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1. INTRODUCTION 

Dr. N. Sartorius, Director MNH, welcomed the participants on behalf of Dr. H. Mahler, 
Director-General WHO. He informed the Group that they should address themselves not only to 
the medical and scientific matters listed in the agenda but also to the needs of the consumers 
of their products in the broadest sense. These are various national and international organi- 
zations such as manufacturers, professional associations, nongovernmental organizations and, 

psychoactive drugs. 
i of course, national and international authorities responsible for control and availability of ' 

B 1 
'l 

The Director-General of WHO, in a circular letter (C.L.9. 1982) has addressed all Mem 
States of WHO, forwarding Resolution EB69.R9 adopted by the Executive Board at its 69th 
Session after considering the report of the Director-General on "Action in Respect of Inter- 
national Conventions on Narcotic Drugs and psychotropic Substances" covering the period 
1980181. The main concern of the Executive Board was for the WHO to work closely with Membe 
States and other UN organs in its very important role in making recommendations on interna- 
tional control of narcotic drugs and psychotropic substances under the Conventions. Since 
WHO'S decision to recommend control is based on the benefitlrisk ratio involved in the use o 
a substance, it is essential that Member States cooperate with iJHO in providing data on 
usefulness and on public health and social problems associated with the use of psychotropic 
substances using, where possible, methods developed by WHO. These methods are contained in 
WHO Technical Report Series 618 related to the psychopharmacological evaluation of psycho- 
tropic drugs. Technical Report Series 656 relates to the assessment of the public health an 
social problems and "The Public Health Problems and Psychotropic ~ubstances" (1982), a 
publication of the National Board of Health at Helsinki in collaboration with WHO. The WHO 
report on Drugs and Driving, which has been based on a meeting organized by WHO and NIDA (US 
will further help countries to obtain data on this important problem. 

With support from UNFDAC, WHO has intensified its efforts to obtain data on drug relat 
problems from various countries. In this effort WHO has had the active cooperation from WHO 
regional offices and the staff assigned to c~untries. A new initiative is to send experts t 
countries to stimulate collecting data from institutions on drug utilization and drug relate 
public health and social problems. Regional and notional seminars on the subject will 
continue to be held. 

WHO, in collaboration with the Government of The Netherlands and UNFDAC, has initiated 
activities in response to WHA 33.27 paragraph 7(3) which requests the Director-General of WHO 
to develop guidelines to facilitate national and international efforts for initiating or 
promoting programmes for assessment, scheduling, controlling and appropriate use of psycho- 
active substances. Information available at tJHO and the other UN agencies as well as that 
obtained from six countries through visits by experts during the last two years, will be uti- 
lized to draft the guidelines, in a meeting in early November 1982. These guidelines are to 
be discussed and then circulated widely and later finalized for submission to the WHO Execu- 
tive Board in January 1984 and to a subsequent session of the UN Commission on Narcotic Drugs. 

Late in November 1982, WHO in collaboration with the Government of Belgium is to 
re-examine the guidelines for exemptions of combination products containing-a controlled 
psychotropic drug; this is urgently required by the UN Commission on Narcotic Drugs and the 
countries which have been authorized to srant such exemption I 

The present meeting was convened at the request of the Seventh Special Session of the 
UN Commission on Narcotic Drugs to enable it to review diazepam and other marketed 
benzodiazepines. 

. I 
The Group was informed that the International Federation of Pharmaceutical Manufacturers 

Association had cooperated in obtaining information on drugs to be reviewed. A core group of .- 

participants of this meeting met with the representatives of the manufacturers concerned, at 
their request, and data was received from a larger group of manufacturers. Two Notifications 



mH/82.44 

page 3 

from the Director-General of WHO are pending discussion at the forthcoming Thirtieth Session 
of the UN Commission on Narcotic Drugs which will be held in Vienna from February 7-16 1983. 
one ~otification concerns placing diazepam in Schedule IV and the second the placement of 
eleven other benzodiazepines in that same Schedule. Although these recommendations are pend- 
ing, the Group had the liberty to further review the twelve substances in the light of new 
data made available to them. However, the main task of this Group was to review data made 
available to them in the listed 15 benzodiazepines cormnercially available at the time of the 
planning of this meeting; they are: 

alprazolam, bromazepam, camazepam, clobazam, cloxazolam, estazolam, fluidazepam, 
flunitrazepam, halazepam, ketazolam, nimetazepam, noradazepam, pinazepam, tetrazepam 
and triazolam. 

