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1. Introduction

On behalf of the Director-General of WHO, Dr N. Sartorius, Director, Division o
Health welcomed the participants and expressed the concern of the organization to dig
its functions and responsibilities with regard to the Convention on Psychotropic Sub

1971. He drew attention to the need for devising appropriate procedurcs for the r
groups of substances which may come within the purview of that Convention.

The advice of the Group was sought with regard to further review groups and p
procedures to deal expediently with notifications which are expected in increasing n
The Group was also requested to review and advise from signatories (or member natia

possible contributions from the WHO Collaborating Centres, other co-operating organ
the pharmaceutical industry.

2. Scope of Meeting

The Group was informed that at its 6th Special Session, the UN Commission on Na
Drugs took the following action regarding the recommendations of WHO:

a) Dextropropoxyphene was placed in Schedule II of the Single Convention on:A
Drugs, 1961, as recommended;

b) Sufentanil was placed in Schedule I of the Single Convention on Narcotic D
as recommended but was not concurrently placed in Schedule IV of the sam
as recommended;

c) Tilidine was placed in Schedule I of the Single Convention on Narcotic Dru
as recommended;

d) Mecloqualone was placed in Schedule II of the Convention on Psychotropic:
1971, as recommended;

e) Phencyclidine remained in Schedule II of the Convention on Psychotropic Sub
1971, as recommended;

f) The three analogues of Phencyclidine (TCP, PHP, and PCE) were placed inp 8
of the Convention on Psychotropic Substances, 1971, as recommended;

In September 1979, the previous Advisory Group had suggested WHO, in the futur
anxiolytics, non-barbiturate hypnotics, anorectics and the agonist/antagonist opioid
analgesics. Accordingly, WHO convened the present Group to review the pharmacologic
medical, epidemiological and data relevant to the dependence potential and abuse liab
the nine anorectics suggested for review by the previous group (phenmetrazine, phente
amfepramone, phendimetrazine, benzphetamine, mazindol, chlorphentermine, chlortermi
fenfluramine), and to recommend appropriate measures of control, if needed, under th
Convention on Psychotropic Substances, 1971. Further, the Group was requested to add
agenda the review of (a) the notification by the Government of Austria, under Art
para 1 of the 1961 Convention, that pentazocine be placed in Schedule I; (b) a no
from the Government of the Federal Republic of Germany, under Article 3, para 2 of t
Convention on Narcotic Drugs, 1961, for the inclusion in Schedule III of preparations
dextropropoxyphene containing 150 mg or less per dosage unit.

The Representatives of the UN Division on Narcotic Drugs reviewed the procedures
instituting control under the Conventions of 1961 and 1971. The Representative of the
International Narcotics Control Board presented statistical data on the anorectics unde
review, which had been requested from 140 countries many of whom not being parties to"
1971 Convention. It was noted that, jenerally, information had been received only on c
two anorectic agents already under intermational control.
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Similarly, the International Criminal Police Organization had requested its members to
vide information on the frequency of 1dent1f1cat10n of anorectics in seizures. The
ority of replies received were negative. '

The Group was informed that, pursuant to Article 3, para 8 of the Single Convention on
rcotic Drugs, 1961 and the 1972 Protocol amending that Convention, a request from the
vernment of Spain to review the decision of the Commission on Narcotic Drugs to include
tropropoxyphene in Schedule II of that Convention, was in the course of being processed.
_the time of this meeting, no formal notification to this effect had been received from the
cretary-General. However, in the course of the first day of the meeting, a file was
ansmitted unofficially to WHO by the General Directorate of Pharmacy and Medicine of the
istry of Health and Social Security of the Govermment of Spain containing what they '
sidered as relevant information upon which this request for review was based. No action was
ken pendrng receipt of a formal notrfrcatron.

