommended the withdrawal of products containing glafenine, because the risk of
serious anaphylactic reactions associated with their use is greater than with other
analgesics.

(Reference: (CPMPPO) Pharmacovigilance Opinion, 8/2, , 14 Jan 1992)

The marketing authorization for products containing glafenine was suspended and later
withdrawn by the company.
(Reference: (CHBCM) Bulletin Mensuel, ,, Mar 1992)

In agreement with the manufacturer, the Ministry of Health withdrew the marketing
authorization for products containing glafenine, having regard to the risk of anaphylactic
reactions.

(Reference: (FRAMS) Ministry of Social Affairs and Integration, , , Apr 1992)

The marketing authorization for monocomponent and combination products containing
glafenine was suspended.

(Reference: (PRTMH) Ministry of Health, ,, Mar 1992)

Import and marketing of products containing glafenine were prohibited, and they will not
be considered for registration.

(Reference: (OMNCR) Circular, 5/92, , Mar 1992)

Upon agreement of regulatory authorities, products containing glafenine were withdrawn
worldwide by the major manufacturer.

(Reference: (CRU) Communication to WHO from Roussel Uclaf, , , 21 May 1992)

WHO Comment : Glafenine, a quinolylanthranilate derivative, was introduced in
1965 for use as an analgesic. By the late 1970s its use had been associated with
severe allergic responses, including anaphylactoid reactions, which led to its
withdrawal in one country whereas in others a warning to this effect is required in
the product information. In 1992, on the advice of the Committee for Proprietary
Medicinal Products of the European Communities, glafenine was eventually
withdrawn worldwide by the major manufacturer.

Product Name

C.A.S. number

Glucosamine sulfate
3416-24-8

Scientific and common names, and synonyms

Legislative or regulative action

CHITOSAMINE SULFATE
D-GLUCOSE, 2-AMINO-2-DEOXY-, SULFATE
2-AMINO-2-DEOXY-BETA-D-GLUCOPYRANOSE SULFATE

Country Effective Description of action taken
Date Grounds for decision
DEU 1986 Following reports of local hypersensitivity reactions, preparations containing glucosamine
sulfate are no longer approved for intra-articular administration.
EGY 1987 Preparations of glucosamine sulfate for intra-articular injection will not be considered for

registration because of an unacceptable potential to cause allergic reactions.
(Reference: (EGYDI) Drug Information, 5(3), 1, 1987)

WHO Comment : Glucosamine is found in chitin, mucoproteins and
mucopolysaccharides. It is used as a pharmaceutical aid. Glucosamine sulfate has
been used in the treatment of rheumatic disorders though it is not widely marketed
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Product Name

C.A.S. number

Glucosamine sulfate
3416-24-8

Legislative or regulative action

Effective
Date

Country

Description of action taken
Grounds for decision

for this purpose.

Product Name

C.A.S. number

Glutethimide
77-21-4

Scientific and common names, and synonyms

GLUTEMIDE
2-ETHYL-2-PHENYLGLUTARIMIDE
2,6-PIPERIDINEDIONE, 3-ETHYL-3-PHENYL-

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision
NOR 1980 Withdrawn from the market.
ZWE Nov 1984 Prohibited for use.
(Reference: (ZWESI) Statutory Instrument, 366, , Nov 1984)
PAK 1988 Products containing glutethimide were withdrawn.

(Reference: (PAKMH) Ministry of Health, Special Education and Social Welfare, , , Aug
1988)

WHO Comment : Glutethimide, a piperidine derivative, was introduced in 1955 for
use as a sedative-hypnotic drug. Its addiction liability and severity of withdrawal
symptoms are equal to those of the barbiturates and it is controlled under
Schedule Il of the 1971 Convention on Psychotropic Substances.

(Reference: (UNCPS3) United Nations Convention on Psychotropic Substances (lll),
., 1971)

Product Name

C.A.S. number

Legislative or regulative action

Glutoxim
2003-0-1002

Country Effective Description of action taken
Date Grounds for decision
ARM Sep 2000 The Armenian Drug and Medical Technology Agency did not approve the marketing of

the new immunomodulating agency on grounds of doubtful safety and incomplete clinical
trial.

(Reference: (ARMCW) Communication to WHO, , , 31 Aug 2001)

Product Name

C.A.S. number

Grepafloxacin hydrochloride
161967-81-3

Scientific and common names, and synonyms

Legislative or regulative action

OPC-17116

Effective
Date

Country

Description of action taken
Grounds for decision
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Product Name

C.A.S. number

Legislative or regulative action

Grepafloxacin hydrochloride
161967-81-3

Country Effective Description of action taken
Date Grounds for decision

GBR Oct 1999 Grepafloxacin (Raxar) was voluntarily withdrawn from the market by the licence holder
from the market because of a small number of severe cardiac arrhythmias among
patients in post-marketing surveillance.
(Reference: (GBRMCA) Communication to WHO, , , 30 Aug 2000)

LTH Nov 1999 Marketing authorization for grepafloxacin was suspended by the State Medicines Control
Agency.
(Reference: (LTHMCA) Order of State Medicines Control Agency, No. 96, , 15 Nov 1999)

PER Dec 1999 La Direccion General de Medicamentos, Insumos y Drogas (DIGEMID) of the Ministry of
Health has communicated to health professionals that Glaxo Wellcome has voluntarily
withdrawn the fluoroquinolone grepafloxacin from the market because of prolongation of
the QT interval giving rise to ventricular arrhythmias known as torsades de pointes.
(Reference: (PERDGM) Alerta DIGEMID, No. 12-99, , 15 Dec 1999)

ARM Jul 2000 Grepafloxacin has been voluntarily withdrawn after the observation of severe
cardiovascular events among patients.
(Reference: (ARMCW) Communication to WHO, , , 09 Aug 2000)

SGP Grepafloxacin has been voluntarily withdrawn due to an effect of the drug on cardiac

repolarization, manifested as QT interval prolongation. Some patients may be at risk of
the very rare but serious ventricular arrhythmia known as torsades de pointes.

(Reference: (SGPCW) Communication to WHO, , , 02 Aug 2000)

Product Name

C.A.S. number

Griseofulvin
126-07-8

Scientific and common names, and synonyms

Legislative or regulative action

7-CHLORO-2',4,6-TRIMETHOXY-6'BETA-METHYLSPIRO(BENZOFURAN-2(3H),1'-(2) CYCLOHEXENE)-3,4-DIONE

SPIRO(BENZOFURAN-2(3H), 1'-(2)CYCLOHEXENE)-3,4'-DIONE, 7-CHLORO-2',4,6- TRIMETHOXY-6'-METHYL-,(1'S-

TRANS)-

Country

Effective
Date

Description of action taken
Grounds for decision

GBR

DEU

1986

1992

Having regard to recently evaluated reports of carcinogenicity, fetotoxity and
teratogenicity in rodents administered very high doses of griseofulvin, the Committee on
the Review of Medicines has recommended that all products containing griseofulvin
should be restricted in their use to the treatment of dermatophyte infections of the skin,
scalp, hair and nails when topical therapy has failed or is considered inappropriate. It also
recommends that such products should not be used during pregnancy or for prophylactic
treatment.

Following reports of teratogenicity in experimental animals, the approved product
information for products containing griseofulvin was amended to contraindicate their use
during pregnancy, except in life-threatening conditions, and lactation. The need for
contraceptive measures to be maintained throughout treatment and, for men, for 6
months thereafter was emphasized.

(Reference: (DAZ) Deutsche Apotheker Zeitung, 32(12):XIl, , 1992)

WHO Comment : Griseofulvin, isolated from a penicillin producing mould, has
been widely used as a systemically administered antifungal agent in man for over
20 years. It is effective in dermatophyte infections (including tinea barbae and tinea
capitis) but it is inactive against yeasts and bacteria. Evidence that very high doses
of griseofulvin are carcinogenic, teratogenic and fetotoxic in laboratory animals
has led to an acceptance that it should not be used to treat trivial infections that
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Product Name

C.A.S. number

Griseofulvin
126-07-8

Legislative or regulative action

Effective
Date

Country

Description of action taken
Grounds for decision

respond to topical therapy. Oral formulations of griseofulvin are included in the
WHO Model List of Essential Drugs.

(Reference: (WHTAC1) The Use of Essential Drugs, 2nd Report of the WHO Expert
Committee, 722,, 1985)

Product Name

C.A.S. number

Guanofuracin
300-25-4

Scientific and common names, and synonyms

5-NITROFURFURYLIDENAMINOGUANIDINE

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision
JPN Jul 1977 Withdrawn from all marketed preparations on the grounds that it has been superseded by
safer and more effective preparations.
VEN Not approved for use and/or sale.

WHO Comment : Guanofuracin, a nitrofuran derivative, was formerly used as an
antiinfective agent. It has, however, been superseded by safer compounds and
WHO has no information that it remains commercially available.

Product Name

H1-Antihistamines

Scientific and common names, and synonyms

HISTAMINE H1 RECEPTOR ANTAGONISTS

Legislative or regulative action

Effective
Date

Country

Description of action taken
Grounds for decision

DEU 1987

CHE 28 Mar 1990

@EC 13 May 1991

Products containing histamine H1 receptor antagonists indicated for vomiting during
pregnancy may only be dispensed on medical prescription, because they have been
associated with an increased risk of neonatal pyloric stenosis. H1-antihistamines labelled
for other indications should mention pregnancy as a contraindication.

(Reference: (BGHBL) Bundesgesundheitsblatt, 30, 186, 1987)

Over-the-counter preparations containing phenothiazine antihistamines indicated for
children under one year of age may only be dispensed on medical prescription. The
product information directed to physicians must carry a warning stating that caution is
recommended in treating children of less than one year of age and that the use of the
preparation is clearly contra-indicated under the following circumstances: neonates
(particularly premature births), history of apnoeic crises (near-miss-SIDS), SIDS in
brothers and sisters and cardiorespiratory problems. The information intended for
patients must carry a warning that a doctor is to be consulted before children of less than
one year of age are treated.

(Reference: (CHEAZ) Schweizer Apotheker Zeitung, 128(11), 311, 1990)

The Committee for Proprietary Medicinal Products advised that products containing
phenothiazines, including alimemazine, mequitazine, oxomemazine and promethazine
indicated for the treatment of cough, allergic reactions, motion sickness and for sedation,
should not be used in children below the age of one year, having regard to their possible
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Product Name H1-Antihistamines

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision

association with sudden infant death syndrome.

(Reference: (CPMPDP) Draft Position Statement on Phenothiazines and sudden infant
death syndrome, , , 13 May 1991)

BEL The approved information of products containing histamine H1 receptor antagonists must
warn in the section"Precautions” against their administration to children aged less than
one year without medical advice, because their sedative effect may be associated with
episodes of sleep apnoea. The package leaflets of preparations containing of
phenothiazine antihistamine must bear an idential warning in the section "Contra-
indications".

(Reference: (BELGPI) General Pharmaceutical Inspectorate, , , 18 June 1987)

WHO Comment : Histamine H1 receptor antagonists were introduced in 1937 as
over-the-counter medicines for the treatment of allergies of the upper respiratory
tract and skin. They are also widely used to reduce the symptoms of the common
cold, although there is little evidence of their effectiveness in this condition. The
sedative and antiemetic effects of antihistamines are of value in the treatment of
sleep disorders, motion sickness and vomiting. In 1979, the possibility was raised
that the use of phenothiazine antihistamines, particularly promethazine, could be
associated with sleep aapnoea in young children and with sudden infant death
syndrome (SIDS). Studies carried out subsequently, although they have not
established a causal relationship, have led some drug regulatory authorities to
subject products containing phenothiazine antihistamines to prescription control
and/or to caution against their use in young children. In some countries, similar
warnings have also been included in the package leaflets of other H1-
antihistamines.

Product Name Halofantrine

C.A.S. number 69756-53-2

Scientific and common names, and synonyms
9-PHENANTHRENEMETHANOL, 1,3-DICHLORO-?-[2-(DIBUTYLAMINO)ETHYL]-6-(TRIFLUOROMETHYL)-
,HYDROCHLORIDE

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision
FRA Jan 1994 The National Commission for Pharmacovigilance has contraindicated the use of the

antimalarial agent, halofantrine, in patients with congenital or acquired QT prolongation,
in those with a family history of congenital QT prolongation, and in patients taking
antiarrhythmic medicines or hypokalaemic substances.

(Reference: (FRAAMC) Communiqué de Presse, , , 14 Jan 1994)
WHO Comment : Halofantrine is an antimalarial introduced to medicine in 1982. It

should be reserved for use in areas where multiple drug-resistant falciparum
malariais prevalent. Cases of serious cardiotoxicity have been reported.

Product Name Halogenated hydroxyquinoline derivatives
C.A.S. number 148-24-3

Scientific and common names, and synonyms
8-QUINOLINOL

OXYQUINOLINE
OXYQUINOL

Legislativeor regulation action



Twefth Issue

PHARMACEUTICALS (MONOCOMPONENT PRODUCTS) 143

Product Name

C.A.S. number

Halogenated hydroxyquinoline derivatives
148-24-3

Scientific and common names, and synonyms

Legislative or regulative action

OXINE

Country Effective
Date

Description of action taken
Grounds for decision

DNK 1978

CYpP 1980

PHL Aug 1980

BGD 1982

GHA 1982

TUR 20 Dec 1982
ITA 1983
GRC Mar 1984

OMN Mar 1987

ARE

IND

VEN

All halogenated hydroxyquinoline derivatives intended for oral administration have been
withdrawn from use.

(Reference: (UGLAAD) Ugeskrift for Laeger, 140, 1181, 1978)

The Drug Council withdrew all products containing halogenated hydroxyquinoline
derivatives intended for internal use due to the possible risk of occurrence of sub-acute
myelo-optic neuropathy (SMON) in treated patients.

Withdrawn from the domestic market due to reports of neurological disorders (SMON)
with their use in Japan.

Under the provisions of the Drugs (Control) Ordinance, these preparations have been
banned. Clioquinol is implicated in sub-acute myelo-optic neuropathy (SMON),
manifested by pain and persistent diarrhoea and proceeding to bilateral sensory
disturbances, paraesthesias and dysaesthesias. Similar toxic effects have been observed
with other halogenated hydroxyquinolines.

(Reference: (BGDCO) The Drugs (Control) Ordinance, ,, 1982)

All preparations containing halogenated hydroxyquinoline derivatives for oral
administration have been withdrawn from use.

Banned for production and sale having regard to severe adverse reactions.
Withdrawn from the market.

Pharmaceutical products containing halogenated hydroxyquinolines have been withdrawn
having regard to experimental and clinical evidence of toxicity.

Import and marketing of oral and parenteral preparations containing oxyquinoline and its
halogenated derivatives intended for the treatment of diarrhoea in children were
prohibited. Topical preparations remained on the market.

(Reference: (OMNCR) Circular, 11/87,, Mar 1987)

The following halogenated hydroxyquinoline derivatives used for intestinal amoebiasis are
banned: broxyquinoline, clioquinol and diiodohydroxyquinoline.

Currently available on the market. Precautionary information is required to be given with
this drug.
Subject to restricted use and/or sale.

WHO Comment : Halogenated hydroxyquinoline is structurally related to clioquinol.
See WHO comment for clioquinol.
(Reference: (WHODI) WHO Drug Information, 77.1,9, 1977)

Product Name

Halogenated salicylanilides

Scientific and common names, and synonyms

Legislative or regulative action

DIBROMSALAN
METABROMSALAN
TRIBROMSALAN
TETRACHLOROSALICYLANILIDE

Legislativeor regulation action
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Product Name Halogenated salicylanilides
Country Effective Description of action taken
Date Grounds for decision
USA 1 Dec 1975 Withdrawn from the market and prohibited for export in drugs and cosmetic products by

the Food and Drug Administration due to the risks of disabling skin disorders and
photosensitivity in humans.

(Reference: (FEREAC) Federal Register, 40(210), 50527, 1975)

JPN Jan 1976 Banned by the Pharmaceutical Affairs Bureau due to potential for photosensitivity
reactions.

WHO Comment : Halogenated salicylanilides, including dibromsalan,
metabromsalan, tribromsalan and tetrachlorosalicylanilide, which have
antibacterial and antifungal activity, have been used both as active ingredients for
antimicrobial purposes and as inactive ingredients (preservatives) in drug and
cosmetic products. Their use has been associated with photosensitive eruptions
and disabling skin disorders which has resulted in their withdrawal by some
national drug regulatory authorities.

Product Name Heptabarb
C.A.S. number 509-86-4

Scientific and common names, and synonyms
5-(CYCLOHEPT-1-ENYL)-5-ETHYLBARBITURIC ACID

HEPTAMALUM
HEPTABARBITONE
Legislative or regulative action
Country Effective Description of action taken
Date Grounds for decision
SWE Jul 1984 Withdrawn following discussions between the manufacturer and the National Board of

Health and Welfare. Fatal intoxications and abuse are associated with use of
preparations containing heptabarb.

WHO Comment : Heptabarb is an intermediate-acting barbiturate. See WHO
comment for barbiturates.

Product Name Herpes simplex vaccines

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision
DEU Aug 1984 Sale of Herpes simplex vaccines has not been approved by the National Control Authority
having regard to their potential hazards.
SAU Preparations containing Herpes simplex vaccines have been withdrawn from the market.
VEN Not approved for use and/or sale.

WHO Comment : Preparations containing Herpes simplex vaccine have been
available for at least 15 years. As a result of areview of unlicensed products
marketed in the Federal Republic of Germany in 1984 the National Control Authority
banned the use of such preparations having regard to their potential harmfulness.
Preparations remain available elsewhere, however.

