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1.

Introduction

On behalf of the Director-General of WHO, Dr N. Sartorius, Director, Division
Health welcomed the participants and expressed the concern of the organization to
its functions and responsibilities with regard to the Convention on Psychotropic
1971. He drew attention to the need for devising appropriate procedures for the
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
procedures to deal expediently with notifications which are expected in increasi
The Group was also requested to review and advise from signator2es (or member na
possi,blecontribut$~nsfrom the WRO Collaborating Centres, other co-operating or
the pharmaceutGca1 industry.
2. Scope of Meeting
4
'

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

Dextropropoxyphene was placed in Schedule I1 of the Single Convention
Drugs, 1961, as recommended;

b)

Sufentanil was placed in Schedule I of the Single Convention on Narco
but was not concurrently placed in Schedule IV of the
as recommended as recommended;

c)

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

d)

Mecloqualone was placed in Schedule I1 of the Convention on Psychotrop
1971, as recommended;

e)

Phencyclidine remained in Schedule I1 of the Convention on Psychotropic
1971, as recommended;

f)

The three analogues of ~hencyclidine (TCP, PHP, and PCE) were placed in
of the Convention on Psychotropic Substances, 1971, as recommended;

In Sgptember 1979, the previous Advisory Group had suggested WHO, in the f
anxiolytics, non-barbiturate hypnotics, anorectics and the agonist/antagonist op
analgesics. Accordingly, WHO convened the present Group to review the pharmaco
medical, epidemiological and data relevant to the dependence potential and abuse
the nine anorectics suggested for review by the previous group (phenmetrazine, ph
amfepramone, phendimetrazine, benz~hetamine,mazindol, chlorphentermine, chlorte
fenfluramine), and to recommend appropriate measures of control, if needed, unde
Convention on Psychotropic Substances, 1971. Further, the Gr'oup was requested t
agenda the review of (a) the notification by the Government of Austria, under
para 1 of the 1961 Convention, that ~entazocinebe placed in Schedule I; (b)
from the Government of the Federal Republic of Germany, under Article 3, para 2
Convention on Narcotic Drugs, 1961, for the inclusion in Schedule I11 of prepara
dextropropoxyphene containing 150 mg or less per dosage unit.
The Representatives of the UN Division on Narcotic Drugs reviewed the procedu
of
instituting control under the Conventions of "1961 and 1971. The ~e~resentative
International Narcotics Control Board presented statistical data on the anorectics
review, which had been requested from 140 countries many of whom not being parties
1971 Convention. It was noted that,:enerally, information had been received only on
two anorectic agents already under international control.
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Similarly, the International Criminal Police Organization had requested its members to
ide information on the frequency of identification of anorectics in seizures. The
rity of replies received were negative.
The Group was informed that, pursuant to Article 3, para 8 of the Single Convention on
tic Drugs, 1961 and the 1972 Protocol amending that Convention, a request from the
nment of Spain to review the decision of the Commission on Narcotic Drugs to include
poxyphene in Schedule 11 of that convention, was in the course of being processed.
this meeting, no formal notification to this effect had been received from the
neral. However, in the course of the first day of the meeting, a file was
officially to WHO by the General Directorate of Pharmacy and Medicine of the
alth and Social Security of the Government of Spain containing what they
relevant informatipn upon which this request for review was based. No action was
recespt of a formal noti.fi~ati'on.
ntative of the UN Division on Na
ifications listed on the agenda.
Review of Anorectic Substances