, A representative of the UN Division on Narcotlc Drugs rev1ewed the status of the various
tifications listed on ‘theagenda."
Review of Anorectic Substances

The Group reviewed the data sybmitted in the various background papers on the nine
rectics. It was decided that data on the pharmacology, dependence potentlal, animal and
man toxicity, clinical pharmacology,'abuse 11ab111ty, degree d extent of therapeutlc
fulness, evidence of illicit traffle, as well as evidence of publle and ‘social consequences
both the developed and developing countrles, : ed tc ‘ r to.
ommendations. The Group discussed each drug individual ith regard ‘to Article 2,

ira 1 and 4 of the 1971 Convention to determine if the drug merited controls. Factors taken
o account were the capacity to produce dependence of the amphetamlne type, to _produce a
xic psychosis of the amphetamine type, to determine whether the substance had . .

uced abuse and ill effects similar to those brought about by the substances already
ntrolled - such as dexamphetamine, phenmetr321ne and amfepramone, and whether the substance
being or is likely to be abused so as to constitute a public health and ‘social problem

t ranting the placing of the substance under international control.

The following conclusions were reached:

(a) Phenmetrazine: Using the criteria described above, there was evidence that the

ug had an abuse liability similar to that of dexamphetamine and had given rlse to similar
blic health and social problems. The Group concluded that currently there was. no evxdence
 recommend a change in its level of control under the 1971 Convention.

(b) Amfepramone: Using the criteria described above, there was evidence that this drug
d a definite abuse liability of the amphetamine type, but lesser than that of dexamphetam1ne,
ing rise to similar, but lesser public health and social problems. The Group concluded
at currently there was no evidence to recommend a change in its level of control under the
71 Convention. '

"

(¢) Phendimetrazine: Using the criteria described above, there was evidence that this
ug had a dependence potential and abuse liability similar to, but iess than those of
‘xamphetamlne giving rise to similar, but lesser public health and social problems. The
oup concluded that there currently was adequate evidence to recommend control under
hedule IV of the 1971 Convention.

(d) Phentermine: Using the criteria described above, there was evidence that this drug
had a dependence—potent1a1 and abuse liability similar to, but less than those of
dexamphetamine giving rise to similar, but less public health and social problems. The Group
ncluded that there currently was adequate evidence to recommend control under Schedule IV
of the 1971 Convention,
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(e) Benzghetémine: Using the criteria described above, there was evidence that,th
drug had a dependence potential and abuse liability similar to, but less than those of
dexamphetamine giving rise to similar, but lesser public health and social problems. Th

Group concluded that there currently was adequate evidence to recommend control under S¢
IV of the 1971 Convention.

(f) Mazindol: Using the criteria described above, there was evidence that this d
had a dependence potential and a likelihood of abuse liability similar to, but less th
those of dexamphetamine giving rise to similar, but lesser public health and social«pro

The Group concluded that there currently was adequate evidence to recommend control und
Schedule IV of the 1971 -Convention.

(g) Fenfluramine: Using the criteria described above, there was evidence that th
drug did not have amphetamine like abuse liability nor was there evidence of significan
public health and social problems. The Group further recognized that fenfluramine was &t
prbtotype of anorectics with a pharmacological profile, dependence potential and mechan
of action distinct from those of dexamphetamine. The Group concluded that there cur
was insufficient evidence to recommend control under the 1971 Convention.

(h) Chlorphentermine: Using the criteria described above, there was evidence th
drug did not have amphetamlne-llke abuse liability, nor was there evidence of significa
public health and soc1a1 problems. Evidence was. presented that. the mode of action o
more closely tesémbles that of fenfluramlne than that of dexamphetamlne. The Group. co
that there currently was insufficient ev1dence to recommend control under the 1971 Com

(i) Clortermine: Using the criteria described above, there was evidence that th
did not have amphetamine-like abuse 11ab111ty, nor was there evidence of 51gn1f1cant
health and social problems. Evidence was presented that in respect of the mode of
drug may more closely resemble fenfluramine than dexamphetamine.. The Group. concluded
there currently was insufficient evidence to recommend control under the 1971 Conventi

4, Review of the PCP Analogues

The Group reviewed the need for control of PCP analogues and homologues in additio
those listed in Schedule I of the 1971 Convention. The Group concluded that there was
sufficient pharmacologlcal ev1dence that numerous other analogues and homologues ha
dependence 1lab111ty of the PCP type. However, they felt that there was no ev1dence t
indicate that any of these analogues and homologues ‘have appeared in the illicit marke
was there evidence to indicate the existence of public health or social problems of a
magnitude to require international control of these substances.