Product Name Hexachlorophene

Legislativeor regulation action
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C.A.S. number

Scientific and common names,

Legislative or regulative action

70-30-4

and synonyms

HEXACHLOROPHANE

PHENOL, 2,2-METHYLENEBIS[3,4,6-TRICHLORO-
2,2-METHYLENEBIS(3,4,6-TRICHLOROPHENOL)

Country Effective
Date

Description of action taken
Grounds for decision

PHL 1972

JPN Mar 1972

TUR 1981

COE 1984

SUN 25 Aug 1988

PER

THA

Bibliographical references

All talcum powders for infant use containing more than 0.75% hexachlorophene were
withdrawn. All other products with a greater concentration shall be available on
prescription basis only.

Banned by the Pharmaceutical Affairs Bureau in preparations such as nursing powder,
since edema of the brain is observed with test animals. Export is prohibited.

Withdrawn from all toothpaste formulations by the Ministry of Health due to published
evidence of its harmful effects. Export of this product is prohibited.

The Committee of Experts on Cosmetics of the Council of Europe has reclassified
hexachlorophene in the list of preservatives published in the second edition 1984 of
"Cosmetic Products and their Ingredients” from class A (recommended) to class D (not
recommended). Hexachlorophene is now considered an ingredient which, on the basis of
information provided, presents a health hazard and which therefore is not recommended
for use in cosmetic products.

(Reference: (COECI) Cosmetic products and their ingredients 2nd edition, , , 1984)

Pharmaceutical products containing hexachlorophene are prohibited for production and
use on grounds of teratogenicity, embryotoxicity, neurotoxicity, photosensitizing and
allergic potential.

Prohibited for use in hygienic preparations with the exception of deodorants, which may
contain as much as 0.1%, and antiseptic soaps, which may contain 0.2% of
hexachlorophene.

The use of pharmaceutical preparations containing hexachlorophene is severely
restricted.

WHO Comment : Hexachlorophene, an antimicrobial agent, was introduced in 1948
in proprietary liquid preparations and powders and was subsequently used
extensively as a topical antiseptic. By the early 1970s its use in infants had been
conclusively demonstrated to cause encephalopathy as a result of transdermal
absorption. More recently it has been suggested that the drug has a teratogenic
potential. Many regulatory authorities have placed rigorous restrictions on the
medicinal use of hexachlorophene, particularly in preparations intended for
infants. However, its use still commonly remains permissible at low concentrations
as a preservative in toiletries and cosmetics.

(Reference: (WHODI) WHO Drug Information, 3, 6, 1978)

IARC MONOGRAPH, 20, 241, 1979

Product Name
C.A.S. number

Scientific and common names,

Legislative or regulative action

Hexestrol

5635-50-7

and synonyms

DIHYDROSTILBOESTROL

HEXOESTROL

SYNESTROL
4,4'-(1,2-DIETHYLETHYLENE)DIPHENOL

4-4 1-(1,2-DIETHYL-1,2-ETHANEDIYL)BIS[PHENOL]

Legislativeor regulation action
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Product Name Hexestrol
C.A.S. number 5635-50-7
Country Effective Description of action taken
Date Grounds for decision
AUT Feb 1977 Pharmaceutical specialities containing diethylstilbestrol, dienestrol, hexestrol and their

derivatives have been withdrawn following reports indicating an association between
prenatal exposure to diethylstilbestrol and the subsequent development of
adenocarcinoma in postpubertal girls and young women. The use of stilbene derivatives
is only authorized for the treatment of cancer of the prostate.

ITA 1979 This product has been withdrawn from the market due to suspected carcinogenicity in
newborns following prenatal exposure.

KWT Jan 1980 Prohibited for import.

ARM Sep 2000 The Armenian Drug and Medical Technology Agency did not approve the marketing of

this product on grounds of risk of carcinogenicity and withdrew the product from the
entire market.

(Reference: (ARMCW) Communication to WHO, , , 31 Aug 2001)

SAU Following reports indicating the development of adenocarcinoma in post-pubertal girls
and young women exposed prenatally to preparations containing diethylstilbestrol,
dienestrol and their derivatives, the Drug Committee prohibited the use of these products
during pregnancy.

VEN Not approved for use and/or sale.

WHO Comment : Hexestrol is a stilbene derivative. See WHO comment for
diethylstilbestrol.

(Reference: (WHODI) WHO Drug Information, 77.1, 16, 1977)

Product Name Hexobarbital
C.A.S. number 56-29-1

Scientific and common names, and synonyms
5-(CYCLOHEX-1-ENYL)-1,5-DIMETHYLBARBITURIC ACID

5-(1-CYCLOHEXEN-1-YL)-1,5-DIMETHYLBARBITURIC ACID
HEXOBARBITONE
2,4,6(1H,3H,5H)-PYRIMIDINETRIONE, 5-(1-CYCLOHEXEN-1-YL)-1,5-DIMETHYL-

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision
SWE Oct 1984 Withdrawn following discussions between the manufacturer and the National Board of

Health and Welfare. Fatal intoxications and abuse are associated with use of
preparations containing hexobarbital.

WHO Comment : Hexobarbital is a short-acting barbiturate. See WHO comment for
barbiturates.

Product Name Human dura mater

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision
DEU 30 Dec 1997 In order to minimize the risk of transmission of pathogens of spongiform

encephalopathies (e.g. Creutzfeldt-Jakob disease), the Federal Institute for Drugs and
Medical Devices has restricted the indications for medicinal products containing freeze-
dried human dura mater "soft" to : use in neuro- surgery if autologous tissue is not

Legislativeor regulation action
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Product Name Human dura mater

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision

available in sufficient quantities or not sufficiently stable, and when synthetic materials
are not indicated; use in paediatric surgery for omphalocele/gastroschisis or in tracheal
stenosis when autologous tissue is not available in sufficient quantities, and when
synthetic materials are not indicated. At the same time, strict criteria for the selection of
donors have been implemented.

(Reference: (DEUCFI) Communication, , , 30 Dec 1997)

Product Name Hyaluronidase

C.A.S. number 9001-54-1

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision
SLV Jun 2001 Injections for intramuscular or subcutaneous use were withdrawn from sale nationally

because of incomplete data on BSE risk.
(Reference: (SLVCW) Communication to WHO, , , 24 Aug 2001)

Product Name Hydroquinidine

Scientific and common names, and synonyms
DIHYDROQUINIDINE
(ETHYL-5 QUINUCLIDINYL-2(2)) (METHOXY-6' QUINOLYL-(4))

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision
FRA 14 Jan 1994 The Ministry of Health has issued a decree reclassifying the antiarrhythmic,

hydroquinidine (Serecor®: Houde), as a prescription medicine available only on non-
renewable prescription unless otherwise indicated by the prescriber. This action brings
hydroquinidine in line with other antiarrhythmics which are all subject to prescription
control, with the exception of the related product, quinidine. The need for reclassifying
the latter drug remains under consideration.

(Reference: (FRARP) La Revue Prescrire, 14(141):338,, 1994)

(Reference: (FRAAM) Arrété ministériel of 14 January 1994, , , 02 Feb 1994)

Product Name Hydroquinone
C.A.S. number 123-31-9A

Scientific and common names, and synonyms
HYDROCHINONUM, BENZENE-1,4-DIOL

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision
NGA 1 Feb 1982 The manufacture, import, export, distribution and sale of any cosmetic products

containing hydroquinone in amounts exceeding 5% (w/w) are prohibited. Reasons for the
decisions: There has been gross misuse for skin bleaching purposes of hydroquinone-
containing cosmetic products, many of which contain over 5% hydroquinone.

Legislativeor regulation action
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Product Name

C.A.S. number

Legislative or regulative action

Hydroquinone
123-31-9A

Country Effective Description of action taken
Date Grounds for decision
(Reference: (AARNO) Administrative Action, FDA/RU/242-2, 171, Dec 1982)
DEU 1991 The Federal Health Office has restricted the use of products containing hydroguinone to

pathological hyperpigmentation. Children under 12 years of age should not be treated.
(Reference: (DAZ) Deutsche Apotheker Zeitung, 132(42), , 1991)

WHO Comment : Hydroquinone was introduced in 1965 as a topical depigmenting
agent for hyperpigmentation. At high concentrations hydroquinone is corrosive
and in most countries has been restricted to the level of approximately 2% and
limited to the period of less than 2 months. Additional consideration for restrictive
action is that animal experiments have also demonstrated carcinogenic and
mutagenic potential of hydroquinone.

Product Name

C.A.S. number

Hyoscine methonitrate
6106-46-3

Scientific and common names, and synonyms

Legislative or regulative action

HYOSCINE METHYLNITRATE
METHYLSCOPOLAMINE NITRATE

Country Effective Description of action taken
Date Grounds for decision
SWE Jun 1981 Hyoscine methonitrate, an antimuscarinic agent, has been withdrawn from appetite

suppressant preparations.

WHO Comment : Hyoscine methonitrate, a quaternary ammonium anticholinergic
agent, was introduced in 1947 for use as a gastrointestinal antispasmodic. The
action taken in Sweden relates to the use of this compound in preparations for
suppressing the appetite. Preparations may remain available elsewhere.

Product Name

C.A.S. number

Ibopamine
66195-31-1

Scientific and common names, and synonyms

Legislative or regulative action

PROPANOIC ACID, 2-METHYL-, 4-[2-(METHYLAMINO)ETHYL]-1,2-PHENYLENE ESTER

Country Effective Description of action taken
Date Grounds for decision
NLD Sep 1995 The Committee for the Evaluation of Medicines has restricted the indications for

ibopamine to mild cardiac insufficiency in combination with diuretics. Treatment must be
withdrawn gradually if the symptoms worsen.

(Reference: (NPHWB) Pharmaceutisch Weekblad, 130(37/38) , p. 999, 1995)
WHO Comment : Ibopamine belongs to the group of dopaminergic drugs, i.e.,

agents stimulating the dopaminergic system and potentiating the effects of the
neurotransmitter dopamine.

Product Name

C.A.S. number

Ibuprofen
15687-27-1

Legislativeor regulation action
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Product Name Ibuprofen
C.A.S. number 15687-27-1

Scientific and common names, and synonyms

Legislative or regulative action

2-(4-ISOBUTYLPHENYL)PROPIONIC ACID

Country Effective Description of action taken
Date Grounds for decision
DEU Feb 1992 The Federal Health Office has amended the approved product information for a tropical

formation of the non-steroidal anti-inflammatory agent, ibuprofen. The contraindications
were extended to include patients with a history of allergy and children under 6 years of
age.

(Reference: (BGHBL) Bundesgesundheitsblatt, 2/92, 109, Feb 1992)

WHO Comment : Ibuprofen, a non-steroidal anti-inflammatory agent, was
introduced in 1969. It was approved for sale without prescription in packages
containing no more than 400 mg, in the United Kingdom in 1983. This action was
followed by the USA, Canada and several European countries. Since this time
reports of suspected adverse effects have increased. Most of these relate to gastro-
intestinal disturbances, hypersensitivity reactions but aseptic meningitis, skin
rashes and renal damage have been recorded.

Product Name

C.A.S. number

Indalpine
63758-79-2

Scientific and common names, and synonyms

Legislative or regulative action

2-(3-(4-PIPERIDYL)ETHYL)INDOLE

Country Effective Description of action taken
Date Grounds for decision
FRA 13 Jul 1985 Following reports of agranulocytosis and severe neutropenia associated with the use of

indalpine, the major manufacturer in consultation with the French health authorities
decided to suspend the marketing of this drug.

(Reference: (FMOPL) Le Moniteur des Pharmacies et des Laboratoires, 1666, , June
1985)

WHO Comment : Indalpine, an antidepressant with serotoninergic action, was
introduced in 1983 and marketed exclusively in France. In 1984 its use was
associated with cases of leucopenia and agranulocytosis which led to the
voluntary suspension of clinical trials in the USA. In 1985 the major manufacturer
voluntarily withdrew the drug from the market.

Product Name

C.A.S. number

Indometacin and indometacin farnesil
53-86-1

Scientific and common names, and synonyms

Legislative or regulative action

1H-INDOLE-3-ACETIC ACID, 1-(4-CHLOROBENZOYL)-5-METHOXY-2-METHYL-

Country Effective Description of action taken
Date Grounds for decision
JPN May 1994 The Pharmaceutical Affairs Bureau has amended the approved product information for
indometacin to include convulsions in the list of adverse reactions.
(Reference: (JPNARD) Information on Adverse Reactions to Drugs, No.126, , May 1994)
JPN Oct 1996 The data sheet for indometacin farnesil has been revised to include in the section on

serious adverse effects haemorrhagic colitis as well as perforation of pre-existing sigmoid
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Product Name

C.A.S. number

Legislative or regulative action

Indometacin and indometacin farnesil
53-86-1

Country Effective
Date

Description of action taken
Grounds for decision

lesions.
(Reference: (JPNARD) Information on Adverse Reactions to Drugs, N0.139, , Oct 1996)

WHO Comment : Indometacin was introduced in 1963 and it is one of the first
NSAIDs. Convulsions are rarely reported in relation with the use of this group of
agents. Indometacin farnesil is a pro-drug of indometacin, and the occurrence of
gastro-intestinal adverse effects could be expected. See also under nonsteroidal
antiinflammatory agents.

Product Name

C.A.S. number

Indoprofen
31842-01-0

Scientific and common names, and synonyms

Legislative or regulative action

BENZENEACETIC ACID, 4-(1,3-DIHYDRO-1-OXO-2H-ISOINDOL-2-YL)-ALPHA-METHYL
P-(1-OX0-2-ISOINDOLINYL)HYDRATROPIC ACID

Country Effective Description of action taken
Date Grounds for decision

CYP Dec 1983 Withdrawn from the market following reports of serious adverse gastrointestinal reactions.

GBR Dec 1983 Withdrawn from the market following reports of serious adverse gastrointestinal reactions.

@WD 1984 The nonsteroidal anti-inflammatory drug, indoprofen, was voluntarily withdrawn worldwide
by the manufacturer following the demonstration of tumours in a carcinogenicity study
undertaken in rats.

CHL Jul 1984 Voluntarily withdrawn by the manufacturer.

DEU Jul 1984 The Federal Health Office, in agreement with the manufacturer, withdrew products
containing indoprofen on an interim basis pending an evaluation of the results of a
recently undertaken carcinogenicity study.

ITA Jul 1984 The manufacturer withdrew all formulations of indoprofen following decisions by the

Ministry of Health to suspend promotion and disallow repeat prescriptions pending further
evaluation of the safety of the drug.

WHO Comment : Indoprofen, a nonsteroidal anti-inflammatory agent, was
introduced in 1976 for the treatment of rheumatic disorders. By 1983 its use had
been associated with serious adverse effects, some of which were fatal. This led to
its withdrawal in the United Kingdom and Cyprus. In 1984 reports of intestinal
tumours in rats led to the drug's temporary withdrawal in Germany and ltaly. This
was followed immediately by the suspension of marketing worldwide by the major
manufacturer.

Product Name

Legislative or regulative action

lodinated casein strophanthin (neo-barine)

Country Effective Description of action taken
Date Grounds for decision
USA Oct 1964 Withdrawn from the market and prohibited for export by the Food and Drug

Administration due to the risk of thyrotoxic side effects. This drug was marketed as an
appetite suppressant.

Legislativeor regulation action
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Product Name lodinated casein strophanthin (neo-barine)

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision

WHO Comment : The World Health Organization has no information further to the
above regarding preparations containing iodinated casein strophanthin or to
indicate that they are still commercially manufactured.

Product Name Iproniazid
C.A.S. number 54-92-2

Scientific and common names, and synonyms
ISONICOTINIC ACID 2-ISOPROPYLHYDRAZIDE

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision
ITA Withdrawn from the market owing to an unfavourable risk-benefit ratio and the lack of

substantial evidence of efficacy.

WHO Comment : Iproniazid, a monoamine oxidase inhibitor (MAOI), was
introduced in 1952 for the treatment of depressive illness. Subsequently concern
regarding potentially serious interactions between MAOIs and foods containing
tyramine inspired much restrictive regulatory action. However, MAOIs still retain a
place in the treatment of serious depressive illness although there is no
international consensus on which compounds should be preferred. Thus iproniazid
remains available in several countries.

Product Name Isaxonine phosphate
C.A.S. number 4214-72-6

Scientific and common names, and synonyms
2-(ISOPROPYLAMINO)PYRIMIDINE

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision
FRA 25 Jun 1983 Isaxonine phosphate has been withdrawn following the occurrence of toxic hepatitis

associated with its use.
TUN Not approved for registration on grounds of safety.

WHO Comment : Isaxonine phosphate was introduced in 1981 and marketed
exclusively in France for the treatment of peripheral neuropathy. In January 1983
indications for use were restricted following its association with cases of toxic
hepatitis. It was subsequently withdrawn in June 1983.

Product Name Isocarboxazid

C.A.S. number 59-63-2

Scientific and common names, and synonyms
5-METHYL-3-ISOXAZOLECARBOXYLIC ACID 2-BENZYLHYDRAZIDE

3-ISOXAZOLECARBOXYLIC ACID, 5-METHYL-, 2-(PHENYLMETHYL)HYDRAZIDE

Legislative or regulative action

Legislativeor regulation action
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Product Name

Isocarboxazid

C.A.S. number 59-63-2
Country Effective Description of action taken
Date Grounds for decision

JPN Nov 1974 The Ministry of Health and Welfare has withdrawn all products containing isocarboxazid
and nialamide on the grounds that they lack substantial evidence of efficacy and safety.