2. BASIC PHARMACOLOGY 

The benzodiazepines which are currently used clinically have a generally similar pharma- 
cological profile, they produce sedative-hypnotic, anti-anxiety, anti-convulsant effects and 
also induce muscle relaxation with minimal interference with normal locomotion. 

The behavioural effects of the benzodiazepines in laboratory animals are similar to 
those of barbiturates. Benzodiazepines are notable for producing anti-aggressive effects. 
Studies using operant conditioning procedures have shown that benzodiazepines have differen- 
tial effects on appetitively - and aversively - maintained behaviour, i.e., behaviour main- 
tained by food delivery is generally increased by benzodiazepines while, at the same doses, 
there is a reduced control of behaviour by noxious stimuli. The ability of the benzodiaze- 
pines to increase behaviour that has been suppressed by punishment is clearly documented and 
of therapeutic relevance. 

Drug discrimination procedures have been established to be useful in the characteriza- 
tion of drug classes (WHO Technical Report Series 618). These procedures show promise for 
elucidating distinctive behavioural characteristics of the benzodiazepines. In drug discrimi- 
nation procedures animals are trained to respond differentially depending on the nature of the 
drug pretreatment. The procedure provides information analogous to a human testing situation 
in which subjects categorize drugs with respect to their subjective effects. It has been 
possible to train animals to discriminate a benzodiazepine from saline, thus indicating the 
discriminability of the benzodiazepines. When other drugs have been substituted in diazepam 
or chlordiazepoxide-trained animals, the drug-appropriate response has occurred for all other 
benzodiazepines tested for most other sedative-hypnotics, but not for neuroleptics; thus indi- 
cating some specificity of effect. Although pentobarbital and alcohol-trained animals also 
show generalizati~n to benzodiazepines under the drug discrimination procedure, animals can 
be trained to discriminate chlordiazepoxide from pentobarbital. Thus, evidence exists for 
some differential, as well as common, stimulus attributes of the sedative hypnotic drugs, 
including the benzodiazepines. 

Systematic comparison in animals of twenty-two clinically used benzodiazepines in a 
series of pharmacological tests, including assessment of gross behavioural effects, anti- 
convulsant activity, potentiation of barbiturate induced sleeping time and suppression of 
righting reflex has shown that the relative potency of any two compounds may vary widely 
depending on the test. Although definitive conclusions await further research, these results 
suggest that there may be important differences among benzodiazepines in the profile of their 
pharinacological effects. 

l 
Benzodiazepines decrease sleep latency, increase time spent in sleep, increase REM 

sleep latency and reduce REM sleep. Sleep is less restless. There is an increase in stage 2 
I l 

sleep while stages 3 and 4 are usually shortened. Drug withdrawal rebound phenomenon usually 
associated with many hypnotics is less frequent with benzodiazepines. 



In animals and humans benzodiazepines prevent the subcortical spread of seizure activity, 
They strongly inhibit pentylentetrazol and picrotoxin induced seizures, but are relatively 
less effective against the seizure activity induced by strychnine or electroshock. In 
experimental models of epilepsy, all benzodiazepines suppress the spread of seizure activity 
produced by epileptogenic foci in the cortex,thalamus and limbic structures but do not abolish 
the abnormal discharge of the focus. Benzodiazepines also suppress polysynaptic reflexes in 
the spinal cord and decrease neuronal activity in the mesencephalic reticular system. 

Benzodiazepines, administered to humans in usual therapeutic doses by the oral route 
have no significant influence on respiration and cardiovascular function. By the intravenous 
route these drugs can cause respiratory depression. None of the benzodiazepines exert direct 
effect on the gastrointestinal tract. 