5. " Review of Reqoests for Changes in Scheduling

5.1 Preparations

The Group reviewed, in accordance with Article 3, para 4 of 1971 Convention o
Psychotropic Substances, the list of preparatlons which the Government of the Pe

Republic of Bulgaria has decided to exempt in accordance with Article 3, para 3 )
Convention.

The Group examined each of these preparations in regard to the evidence that they wer
compounded in such a way that they present no, or a negligible, risk of abuse and t]
substance cannot be recovered by readlly applloable means in a quantity liable to ab'
that the preparation doces not give rise to public health and social problems.

(a) 'Barbamiﬁi The information received indicated that this preparation as de
was the sodium salt of amobarbital in normal therapeutic doses and did not represent a
preparation that had a lesser risk of abuse than amobarbitol itself, nor lesser liabilit;
to be recovered. The Group recommended the termination of this exemption.
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) ;Hexadorm—calciuéglﬂ,The information received dindicated 'that this: preparation :as
yed -was. the calcium salt of. cyclobarbital in normal therapeutic. doses.and did mnot
a preparation with a lesser risk of abuse than cyclobarbital«itself; mnor lesser
y,to ‘be. recovered.. The Group recommended the termlnation,of,thiswexemption; B

. Hexobarbltal—Natrlumgp .Hexobarbitol is not controlled under the:1971: Convention
fore the.information as. provlded contains an apparent technical error.: The. Group
ded deferment of review until clarification of‘the,supportlagnlnformatlon,was,,

Ll

$he
commended the termlnatlon of thls exemptlon. SR

Qrevinarc ®' .

para 1on. The Group recommended deferment of the rev1ew untll ciarafieat&on o~«
ng 1nformatlon was received. Lo

and is unllkely to be recovered by readlly appl
The .Group  recommended -that :the exemptlon ot

B at «the preparatlon contaxued a

dose of phenobarb1ta1 compounded in such a way tha~pit;pnesents aﬁnegl;glble risk, o

se, and is unlikely to be recovered by readily applicable means in a quantlty liable

se. ' The Group recommended that the- exemptlenkmpt b ~term1natedf Fp peor AR 8

i), Barbiphan CJ .The .information received indicated:that: the ipreparation- «contained a

ose of phenobarbltal .compounded in such a.way .that: -esents. :a megligible risk of ..
; ; a:quantity liable to

The‘Group racommended that the exemptioa nqtkbe termlnated

: (j) Be;llersamir@ The»i@femaﬁon recwei;ved.:imdica;ed that @ther preparation contained
all dose of phenobarbital compounded in such a way that it presents a negligible risk of

€, and is unlikelv to be recovered Bv readilv apolicable means in a duantitv liable to
e.. The Group recommended that the exemption not be terminated.

k) er 1na£§) The 1nformat10n recelved 1nd1cated that the preparatlon contalneq ‘a
1 dose . -of phenobarbital:compounded dn -such ‘a-way :that it presents a negligible risk of

€, and /is;unlikely to:be recovered by readily applicable means 1n ‘a quant1tv 1lab1e to abuse
Group. . recommerided that the exemptlon mnot-be termlnated. : SRR

- The Group rev1ewed in accordance w1th Art1c1e 3 para 4 of 1971 Convention on
, hotropic Substances the list of preparations which the Government of the
ublic of Mexico has decided to exempt in accordance with Article 3, para 3 of that
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The Group. examined each of the preparations with regard to the evidence that . the
preparations were compounded in such a way that they presented a negligible risk of abuse
that the substances cannot be recovered by readily applicable means in a quantity liabl
abuse, so that the preparation does not give rise to public health and social problems.

(a) Almotracina (suppository): The information received indicated that this prep:
contains a small amount of methamphetamine compounded in such a way that it presents a
negligible risk of abuse and is not recoverable in a quantity liable to abusé. The Gro
recommended that the exemption not be terminated.