CuB Prohibited from use by the National Formulary Commission (1982) on grounds of
reported toxicity and in view of the availability of other less toxic drugs.

SAU Products now controlled by the authorities.

VEN Not approved for use and/or sale.

WHO Comment : Isocarboxazid, a monoamine oxidase inhibitor (MAQI), was
introduced in 1959 for the treatment of depressive illness. Subsequently concern
regarding potentially serious interactions between MAOIs and foods containing
tyramine inspired much restrictive regulatory action. However, MAOIs still retain a
place in the treatment of serious depressive iliness although there is no
international consensus on which compounds should be preferred. Thus
isocarboxazid remains available in several countries and is cited in the British
National Formulary as a relatively safe example of this class of compound.

Product Name

C.A.S. number

Isoprenaline
7683-59-2

Scientific and common names, and synonyms

Legislative or regulative action

ISOPROTERENOL

ISOPROPYLNORADRENALINE

ISOPROPYLARTERENOL
1-(3,4-DIHYDROXYPHENYL)-2-ISOPROPYLAMINOETHANOL

Country Effective Description of action taken
Date Grounds for decision
LKA 1 Jan 1992 The Ministry of Health withdrew from sale inhalers containing the beta-adrenoreceptor

agonist, isoprenaline, because of its potential to induce serious cardiovascular adverse
effects.

(Reference: (LKADIB) Drug Information Bulletin, University of Peradeniya and Ministry of
Health, 4(1),, 1992)

WHO Comment : Isoprenaline, a beta-adrenoreceptor agonist, was introduced in
1949 as treatment for a number of cardiac disorders and as a bronchial dilator for
the symptomatic treatment of asthma. There is evidence that regular inhalation of
bronchodilator drugs is associated, in some cases with exacerbation of the
disease and with increased fatality rates. The underlying causes are disputed, but
an increasing body of opinion now advocates regular maintenance therapy with
inhaled, corticosteroids coupled with supplementary use as required of bronchial
drugs to suppress exacerbations.

Product Name

C.A.S. number

Isotretinoin
4759-48-2

Scientific and common names, and synonyms

Legislative or regulative action

RETINOIC ACID, 13-CIS

3,7-DIMETHYL-9-(2,6,6-TRIMETHYL-1-CYCLOHEXEN-1-YL)2-CIS-4-TRANS-6- TRANS-8-TRANS-NONATETRAENOIC
ACID

Legislativeor regulation action
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Product Name

C.A.S. number

Country Effective
Date

Isotretinoin
4759-48-2

Description of action taken
Grounds for decision

AUS 1984

USA Aug 1985

OMN 24 Dec 1985

MYS 1988

BEL 1 Jan 1988

FRA Apr 1997

EGY

ESP

NLD

NZL

TUN

Isotretinoin is approved only for the treatment of severe cystic acne unresponsive to
conventional therapy. In most states the availability of products is restricted to
prescription by specialist physicians. Labels and product literature carry a warning that
"This product causes birth defects". Warning letters have been circulated to doctors and
pharmacists concerning necessary precautions. Government approved patient
information leaflets and patient consent forms have been issued.

(Reference: (AUDEC) Report of the Australian Drug Evaluation Committee, No.116, ,
Nov 1984)

Having regard to its teratogenicity, isotretinoin should be used only for severe cystic ache
refractory to conventional therapies.

(Reference: (FDADB) FDA Drug Bulletin, (2),, 1985)

Having regard to its teratogenicity, isotretinoin may only be used under the supervision
and control of a hospital dermatologist.
(Reference: (OMNMH) Ministry of Health, 5,, 1985)

The Drug Control Authority has decided that the labelling of preparations containing
isotretinoin should bear a distinct warning regarding teratogenicity, emphasizing that
effective contraceptive measures must be instituted throughout treatment and for at least
four weeks thereafter, and additional reference is also required to the following adverse
effects: symptoms of hypervitaminosis-A; transient and reversible elevation of
transaminases and alkaline phosphatases; bone changes after long-term high dosage;
benign intracranial hypertension.

(Reference: (MYSPR) Ministry of Health Press Release, 2, 3, 1988)

Preparations containing isotretinoin have been placed in List IV of the 'Arr’t, du R,gent' of
2 June 1946 and as such can be administered only on prescription. They must be kept in
a poisons cabinet and carry the skull and crossbones label. They must bear a warning
regarding the embryotoxicity and teratogenicity of the drug which contraindicates its use
during pregnancy.

(Reference: (BELAR) Arrété Royal, , , June 1987)

Having regard to the known teratogenic risks of isotretinoin, the Ministry of Health and the
Medicines Agency have decided to reinforce the prescription requirements to ensure that
patients are informed of the teratogenic risk and of the necessity for contraceptive
measure before, during and after treatment. The physician must ensure that pregnancy
tests are performed at indicated intervals.

(Reference: (FRAAMC) Communiqué de Presse, , , 11 Apr 1997)

The Technical Committee for Drug Controls has issued a statement that preparations
containing isotretinoin should not be used during pregnancy. Product information must
include a warning that paronychia can develop during treatment.

Contraindications to isotretinoin must include a boxed paragraph stating that the drug
may only be used in women of child-bearing age when an effective method of
contraception assures protection during and for at least four weeks after discontinuation
of treatment. Pregnancy must be excluded before initiation of treatment.

The Ministry of Welfare, Public Health and Culture has stressed that isotretinoin should

be prescribed only for serious forms of acne resistant to other treatment. Pregnancy
should be excluded prior to treatment and conception prevented during treatment.

(Reference: (GENMB) Geneesmiddelenbulletin, 18(9),, 1984)

Having regard to its teratogenicity, isotretinoin is indicated only in severe nodulo-cystic
acne resistant to other forms of therapy.

(Reference: (NZCSL) Clinical Services Letter, Department of Health, 232, , Feb 1985)

Having regard to its teratogenicity, isotretinoin should be used only for its recommended
indications under the strict supervision of the prescribing doctor.

WHO Comment : Isotretinoin, a retinol derivative, was introduced in 1982
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Product Name Isotretinoin
C.A.S. number 4759-48-2

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision

exclusively for the treatment of severe acne. Its use in pregnant women has
resulted in major fetal abnormalities. The manufacturer's information emphasizes
that the drug is teratogenic and must not be given to women who are pregnant,
and that contraceptive measures must be maintained for at least four weeks after
discontinuation of treatment. In some countries, blood banks are advised not to
accept as donors persons who have taken isotretinoin within the previous four
weeks. See also under retinol (vitamin A).

Product Name Isoxicam
C.A.S. number 34552-84-6

Scientific and common names, and synonyms
2H-1,2-BENZOTHIAZINE-3-CARBOXIMIDE, 4-HYDROXY-2-METHYL-N-(5-METHYL-3- ISOXAZOLYL)-, 1,1-DIOXIDE

4-HYDROXY-2-METHYL-N-(5-METHYL-3-ISOXAZOLYL)-2H-1,2-BENZOTHIAZINE-3- CARBOXAMIDE 1,1-DIOXIDE

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision

DEU Oct 1985 The Federal Health Office has suspended approval of preparations containing isoxicam
pending further evaluation of reported adverse reactions.

ITA Oct 1985 Following discussions with the National Health Council, the manufacturer has withdrawn
all preparations containing isoxicam pending further evaluation of the reported adverse
reactions.

FRA 11 Oct 1985 The French Health Authorities have suspended marketing of products containing

isoxicam following reports of rare but severe dermatological reactions.

@WD 31 Oct 1985 Marketing of the nonsteroidal antiinflammatory drug isoxicam was suspended worldwide
by the major manufacturer in October 1985 after it had been withdrawn in France on 11
October 1985 following reports of severe skin reactions, some of which were fatal.

OMN 8 Jan 1986 Import and sale of isoxicam have been prohibited.
(Reference: (OMNMH) Ministry of Health, 1,, 1986)
WHO Comment : Isoxicam, a nonsteroidal anti-inflammatory agent, was introduced
in 1983 for the treatment of rheumatic disorders. By 1985 its use had been
associated with serious adverse effects, including four deaths from rare skin

reactions. This led to its withdrawal in France followed immediately by the
voluntary suspension of marketing worldwide by the major manufacturer.

Product Name Kaolin
C.A.S. number 1332-58-7
Scientific and common names, and synonyms
ALBA
BOLUS

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision
IND 11 Feb 1991 The Central Government banned the manufacture and sale of combinations of fixed

doses of kaolin with any other drug.
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Product Name Kaolin
C.A.S. number 1332-58-7

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision
(Reference: (INDC) Drugs Controller, , , Mar 1992)
LKA 1 Jan 1992 The Ministry of Health withdrew from sale all liquid preparations containing kaolin. Kaolin

has doubtful efficacy and its use may lead to increased salt and water loss.
(Reference: (LKADIB) Drug Information Bulletin, University of Peradeniya and Ministry of
Health, 4(1),, 1992)

WHO Comment : Kaolin, a hydrated aluminium silicate, is an absorbent and has
been used to treat diarrhoea because of its ability to bind and inactivate bacterial
toxins. However, it has been shown to induce only a slight change in stool
consistency and there is no evidence that it can reduce the duration or the severity
of diarrhoeal disease. It does not reduce fluid and electrolyte losses. It cannot be
recommended in the treatment of diarrhoea.

Product Name

C.A.S. number

Kebuzone
853-34-9

Scientific and common names, and synonyms

Legislative or regulative action

4-(3-OXOBUTYL)-1,2-DIPHENYL-3,5-PYRAZOLIDINEDIONE

Country Effective
Date

Description of action taken
Grounds for decision

DEU 1985

OMN Sep 1986

AUT

Indications are restricted to inflammatory degenerative rheumatism, chronic polyarthritis,
ankylosing spondylitis, arthroses, neuritis and neuralgia such as lumbago and sciatica,
acute gout, soft tissue rheumatism, painful bruising or post-traumatic inflammation and
thrombophlebitis. A single course of treatment should not exceed three months.
Preparations are contraindicated in children under six years of age.

The Ministry of Health has prohibited the import of preparations containing kebuzone
except those intended for topical use.

Indications restricted to exacerbations of gout and other arthritic conditions. Treatment
should not exceed seven days and doctors are advised not to prescribe this drug to
children under 14 years of age or elderly patients.

(Reference: (WIMAM) Wichtige Mitteilung ueber Arzneimittel, (1),, 1984)

WHO Comment : Kebuzone, a pyrazolone derivative with anti-inflammatory,
analgesic and antipyretic activity, was introduced in 1973 for the treatment of
rheumatic disorders. As it is structurally related to phenylbutazone it is subjected
to rigorously restricted indications by some national regulatory authorities. See
WHO comment for phenylbutazone.

Product Name

C.A.S. number

Ketamine hydrochloride
1867-66-9

Scientific and common names, and synonyms

Legislative or regulative action

CN-52372-2
CL-581
KETAMINI HYDROCHLORIDUM

Country Effective
Date

Description of action taken
Grounds for decision
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Product Name Ketamine hydrochloride
C.A.S. number 1867-66-9

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision
SGP The National Pharmaceutical Administration in the Ministry of Health has rescheduled

ketamine as a narcotic drug because of its high abuse potential.
(Reference: (SGPCW) Communication to WHO, , , 02 Aug 2000)

Product Name Ketoconazole

C.A.S. number 65277-42-1

Scientific and common names, and synonyms
(+/-)-CIS-1-ACETYL-4-[P-[[2-(2,4-DICHLORPHENYL)-2-(IMIDAZOL-1-YLMETHYL)-1,3-DIOX-OLAN-4-
YLIMETHOXYLPHENYL]PIPERAZINE

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision
OMN 04 Apr 1988 Products containing ketoconazole were allowed to be used only under the supervision of

a hospital physician.
(Reference: (OMNCR) Circular, 11/88, , Apr 1988)

WHO Comment : Ketoconazole, an imidazole antifungal agent, was introduced in
1978 for the topical and systemic treatment of a wide variety of fungal infections.
Its use by mouth has been associated with hepatotoxicity, including cases of
hepatitis, which have usually been reversible on discontinuation of the drug, but
some fatalities have also occurred. Ketoconazole is widely marketed.

Product Name Ketorolac
C.A.S. number 74103-06-3

Scientific and common names, and synonyms

H-PYRROLIZINE-1-CARBOXYLIC ACID, 5-BENZOYL-2,3-DIHYDRO, (+/-)-, COMPOUND WITH 2-AMINO-2-
(HYDROXYMETHYL)-1,3-PROPANEDIOL (1:1)

KETOROLAC TROMETHAMINE
KETOROLAC TROMETAMOL

1H-PYRROLIZINE-1-CARBOXYLIC ACID, 5-BENZOYL-2,3-DIHYDRO, (¥)-, COMPOUND WITH2-AMINO-2-
(HYDROXYMETHYL)-1,3-PROPANEDIOL (1:1)

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision
@EC Jun 1993 The Committee on Proprietary Medicinal Products recommended restrictions in dosage
and use pending further analysis of data concerning some 80 fatalities associated with its
use.

(Reference: (CPMPPO) Pharmacovigilance Opinion, No.15, , 16 June 1993)

DEU Jun 1993 The Federal Health Office in Germany withdrew the marketing authorization for the
nonsteroidal anti-inflammatory agent, ketorolac, on the basis of a high number of reports
of severe adverse reactions including renal failure, some of which were fatal.

(Reference: (DEUFHO) Communication from Federal Health Office, , , 17 June 1993)

GBR Jun 1993 The Committee on Safety of Medicines has revised the labelling for ketorolac to reduce
the recommended dose and duration of treatment, in accordance with the CPMP.

(Reference: (GBRCPP) Current Problems in Pharmacovigilance, Vol. 19, , June 1993)
MYS Sep 1993 Following regulatory actions restricting the approved uses of ketorolac trometamol in
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Product Name Ketorolac
C.A.S. number 74103-06-3

Legislative or regulative action

Effective
Date

Country

Description of action taken
Grounds for decision

FRA Dec 1993

NZL Dec 1994

JAM 1998

Canada, the United States and some other countries within the European Union, the
Drug Control Authority has decided to restrict the indications for the intramuscular
30mg/ml injectable formulation of this product and to revise the labelling for all products.

(Reference: (MYSDI) Berita Ubat-Ubatan (Drug Information), 7(3): 3,, Sep 1993)

The Ministry of Health in France suspended the marketing authorization for the
nonsteroidal anti-inflammatory agent, ketorolac, in view of the high frequency and
seriousness of adverse drug reactions reported from the National Commission for
Pharmacovigilance.

(Reference: (FRAAMC) Communiqué de Presse, , , 14 Jan 1994)

A parenteral dose of 120mg in 24 hours should not be exceeded in any patient, and this
dose should be halved in the mildly renally impaired and the elderly. Ketorolac is
contraindicated in patients with more severe renal impairment (serum creatinine > 180
umol/L). The duration of use should be limited to two days for parenteral administration
or a total of seven days if a switch is made to oral use.

(Reference: (NZLPU) Prescriber Update, No.7,, Dec 1994)

The Ministry of Health, Standards and Regulation did not approve registration of the non-
steroidal anti-inflammatory drug, ketorolac due to adverse effects.
(Reference: (JAMMHS) Communication to WHO, , , 26 Sep 2000)

WHO Comment : Ketorolac is a nonsteroidal anti-inflammatory agent used in the
management of moderate to severe acute post-operative pain. It remains on the
market in many countries with restrictions on its use.

Product Name

C.A.S. number

Laetrile
29883-15-6

Scientific and common names, and synonyms

Legislative or regulative action

AMYGDALIN
VITAMIN B17
(O-(6-O-BETA-D-GLUCOPYRANOSYL-BETA-D-GLUCOPYRANOSIDE)-D-MANDELONITRILE

Country Effective Description of action taken
Date Grounds for decision

AUS 20 Feb 1986 The Australian Drug Evaluation Committee has recommended that import of preparations
containing laetrile for use in cancer therapy be prohibited due to lack of efficacy, definite
serious toxicity and absence of knowledge of metabolism, excretion and serum levels. Its
use on an individual basis is under review.
(Reference: (AUDEC) Report of the Australian Drug Evaluation Committee, 122, 13,
1986)

USA 24 Mar 1987 Preparations containing laetrile have the same status as other unapproved drugs and as

such importation is prohibited.

WHO Comment : Laetrile, which consists mainly of amydgalin, a glycoside
extracted from the kernels of apricots, peaches and other fruits, has been available
for over 30 years in preparations purporting to be beneficial in the treatment of
cancer. Although there is no evidence that these are efficacious, preparations
continued to be widely used and, until the late 1970s, they were considered to be
harmless. However, oral dosage forms, which may be broken down in the gut to
hydrogen cyanide, have subsequently been shown to be potentially lethal. This has
resulted in restrictive regulatory measures in several countries.
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Product Name Lamivudine
C.A.S. number 134678-17-4

Scientific and common names, and synonyms
(-)-2?DEOXY-32-THIACYTIDINE

3TC
Legislative or regulative action
Country Effective Description of action taken
Date Grounds for decision
SGP The National Pharmaceutical Administration in the Ministry of Health has restricted the

use of lamivudine for the treatment of chronic hepatitis B to gastroenterologists only. This
decision has been taken because prolonged treatment may result in the emergence of
resistant strains. Furthermore post-treatment hepatitis that can be fatal in patients with
poor hepatic function or cirrhosis has been observed in patients after withdrawal of
therapy.