Benzodiazepines are well absorbed from the gastrointestinal tract but vary in their rate 
of absorption systemic bioavailability, extent and pattern of biotransformation and elimina- 
tion, clearance, volume of distribution and the rate at which they enter the brain. Certain 
benzodiazepines are relatively inactive prodrugs until converted in the body to more active 
forms (e.g., chlorazepate, halazepam). Such pharmacokinetic differeeces determine onset and '1 

duration of pharmacological effects. The Group felt that compounds with relatively slower 
onset of effect (e.g., halazepam, oxazepam, prazepam) might be less likely to be abused than 
compounds with more rapid onset of effects (e.g., diazepam). 

Benzodiazepines vary in their pattern and rate of metabolism. Some such as diazepam 
are metabolized by N-desmethylation and hydroxylation; others such as oxazepam are conjugat 
with glucuronic acix to form water-soluble derivatives. Benzodiazepine~ vary widely in th 
elimination plasma half-lives, diazepam having a half-life of 50 hours or more, triazolam 
having a half-life of a few hours. Furthermore, some have active metabolites such as 
N-desmethyldiazepam and others do not (e.g., oxazepam). The effect of benzodiazepines is - 
usually prolonged in the elderly, in part due to slowed elimination. 

It is of great theoretical importance that a close relation between benzodiazepin 
the GABAergic systerp was discovered recently. A second important discovery was the demon 
tion of specific high-affinity binding sites for the benzodiazepines. The physiological 
clinical significance of these sites is established by the high correlation between the 
behavioural effects and binding affinities of a series of these compounds. More recently, 
several sub-types of receptors have been found with different distributions in the brain. 
~enzodiazepines vary in their relative affinities for these two receptors and it has been 
suggested that this may result in drugs with different pharmacological profiles of actio 
Some of these binding sites are in close proximity to the GABAergic system and have a 
functional relationship with GABAergic receptor-chloride ionophores, These complexes may 
contain binding sites for picrotoxin and barbiturates. 

An important line of current research is that directed at isolating an endogenous li 
for the benzodiazepine receptors. Highly promising new tools for such research are nQw 
available since the recent development of selective benzodiazepines antagonists which p 
inhibit 3~-diaze~am or 3~-fluraze~am binding and antagonize the pharmacological effects of 
benzodiazepines. 

There is mutual potentiation between benzodiazepines and other CNS depressants. The 
mechanism underlying this interaction appears to be an enhancement of the binding of benzo- 
diazepines at their receptor sites. 

Tolerance to the anti-convulsant, muscle relaxant and sedative effects of some benzo- 
diazepines was observed in both animal experiments and in humans in, the clinic. In patient 
with insomnia or anxiety, benzodiazepines appear to maintain some degree of therapeutic 
fit during long-term therapy. 



3. DEPENDENCE STUDIES IN ANIMALS 

3.1 physical Dependence 

 rec clinical studies dealing with the physical dependence potential of benzodiazepines 
have been conducted primarily in three species: rat, dog and monkey. In all three species a 
fairly consistent pattern has emerged, suggesting that benzodiazepines produce physical 
dependence which resembles that of the barbiturates. 

Three procedures have been used for testing the physical dependence potential of 
benzodiazepines: the substitution test and the primary physical dependence producing test (WHO 
Technical Report Series 618), and the precipitated withdrawal test. Results from these 
procedures are summarized below. 

Substitution test: In the substitution test, animals are first made physically dependent 
on a barbiturate (e.g., barbital), by means of repeated administration for days or weeks. The 
drug is then withdrawn, and once clear withdrawal signs are observed, a single dose or short- 
term repeated dose of a test drug are administered. The extent to which suppression of 
barbiturate withdrawal is observed defines the cross-physical dependence potential of the test 
drug. 