d the status of the various

The Group reviewed the data sqbmitted in the various background papers on the nine
ctics. It was decided that data on the pharmacology, dependence potential; animal and
n toxicity, clinical pharmacology, abuse liability, degree and extent of therapeutic
ss, evidence of illicit traffic, as well as evidence pf public and social consequences
the developed and developing countries, needed to be considered prior to making
ndations. The Group discussed each drug individually with regard to Article 2 ,
1 and 4 of the 1971 Convention to determine if the drug merited controls. Factors taken
account @ere the capacity to produce dependence of the amphetamine type, to produce a
psychosis of the amphetamine type, to determine whether the substance had*
ed abuse and ill effects similar to those brought about by the substances already
rolled, such as dexamphetamine, phenmetrazine and amfepramone; and whether the substance
eing or is likely to be abused so as to constitute a public health and social problem
anting 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
had an abuse liability similar to that of dexamphetamine and had given rise to similar
ic health and social problems. The Group concluded that currently there was no evidewe
ecommend a change in its level of control under the 1971 Convention.
(b) Amfepramone: Using the criteria described above, there was evidence that this drug
a definite abuse liability of the amphetamine type, but lesser than that of dexamphetamine,
ing rise to similar, but lesser public health and social problems. The Group concluded
t currently there was no evidence to recommend a change in its level of control under the
1 Convention.
(c) Phendimetrazine: Using the criteria described above, there was evidence that this
had a dependence potential and abuse liability similar to, but less than those of
phetamine giving rise to similar, but lesser public health and social problems. The
p concluded that there currently was adequate evidence to recommend control under
edule IV of the 1971 Convention.
(d) Phentermine: Using the criteria described above, there was evidence that this drug
a dependence-potential and abuse liability similar to, but less than those of
amphetamine giving rise to similar, but less public health and social problems. The Group
cluded that there currently was adequate evidence to recommend control under Schedule IV
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(e) Benzphetamine: Using the criteria descri
drug had a dependence potential and abuse liability similar to, but less than those
dexamphetamine giving rise to similar, but lesser ~ublichealth and social problems.
Group concluded that there currently was adequate evidence to recommend control unde
IV of the 1971 Convention.
(f) Mazindol: Using the criteria described above, there was evidence that th
had a dependence potential and a likelihood of abuse liability similar to, but less
those of dexamphetamine giving rise to similar, but lesser public health and
The Group concluded that there currently was adequate evidence to recommend C
Schedule IV of the 1971 Convention.
(g) Fenfluramine: Using the criteria described above, there was evidence th
drug did not have amphetamine like abuse liability nor was there evidence of signi
public health and social problems. The Group further recognized that fenfluramine
prbtotype of anorectics with a pharmacological profile, dependence potential and
of action distinct from those of dexamphetamine. The Group concluded that there
was insufficient evidence to recommend control under the 1971 Convention.

(h) Chlorphentermine: Using the criteria described
drug did not have amphetamine-like abuse liability, nor W
public health and social problems. Evidence was prese
more closely resembles that of fenfluramine than that
that there currently was insufficient evidence to reco
(i) Clortermine: Using the criteria describe
did not have amphetamine-like abuse liability, nor was
health and social problems. Evidence was'presented th
drug may more closely resemble fenfluramine th
there currently was insufficient evidence to r
4.

Review of the PCP Analogues

The Group reviewed the need for control of PCP
those listed in Schedule I of the 1971 Convention.
sufficient pharmacological evidence that numerous ot
dependence liability of the PCP type. However, they felt that ther
indicate that any of these analogues and homologues have appeared i
was there evidence to indicate the existence of public health or so
magnitude to require international control of these substances.
5.

Review of Requests for Changes in Scheduling

5.1 Preparations
The Group reviewed, in accordance with Article 3,
Psychotropic Substances, the list of preparations whic
Republic of ~ulgariahas decided to exempt in accordanc
Convention.
The Group examined each of these preparations in regard to the evidence that
compounded in such a way that they present no, or a
substance cannot be recovered by readily applicable means in a quantity liable to a
that the preparation does not give rise to public health and social problems.
: The information received
(a) Barbamil?
was the sodium salt of amobarbital in normal the
preparation that had a lesser risk of abuse th
to be recovered. The Group recommended the termination of this exemption.
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Hexadorm-Calci
The information received indicated t h a t t h i s preparation a s
was the calcium s a l t of cyclobarbi%al i n normal therapeutic doses and did not
a preparationwith a l e s s e r r i s k of abuse than cyclobarbitdl i t s e l f , avr l e a s e r
t o be recovered. The Group recommended the termination of athis exemption.
bit01 is not controlled under t h e 1971 Con
n t a i n s an apparent t e d m i c a l e r r o r . The G
r i f i c a t i o n of tbe supporting i n f o m a t ion W

f

t h a t the preparation contain=$ a
it presents a n e g l i g i b l e r i s k of
able means In a quantity l i a b l e t o abuse
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The Group examined each of the prepa
preparations were compounded in such a way
that the substances cannot be recovered by
abuse, so that the preparation does not gi
(a) Almotracina (suppository): The information received indicated that t
contains a small amount of methamphetamine compounded in such a way that it prese
negligible risk of abuse and is not recoverable in a quantity liable to abuse. T
recomended that the exemption not be terminated.
(b ) Almotracina "S": The information provided indicates that th
500 mg of methamphetamine per 100 gms. There
is compounded in such a way to prevent ready r
to abuse. The Group recommended that this exemption be terminated.
(C) Dilacorai@
The information received indicat
sedative dose of pentobarbital. No evidence was prese
is compounded in such a way t o present a negligible ri
the exemption be terminated.

(d) Penadrop@ and Sedadropsq The info
indicates a similar composition and it was ass
similar preparations. It was noted that the pr
pentobarbital and 16 mg of phenobarbital per m1
the unit dose or the total package dispensed.
to indicate that the pentobarbital cannot be re
to abuse. *TheGroup recomended that the ex
(e) V i s p a r s The information provi
secobarbital in a sedative dose. No evidenc
is compounded in suoh a way to present no, or a negligible risk of abuse
recommended that the exemption be terminated.