(Reference: (SGPCW) Communication to WHO, , , 02 Aug 2000)

Product Name Lamotrigine
C.A.S. number 84057-84-1

Scientific and common names, and synonyms
1,2,4-TRIAZINE-3,5-DIAMINE, 6-(2,3-DICHLOROPHENYL)-

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision
GBR Oct 1996 The Committee on Safety of Medicines issued a warning concerning serious skin

reactions, particularly in young children, associated with lamotrigine.
(Reference: (GBRCPP) Current Problems in Pharmacovigilance, Vol.22, p.10, Oct 1996)

AUS 24 Oct 1997 The Adverse Drug Evaluation Committee has recommended that a boxed warning be
included in the labelling for the anticonvulsant, lamotrigine, stating that severe, potentially
life-threatening rashes have been reported in association with this product, particularly in
children, and that lamotrigine should be discontinued at the first sign of rash unless the
rash is clearly not drug related.

(Reference: (AUDEC) Report of the Australian Drug Evaluation Committee, Res No.
7255, , 24 Oct 1997)

WHO Comment : Lamotrigine is a relatively new antiepilepsy agent acting through
stabilization of neuronal membranes and preventing liberation of neurotransmitters.

Product Name Latamoxef
C.A.S. number 64952-97-2

Scientific and common names, and synonyms

5-OXA-1-AZABICYCLO(4.2.0)OCT-2-ENE-2-CARBOXYLIC ACID,7-((CARBOXY(4-HYDROXYPHENYL)ACETYL)AMINO)-7-
METHOXY-3-((1-METHYL-1H- TETRAZOL-5-YL)THIO)METHYL)-8-OXO-

LAMOXACTAM
MOXALACTAM

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision
DEU 1 Jul 1984 Following reports of spontaneous bleeding and death in patients receiving preparations

containing latamoxef, indications will be restricted to serious and life threatening
infections such as sepsis and meningitis.

WHO Comment : Latamoxef, a cefamycin antibiotic, was introduced in 1982 for the
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Product Name Latamoxef
C.A.S. number 64952-97-2

Legislative or regulative action

Effective
Date

Country

Description of action taken
Grounds for decision

treatment of serious infections. Its use has subsequently been associated with
reports of clinically important haemorrhage, sometimes fatal, and in some
countries routine co-administration of vitamin K is advised to minimize this risk.

Product Name

Legislative or regulative action

Lead oxide and lead salts

Country Effective Description of action taken
Date Grounds for decision

FRA 21 Feb 1980 Lead oxide and lead salts have been withdrawn from cosmetics and topically
administered medicinal products having regard to the danger of percutaneous absorption
and their possible contribution to encephalopathy.

DNK 30 Jun 1983 As a result of recorded cases of lead poisoning caused by excessive topical application,
all pharmaceutical products containing lead compounds have been withdrawn.

SAU Prohibited for use in cosmetics and other topical uses, having regard for the danger of
percutaneous absorption.

VEN Not approved for use and/or sale in topical pharmaceutical products.

WHO Comment : Lead oxides and other lead salts were formerly available in
topical preparations which had soothing astringent properties. The toxicity of lead
salts by inhalation, ingestion and percutaneous absorption is now conclusively
established and the medicinal use of preparations containing lead salts is no
longer permitted in many countries.

Product Name

C.A.S. number

Levacetylmethadol
34433-66-4

Scientific and common names, and synonyms

Legislative or regulative action

(-)-6(DIMETHYLAMINO)-4,4-DIPHENYL-3-HEPTANOL ACETATE (ESTER]

Country Effective Description of action taken
Date Grounds for decision

@EC 2001 The European Medicines Evaluation Agency (EMEA) has recommended the suspension
of the marketing authorization of levacetylmethadol (Orlaam) in view of its pro-arrhythmic
potential and the fact that a re-assessment of the risk-benefit profile showed no special
advantage for levacetylmethadol over existing alternatives.
(Reference: (EMEAPS) Public statement, EMEA/8776/01, , 19 Apr 2001)

USA 23 Aug 2003 Product to be withdrawn due to adverse cardiac events; safer alternatives to be adopted.

(Reference: (USARLI) "Dear Healthcare Professional " letter, , , 23 Aug 2003)

Product Name

C.A.S. number

Levamfetamine
156-34-3

Scientific and common names, and synonyms

LEVAMPHETAMINE
(-)-ALPHA-METHYLPHENETHYLAMINE
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Product Name

C.A.S. number

Levamfetamine
156-34-3

Scientific and common names, and synonyms

Legislative or regulative action

(-)-ALPHA-METHYLBENZENEETHANAMINE

Country Effective Description of action taken
Date Grounds for decision
USA 1973 Anorectic drugs containing levamfetamine were withdrawn from the market by the Food
and Drug Administration due to evidence of abuse and high risk of dependence.
OMN May 1991 Import and marketing of products containing levamfetamine were prohibited.
(Reference: (OMNCR) Circular, 16/91, , May 1991)
ARE Pharmaceutical preparations containing levamfetamine are banned.

WHO Comment : Levamfetamine, an amfetamine derivative, is controlled under
Schedule Il of the 1971 Convention on Psychotropic Substances. See WHO
comment for amfetamine.

(Reference: (UNCPS2) United Nations Convention on Psychotropic Substances (ll),
., 1971)

Product Name

C.A.S. number

Levamisole hydrochloride
16595-80-5

Scientific and common names, and synonyms

Legislative or regulative action

L-TETRAMISOLE HYDROCHLORIDE
LEVAMISOLI HYDROCHLORIDUM

Country Effective Description of action taken
Date Grounds for decision
VTN Apr 2000 The Drug Administration of Viet Nam in the Ministry of Health has withdrawn the

registration of products with the anthelminthic, levamisole as the active ingredient. The
reason for withdrawal is that these products have adverse effects that cause encephalitis
and mortality.

(Reference: (VTNMHD) Directive, 13(2000), QD-QLD, 27 Apr 2000)

Product Name

C.A.S. number

Levarterenol
51-41-2

Scientific and common names, and synonyms

Legislative or regulative action

NOREPINEPHRINE
NORADRENALINE

Effective
Date

Country

Description of action taken
Grounds for decision

IRL 1973

SAU

The National Drugs Advisory Board has withdrawn from the market all local anesthetic
preparations intended for infiltration anesthesia containing epinephrine 1:50,000 and
norepinephrine 1:50,000 alone or in combination. This decision, reached in agreement
with the Irish Dental Association, followed reports of serious cardiovascular and
cerebrovascular reactions.

Following published reports of serious cardiovascular and cerebrovascular adverse
reactions, preparations for infiltration anaesthesia which contain epinephrine and
levarterenol, alone or in combination, are now under review.
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Product Name

C.A.S. number

Legislative or regulative action

Levarterenol
51-41-2

Country Effective Description of action taken
Date Grounds for decision
VEN Not approved for use and/or sale for infiltration anesthesia, alone or in combination.

WHO Comment : Vasoconstrictor agents have been in use for many years to
prolong duration of action of local anaesthetics, particularly in dentistry.
Combination products containing epinephrine or levarterenol in concentrations of
1:80,000 or less remain widely available. See also WHO comment for epinephrine.

Product Name

C.A.S. number

Lexipafant
139133-26-9

Scientific and common names, and synonyms

Legislative or regulative action

ETHYL-N-METHYL-N-[A-(2-METHYLIMIDAZOLE[4,5-C]PYRIDIN-1-YL)TOSYL]-L-LEUCINATE

Country Effective Description of action taken
Date Grounds for decision
EME May 1998 The European Agency for the Evaluation of Medicinal Products (EMEA) has refused

marketing authorization for lexipafant. The Committee for Proprietary Medicinal Products
reviewed the data submitted by the company and considered that lexipafant was not
approvable for the treatment of severe acute pancreatitis on the basis of the submitted
data.

(Reference: (EMEAPR) EMEA Press Release, , , 05 May 1998)

Product Name

C.A.S. number

Lindane
58-89-9A

Scientific and common names, and synonyms

Legislative or regulative action

BENZENE HEXACHLORIDE, GAMMA

CYCLOHEXANE, 1,2,3,4,5,6-HEXACHLORO-,(1ALPHA,2ALPHA,3BETA 4ALPHA 5ALPHA,6BETA)-
GAMMA-1,2,3,4,5,6-HEXACHLOROCYCLOHEXANE

(1 ALPHA,2 ALPHA,3 BETA,4 ALPHA,5 ALPHA,6 BETA)-HEXACHLOROCYCLOHEXANE

Country Effective Description of action taken
Date Grounds for decision

NLD 17 Jan 1984 Products containing lindane are no longer accepted for the treatment of head-lice
infestation because of widespread development of resistant strains. They remain
available for the treatment of scabies and body or pubic lice.

DEU 18 Jul 1986 Use is limited to 0.3% with the exception of shampoo, which may contain up to 1% since
exposure time is limited to 4 minutes.

EGY 1987 The Technical Committee for Drug Control has restricted the use of lindane to topical
treatment of lice and scabies. Products should not contain concentrations greater than
0.3%.

(Reference: (EGYDI) Drug Information, 5(2),, 1987)

OMN May 1991 Import and marketing of external preparations containing lindane in concentrations
greater then 0.3% were prohibited. Use of more concentrated preparations is considered
to be less safe and no more effective.

(Reference: (OMNCR) Circular, 9,, Mar 1991)
BRA Feb 2001 The marketing authorization for products containing lindane was withdrawn because of
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Product Name Lindane

C.A.S. number 58-89-9A

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision

unacceptable potential to cause toxic effects.
(Reference: (BRARES) Resolucao n., 147/ANVISA, , 14 Aug 2001)

WHO Comment : Lindane has been available for more than 25 years and is widely
used as an agricultural and household pesticide.

Product Name Lipoic acid
C.A.S. number 1077-28-7

Scientific and common names, and synonyms
1,2-DITHIOLANE-3-PENTANOIC ACID

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision
ARM Feb 2001 The Armenian Drug and Medical Technology Agency has not approved marketing of the

new immunomodulating agent on the grounds of unacceptable risk benefit ratio resulting
from serious adverse effects.

(Reference: (ARMCW) Communication to WHO, , , 31 Aug 2001)

Product Name Lobelia

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision
BGD 1982 Under the provisions of the Drugs (Control) Ordinance, this drug has been prohibited for

use. All prescription chemicals and galenical preparations not included in the latest
edition of the British Pharmacopeia or British Pharmaceutical Codex have been
prohibited for use.

(Reference: (BGDCO) The Drugs (Control) Ordinance, ,, 1982)

ITA Withdrawn from the market owing to an unfavourable risk-benefit ratio and the lack of
substantial evidence of efficacy.

WHO Comment : Lobelia comprises the dried aerial parts of lobelia species, the
activity of which is due chiefly to the alkaloid lobeline. Although preparations
containing lobelia were formerly available for use in the symptomatic treatent of
asthma, they are now largely obsolescent as a result of their irritant properties and
the availability of more effective preparations.

Product Name Loperamide
C.A.S. number 53179-11-6

Scientific and common names, and synonyms
1-PIPERIDINEBUTANAMIDE, 4-(4-CHLOROPHENYL)-4-HYDROXY-N,N-DIMETHYL-ALPHA, ALPHA-DIPHENYL
4-(P-CHLOROPHENYL)-4-HYDROXY-N,N-DIMETHYL-ALPHA,ALPHA-DIPHENYL-1- PIPERIDINEBUTYRAMIDE

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision

Legislativeor regulation action



Twefth |ssue PHARMACEUTICALS (MONOCOMPONENT PRODUCTS) 163

Product Name Loperamide

C.A.S. number 53179-11-6

PHL Nov 1982 Restricted for use as an antidiarrhoeal drug. Contraindicated in children below two years
of age due to the risk of central nervous system damage.

@WD 1990 Drop formulations containing loperamide have been voluntarily withdrawn by the major
manufacturer.
(Reference: (LJJ) Letter to WHO from Johnson & Johnson, , , 21 June 1990)

LIY May 1990 Use of products containing loperamide in children was banned.
(Reference: (LIYRL) Resolution of the General People's Health Committee, 141, , May
1990)

PAK Jun 1990 Drop and syrup formulations of products containing loperamide were banned.
(Reference: (TURMH) Communication from the Ministry of Health, ,, Nov 1991)

OMN Jul 1990 Drop and syrup formulations of products intended for paediatric use containing

loperamide were voluntarily withdrawn by the manufacturer.
(Reference: (OMNCR) Circular, 13/90, , July 1990)

PER Oct 1990 Registration of drop formulations of loperamide intended for paediatric use was
withdrawn. Syrup formulations of loperamide were required to carry a warning stating that
they should not be administered to children under 5 years of age.

(Reference: (PERMH) Ministry of Health, , , 27 Oct 1990)

IDN Nov 1990 Syrup and liquid formulations of products containing loperamide intended for the
treatment of diarrhoea in children were banned.

(Reference: (IDMH) Ministry of Health, , , 19 Nov 1990)

MEX Dec 1990 Registration of products containing loperamide intended for paediatric use was withdrawn.
(Reference: (MEXMH) Communication from the Ministry of Health, , , 28 Nov 1990)
FRA 18 Dec 1990 The approved information for paediatric formulations of the antidiarrhoeal substance

loperamide was amended to indicate that these products should not be administered, on
grounds of safety, to children less than two years of age.
(Reference: (FRARP) La Revue Prescrire, 11(108), 293, 1991)

NPL 1991 Liquid formulations of products containing loperamide either alone or in combination, and
intended for the treatment of diarrhoea in children, were banned.

(Reference: (NPLDDA) Communication from the Department of Drug Administration, , ,
27 Feb 1992)

PHL 1991 Registration of products containing loperamide intended for paediatric use was withdrawn.
(Reference: (MEXMH) Communication from the Ministry of Health, , , 28 Nov 1990)
KOR May 1991 Solid oral dosage forms of products containing loperamide were disallowed for use in

children under 7 years of age and syrup formulations were prohibited in infants under 24
months due to the severe toxic effects on the central nervous system.

(Reference: (KRMHSA) Ministry of Health and Social Affairs - Communication to WHO, ,
, 13 Dec 1991)

LBN Aug 1991 Use of products containing loperamide in children under 5 years of age was discontinued
and registration of paediatric preparations was withdrawn.

(Reference: (LBNMHD) Ministry of Health and Social Affairs Decree, 150/1, , Aug 1991)

TUR Sep 1991 Drop and syrup formulations of products containing loperamide were banned.
(Reference: (TURMH) Communication from the Ministry of Health, ,, Nov 1991)
LKA Nov 1991 Manufacture, import or sale of drop and syrup formulations of loperamide were prohibited.

(Reference: (LKAGAZ) The Gazette of the Democratic Socialist Republic of Sri Lanka
(Extraordinary), 688/29, Part I-1, 15 Nov 1991)

WHO Comment : Loperamide, an inhibitor of intestinal peristalsis, was introduced
in 1975 for the treatment of acute and chronic diarrhoea. In many countries its use
was discouraged in young children. In late 1989, treatment of infants in Pakistan
was associated with 19 cases of paralytic ileus, 6 of which have been fatal. This
has subsequently led the major manufacturer to withdraw all drop formulations of
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Product Name Loperamide
C.A.S. number 53179-11-6

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision

the drug worldwide as well as the lower dose syrup forms from countries where
there is a programme for the control of diarrhoeal diseases. The WHO Control of
Diarrhoeal Diseases Programme recommends that loperamide should not be used
in children below five year of age.

(Reference: (LJJ) Letter to WHO from Johnson & Johnson, , , 21 June 1990)

Product Name Loxoprofen sodium
C.A.S. number 68767-14-6

Scientific and common names, and synonyms
P-[(2-OXOCYCLOPENTYL)METHYL]JHYDRATROPATE DIHYDRATE

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision
SGP The National Pharmaceutical Administration in the Ministry of Health has not approved
loxoprofen sodium because of reports of colonic ulceration and death associated with its
use.

(Reference: (SGPCW) Communication to WHO, , , 02 Aug 2000)

Product Name L-Tryptophan
C.A.S. number 73-22-3

Scientific and common names, and synonyms
L-2-AMINO-3-(INDOL-3-YL) PROPIONIC ACID

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision
USA 17 Nov 1989 The marketing authorization for over-the-counter dietary supplements containing L-

tryptophan as the sole or major ingredient has been withdrawn.
(Reference: (HHSNS) HHS News: US Department of Health and Human Services, P89-
49, , 17 Nov 1989)

CHE Dec 1989 The marketing authorization for all pharmaceuticals containing L-trytophan has been
suspended.

(Reference: (CHBCM) Bulletin Mensuel, , , 27 Dec 1989)

GBR Dec 1989 Non-prescription dietary supplements containing L-tryptophan as the sole or major
ingredient and medicinesindicated for the treatment of depression have been withdrawn.
Multivitamin and multi-aminoacid supplements where tryptophan is a minor ingredient,
parenteral nutrition fluids and preparations for the treatment of phenylketonuria remain on
the market.
(Reference: (GBRPHJ) The Pharmaceutical Journal, 244, 486, 1990)
(Reference: (GBRCSM) Committee on Safety of Medicines, Current problems, 27, , Dec
1989)

SWE 6 Dec 1989 Products containing L-tryptophan have been prohibited. An exemption has been granted
for parenteral nutrition preparations and oral low dose combinations.

(Reference: (SSLMS) Information frdn Socialstyrelsens Laekemedelsavdelning, 14(6),
181, 1989)

AUT 1990 The marketing authorization for all products containing L-tryptophan, including high and
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Product Name

C.A.S. number

Legislative or regulative action

L-Tryptophan
73-22-3

Country Effective

Date

Description of action taken
Grounds for decision

BEL

DEU

ESP

NOR

NZL Feb

FRA 11 Mar

OMN May

JPN 14 May

MYS Jul

1990

1990

1990

1990

1990

1990

1990

1990

1990

low-dose formulations for oral administration, combination products and solutions for
infusion has been suspended.