(b) Almotracina "§": The information provided indicates: that the preparation con
500 mg:of methamphetamine per 100 gms. There is no evidence toé indicate that the prepa
is compounded in such a way to prevent: ready recovery of’ the substance in a quantlty 11
to abuse. The Group recommended that this exemption be terminated.

Ry
*

(e): DilacoraégzafTheoinformation received indicates that this preparation contain
sedative dose of‘pentobarbital. ‘No evidence was presented to indicaté that this'p ep

is compounded in:such a way'to:present a negligible rlSk of abuse. The Group reco, &
the exemption be terminated. = = 5

(a) Fenadropé§>and Sedadropég) The information prov1ded on these two preparatlo
indicates a similar composition and it was assumed that these preéseént two  trade names £
similar preparations.  Tt-was noted:that the‘preparation as-deséribed éontains 8’ ‘mg-of
pentobarbital sand 16:mg of :phenobarbital per ml. ' No information was provided to' indic
the unit dose or the total package dispensed. There 1s, therefore, insufficient ev1den_
to indicate that:the pentobarbital cannot be recovered in a quantity 11ab1e ’
to abuse.-:The Group" recommended that the exemptlon be termlnated.

(e) Vlsgaraé:) The 1nformatlon provlded indicates that thls compound ‘contains
secobarbital in a sedative dose. No evidence was: presented to indicate tha; this prepas
is compounded in such a way to present mo, or a negligible risk of abuse. 'Thé‘Gfoﬁﬁf
recommended that the exemptlon be termlnated S

Recommendations for futuré review of preparations

On ‘the ‘basis ‘of the review of exempted preparations, the Group recommended that; a
minimum, certain-information be provided-on éach preparation for which a reque
This should include: :(a) the proprietary name ‘6f ‘the preparatisn; ' (b) the interna
non-proprietary name and chemical natie of all active ingredients; (c¢) *~the amount of
ingredients; (d) specification of the unit dosage; (e) specification of the total
dispensed‘ (£f) = description of the formulation; and (g) therapeutic indication(s)i

5.2 Pentazoc1ne'

The Group reviewed the request of the Government of Austria dated 22 August, 1980t
pentazocine be included ‘in Schedule 1 of the :196}: Convention. - The Group noted,thatf he:
receipt: of this notification did not provide sufficient time for members of t j
prepare for discussions on this request.. The Group noted that WHQ, -in previous meetin
Expert Committees on Drug Dependence and Advisory Groups on Drug Dependencel 2,3 had
the dependence potential and abuse 11ab111ty of pentazoc1ne and concluded that there was

WHO Technical Report Series, No.437, p.24
2

WHO Technical Report Series, No.407, 1969
3

Review of psychoactive substances for international control, Sept. 1979, WHO
document MNH/79.33, p.6
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fficient evidence of public health and social concerns to warrant international control.
her, the Group noted that pentazocine represents the prototype of the agonist/antagonist
id analgesics and that there is an important need to review this entire group of drugs.
her, there is need to consider in addition to the data provided in the notification
Austria, additional data to be collected from many countries using pentazocine in
timate medical practice. Such information is not immediately available. The Group
ommended that the consideration in respect of the control of pentazocine be placed within
framework of the whole group of agonist/antagonist opioid analgesics and the previous
fication be considered by WHO after data on the extent of medical and non-medical use of
azocine is made available.

Dextropropoxyphene preparations

The Group reviewed ‘the request of the Government of the Féderal Republic of Germany
erning the inclusion in Schedule III of the Single Convention on Narcotic Drugs, 1961
reparations containing 150 mg or less of dextropropoxyphene per dosage unit. After

nsive deliberations, the Group decided to recommend exemption of oral preparations

aining not ‘more than 150 mg of dextropropoxyphene per dosage unit or with a concentration
ot more than 2.5 per cent in undivided preparations, and, if compounded with other

tances then these substances should not be those controlled by the Convention on

hotropic Substances, 1971.