Using this approach, studies in barbirurate dependent monkeys and rats have shown that. 
all benzodiazepines tested to date partially or completely suppress the signs of barbiturate 
withdrawal. The doses required for complete suppression varied from one drug to the other, 
but were well correlated with their recommended clinical dosages, and pharmacological poten- 
cies. Camazepam, halazepam and temazepam are among those benzodiazepines tested to date which 
substitute relatively poorly for barbiturates in this test. 

Primary physical dependence producing test: The primary physical dependence producing 
procedure involves administering the test drug to naive animals once or more daily for several 
days or weeks. The drug is then withdrawn and the animals are observed for several days for 
signs of withdrawal. The cycle can be repeated using higher dose levels to obtain convincing 
negative or positive results. Physical dependence potential is established by grading the 
signs of withdrawal into several general categories: mild, intermediate or severe. 

Using this approach, studies in monkeys, rats and dogs have shown that all benzodiaze- 
pines tested to date produce some degree of physical dependence. Benzodiazepines which have 
been tested include the same compounds that have been evaluated on the substitution test. 
Data collected to date indicate that there are differences in the ability of different benzo- 
diazepines in producing physical dependence which bear no systematic relationship to their 
pharmacological potencies. Those benzodiazepines which substituted relatively poorly for 
barbiturates (camazepam, halazepam and temazepam) also produced relatively low levels of 
physical dependence. In addition, some other benzodiazepines such as fludiazepam, flunitra- 
zepam and nitrazepam which substituted readily for barbiturates produced relatively low 
levels of physical dependence. 

Precipitated withdrawal test: As with the primary dependence test, this procedure 
involves administering the test drug to animals once or more daily for several days or weeks. 
Instead of terminating administration of the test drug, this procedure involves administering 
a benzodiazepines receptor antagonist and observing the animal for signs of physical depen- 
dence for several hours. Using this approach, precipitated withdrawal has been demostrated 
after chronic diazepam administration in rats, cats, monkeys and baboons. 

3.2 self-administration/Reinforcing properties 

One approach to studying dependence potential has been the development of experimental 
paradigms for controlled investigations of drug self-administration in laboratory animals 
(WHO Technical Report Series 618). Such experimental models can provide various types of 



information relevant to dependence potential of drugs, including comparative information 
about the relative reinforcing efficacy and dose level with which different drugs maintain 
drug self-administration. The validity of this approach is supported by the good correspon- 
dence between those drugs that are self-administered by laboratory animals and those self- 
administered and abused by humans. 

Experimental studies with rats and nonhuman primates have examined self-administration 
of a variety of benzodiazepines via the intravenous, intragastric and oral routes. 

Overall, studies of benzodiazepine self-administration in rats provide only limited 
evidence for drug reinforcement. While several studies in rats using intravenous, intra- 
gastric and oral routes have demonstrated higher levels of benzodiazepines intake.over that 
seen for vehicle control, other studies have failed to demonstrate drug reinforcement. 

Studies in nonhuman primates provide stronger evidence for the reinforcing ~ro~erties 
of benzodiazepines. In these studies the percentage of animals self-administering the drug, 
the rate of drug self-administration, or drug choice performance are taken as indicators of 
the relative reinforcing efficacy of the drug. These studies showed that benzodiazepines as a 
class are more effective reinforcers than some other psychoactive drugs, including chlorpro- 1 
mazine, imipramine, haloperidol or perphanazine. The studies also showed, however, that 
benzodiazepines were clearly less effective reinforcers than a range of other drugs, inc 
pentobarbitol, alcohol, amobarbital, secobarbital and cocaine. On the whole, the data S 
that benzodiazepines can be considered to be weakly reinforcing. Several studies which 
compared the self-administration of different benzodizaepines suggest that some of the rapid 
absorbed and eliminated compounds may have a greater potential for maintaining self- 
administration than the more slowly absorbed and eliminated benzodiazepines. 

Comparative data obtained from studies of the intragastric continuous self-administra- 
tion of various benzodiazepines show that some susceptible rhesus monkeys self-administered 
large quantities (i.e., high daily doses) of some benzodiazepines relative to their minimum 
effective doses as determined by gross behavioural observation in normal rhesus monkeys. In 
contrast, the intake of other benzodiazepines was lower (e.g., bromazepam, camazepam, 
clobazam and halazepam) . 