(Reference: (AUTGB) Bundesgesetzblatt fiir die Republik Oesterreich, , , 18 Oct 1990)

Food supplements containing L-tryptophan as the major ingredient have been withdrawn
from sale. All other products containing L-tryptophan, including extemporaneous
preparations, have been subjected to prescription control.

(Reference: (BELAP) Annales Pharmaceutiques belges, 2, 31, 1990)

(Reference: (BELAP) Annales Pharmaceutiques belges, 11, 64, 1990)

The marketing authorization for all products intended for oral use containing L-tryptophan
has been suspended until 30 September 1991. An exemption has been granted for
nutritional preparations intended for patients either severely impaired digestion and
absorption or who are unresponsive to other therapy.

(Reference: (DEUPZ) Pharmazeutische Zeitung, 145(44), 2951, 1990)

(Reference: (DEUPZ) Pharmazeutische Zeitung, 145(41), 2735, 1990)

(Reference: (DEUPZ) Pharmazeutische Zeitung, 145(40), 2629, 1990)

Products containing L-tryptophan intended for oral use were withdrawn, following their
association with cases of eosinophilia-myalgia syndrome. Products intended for
parenteral use were allowed to remain on the market.

(Reference: (ESPITS) Informacion de la Terapeutica del Sistema Nacional de Salud,
14(12), 349, 1990)

Products containing L-tryptophan as the therapeutic ingredient may only be prescribed
for patients alreadyunder treatment and at the special request of a psychiatrist.
Preparations containing tryptophan at natural levels, such as products for parenteral
nutrition, are exempted from this restriction.

(Reference: (NNSLM) Nytt fra Statens Legemiddelkontroll, 3, 7, 1990)

Capsules and tablets which result in a daily intake of 100 mg or more of L-tryptophan
have been recalled from retail outlets. Companies may continue to provide preparations
containing L-tryptophan to patients.

(Reference: (NZCSL) Clinical Services Letter, Department of Health, 257, , 15 Mar 1990)

The manufacture, import, sale and distribution of all dietary supplements and
extemporaneous medicinal preparations containing L-tryptophan has been suspended.
This measure does not refer to other medicines or to special dietary preparations,
including dietary products for nursing infants and for young children with metabolic and
nutritional problems, hypoallergenic dietary products for infants and nutritive mixtures for
special liquid nourishment.

(Reference: (JORF) Journal Officiel de la Republique Francaise, , , 13 May 1990)
(Reference: (FMOPL) Le Moniteur des Pharmacies et des Laboratoires, 1892, 18, 1990)

Following reports of cases of eosinophilia-myalgia syndrome in the United States, import
and marketing of monocomponent and multi-ingredient medicinal preparations containing
L-tryptophan were prohibited. A certificate from the Ministry of Health was required for the
importation of dietary supplements.

(Reference: (OMNCR) Circular, 9/90, , May 1990)

As a result of the epidemic of eosinophilia-myalgia syndrome reported from the USA, L-
tryptophan and all drugs and food products in which it is a constituent have been
withdrawn.

(Reference: (JPNPH) Pharma Japan, 1204, 1, 14 May 1990)
The marketing authorization for dietary supplements and medicines containing L-
tryptophan has been withdrawn. The decision does not apply to preparations intended for

parenteral nutrition or to enteral feed preparations used under medical supervision in
patients with specific conditions.
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Product Name

C.A.S. number

Legislative or regulative action

L-Tryptophan
73-22-3

Country Effective
Date

Description of action taken
Grounds for decision

(Reference: (MYSDC) Malaysian Drug Control Authority, , , 26 July 1990)

WHO Comment : L-tryptophan, an essential aminoacid and precursor of serotonin,
was introduced into medicine in 1963 for the treatment of depression and sleep
disorders. Its effectiveness in these conditions has, however, never been
convincingly demonstrated. It is also widely used in dietary supplements,
parenteral nutrition preparations and dietary products for children with
phenylketonuria. In 1989, reports from the USA showed an association between the
consumption of L-tryptophan containing preparations and the development of
eosiniphilia-myalgia syndrome (EMS), a condition characterized by intense
eosinophilia, severe muscle and joint pain, swelling of the arms and legs, skin
rashes and possible fever. Some of the reported cases have been fatal. Since it is
not yet clear whether L-tryptophan itself or an unidentified contaminant is the
cause of the EMS, many drug regulatory authorities have suspended the marketing
authorization of products containing tryptophan pending further investigation,
whereas others have withdrawn these products or restricted their use.

Product Name

C.A.S. number

Lynestrenol
52-76-6

Scientific and common names, and synonyms

Legislative or regulative action

LYNOESTRENOL

LYNENOL
19-NOR-17-ALPHA-PREGN-4-EN-20-YN-17-OL
19 NORPREGN-4-EN-20-YN-17-OL, (17ALPHA)-

Country Effective
Date

Description of action taken
Grounds for decision

AUS 1980

SAU

High dosage (2.5mg) lynestrenol products were withdrawn following demonstration of a
dose-related incidence of mammary tumours in the beagle bitch. It is acknowledged,
however, that this species may not offer a reliable model for predicting possible
carcinogenicity of progestogens in humans.

(Reference: (AUDEC) Report of the Australian Drug Evaluation Committee, No.90, , )

Products now controlled by the authorities.

WHO Comment : Lynestrenol, a synthetic progestogen, was introduced in the early
1960s as a component in oral contraceptive preparations. In 1967, as a result of
new regulations required by the United States Food and Drug Administration,
lynestrenol was submitted to long-term toxicity studies and by the early 1970s it
was shown to be associated with an increased incidence of mammary tumours in
beagle bitches which led to its withdrawal by at least one regulatory authority.
Subsequently the validity of the beagle bitch model as a predictor of
carcinogenicity of steroid contraceptives has been contested by many national
regulatory authorities and lynestrenol remains available in some countries for
contraceptive and other purposes.

(Reference: (WHODI) WHO Drug Information, 1-3, 5-7, 1984)

Product Name

C.A.S. number

Mazindol
22232-71-9

Scientific and common names, and synonyms
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Twelfth Issue PHARMACEUTICALS (MONOCOMPONENT PRODUCTS) 167
Product Name Mazindol
C.A.S. number 22232-71-9

Scientific and common names, and synonyms

5-(P-CHLOROPHENYL)-2,5-DIHYDRO-3H-IMIDAZOL[2,1-A]ISOINDOL-5-OL

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision
OMN 11 Jan 1987 Import and marketing of products containing mazindol were prohibited.

(Reference: (OMNCR) Circular, 2/87, , Jan 1987)

WHO Comment : Mazindol, an anorectic agent, was introduced into medicine in
1970 as an aid to weight reduction. It is controlled under Schedule IV of the 1971
Convention on Psychotropic Substances. It remains available in many countries
with highly evolved drug regulatory authorities.

(Reference: (UNCPS4) United Nations Convention on Psychotropic Substances (1V),
,, 1971)

Product Name

C.A.S. number

Meclozine
569-65-3

Scientific and common names, and synonyms

Legislative or regulative action

MECLIZINE
PIPERAZINE, 1-((4-CHLOROPHENYL)PHENYLMETHYL)-4-((3-METHYLPHENYL)METHYL)-
1-(P-CHLORO-ALPHA-PHENYLBENZYL)-4-(M-METHYLBENZYL)PIPERAZINE

Country Effective Description of action taken
Date Grounds for decision
IDN 1 Jan 1963 The Ministry of Health has prohibited the importation, production, sale and distribution of

this drug.
(Reference: (IDMHD) Ministerial Decree, 682-PH-63B, , June 1963)

WHO Comment : Meclozine, an antihistamine with antiemetic activity, was
introduced in 1953 for the treatment of nausea. The action taken in Indonesiain
1963 resulted from concern regarding its possible teratogenic potential.
Subsequent epidemiological studies have been widely accepted, however, as
dispelling this suspicion. Meclozine remains widely available in both prescription
only and over-the-counter preparations and in some countries the licensed
indications include management of nausea of pregnancy.

Product Name

C.A.S. number

Medifoxamine
32359-34-5

Scientific and common names, and synonyms

Legislative or regulative action

NN-DIMETHYL-2,2-DIPHENOXYETHYLAMINE

Country Effective Description of action taken
Date Grounds for decision
MAR Jun 1999 The manufacturer has withdrawn medifoxamine from the market because of evidence of
hepatic injury.
(Reference: (MARDMP) Letter to WHO, , , 08 Sep 2000)
FRA Mar 2000 The Medicines Agency has announced the withdrawal of the antidepressant,

medifoxamine from the market after a pharmacovigilance enquiry performed in France
revealed evidence of hepatic injury associated with the use of medifoxamine.
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Product Name

C.A.S. number

Legislative or regulative action

Medifoxamine
32359-34-5

Effective
Date

Country

Description of action taken
Grounds for decision

(Reference: (FRAAMI) Infofax - Pharmacovigilance, , , 30 June 1999)

Product Name

C.A.S. number

Mefloquine
53230-10-7

Scientific and common names, and synonyms

Legislative or requlative action

4-QUINOLINEMETHANOL, ?-2-PIPERIDINYL-2,8-BIS(TRIFLUOROMETHYL)-, (R*, S$*)-(%)-

Country Effective Description of action taken
Date Grounds for decision

IRL May 1996 The Irish Medicines Board has contraindicated the use of mefloquine for prophylaxis in
patients with renal insufficiency or severe impairment of liver function; for prophylaxis in
patients with a history of psychoses and epilepsy; in patients with hypersensitivity to
mefloquine or related compounds; in concomitant use with halofantrine.
(Reference: (IRDDS) Drug Safety Newsletter, No.2, , May 1996)

GBR Jul 1996 The Committee on Safety of Medicines recommends that prophylactic use of mefloquine

is contraindicated in patients with a history of neuropyschiatric disturbance, and that
patients should be informed about adverse reactions that may occur in association with
mefloquine.

(Reference: (GBRCPP) Current Problems in Pharmacovigilance, Vol.22, p. 6, 1996)

WHO Comment : Mefloquine was developed in response to proliferation of multi-
drug resistant strains of Plasmodium falciparum, and has been widely used since
the early 1980s. Provided the drug is used appropriately, the risks associated with
its prophylactic use are clearly outweighed by the benefits. Mefloquine is listed in
the WHO Model List of Essential Drugs.

Product Name

C.A.S. number

Megestrol acetate
3562-63-8

Scientific and common names, and synonyms

Legislative or regulative action

PREGNA-4,6-DIENE-3,20-DIONE, 17-(ACETYLOXY)-6-METHYL
17-HYDROXY-6-METHYLPREGNA-4,6-DIENE-3,20-DIONE ACETATE

Country Effective Description of action taken
Date Grounds for decision

GRC 1976 Preparations for oral use have been withdrawn from the market.

NOR 1 Jan 1976 Oral contraceptives containing this substance have been withdrawn from the market and
use is now restricted to anti-cancer treatment.

DEU 1977 Following the discovery of increased incidence of breast tumours in beagle bitches during
long-term toxicity studies, contraceptive preparations containing megestrol acetate were
voluntarily withdrawn by the manufactuer. The drug remains available for treatment of
endometrial carcinoma.

GBR 1982 This substance is licensed only for the treatment of certain hormone-dependent

neoplasms but not for use in contraceptive preparations. This restriction was applied

because of reports of dose dependent mammary tumours in beagles. Such lesions have
not been reported in rats and monkeys.
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Product Name

C.A.S. number

Legislative or regulative action

Megestrol acetate
3562-63-8

Country Effective Description of action taken
Date Grounds for decision
NZL Voluntarily withdrawn from the market.

WHO Comment : Megestrol acetate, a synthetic progestogen, was introduced in the
early 1960s as a component in oral contraceptive preparations. In 1967, as a result
of new regulations required by the United States Food and Drug Administration,
megestrol acetate was submitted to long-term toxicity studies and by the early
1970s it was shown to be associated with an increased incidence of mammary
tumours in beagle bitches which led to its withdrawal by several regulatory
authorities. Subsequently the validity of the beagle bitch model as a predictor of
carcinogenicity of steroid contraceptives has been contested by many national
regulatory authorities and megestrol remains available in some countries for
contraceptive purposes. In other countries its use is restricted to anticancer
treatment.

(Reference: (WHODI) WHO Drug Information, 1-3, 5-7, 1984)

Product Name

C.A.S. number

Melatonin
73-31-4

Scientific and common names, and synonyms

Legislative or regulative action

5-METHOXY-N-ACETYL TRYPTAMINE

Country Effective Description of action taken
Date Grounds for decision
GBR Sep 1995 The Medicines Control Agency has ordered suppliers to stop selling the hormone,
melatonin, until they have obtained a product licence. The MCA has now decided that
melatonin is "medicinal by function" and requires a licence.
(Reference: (GBRPHJ) The Pharmaceutical Journal, Vol.255, p.245, 16 Sep 1995)
NOR May 1996 The Medicines Control Authority has reclassified melatonin as a prescription medicine.
(Reference: (NORNL) Nytt om legemidler, 19(3): 56,, 1996)
DEU Jun 1996 The Federal Institute for Drugs and Medical Devices has decided that melatonin is a
medicinal product and therefore requires a marketing authorization.
(Reference: (DEUPM) Pressemitteilung, 5/96, , 14 June 1996)
NZL Aug 1997 Melatonin has been classified as a Prescription Medicine because the information on its

safety and efficacy is insufficient. Previously, melatonin was unclassified.
(Reference: (NZLPU) Prescriber Update, No.15, , Aug 1997)

WHO Comment : Melatonin is promoted as a cure for travel sickness, jet-lag and
insomnia and has recently been claimed in the United States to reverse the ageing
process. A synthetic version has been freely available from health food shops and
pharmacies as a "nutritional supplement" since 1993.

Product Name

C.A.S. number

Mepacrine
83-89-6

Scientific and common names, and synonyms

ARRITHINUM

ANTIMALARINAE CHLORHYDRAS
CHINACRINA MEPACRINI HYDROCHLORIDIUM
QUINACRINE HYDROCHLORIDE
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Product Name Mepacrine
C.A.S. number 83-89-6

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision
IND Aug 1998 The Government has issued a notification banning the import, manufacture, sale and

distribution of mepacrine (quinacrine) for use as a contraceptive or sterilisation agent.
Penalties include up to three years imprisonment and fines of up to Rs. 5,000. This
action has been taken following clinical trials undertaken by the Indian Council of Medical
Research that raised questions about the safety of the drug.

(Reference: (HINDU) Use of quinacrine as contraceptive banned, , , 18 Aug 1998)

Product Name

C.A.S. number

Mephenesin
59-47-2

Scientific and common names, and synonyms

Legislative or regulative action

3-(O-METHYLPHENOXY)-1,2-PROPANEDIOL

Country Effective Description of action taken
Date Grounds for decision
JPN Jul 1976 This compound, promoted as a muscle relaxant, has been withdrawn because of lack of
substantial evidence of efficacy and safety.
SAU Registration of this drug has been postponed, and its distribution is prohibited.

WHO Comment : Mephenesin, a centrally acting muscle relaxant and sedative, was
introduced in 1948 and its use has subsequently been associated with some of the
undesirable features of barbiturate use. It is of limited efficacy since it is short-
acting and does not relieve the spasticity associated with chronic neurological
disorders. It has therefore been largely superseded by benzodiazepines but it
remains available in some countries.

Product Name

C.A.S. number

Meprobamate
57-53-4

Scientific and common names, and synonyms

Legislative or regulative action

1,3-PROPANEDIOL, 2-METHYL-2-PROPYL-, DICARBAMATE
2-METHYL-2-PROPYL-1,3-PROPANEDIOL DICARBAMATE

Country Effective Description of action taken
Date Grounds for decision
SWE Jan 1981 Meprobamate-containing appetite suppressants have been withdrawn from the market.

There is a lack of evidence of their value in long-term management of obesity, they have
the potential for abuse and despite warnings they are frequently used over unacceptably
prolonged periods.

WHO Comment : Meprobamate, a bis-carbamate ester, was introduced in 1955 for
the treatment of anxiety and was subsequently used as a sedative-hypnotic drug.
Psychological and physical dependence can occur and abuse has been reported.
Meprobamate is controlled under Schedule IV of the 1971 Convention on
Psychotropic Substances.

(Reference: (UNCPS4) United Nations Convention on Psychotropic Substances (IV),
,, 1971)

Product Name

Mesna
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C.A.S. number

19767-45-4

Scientific and common names, and synonyms

Legislative or regulative action

ETHANESULFONIC ACID, 2-MERCAPTO-, MONOSODIUM SALT
SODIUM 2-MERCAPTOETHANESULFONATE

Country Effective Description of action taken
Date Grounds for decision
DEU Apr 1991 Oral liquid dosage forms of preparations containing mesna were voluntarily withdrawn by

the manufacturer because their use had been associated with hypersensitivity reactions
of different degrees, including slight skin eruptions up to more serious anaphylactic
reactions, in patients with autoimmune conditions.

(Reference: (DAZ) Deutsche Apotheker Zeitung, 131(17), VI, 1991)

WHO Comment : Mesna, an antidote used to protect patients treated with
cyclophosphamide or ifosfamide from haemorrhagic vesiculitis, was introduced on
the market in 1984. Shortly afterwards, its use became associated with allergic
reactions, which occurred mainly in patients treated with the oral solution. This led
to the withdrawal of this formulation in Germany, the only country where it was
marketed. An oral liquid dosage form is still registered, but not marketed, in the
Netherlands and products for intravenous injection remain available elsewhere.