Recommendat ions for future review of preparations

On the basis of the review of exempted preparations,
minimum, certain informaeion be provided
This should include: (a) the proprietar
non-proprietary name and chemical name of a
ingredients; (d) specification of the unit
dispensed; (£1 description of the formulat
5.2

Pentazocine

The Group reviewed the request of the Government of Austria dated 22
pentazocine be included in Schedule I of
receipt of this notification did not prov
prepare for discussions on this request.
Expert Committees on Drug Dependence and ~dvisoryGroups on Drug
the dependence potential and abuse liability of ~entazocineand
1

WHO ~echnicalReport 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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icient evidence of public health and social concerns to warrant international control.
r, the Group noted that pentazocine represents the prototype of the agonistlantagonist
analgesics and that there is an important need to review this entire group of drugs.
, there is need to consider in addition to the data provided in the notification
rorn many countries using pentazocine in
ation is not immediately available. The Group
that the consideration in respect of the control of pentazocine be placed within
t opioid analgesics and the previous
xtent of medical and non-medical use of

reviewed the request of the Government of the Federal Republic of Germany
inclusion in Schedule I11 of the Single Convention on Narcotic Drugs, 1961
opoxyphene per dosage unit. After
nd exemption of oral preparations
ropoxyphene per dosage unit or with a concentration
ns, and, if compounded with other
controlled by the Convention on
tropic Substances, 1971.

for scheduling of an agonist/antagonist mixture
Material receied unofficially by WHO served
sion initiated in 1979 meeting by a
onal Control (MNH/79.33), concerning
use potential. After extensive discussions
such mixtures was needed in the

.

epidemiological data on the incidence of abuse;
(i)
multiple dose studies with the mixture;
(ii)
(iii) clinical pharmacological and human toxicity data;
studies on the chemical extractability of the agonist from the mixture.
(iv)
The Group recommended that WHO initiate efforts to collect information prior to
wing scheduling of such mixtures for international control.

S Fund for Drug Abuse Control (project
of the dependence potential of thebaine were
ith the assistance of a group of advisers,
imental work. This work demonstrates that thebaine
nkeys and produces a form of physical dependence. It
e attributable to the metabolites of thebaine. since
avine was found to be one of the major metabolites, studies on the pharmacological
cts and dependence potential of oripavine were conducted. These studies demonstrated

oripavine is a pharmacologically active substance;
(i)
(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 nonwithdrawn monkeys;
(iv) its physical dependence potential as assessed by 72 hours of hourly intravenous
administrations at a submaximal, tolerable dose (4 mglkg) to rats is almost
comparable to that of morphine at 0.5 mg/kg, but lower than that of morphine at
2 mglkg and of codeine at 2 mg/kg;
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(v)

its reinforcing effect is demonstrable in intravenous cross self-administra
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 northe
and nororipavine were recommended by the Group.
8.

Khat

The Group reviewed recent progress of the pharmacological studies on (-) cathin
principal active alkaloid of khat. Based on the data obtained in these studies the
concluded that (-) cathinone possesses a high dependence potential comparable to that
$examphet amine.
The Group decided to submit the summaries of these studies together with sugges
for epidemiological studies of khat consumption to the UN Bulletin on ~arcoticsfor
publication.
9.

Recommendations

1. The Group was convinced that the work before them was enormous due to the large n
of psychoactive drugs newly introduced into therapeutics besides those which have been
use for some time. Parties to the 1971 Convention have also addressed notifications
the Secretary-General of the United Nations concerning combination products containin
psychotropic substances under Article 3 of the 1971 Convention. This adds to the wor
of this group to give opinions on the merit of these exemptions. Thus, the
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) sedative? and hynotics
(d) new analgesics
(e) hallucinogens
(f) precursors.

3 . The Group fully supported the recommendation expressed during the Expert Commit
Geneva, 15-20 September 1980, that WHO develop new mechanisms and strengthen existin
to obtain information on drugs which are under review by WHO. In particular, the da
utilization of drugs and the harm they produce in many societies, especially in the
countries is needed. ThGs can be done through WHO Collaborating Centres. Regional
Member States, Members of the WHO Expert Advisory Panels tncluding hvolvement of t
governmental organizations, etc.
4 . This gigantic and important job ahead of WHO requires resources and manpower.
Group appreciated the views expressed by Professor Rexed, Executive Director UNFDAC
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 associati
the pharmaceutical industry together with the various consumers interested in the S
effective use of psychotropic substances.
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