The reinforcing efficacy ofopioids is enhanced in animals which are physically depen- 
dent. In contrast, results of a recent study using rhesus monkeys indicates that physical 
dependence on diazepam does not enhance its reinforcing efficacy. 

I 
4. DEPENDENCE STUIIIES IN HUMANS 

4.1 physical Dependence 

Physical dependence on benzodiazepine drugs has been clearly demonstrated in systematic 
human experiments. As with drugs from other pharmacolqgical classes, the degree of physical 
dependence depends on the dose inter-dose interval and duration of administration. physical 
dependence has also been documented in the literature by numerous case reports. Thus, physi- 
cal dependence may develop with use of benzodiazepines at therapeutic dose levels for several 
months or more. The incidence of such development of physical dependence on benzodiazepines 
at therapeutic dose levels is unclear but may be appreciable. It has been suggested that the . 
elderly and persons with histories of alcoholism or heavy social drinking are at particular 
risk for the development of physical dependence to the benzodiazepines. Manifestations of 
physical dependence associated with acute withdrawal after high chronic dosing of benzodia- 
zepines include severe malaise, nausea and vomiting, muscular weakness or tremors, perceptual 
hyper-sensitivity, muscle twitches, convulsions and confusional states of psychosis. Most 
of these withdrawal signs and symptoms have been observed even at therapeutic dose levels. 
The signs and symptoms of physical dependence resemble those associated with barbiturate 
drugs. Benzodiazepine compounds which are more rapidly eliminated may produce more intense 
withdrawal reactions than compounds which are more slowly eliminated. 



4.2  psychological ~ependencelReinforcing Properties 

~sychological dependence on benzodiazepines has been documented in the literature by 
case reports. These reports usually involve high dosage and are rare taking into account the 
overall extent of benzodiazepine use in the therapeutics. The widespread availability of 
benzodiazepines in many countries makes intense drug seeking behaviour unnecessary for those 
keeping to dose levels used in therapeutics. Such doses appear to be readily prescribed by 
doctors. 

Human experiments involving assessment of drug self-administration and subjective - 
effects in subjects with histories of sedative drug abuse have shown that diazepam is prefer- 
red to placebo, self-administered at higher rates than placebo and chlorpromazine, and 
produces subjective effects which are interpreted as indicating "euphoria". Experiments which 
have directly compared the psychological dependence produced by diazepam and pentobarbital 
have produced mixed results. Experiments have shown that diazepam may produce typical pento- 
barbital-like subjective effects (including "euphoria1') with the onset, peak and duration 
effects similar for both diazepam and pentobarbital. Other studies with have examined a 
higher dose range of pentobarbital and diazepam, have shown that diazepam produces realtively 
modest elevations in subject ratings of "liking", and that pentobarbital is consistently 
preferred to diazepam at intermediate doses. Another comparative study has shown that I ,  

pentobarbital maintained higher levels and more consistent ,self-administration than did 
l 1  

diazepam. 

In contrast to these studies which reliably demonstrate self-administration of benzo- 
diazepines in volunteers with histories of sedative drug abuse, the results of other studies 
indicate that self-administration of benzodiazepines is relatively rare in subjects without 
histories of drug abuse. In one study, intravenous diazepam produced sedation and euphoria 
in normal subjects while producing euphoria alone in chronic benzodiazepine users. 

The results of several recent studies show that there are meaningful differences among 
benzodiazepines with respect to their reinforcing or subjective effects. In three separate 
experiments, diazepam was compared with oxazepam, chlordiazepoxide or halazepam. The results 
showed that diazepam was preferred to oxazepam, and produced higher ratings of "liking" than 
oxazepam, chlordiazepoxide and halazepam. In contrast to the other benzodiazepines halazepam 
did not show increases in "likingH ratings with increases in dose. 