Product Name

C.A.S. number

Metamfetamine
537-46-2

Scientific and common names, and synonyms

Legislative or regulative action

METHYLAMPHETAMINE
METAMPHETAMINE
(+)-2-METHYLAMINO-1-PHENYLPROPANE

Country Effective Description of action taken
Date Grounds for decision
TUR 6 Sep 1982 Banned for production, import, export, sale and use.
OMN 10 May 1982 Import and marketing of products containing metamfetamine and its racemic form were
prohibited.
(Reference: (OMNCR) Circular, 11/82, , May 1982)
NGA 1988 All products containing metamfetamine have been banned.

(Reference: (NGAPN) Pharmanews, 10(11), 15, 1988)

WHO Comment : Metamfetamine, an amfetamine derivative, is controlled under
Schedule Il of the 1971 Convention on Psychotropic Substances. See WHO
comment for amfetamine.

(Reference: (UNCPS2) United Nations Convention on Psychotropic Substances (ll),
,, 1971)

Product Name

C.A.S. number

Metamizole sodium
68-89-3

Scientific and common names, and synonyms

ANALGIN
DIPYRONE
DIPYRON

METHANESULFONIC ACID, ((2,3-DIHYDRO-1,5-DIMETHYL-3-OX0O-2-PHENYL-1H-PYRAZOL-4-YL)METHYLAMINO)-

,SODIUM SALT
METHANESULFONIC ACID

Legislativeor regulation action
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Product Name Metamizole sodium
C.A.S. number 68-89-3

Scientific and common names, and synonyms
METHAMPYRONE

NORAMIDOPYRINE METHANESULFONATE SODIUM

SULPYRINE
SULPYRIN
Legislative or regulative action
Country Effective Description of action taken
Date Grounds for decision
AUS 1965 The Department of Health has prohibited the importation of noramidopyrine

methanesulfonate sodium (metamizole sodium).
(Reference: (AUDEC) Report of the Australian Drug Evaluation Committee, No.9, , )

NOR Jul 1976 Withdrawn from the market.

PHL 1977 Used only as a last resort in serious and life-threatening situations when other less toxic
antipyretic drugs and other measures have failed and are not tolerated, and only with
proper supervision and monitoring. The package inserts are required to carry extensive
warning information, especially regarding the risk of fatal agranulocytosis with the usage
of this drug. The drug is available only on prescription.

(Reference: (PHADO) Administrative Order, 330, , 1977)

USA 27 Jun 1977 An analgesic, antipyretic drug, found to be effective at reducing fever but withdrawn from
the market and prohibited for export by the Food and Drug Administration on the basis of
reports of agranulocytosis, a sometimes fatal blood condition, associated with its use.
The Director of the Bureau of Drugs found that agranulocytosis cannot be effectively
prevented by frequent examination of treated patients since this condition can occur
within a few hours following administration of the drug to a sensitive individual. In its
decision, the FDA cited the availability of effective orally administered drug products (e.g.
acetylsalicylic acid or paracetamol) and concluded that the risks associated with this drug
far outweigh any benefit derived from its use, including use in Hodgkin's disease and
similar malignant diseases.

(Reference: (FEREAC) Federal Register, 42(117), 30893, 1977)

KWT Dec 1978 All dosage forms are no longer allowed with the exception of injectable preparations
which may be used only in an emergency.

(Reference: (KTMD) Ministerial Decree, 556/78,, 1978)

ITA 1979 Injectable preparations with dosages higher than 1 gram and intravenous preparations in
combination with other compounds have been withdrawn. The label for currently
marketed preparations now carries a warning regarding fatal accidents due to
hypersensitivity.

DNK Apr 1979 Preparations containing metamizole were banned for systemic use due to the potential
risk of fatal agranulocytosis.

(Reference: (UGLAAD) Ugeskrift for Laeger, 873, , Mar 1979)

SAU 1980 All preparations containing metamizole were prohibited due to several reports of
anaphylactic shock.

ARE 9 Jun 1981 Pharmaceutical preparations containing metamizole sodium are banned.
(Reference: (UAEMD) Ministry of Health Decree, N0.694, , 1981)

SDN 1982 The Ministry of Health no longer allows registration of metamizole sodium with the

exception of parenteral preparations for limited use.

BGD Jun 1982 Banned in oral drops and tablet form due to high incidence of adverse effects and
availability of safer alternatives. A single ingredient injection remains available for
terminal care as a restricted drug for specialized use.

EGY Jul 1983 Following reports of anaphylactic shock, no registration licence is to be granted for
injectable preparations containing more than 1 gram of this compound.
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Product Name Metamizole sodium
C.A.S. number 68-89-3

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision
ISR 1 Dec 1985 Fixed dose combinations of metamizole sodium are not approved for registration.

Parenteral preparations of metamizole sodium (single-dose product) may be
administered only in hospitals and clinics where there are suitable facilities for
resuscitation (in cases of anaphylactic shock). Enteral preparations of metamizole
sodium (single-dose product) may be dispensed without prescription.

BEL 1987 Preparations containing metamizole sodium have been placed in List IV of the 'Arr’t, du
R,gent' of 2 June 1946 and as such can be administered only on prescription. They must
be kept in a poisons cabinet and carry the skull and crossbones label. Metamizole in
combination with a spasmolytic may be dispensed a maximum of five times against a
renewable prescription for a period of six months.

(Reference: (BELAR) Arrété Royal, , , June 1987)

MYS Jan 1987 All products containing metamizole sodium have been withdrawn.
(Reference: (MYSDC) Malaysian Drug Control Authority, No.6, , Oct 1986)
DEU 27 Apr 1987 Subsequent to the regulatory action taken in January 1983 (see Pyrazolones) the Federal

Health Office has further restricted the use of preparations containing metamizole
sodium. As from 1 January 1987 all preparations have been subjected to prescription
control and combination products have been withdrawn.

(Reference: (FRGGH) Bundesgesundheitsamt Pressedienst, 18, , Apr 1987)

PAK 1988 All combination products containing metamizole sodium were withdrawn.
(Reference: (PAKMH) Ministry of Health, Special Education and Social Welfare, , , Aug
1988)

ESP 1989 The indications of products containing metamizole sodium have been restricted to acute

post-traumatic or post-surgical pain, abdominal colic and high fever unresponsive to
other antipyretics. All fixed combination products containing metamizole have been
withdrawn, except those in which it is associated with a spasmolytic.

(Reference: (ESPINS) Informacion Terapéutica de la Seguridad Social, 13(1), 6, 1989)

GHA 1 Sep 1989 Products containing metamizole sodium of its salts have been banned.

(Reference: (GHAPDR) Pharmacy and Drugs (Banned Drugs) Regulations, Legislative
Instruments, 1484, , 1989)

NLD 1990 Having regard to reports of agranulocytosis, the manufacturers have agreed to the
voluntary withdrawal of metamizole sodium from combination preparations.
(Reference: (NPHWB) Pharmaceutisch Weekblad, 125(3), 82, 1990)

CHE 1 Jan 1992 Products containing metamizole sodium were subjected to prescription control.
(Reference: (CHBCM) Bulletin Mensuel, 10, 686, 1991)

LKA 1 Jan 1992 The Ministry of Health withdrew from sale pharmaceutical products containing
metamizole sodium (injectable formulation). This action was based on the potential of
these products to induce suppression of the bone marrow.

(Reference: (LKADIB) Drug Information Bulletin, University of Peradeniya and Ministry of
Health, 4(1),, 1992)

THA Feb 1994 The Ministry of Public Health has revised the product information for pharmaceutical
products containing the pyrazalone analgesic, metamizole sodium (dipyrone) to include a
warning on possible agranulocytosis and impairment of the immune system and to
restrict its use to severe pain and lack of response to aspirin or paracetamol. The drug
has been rescheduled and may now be obtained only on prescription. It has also been
prohibited for use in combination products, i.e. antispasmodic and cold remedy
preparations.

(Reference: (THAFDA) Communication to WHO, , , 08 Feb 1994)

NPL 21 Jul 1997 The health authorities have banned the importation, manufacture, sale, distribution and
storage of metamizole sodium alone or in combination. This action has been taken on

Legislativeor regulation action



Twefth |ssue PHARMACEUTICALS (MONOCOMPONENT PRODUCTS) 174

Product Name Metamizole sodium
C.A.S. number 68-89-3

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision

the basis of safety concerns relating to this product.
(Reference: (NPLGZ) Nepal Gazette, Part 47(15), Notice 2, 21 July 1997)

SYR 1998 The Suprim Technical Committee and the Ministry of Health has instructed all local drug
factories to stop manufacturing metamizole sodium (dipyrone) ampoules with immediate
effect.

(Reference: (SYRAFD) Announcement from the Directorate, No: 1784, , 02 Feb 1998)

YEM 1998 The Supreme Board of Drugs and Medical Appliances has withdrawn all formulations of
metamizole sodium because of its potential to cause anaphylactic shock and
agranulocytosis.

(Reference: (YEMCW) Communications to WHO, , , 10 Oct 1998)

ZWE 1998 The Medicines Control Authority has cancelled the registration of all metamizole sodium
(dipyrone)- containing products due to the potential risk of metamizole sodium causing
fatal agranulocytosis.

(Reference: (ZWEDIB) Drug Information Bulletin, Vol.2 No.1,, Mar 1998)

SWE 1999 The Medical Products Agency has suspended the marketing authorization for metamizole
sodium with effect from 28 April 1999. The decision is based on a larger than expected
number of reports of agranulocytosis in Sweden since 1996 (1 in 1,700).

(Reference: (SWEMPA) EU/EEA Rapid Alert, , , 28 Apr 1999)

MAR May 2000 The Minister of Public Health has decided to suspend the marketing authorization for
products containing metamizole sodium on the recommendation of the National Advisory
Commission for Pharmacovigilance. This recommendation followed an official survey
which showed severe adverse reactions associated with this product.

(Reference: (MARDMP) Letter to WHO, , , 08 Sep 2000)

COoL Jun 2000 The Instituto Nacional de Vigilancia de Medicamentos y Alimentos (INVIMA) in Colombia,
Colombian Ministry of Health has restricted the use of metamizole either alone or in
combination. These products should be available only if other combination. These
products should be available only if other therapeutic management is insufficient.
(Reference: (COLVMA) Letter from INVIMA to WHO, Res. 259048, , 22 June 2000)

LTH Sep 2000 The marketing authorization for tablets was not renewed for safety reasons.
(Reference: (LTHCW) Communication to WHO, , , 24 Aug 2001)
ARM The Drug and Medical Technology Agency has suspended the marketing authorization of

metamizole sodium (tablets and solution). The decision is based on a large number of
reports on agranulocytosis in Sweden since 1996 and other dangerous adverse effects.
(Reference: (ARMCW) Communication to WHO, , , 09 Aug 2000)

BHR Preparations containing metamizole sodium have been withdrawn.

GRC Preparations containing metamizole have been withdrawn from the market, with the
exception of injectable preparations containing up to 1 gram, because of concern about
agranulocytosis associated with the drug's use.

IRL Products containing metamizole have been withdrawn.

MEX Due to toxicity, not accepted for use in pediatric preparations (elixir, solution, suspension,
suppositories). Alternatives must be sought.

PER The package and/or label for this product advises that the drug is intended for
prescription use only and may cause agranulocytosis.

SGP Metamizole sodium and related salts have been banned for importation.

SWE Preparations containing metamizole sodium were withdrawn from the market by the

manufacturers after mutual discussions due to adverse reactions such as
agranulocytosis.
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Product Name Metamizole sodium
C.A.S. number 68-89-3

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision
VEN Not approved for use and/or sale.

WHO Comment : Metamizole sodium, a pyrazolone derivative with analgesic,
antipyretic and anti-inflammatory activity, was introduced in 1921 and has since
been widely available in over-the-counter products. By the early 1970s its use had
been associated, as with some other pyrazolones, with serious and sometimes
fatal adverse reactions, notably cases of blood dyscrasias including
agranulocytosis, which led to its withdrawal by some regulatory authorities (see
full list). Although preparations of metamizole sodium are prohibited in certain
countries, they remain widely available in others and, in some cases, in over-the-
counter products.

Product Name Metformin
C.A.S. number 657-24-9

Scientific and common names, and synonyms
IMIDODICARBONIMIDIC DIAMIDE-, N,N-DIMETHYL-

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision
NZL Apr 1998 Metformin is contraindicated in chronic hepatic disease, hypoxia (e.g., recent myocardial

infarction, cardiac failure, pulmonary disease), dehydration and in the period from
immediately prior to surgery until the patient is again eating and drinking normally.

(Reference: (NZLPU) Prescriber Update, No.16, , Apr 1998)

Product Name Methanol
C.A.S. number 67-56-1
Scientific and common names, and synonyms

METHYL ALCOHOL

METHANOL
Legislative or regulative action
Country Effective Description of action taken

Date Grounds for decision

THA Products containing this ingredient may not be registered.

WHO Comment : Methanol has been subjected to abuse by consumption as a
substitute for ethanol. Its toxic metabolites cause irreversible blindness and severe
metabolic acidosis, and are ultimately fatal. Methanol continues to be used as an
industrial solvent.

Product Name Methapyrilene
C.A.S. number 91-80-5

Scientific and common names, and synonyms
1,2-ETHANEDIAMINE, N,N-DIMETHYL-N"-2-PYRIDINYL-N"-(2-THIENYLMETHYL)

2((2-(DIMETHYLAMINO)ETHYL)-2-THENYLAMINO)PYRIDINE

Legislative or regulative action
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Product Name

Methapyrilene

C.A.S. number 91-80-5
Country Effective Description of action taken
Date Grounds for decision

DEU 1979 Withdrawn following experimental evidence of carcinogenicity in rodents.

DOM 1979 Withdrawn following experimental evidence of carcinogenicity in rodents.

GBR 1979 Withdrawn following experimental evidence of carcinogenicity in rodents.

ITA 1979 Withdrawn from the market owing to suspected carcinogenicity.

CAN 28 Jun 1979 Approval for registration of products containing methapyrilene, or any of its salts was
withdrawn. Action was based on data received by the Health Protection Branch
identifying methapyrilene as a potent carcinogen in rats.

(Reference: (CANGZ) Canada Gazette, 113/11(13), 2530, 1979)

SGP Oct 1979 Medicinal products containing methapyrilene and/or its salts have been banned for
importation.

HKG 17 Dec 1979 The Pharmacy and Poisons Committee no longer allows the registration, sale or
distribution of products containing methapyrilene.

AUS 1980 All preparations withdrawn following demonstration of carcinogenic potential in rats.

EGY 1980 Products containing methapyrilene were withdrawn having regard to its carcinogenic
potential.

PAN 9 May 1980 The Ministry of Health has banned the sale of pharmaceuticals and cosmetics containing
methapyrilene.

(Reference: (PANMR) Ministry of Health Resolution, 882, , May 1980)

BRA 30 Jun 1980 Products containing methapyrilene are prohibited.

(Reference: (BRAPT) Portaria do Servico Publico Federal, No.08, , 1980)

PHL Sep 1980 This compound has been banned in antihistamines. It has been found to be carcinogenic
inanimals.

ARE 9 Jun 1981 Pharmaceutical preparations containing methapyrilene hydrochloride are banned.
(Reference: (UAEMD) Ministry of Health Decree, N0.694, , 1981)

IND 1983 Prohibited for manufacture and sale for reasons of health risks associated with use
and/or questionable therapeutic value.

(Reference: (GAZIE) The Gazette of India: Extraordinary, II-3i, , 23 July 1986)

OMN 27 Jul 1992 Marketing of products containing methapyrilene was prohibited.

(Reference: (OMNCR) Circular, 28/92, , July 1992)

CHL Withdrawn following experimental evidence of carcinogenicity in rodents.

NZL Voluntarily withdrawn from the market.

USA This antihistamine was withdrawn in the United States of America, and subsequently in
several other countries, following experimental evidence of carcinogenicity in rodents.

VEN Withdrawn from market.

WHO Comment : Methapyrilene, an antihistamine with moderate sedative activity,
was introduced in 1947 for the treatment of various allergic conditions and was
subsequently incorporated in many over-the-counter sleeping aids. In the early
1970s it was identified as a carcinogen in rats and, although there was no direct
evidence that it constitutes a health hazard to man, it was withdrawn in many
countries.

(Reference: (WHODI) WHO Drug Information, 2, 4, 1979)

Product Name

C.A.S. number

Methaqualone
72-44-6
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Product Name

C.A.S. number

Methaqualone
72-44-6

Scientific and common names, and synonyms

Legislative or regulative action

2-METHYL-3-O-TOLYL-4(3H)-QUINAZOLINONE
4(3H)-QUINAZOLINONE, 2-METHYL-3-(2-METHYLPHENYL)-

Country Effective Description of action taken
Date Grounds for decision

GRC 1979 Withdrawn from the market.

TUR 6 Sep 1982 Banned for production, import, export, sale and use.

OMN 10 May 1982 Import and marketing of products containing methaqualone were prohibited.
(Reference: (OMNCR) Circular, 11/82, , May 1982)

ZWE Nov 1984 Prohibited for use.
(Reference: (ZWESI) Statutory Instrument, 366, , Nov 1984)

PAK 1988 Products containing methaqualone were withdrawn.
(Reference: (PAKMH) Ministry of Health, Special Education and Social Welfare, , , Aug
1988)

GHA 1 Sep 1989 Products containing methaqualone or its salts have been banned.
(Reference: (GHAPDR) Pharmacy and Drugs (Banned Drugs) Regulations, Legislative
Instruments, 1484, , 1989)

ARE Pharmaceutical preparations containing methaqualone are banned.