Opioid agonist/antagonist mixtures

The Group was informed that 'a request for scheduling ©f an agonist/antagonist mixture

in process by the Governmeht of Belgium. Material received unofficidlly by WHO served
basis for the continuation of the general discussion initiated in 1979 meeting by a
'reviewing Psychoactive Substances for International Control (MNH/79.33), concerning
mixtures as therapeutic agents with lesser abuse potential. After extensive discussions
Group concluded that in the future information on such mixtures was needed in the

lowing areas:

(1) epidemiological data on the incidence of abuse;

(ii) multiple dose studies with the mixture;

(iii) clinical pharmacological and human toxicity data;

(iv) studies on the chemical extractability of the agonist from the mixture.

The Group recommended that WHO initiate efforts to collect information prior to
iewing scheduling of such mixtures for international control.

Thebaine

With financial support from the United Nations Fund for Drug Abuse Control (project

»ACB-90117), a literature review and a study of the dependence potential of thebaine were

ried out by WHO, Division of Mental Health with the assistance of a group of advisers,

eral of whom contributed ad hoc experimental work. This work demonstrates that thebaine %
limited reinforcing properties in monkeys and produces a form of physical dependence. It
suggested that these actions might be attributable to the metabolites of thebaine. Since

pavine was found te be one of the major metabolites, studies on the pharmacological

fects and dependence potential of oripavine were conducted. These studies demonstrated

t:

(i) oripavine is a pharmacologically active substance;

(ii) its analgesic potency as assessed in mice is comparable to that of morphine;

(iii) it possesses a weak morphine-antagonistic property as evidence by its partial
precipitation of the morphine withdrawal signs in morphine-dependent and non-
withdrawn monkeys;

(iv) 1its physical dependence potential as assessed by 72 hours of hourly intravenous
administrations at a submaximal, tolerable dose (4 mg/kg) to rats is almost
comparable to that of morphine at 0.5 mg/kg, but lower than that of morphine at
2 mg/kg and of codeine at 2 mg/kg;
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(v) its reinforcing effect is demonstrable in intravenous cross self-administratior
procedures in rhesus monkey.

Based on these findings, oripavine was suggested to be a metabolite which may
contribute to the dependence potential of thebaine.

Further pharmacological studies of other metabolites of thebaine such as northebaing
and nororipavine were recommended by the Group.

8. Khat

The Group reviewed recent progress of the pharmacological studies on (-) cathinone
principal active alkaloid of khat. Based on the data obtained in these studies the Groi

concluded that (-) cathinone possesses a high dependence potential comparable to that o
gexamphetamine.

The Group decided to submit the summaries of these studies together with suggestio

for epidemiological studies of khat consumption to the UN Bulletin on Narcotics for
publication.

9. Recommendations

1. The Group was convinced that the work before them was enormous due to the large num
of psychoactive drugs newly introduced into therapeutics besides those which have been .
use for some time, Parties to the 1971 Convention have also addressed notificatioms.
the Secretary-General of the United Nations concerning combination products containing
psychotropic substances under Article 3 of the 1971 Convention. This adds to the workl
of this group to give opinions on the merit of these exemptions. Thus, the group prop
that in future years two meetings annually should be convened. -

2. The following groups of substances were recommended for future review:
(a) opioid agonists / antagonists
(b) benzodiazepines
(c) sedatives and hynotics
(d) new analgesics
(e) hallucinogens
(f) precursors,

3. The Group fully supported the recommendation expressed during the Expert Committee
Geneva, 15-20 September 1980, that WHO develop new mechanisms and strengthen existing
to obtain information on drugs which are under review by WHO. 1In particular, the data
utilization of drugs and the harm they produce in many societies, especially in the dev:
countries is needed. This can be done through WHO Collaborating Centres. Regional Off

Member States, Members.of. the WHO Expert Advisory Pamels including involvement of . the:
governmental organizations, etc.

4, This gigantic and important job ahead of WHO requires resources and manpower, T
Group appreciated thé views expressed by Professor Rexed, Executive Director UNFDAC, .d
the Expert Committee, to give priority to this type of activity in his programme.

5. The Group considered it important that WHO continue to involve the concerned
pharmaceutical companies in obtaining information for the review meetings. Mechanisms
were discussed which WHO may consider to further involve, in an even closer associatio

the pharmaceutical industry together with the various consumers interested in the safe.
effective use of psychotropic substances.
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