5. AVAILABILITY OF SUBSTANCES AND THEIR PREPAKATION IN VARIOUS COUNTRIES 
$ 1 :  ( 

The United Nations Centre on Transnational Corporations provided the Group with informa- 
tion on the trade names, manufacturers and. countries in which the various benzodiazepines 
being considered by WHO are approved and/or marketed. It was noted that czrtain benzodiaze- 
pines are marketed in all of the countries or regions surveyed whereas others are currently 
only marketed in a single country. In general, however, the longer a substance had been 
manufactured the larger the number of countries in which it was marketed. 

Most industrialized countries exercise control over the manufacture and sale of benzo- 
' l  
/ I  l 

diazepines which are usually available only on a prescription basis. Many of the developing 1 1  

countries which import benzodiazepines licitly do not have sufficient control measures, for a 
' ; l ;  

number of reasons. Sometimes they may lack the administrative organization required; at l 

times, detailed information on appropriate use and potential misuse is not provided by I 

manufacturers and distributors; in most instances, different social and economic priorities I 

have an overriding importance for these countries. Control measures in developing countries 
are of ten complicated by the clandestine appearance of 'benzodia~e~ines , sometimes following 
importation under false pretense, such as mis-labelling of products. The vast majority of 
illicitly available benzodiazepines are presumed to be used for non-medical purposes. l 

The Group felt that the excessive number of benzodiazepine preparations often confused 
both physicians and other health care workers and strained the economies of many developing 
countries. 

I 



6. THERAPEUTIC USE OF BENZODIAZEPINES 

Benzodiazepines are among the most widely used therapeutic agents available today. 
are used to alleviate the symptoms which accompany numerous psychological, psychosomatic a 
somatic disorders. Im many countries they have largely replaced the barbiturates as sedatl 
hypnotics and anxiolytics. 

(a) The most common use of the benzodiazepines is in the treatment of emotional dis- 
orders, particularly anxiety and stress-related reactions. Many trials attest to the e 
of the benzodiazepines in lessening both the subjective feelings of unrest, tension and 
apprehension of the future and the bodily accompaniments such as palpitations, tremor and 
sweating, characteristic of anxiety. There seems little to choose among the benzodiazep 
in their effectiveness at allaying anxiety. This use of the benzodiazepines is part of 
general management for the patient which may include reassurance, support, formal psycho- 
therapy, behavioural methods of treatment and social adjustment. 

(b) Another symptom for which the benzodiazepines are widely prescribed is insomn 
They are ~articularly used in patients in whom the insomnia is related to a general anxi 
state. The benzodiazepines are effective hypnotics but alter the structure of sleep wit 
implications which are unclear. Diazepam, in particular, is also used to treat sleep di 
orders such as sleep walking or night terrors because of its suppression of the stage of 
in which this symptom commonly occurs. 

(c) The benzodiazepines are also widely used to treat neuromuscular disorders cha 
terized by muscle spasticity. Such conditions include cerebral palsy, mhltiple sclerosi 
cerebrovascular accidents, spinal cord lesions, muscle spasm associated with back pain a 
sports injuries. 

(d) Intravenous diazepam is a major treatment in managing status epilepticus. Nitr 
zepam orally is used to prevent infantile spasms. Clonazepam is used alone or in combi 
with other drugs as an anti-convulsant; however, alternation with other medication may be 
necessary to prevent tolerance. 

(e) Othpr uses of benzodiazepines include as pre-operative medication and for mino 
therapeutic and operative procedures such as endoscopy and dental surgery because benzodi 
pines produce deep sedation and amnesia. Benzodiazepines are used as adjuncts to relax 
therapy in phobic patients and used in the management of alcohol withdrawal. 