WHO Comment : Methaqualone, a quinazolone derivative, was introduced in 1965
for use as a sedative-hypnotic drug. It is widely abused and is associated with
severe withdrawal symptoms. Methaqualone is controlled under Schedule IV of the
1971 Convention of Psychotropic Substances.

(Reference: (UNCPS4) United Nations Convention on Psychotropic Substances (IV),
,, 1971)

Product Name

C.A.S. number

Methiodal sodium
126-31-8

Scientific and common names, and synonyms

Legislative or regulative action

METHANESULFONIC ACID, I0DO-, SODIUM SALT
SODIUM IODOMETHANESULFONATE
SODIUM IODOMETHANE SULPHONATE

Country Effective Description of action taken
Date Grounds for decision
SWE 1 Jan 1975 Methiodal sodium was reported to have induced muscle spasms in some patients

subjected to myelography, presumably because of an irritant action on motor nerve roots.
Registration was withdrawn when a safer X-ray contrast medium was introduced on the
market.

WHO Comment : Methiodal sodium, a radio-opaque medium, was formerly used for
the examination of the urinary tract. Its use was associated with muscle spasms
presumed to result from irritation of motor nerve roots in the spinal canal. This led
to its withdrawal in Sweden in 1975 when a safer alternative became available.
Preparations containing methiodal sodium were subsequently withdrawn
worldwide by the manufacturer.

Product Name

Methylphenidate
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C.A.S. number

113-45-1

Scientific and common names, and synonyms

Legislative or regulative action

METHYL ALPHA-PHENYL-2-PIPERIDINEACETATE
2-PIPERIDINEACETIC ACID, ALPHA-PHENYL-, METHYL ESTER, (R*,R*)-(+/-)
2-PHENYL-2-(2-PIPERIDYL)ACETIC ACID, METHYL ESTER

Country Effective Description of action taken
Date Grounds for decision
TUR 6 Sep 1982 Banned for production, import, export, sale and use.
OMN 10 May 1982 Import and marketing of products containing methylphenidate were prohibited.
(Reference: (OMNCR) Circular, 11/82,, May 1982)
NGA 1988 All products containing methylphenidate have been banned.

(Reference: (NGAPN) Pharmanews, 10(11), 15, 1988)

WHO Comment : Methylphenidate, a piperidine derivative with mild central
stimulant activity, was introduced in 1956. Its pharmacological properties resemble
those of amfetamines and it shares their abuse potential. Methylphenidate retains a
place as an adjunct in the treatment of hyperkinetic syndromes in both children
and adults. It is controlled under Schedule Il of the 1971 Convention on
Psychotropic Substances.

(Reference: (UNCPS2) United Nations Convention on Psychotropic Substances (ll),
,, 1971)

Product Name

C.A.S. number

Methylrosanilinium chloride
548-62-9

Scientific and common names, and synonyms

Legislative or regulative action

CRYSTAL VIOLET
CL BASIC VIOLET
GENTIAN VIOLET
METHYLROSANILINE CHLORIDE

Country Effective Description of action taken
Date Grounds for decision
MYS Apr 1998 The Drug Control Authority decided to cancel the registration of all existing products

containing methylrosanilinium chloride following reports of adverse reactions and toxicity
such as buccal ulceration, stomatitis, kerato-conjunctivitis, irritation and sensitivity
reactions encountered with the use of products containing this dye. Studies have shown
methylrosanilinium chloride to be a carcinogen in mice and it has been labelled as a
mutagen, a mitotic poison and a clastogen.

(Reference: (MYSDI) Berita Ubat-Ubatan (Drug Information), Vol.12 No.2, , Aug 1998)

Product Name

C.A.S. number

Methyprylon
125-64-4

Scientific and common names, and synonyms

Legislative or regulative action

PIPERIDINEDIONE
2,4-PIPERIDINEDIONE, 3,3-DIETHYL-5-METHYL-
3,3-DIETHYL-5-METHYL-2,4-PIPERIDINEDIONE

Effective
Date

Country

Description of action taken
Grounds for decision
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Product Name

C.A.S. number

Legislative or regulative action

Methyprylon
125-64-4

Country Effective Description of action taken
Date Grounds for decision
ZWE Nov 1984 Prohibited for use.

(Reference: (ZWESI) Statutory Instrument, 366, , Nov 1984)

WHO Comment : Methyprylon, a piperidine derivative, was introduced in 1955 for
use as a sedative-hypnotic drug. Habituation, tolerance, physical dependence and
addiction can occur and methyprylon is controlled under Schedule IV of the 1971
Convention on Psychotropic Substances.

(Reference: (UNCPS4) United Nations Convention on Psychotropic Substances (IV),
,, 1971)

Product Name

C.A.S. number

Metoclopramide (paediatric)
364-62-5

Scientific and common names, and synonyms

Legislative or regulative action

AHR-3070-C
METOCLOPRAMIDI HYDROCHLORIDIUM

Country Effective Description of action taken
Date Grounds for decision
SYR 1999 The Suprim Technical Committee and the Ministry of Health has prohibited the use of

metoclopramide in children less than 20 kg of weight because of reports of sensitivity
reactions. .

(Reference: (SYRAFD) Announcement from the Directorate, No. 5615/3/15, , 1999)

Product Name

C.A.S. number

Metofoline
2154-02-1

Scientific and common names, and synonyms

Legislative or regulative action

ISOQUINOLINE,1-(2-(4-CHLOROPHENYL)ETHYL)-1,2,3,4-TETRAHYDRO-6,7-DIMETHOXY-2-METHYL-
METHOPHOLINE
1-(P-CHLOROPHENETHYL)-1,2,3,4-TETRAHYDRO-6,7-DIMETHOXY-2- METHYLISOQUINOLINE

Country Effective Description of action taken
Date Grounds for decision
USA Mar 1965 Withdrawn from the market and prohibited for export by the Food and Drug

Administration on the basis of findings of eye changes and corneal opacities in chronic-
toxicity studies in dogs.

WHO Comment : Metofoline, an analgesic, was introduced in the early 1960s for
the treatment of mild to moderate acute and chronic pain. It was never available
outside the USA.

Product Name

C.A.S. number

Legislative or regulative action

Metrodin HP
2004-0-0007
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Product Name Metrodin HP
C.A.S. number 2004-0-0007
Country Effective Description of action taken
Date Grounds for decision
GBR 10 Feb 2003 Metrodin High Purity (HP), a product used in the treatment of infertility and manufactured

from urine sourced from lItaly, is being withdrawn in the UK by the Committee on Safety
of Medicines (CSM), following confirmation of a case of variant Creutzfeldt-Jakob
Disease (vCJD) in Italy.

(Reference: (GBRMRS) Media Release, , , 10 Feb 2003)

Product Name

C.A.S. number

Mianserin
24219-97-4

Scientific and common names, and synonyms

Legislative or regulative action

DIBENZO(C,F)-PYRAZINO(1,2-A)AZEPINE, 1,2,3,4,10,14B-HEXAHYDRO-2- METHYL
1,2,3,4,10,14B-HEXAHYDRO-2-METHYLDIBENZO(C,F)-PYRAZINO(1,2-A)AZEPINE

Country Effective Description of action taken
Date Grounds for decision
OMN 27 Nov 1986 Having regard to reported adverse effects, the Central Drug Committee has prohibited

import and marketing of pharmaceutical products containing mianserin.

WHO Comment : Mianserin, a serotonin antagonist with antidepressant and
antihistaminic activity, was introduced in 1975 for the treatment of depressive
iliness. Its use has since been associated with cases of severe blood dyscrasias,
particularly in elderly patients, including agranulocytosis, leucopenia and
granulocytopenia. Several drug regulatory authorities have reacted by stipulating
that blood counts should be monitored regularly during the first few months of
treatment and that administration should be discontinued immediately should any
signs possibly indicative of dyscrasia develop.

Product Name

C.A.S. number

Mibefradil
116644-53-2

Scientific and common names, and synonyms

Legislative or regulative action

(1S,2S)-(2-{[3-(2-BENZINIDAZOYLYL)PROPYL]JMETHYLAMINE}-ETHYL-6-FLUORO-1,2,3,4-TETRAHYDRO-1-ISOPROPYL-
2-NAPHTHYL METHOXYACETATE DIHYDROCHLORIDE

Effective
Date

Country

Description of action taken
Grounds for decision

PER 1998

USA 1998

ZAF 1998

JAM Feb 1998

La Direccion General de Medicamentos, Insumos y Drogas (DIGEMID) of the Ministry of
Health withdrew marketing authorization for mibefradil (Posicor) following reports of
serious adverse effects caused by the interaction with other medicines.

(Reference: (PERDGM) Alerta DIGEMID, No. 04-98,, 1998)
Roche laboratories announced the voluntary market withdrawal of the antihypertensive
and antianginal medication mibefradil (Posicor). This action was taken because of

information on a number of drug interactions, some of them serious that occur when
mibefradil is taken together with other medications.

(Reference: (USADDL) Dear Doctor letter, , , 08 June 1998)

The South African Medicines Control Council has withdrawn products containing
mibefradil because of safety concerns in relation to potential for serious drug interactions.

(Reference: (ZAFPS) Information from the Pharmaceutical Services, ,, )

The calcium channel blocking agent, mibefradil was voluntarily withdrawn from the
market by Hoffman La Roche.
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Product Name Mibefradil
C.A.S. number 116644-53-2

Legislative or regulative action

Country

Effective
Date

Description of action taken
Grounds for decision

GBR

DEU

BGR

ARM

Jul 1998

Aug 1998

Apr 1999

Jul 2000

(Reference: (JAMMHS) Communication to WHO, , , 26 Sep 2000)

Mibefradil was voluntarily withdrawn from the market by the manufacturer worldwide due
to an increasing number of reports of serious interactions with a wide range of drugs. .

(Reference: (GBRMCA) Communication to WHO, , , 30 Aug 2000)

The Federal Institute for Drugs and Medical Devices has suspended the marketing
authorization for mibefradil because it considers that mibefradil has a negative
benefit/risk ratio. In particular, it has a life-threatening potential to induce cardiac
arrhythmias (including torsades de pointes) especially when taken concomitantly with
other medications.

(Reference: (DEUCFI) Communication, , , 21 Aug 1998)

The Bulgarian Drug Agency in the Ministry of Health withdrew the calcium channel
blocking agent, mibefradil (Posicor) because of serious adverse reactions worldwide.
(Reference: (BGRBDA) Communication to WHO, , , )

Mibefradil has been voluntarily withdrawn on the basis of a large number of reports of life-
threatening interactions of the drug: extremely low heart rates and a risk of muscle injury.
(Reference: (ARMCW) Communication to WHO, , , 09 Aug 2000)

Product Name

C.A.S. number

Mifepristone
84371-65-3

Scientific and common names, and synonyms

Legislative or regulative action

11BETA-[P-(DIMETHYLAMINO)PHENYL]-17BETA-HYDROXY-17-(1-PROPYNYL)ESTRA-4,9-DIEN-3-ONE

Country Effective Description of action taken
Date Grounds for decision
FRA Apr 1991 Following reports of cardiovascular adverse effects, the approved product information for

mifepristone was amended to contraindicate its use, in conjunction with a prostaglandin,
as an abortifacient in women who have smoked regularly for more than 2 years and in all
women over 35 years of age.

(Reference: (FRAMSS) Ministry of Social Affairs and Solidarity, , , 19 Apr 1991)

WHO Comment : Mifepristone, an antiprogesterone used in combination with a
prostaglandin for the termination of early pregnancy, was introduced in 1990. Use
of the combination has been associated with episodes of coronary spasm that are
attributed to administration of the prostaglandin and which have resulted in several
cases of cardiac infarction and ventricular fibrillation. At least one of these
incidents has been fatal.

Product Name

C.A.S. number

Miglustat
72599-27-0

Scientific and common names, and synonyms

Legislative or regulative action

1,5-(BUTYLIMINO)-1,5-DIDEOXY-D-GLUCITOL

Country Effective Description of action taken
Date Grounds for decision
ISR 2002 Miglustat has been temporarily withdrawn in Israel as a precaution pending investigation

of an unexplained cognitive dysfunction in a patient previously treated with the drug.

Legislativeor regulation action
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Product Name Miglustat
C.A.S. number 72599-27-0

Legislative or regulative action

Country Effective
Date

Description of action taken
Grounds for decision

(Reference: (ISRMDR) Media Release, , , 24 Apr 2002)

Product Name

C.A.S. number

Minocycline
10118-90-8

Scientific and common names, and synonyms

Legislative or regulative action

2-NAPHTACENECABOXAMIDE,4,7-BIS(DIMETHYLAMINO)-1,-4,4A,5,5A,6,11,12A-OCTAHYDRO-3,10,12,12A-
TETRAHYDROXY-1,-11-DIOXO,[4S-(4ALPHA,4AALPHA 5AALPHA,12AALPHA]-

Country Effective Description of action taken
Date Grounds for decision
NOR 1989 Products containing minocycline have been refused for registration, on the grounds that

the associated adverse reactions tend to be more severe than those resulting from other
tetracycline antibiotics.

(Reference: (NNSLM) Nytt fra Statens Legemiddelkontroll, 1, 13, 1989)

WHO Comment : Minocycline, a semi-synthetic tetracycline derivative was
introduced in 1967. It is used today in the treatment of bacterial, rickettsial and
amoebic infections. Symptoms described as dizziness or vertigo have been
recognized in association with minocycline administration, however, these
symptoms are usually not severe. Minocycline is registered in many countries and
the World Health Organization is not aware that registration has been refused
elsewhere.

Product Name

C.A.S. number

Misoprostol
59122-46-2

Scientific and common names, and synonyms

Legislative or regulative action

SC-29333. METHYL 7-{1R,2R,3R)-3-HYDROXY-2-[(E)-(4RS)-4-HYDROXY-4-METHYLOCT-1-ENYL]-5-
OXOCYCLOPENTYLJHEPTANOATE

(11 ALPHA, 13E)-11, 16-DIHYDROXY-16-METHYL-9-OXOPROST-13-EN-1-OIC ACID METHYL ESTER

Country Effective Description of action taken
Date Grounds for decision
OMN Apr 2000 The Directorate General of Pharmaceutical Affairs & Drug Control has rescheduled
misoprostol as a non-psychotropic restricted controlled item because of international data
concerning its potential abuse and risk of dependence.
(Reference: (OMNCR) Circular, No. 25/2000, , 25 Apr 2000)
THA Oct 2000 This drug has been severely restricted for use in hospitals only.

(Reference: (THACW) Communication to WHO, , , 28 Sep 2001)

Product Name

C.A.S. number

Mofebutazone
2210-63-1

Scientific and common names, and synonyms

Legislative or regulative action

4-BUTYL-1-PHENYL-3,5-PYRAZOLIDINEDIONE

Legislativeor regulation action
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Product Name Mofebutazone
C.A.S. number 2210-63-1
Country Effective Description of action taken
Date Grounds for decision
DEU 1985 Indications are restricted to symptomatic treatment of acute exacerbations of arthroses

including chronic articular rheumatism, periarthritis, tendinitis, ankylosing spondylitis and
superficial thrombophlebitis.

OMN 1986 The Ministry of Health has prohibited the import of preparations containing mofebutazone
except those intended for topical use.

AUT Indications restricted to exacerbations of gout and other arthritic conditions. Treatment
should not exceed seven days and doctors are advised not to prescribe this drug to
children under 14 years of age or elderly patients.

(Reference: (WIMAM) Wichtige Mitteilung ueber Arzneimittel, (1),, 1984)

WHO Comment : Mofebutazone, a pyrazolone with anti-inflammatory, analgesic
and antipyretic activity, was introduced in 1962 for the treatment of rheumatic
disorders. As it is structurally related to phenylbutazone it is subjected to
rigorously restricted indications by some national regulatory authorities. See WHO
comment for phenylbutazone.

Product Name Moxisylyte
C.A.S. number 54-32-0

Scientific and common names, and synonyms
THYMOXAMINE

4-(2-DIMETHYLAMINOETHOXY)5-ISOPROPYL-2-METHYLPHENYL ACETATE

Legislative or regulative action

Country Effective Description of action taken
Date Grounds for decision
FRA 28 Jun 1993 The manufacturer of moxisylyte has decided to withdraw the product from the market in

France. The action was taken in the light of evidence of dose-dependent hepatotoxicity
and after discussion with the National Pharmacovigilance Commission. Although
patients have recovered after withdrawal of therapy, the benefit/risk ratio for this product
is considered unfavourable.

(Reference: (FRAARN) Adverse Reaction Newsletter, No.2, p.9, June 1993)

WHO Comment : Moxisylyte was introduced in the late 1980s. It belongs to the
group of a-adrenergic blocking agents. In France itis indicated for the treatment of
manifestations of benign prostatic hypertrophy. It is also marketed in the UK at
lower dosages for the treatment of peripheral vascular disorders (Raynaud's

disease).
Product Name Mucopolysaccharide polysulfuric acid ester
Legislative or regulative action
Country Effective Description of action taken
Date Grounds for decision
CHE May 1988 The Intercantonal Office for Drug Control has suspended indefinitely the marketing

authorization for products containing mucopolysaccharide polysulfuric acid ester.

FRA 1992 Acting on the advice of the National Commission for Pharmacovigilance, the Ministry of
Health suspended for one year the marketing authorization for a mixture of aqueous calf
cartilage and bone marrow extract indicated as a chondroprotective agent. The decision
was taken having regard to reports of allergic reactions.

(Reference: (FRARP) La Revue Prescrire, 12(121), 415, 1992)

Legislativeor regulation action
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Product Name

Legislative or regulative action

Mucopolysaccharide polysulfuric acid ester

Effective
Date

Country

Description of action taken
Grounds for decision

PRT 02 Jul 1992

AUT 07 Jul 1992

DEU 28 Jul 1992

The Ministry of Health suspended the marketing authorization for a product containing
mucopolysaccharide polysulfuric acid ester indicated as a chondroprotective agent
pending a thorough evaluation of reported adverse reactions.

(Reference: (PRTMH) Ministry of Health, , , 02 July 1992)

The Ministry of Health suspended a product indicated as a chondroprotective agent and
containing mucopolysaccharide polysulfruic acid ester (Ateparon(R): Luitpold) pending
the results of further investigations. The decision was taken after two deaths associated
with the use of this product were reported in Germany. The product containing
mucopolysaccharide polysulfuric acid ester was initially suspended at the begining of
1988 after reports of serious adverse reactions including cerebral bleeding which gave
rise to concern about its safety. It was reintroduced in 1989 since results did not confirm
a causal relationship at the time.

(Reference: (AUTMH) Ministry of Health, , , 07 July 1992)

The Federal Health Office amended the product information for a topical
mucopolysaccharide polysulfuric acid ester indicated as treatment for thrombophlebitis,
varicose veins, haematoma, and oedema to alert prescribers to cases of skin irritation
and allergy. The contraindications have been extended to patients known to be
hypersensitive to any component of the product. The manufacturer of a product
containing mucopolysaccharide polysulfuric acid ester and indicated as a
chondroprotective agent voluntarily withdrew the product from the market.

(Reference: (DEUCDC) Communication, , , 28 July 1992)

(Reference: (BGHBL) Bundesgesundheitsblatt, 2/92, 109, Feb 1992)

WHO Comment : Mucopolysaccharide polysulfuric acid ester is a heparinoid used

in the treatment of rheumatoid arthritis.Those formulations of mucopolysaccharide
polysulfuric acid esters indicated for topical application have been associated with
adverse drug reactions in the form of skin irritations. In 1992 contraindications for

the topical mucopolysaccharide polysulfuric acid ester (Huridoid R) were altered to
include all patients known to be hypersensitive to any component of the product.

Product Name

C.A.S. number

Muzolimine
55294-15-0

Scientific and common names, and synonyms

Legislative or regulative action

3H-PYRAZOL-3-ONE, 5-AMINO-2-(1-(3,4-DICHLOROPHENYL)ETHYL)-2,4-DIHYDRO-
3-AMINO-1-(3,4-DICHLORO-ALPHA-METHYLBENZYL)-2-PYRAZOLIN-5-ONE

Country Effective Description of action taken
Date Grounds for decision

DEU 1987 Following discussions with the Federal Health Office, the manufacturer has voluntarily
suspended the sale of products containing muzolimine.

FRA 1987 Following discussions with the Directorate of Pharmacy and Medicines, the manufacturer
has voluntarily suspended the sale of products containing muzolimine.
(Reference: (FMOPL) Le Moniteur des Pharmacies et des Laboratoires, 1762(10), ,
1987)

NOR 1987 Muzolimine is not approved for registration on grounds of positive carcinogenicity tests

and because the risk of carcinogenic effect in man is not excluded.

WHO Comment : Reports of neurological adverse effects, including paraesthesiae
and paralyses, associated with prolonged use of high dosages of muzolimine, were
received shortly after its introduction in 1984.

Legislativeor regulation action
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Product Name Muzolimine
C.A.S. number 55294-15-0
Product Name Nabilone
C.A.S. number 51022-71-0

Scientific and common names, and synonyms

Legislative or regulative action

9H-DIBENZO(B,D)PYRAN-9-ONE, 3-(1,1-DIMETHYLHEPTYL)-6,6A,7,8,10,10A- HEXAHYDRO-1-HYDROXY-6,6-
DIMETHYL, TRANS-, (+/-)

(+/-)-3-(1,1-DIMETHYLHEPTYL-6,6A BETA,7,8,10,10A ALPHA-HEXAHYDRO-1- HYDROXY-6,6-DIMETHYL-9H-
DIBENZO(B,D)PYRAN-9-ONE

Country Effective Description of action taken
Date Grounds for decision
USA Apr 1987 The Drug Enforcement Administration of the Department of Justice has placed nabilone

under Schedule Il of the Controlled Substances Act.
(Reference: (FEREAC) Federal Register, 52(66), 11042-3, 1987)

WHO Comment : Nabilone is a structural analogue of dronabinol (delta-9-
tetrahydrocannabinol), the major active component of cannabis.

Product Name

C.A.S. number

Naftidrofuryl (parenteral formulations)
31329-57-4

Scientific and common names, and synonyms

Legislative or regulative action

NAFRONYL OXALATE

2-FURANPROPANOIC ACID, TETRAHYDRO-?-(1-NAPHTHALENYLMETHYL)-, 2-(DIETHYLAMINO)ETHYL
ESTER,ETHANEDIOATE (1:1)

Effective
Date

Country

Description of action taken
Grounds for decision

GBR Feb 1995

FRA May 1995

DEU 26 Jan 1996

The Committee on Safety of Medicines, after having received 63 reports of adverse
reactions associated with naftidrofuryl, considers that naftidrofuryl must not be given as a
bolus and the rate of infusion should not exceed 200mg in 90 minutes, as indicated in the
current data sheet.

(Reference: (GBRCPP) Current Problems in Pharmacovigilance, Vol.21,, Feb 1995)

The infusion formulation of naftidrofuryl has been withdrawn after a review showing that
the risks of cardiac and neurological toxicity outweigh the benefit of intravenous
administration. The oral form remains available for use.

(Reference: (FRARP) La Revue Prescrire, Vol. 15(151), p.348, May 1995)

The Federal Institute for Drugs and Medical Devices has revoked the marketing approval
for the injectable formulation of the vasodilator, naftidrofuryl, after reports of two fatal
cases of hypersensitivity reactions associated with its use. Subsequently cases of other
serious adverse reactions were reported in other countries, including severe hepatic and
cardiac reactions.

(Reference: (DEUPZ) Pharmazeutische Zeitung, 141(6): 432,, 1996)

WHO Comment : Naftidrofuryl is a vasoactive spasmolytic used to treat peripheral
vascular disease. It also improves the oxygen utilization in tissues.

Product Name

C.A.S. number

Nandrolone decanoate (injectable)
360-70-3

Scientific and common names, and synonyms

ESTR-4-EN-3-ONE, 17-((1-OXODECYL)OXY)-, (17BETA)
NORTESTOSTERONE DECYLATE

Legislativeor regulation action
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Product Name

C.A.S. number

Nandrolone decanoate (injectable)
360-70-3

Scientific and common names, and synonyms

Legislative or regulative action

NORTESTERONE DECYCLATE
17BETA-HYDROXYESTR-4-EN-3-ONE DECANOATE

Country Effective Description of action taken
Date Grounds for decision
BGD 1982 Under the provisions of the Drugs (Control) Ordinance, low-strength preparations were
banned following unacceptable promotion encouraging their use in children suffering from
malnutrition.
(Reference: (BGDCO) The Drugs (Control) Ordinance, ,, 1982)
FRA Apr 1998 The Medicines Agency has withdrawn from the market all injectable formulations of the

anabolic steroid, following a routine re-evaluation of the benefit/risk ratio showing a lack
of clinical data to support the efficacy of the product in the claimed indication (confirmed
osteoporosis in postmenopausal women.

(Reference: (FRAAMC) Communiqué de Presse, , , 03 Apr 1998)

WHO Comment : Nandrolone decanoate, an anabolic steroid, was introduced in
1962. In 1982, low dosage preparations were prohibited in Bangladesh due to
inadmissible promotion of products containing anabolic steroids for malnourished
children. Higher dosage preparations of nandrolone decanoate remain available in
many countries, including Bangladesh, for several highly specific but limited
indications that apply to patients with chronic debilitating and emaciating
diseases, particularly associated with neoplasia and some types of aplastic
anaemia.

Product Name

C.A.S. number

Nandrolone phenylpropionate (injectable)
62-90-8

Scientific and common names, and synonyms

Legislative or regulative action

ESTR-4-EN-3-ONE, 17-(1-OXO-3-PHENYLPROPOXY)-, (17BETA)-
NORTESTOSTERONE PHENYLPROPIONATE

NANDROLONE PHENPROPIONATE
17BETA-HYDROXYESTR-4-EN-3-ONE HYDROCINNAMATE

Country Effective Description of action taken
Date Grounds for decision
BGD 1982 Under the provisions of the Drugs (Control) Ordinance, low-strength preparations were

banned following unacceptable promotion encouraging their use in children suffering from
malnutrition.

(Reference: (BGDCO) The Drugs (Control) Ordinance, ,, 1982)

WHO Comment : Nandrolone phenylpropionate, an anabolic steroid, was
introduced in 1959. In 1982, low dosage preparations were prohibited in
Bangladesh due to inadmissible promotion of products containing anabolic
steroids for malnourished children. Higher dosage preparations of nandrolone
phenylpropionate remain available in many countries, including Bangladesh, for
several highly specific but limited indications that apply to patients with chronic
debilitating and emaciating diseases, particularly associated with neoplasia and
some types of aplastic anaemia.

Product Name

Nebacumab

Legislativeor regulation action
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Product Name

Legislative or regulative action

Nebacumab

Country Effective Description of action taken
Date Grounds for decision
@WD 1993 The manufacturer of the human monoclonal HA-1A antibody, nebacumab, has withdrawn

the product worldwide following preliminary results of a trial conducted in the United
States of America which showed that there was no reduction in mortality in patients
treated with nebacumab who had Gram-negative bacteraemia. Furthermore, mortality
was increased among patients who did not have Gram-negative bacteraemia receiving
nebacumab than among those receiving placebo.

Product Name

C.A.S. number

Legislative or regulative action

Nefazodone
2004-0-0008

Country Effective Description of action taken
Date Grounds for decision

ESP 01 Mar 2003 Nefazodone suspended due to life-threatening hepatotoxicity.
(Reference: (ESPSMA) Communication to WHO, , , 01 Mar 2003)

TUR 21 Mar 2003 The Directorate General of Pharmaceuticals and Pharmacy has decided to suspend the
license for nefazodone hydrocholride preparations (Serzone) held by Bristol Meyers
Squibb Drugs Inc. in Turkey since the latest data received by the Turkish Ministry of
Health as well as worldwide developments that suggest acute hepatic failure associated
with nefazodone use.
(Reference: (TURDPC) Communication to WHO, , , 21 Mar 2003)

CAN 27 Nov 2003 Sale of nefazodone has been discontinued in Canada due to adverse hepatic events.
(Reference: (CANBMS) "Dear Healthcare Professional " letter, , , 02 Oct 2003)

SGP 01 Mar 2004 Withdrawn from the market.

(Reference: (SGPHSA) Communication to WHO, , , 01 Mar 2004)

Product Name

C.A.S. number

Legislative or regulative action

Neomycin sulfate
1405-10-3

Effective
Date

Country

Description of action taken
Grounds for decision

BGD 1982

PHL Jul 1982

NGA 1983

Under the provisions of the Drugs (Control) Ordinance, this product has been banned
since it has been shown to cause malabsorption in children and to be of little or no
therapeutic value.

(Reference: (BGDCO) The Drugs (Control) Ordinance, ,, 1982)

All anti-diarrhoeal preparations for oral administration containing this product have been
banned. Most cases of diarrhoea have been found to be resistant to the drug and its
constant use promotes pseudomembranous colitis in infants and children. Neomycin can
cause other serious adverse effects including renal damage, neuro-muscular blockage
and ototoxicity, possibly leading to deafness in some patients.

(Reference: (PHADO) Administrative Order, 24, , July 1982)

Because of the risk of bacterial resistance arising from the use of anti-diarrhoeals
containing neomycin in small amounts, these products have been withdrawn.

(Reference: (NGAPN) Pharmanews, 10(11), 15, 1988)

WHO Comment : Neomycin sulfate, a broad-spectrum antibiotic, was first isolated
in 1949 and has subsequently been included in topical, oral and parenteral

Legislativeor regulation action
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Product Name

C.A.S. number

Legislative or regulative action

Neomycin sulfate
1405-10-3

Effective
Date

Country

Description of action taken
Grounds for decision

preparations. Its value in the treatment of diarrhoea is widely questioned although
it is still contained in a number of widely available antidiarrhoeal preparations. In
some countries the officially approved indications for oral preparations are
restricted to the preparation of the bowel prior to surgery and the management of
hepatic coma.

Product Name

C.A.S. number

Nevirapine
129618-40-2

Scientific and common names, and synonyms

Legislative or regulative action

11-CYCLOPROPYL-5,11-DIHYDRO-4-METHYL-6H-DIPYRIDO[3,2-B:2 1,3 1-E][1,4]DIAZEPIN-6-ONE

Country Effective Description of action taken
Date Grounds for decision
THA Feb 2001 Precautionary note added about hepatotoxicity.

(Reference: (THACW) Communication to WHO, , , 28 Sep 2001)

Product Name

C.A.S. number

Nialamide
51-12-7

Scientific and common names, and synonyms

Legislative or regulative action

ISONICOTINIC ACID 2-((2-BENZYLCARBAMOYL)ETHYL)HYDRAZIDE

Country Effective Description of action taken
Date Grounds for decision
JPN Nov 1974 The Ministry of Health and Welfare withdrew all products containing isocarboxazid and
nialamide on the grounds that they lack substantial evidence of efficacy and safety.
IND 1983 Prohibited for manufacture and sale for reasons of health risks associated with use
and/or questionable therapeutic value.
(Reference: (GAZIE) The Gazette of India: Extraordinary, II-3i, , 23 July 1986)
CuB Prohibited from use by the National Formulary Commission (1982) on grounds of
reported toxicity and in view of the availability of other less toxic drugs.
DNK Withdrawn from the market by the manufacturer.
SAU Products now controlled by the authorities.
THA Products have been banned.
VEN Banned for use and/or sale.

WHO Comment : Nialamide, a monoamine oxidase inhibitor (MAOI), was

introduced in 1959 for the treatment of depressive illness. Subsequently concern
regarding potentially serious interactions between MAOIs and foods containing
tyramine inspired much restrictive regulatory action. However, MAOIs still retain a
place in the treatment of serious depressive iliness although there is no
international consensus on which compounds should be preferred. Thus nialamide
remains available in several countries.

Product Name

Nifedipine

Legislativeor regulation action



Twefth Issue

PHARMACEUTICALS (MONOCOMPONENT PRODUCTS) 189

C.A.S. number

21829-25-4

Scientific and common names, and synonyms

Legislative or regulative action

3,5-PYRIDINEDICARBOXYLIC ACID, 1,4-DIHYDRO-2,6-DIMETHYL-4-(2-NITROPHENYL)-, DIMETHYL ESTER

Effective
Date

Country

Description of action taken
Grounds for decision

AUS 11 Mar 1996

IRL May 1996

JPN Jul 1996

DEU 1 Jul 1997

In agreement with the Australian Drug Evaluation Committee, the manufacturer has
withdrawn the 10mg capsule formulation of nifedipine, since the tablet formulation has
now been approved. This action was based on reports of serious adverse effects related
to the more rapid release and higher peak serum concentrations from the capsule
formulation. The Committee has deferred its decision on the 5mg capsule for twelve
months.

(Reference: (AUDEC) Report of the Australian Drug Evaluation Committee, Res No.
5969, , 11 Mar 1996)

Following review and evaluation of data at a national level, the Irish Medicines Board
recommends that, regarding ischaemic heart disease the use of nifedipine should be
restricted to the prophylaxis of stable angina. Its use is contraindicated in patients with
unstable angina.

(Reference: (IRDDS) Drug Safety Newsletter, No.2, , May 1996)

The Pharmaceutical Affairs Bureau has revised the data sheet for nifedipine, which is
now contraindicated in patients with acute myocardial infarction and care is
recommended in its administration in patients with unstable angina pectoris.

(Reference: (JPNARD) Information on Adverse Reactions to Drugs, No.138, , July 1996)
See under calcium channel blockers.

WHO Comment : Nifedipine is a dihydropyridine calcium channel blocker. It is
listed in the WHO Model List of Essential Drugs. The 10mg tablet is retained on the
list for short-term treatment of hypertension. Sustained-release preparations are
advised for long-term treatment.

Product Name

C.A.S. number

Nimesulide
51803-78-2

Scientific and common names, and synonyms

Legislative or regulative action

N-(4-NITRO-2-PHENOXYPHENYL)METHANESULFONAMIDE

Country Effective Description of action taken
Date Grounds for decision
ESP May 2002 The Spanish Committee on Safety of Medicines has recommended the temporary
suspension of nimesulide pending evaluation of reports of hepatotoxicity with the drug by
the European Agency for the Evaluation of Medicinal Products.
(Reference: (ESPCDR) Communication on Drug Risks, N0.2002/03, , 03 May 2002)
BGD 11 Jun 2003 The manufacture, distribution, sale and use of all dosage forms of nimesulide paediatric

preparations were officially banned in Bangladesh.
(Reference: (BGDDDA) Communication to WHO, , , 11 June 2003)

Product Name

C.A.S. number

Nitrefazole
21721-92-6

Scientific and common names, and synonyms

Legislative or regulative action

2-METHYL-4-NITRO-1-(4-NITROPHENYL)IMIDAZOLE

Legislativeor regulation action
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Product Name Nitrefazole
C.A.S. number 21721-92-6
Country Effective Description of action taken
Date Grounds for decision
DEU 1 Jun 1984 The Federal Health Office has withdrawn nitrefazole following reports of hepatotoxicity.
AUT Jul 1984 The Federal Ministry of Health and Environmental Prot