Criticism has been levelled that the widespread use of the benzodiazepines reflects 
indiscriminate prescribing by the doctor - general practitioner, psychiatrist, internist, 
orthopaedic specialist, etc. This has prompted concern by authorities in many nations that 
the widespread use 9f benzodiazepines suggest inappropriate and overprescribing by medical 
practitioners. The Group expressed the opinion that assessing the extent of medical misuse of 
these drugs is difficult to determine particularly in the treatment of anxiety. In part this m 

difficulty stems from the fact that practitioners differ in their opinion as to the intensity 
of anxiety warranting the use of these drugs. The Group suggested physician education 
programmes as well as those designed for the general public as the most appropriate means to 
ensure the appropriate use of these drugs. The decreases in the number of prescriptions for 
benzodiazepines observed in the USA, Canada and the UK may be attributed to such physician 
and public education programmes. 

7. DRUG 'UTILIZATION DATA 

The past and present pattern of drug use in each country is essential information. 
Such information provides the opportunity for health care authorities to: 

- Monitor the trends and variation in drug prescribing. 

- Evaluate if the extent of drug use is medically justified. 



- Assess the extent of drug overuse, misuse and diversions from licit to illicit use. 

- Assess the costs of drug treatment for health care. 

- Fionitor drug importation, exportation and distribution within a country (e.g., to 
hospital, pharmacies, primary health care units, etc.) 

- Assess public health and social problems associated with the use of a particular 
psychotropic drug. 

- Measure impact of,regulatory actions taken by health authorities (e.g., warnings in l 
medical journals, revision of promotional information, restrictions, etc.) i  

l 
Unfortunately, most countries do not have adequate drug surveillance information. In 

order to obtain reliable comparative data for drug consumption between different countries, it 
would be valuable to have a common, universally acceptable basis for drug classification, 
units of measurement, etc. When data are obtained, special techniques are required for their 
validation, analysis and interpretation. These considerations have been the topic of several 
relevant publications and a report of a WHO Drug Utilization Research Group (cf. lJHO Technical 
Report Series 656; Studies in Drug Utilization: Methods and Applications, Copenhagen, WHO 
Regional Office for Europe, WHO Regional Publications, European Series, No. 8, 1979; 
Nordic Statistics on ~edicines/~ordisk Lakemedelsstatistik, 1975-1977 I and 11, Helsinki , 
and Oslo, 1979; Public Health Problems and Psychotropic Substances, J.ldinpaan-Heikkilg and 
I. Khan (Eds.), Finland Government Printing Centre, Helsinki, 1982). 

d. EVIDENCE OF ABUSE AND JXELATED PUBLIC HEALTH PROBLEMS 

8.1 As had been stated in the report of the 5th Review Meeting, the evidence that benzo- 
diazepines are abused comes form several sources. Such abuse is not necessarily connected 
with a medical indication. The data do not permit an accurate quantitative estimate of the 
degree of the problem. 

i *I 

8.2 The Group felt that public health and social problems associated with benzodiazepines I 
:. ' 

were as important for consideration in scheduling decisions as their dependence potential. I 

The Group considered the reports prepared by the UN Division of Narcotic Drugs (DND 421/21(1) 
l 

WHO 3 September 1982); Report on the Benzodiazepines prepared by the Drug Enforcement Adminis- l,-.$ 
tration Washington D.C. (MNH/R6/82/31); Report by Interpol; Report on Benaodiazepines - A /I. 
Regional Analysis from the UNFDAC supported UN/WHO Collaborating Centre, Universiti Sains P I 

Malaysia (MNH/~6/82/28); Benzodiazepines - Country situation in Pakistan (m~/~6/28/26) and l *:,l 

reports permit the following observations. 

l l ' ~  Benzodiazepines: Availability and Use in Nigeria (MNH/ ~6182125). The data contained in these ., m 

. l  1 

' I  l 
8-4 There was good evidence that illicit traffic in these substances existed in many 1 1  

l 
countries, the true extent of which was difficult to determine. Evidence also suggested that I 
organized illicit drug trafficers were expanding their operations to include benzodiazepines. I 

This was, however, believed to be still on a relatively small scale. Although accurate I 

substantive data was lacking, such traffic in benzodiazepines would appear to be increasing. i 1  

l 
I  

1 1  
l 

. l , '  
b .  

8.3 Generally speaking most of the benzodiaze~ines were available worldwide. All geographic Q 

regions of the world reported that the benzodiazepines were occasionally abused in widely 
I '  

varying degrees. Apart from diazepam, chlordiazepoxide and nitrazepan, which have previously i l l;/ 
been reported to be widely prescribed, it was noted that of the benzodiazepines currently 1 1 1  / I  
under review, bromazepam, flunitrazepam, clonazepam and cloxazolam were also relatively widely 
prescribed. Significant abuse data was reported for a variety of benzodiazepines including l / 1  1 1  

l I 

bromazepam, chlordiazepoxide, clonazepam, clobazam, diazepam, fludiazepam, flunitrazepam, I l 
flurazepam, lorazepam, nitrazeparn, oxazepam and triazolam. The seizure and abuse of other I / I  

1 
ben~odiaze~ines was also reported in ~r,qentina, Japan, Singapore and the United Kingdom. I 

Ill 
Benzodiazepines have also been reported to be used as additives to heroin. 

l l 
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It was noteworthy that seizures by law enforcement authorities were nearly always incidental 
to investigations into, and seizures of, drugs already under national orinternational narcotic 
or psychotropic drug control. It was, therefore, principally through law enforcement activi- 
ties in connexion with narcotic drugs and other psychotropic substances that authorities were 
able to supply additional data on the abuse of benzodiazepines. Further, there was some 
evidence that where national authorities had taken the initiative to place a psychotropic 
substance under national control, the level of illicit availability of this controlled 
substance decreased, though in some instances it was reported that another similar substance 
which was not under control, appeared in the illicit market. It is essential that more 
information regarding these types of observations be collected. 

8.5 It was pointed out in the reports that illicit traffic in benzodiazepines originated 
from diversion from licit sources either in dosage form or in bulk which was subsequently 
processed and resold through questionable outlets. No clandestine laboratories as such were 
reported but the bulk products were subsequently formulated for sale in the streets. Tablet 
have been made to imitate methaqualone tablets and sold at a higher price than that commande 
by benzodiazepines. 

8.6 Benzodiazepines are commonly used by poly-drug users in many regions of the world, 
however, very few use benzodiazepines as their primary drug of abuse. Users of drugs obtai 
illicitly, have been reported to use benzodiazepines for two primary reasons: firstly, the 
drug may be used with the intention of producing a state of euphoria. Such use may lead to 
escalation of intake. 

A second reason reported by users of illicit benzodiazepines is the self-medication of 
withdrawal symptoms occurring when the drug of choice (e.g., heroin, or other substances) 
cannot be obtained. 

9. HEALTH AND SOCIAL CONSEQUENCES 

9.1 Toxicity 

Benzodiazepines are relatively safe compounds. Cardiovascular and respiratory depres- 
sion occur only in special circumstances (e.g., rapid intravenous injection, severe hepatic 
dysfunction, in combination with alcohol, concurrent pulmonary disease). Therefore, mortality 
or serious morbidity associated with benzodiazepines taken in overdose alone are rare in 
contrast to barbiturates and other CNS depressant drugs. 

In therapeutically recommended doses, sedation is the most common side effect being m 
noticeable at the beginning of treatment. Tolerance to this side effect is usual. Under 
certain circumstances (e.g., the elderly with enhanced sensitivity to psychotropics, excessi 
drug doses or accumulation of active drug in the body) confusion, drowsiness, ataxia, 
dysarthia, or coma can occur. Rare and unusual effects associated with benzodiazepine use 
have bgen reported. These effects include excitation, delirium and'violent behaviours. Som 
evidence exists that the incidence of these unusual side effects is different among benzo- 
diazepines. 

Hematologic, hepatic and dermatologic reactions occur; however, the incidence is low and 
such reactions are not life-threatening and reverse when drug administration is stopped. 

Repeated administration of benzodiazepines may produce physical dependence even in 
therapeutic doses. withdrawal symptoms and signs include anxiety, agitation, delirium, 
insomnia, dysthesias, diaphoresis, tremor, convulsions, Abdominal and muscle cramps, anorexia 
nausea, vomiting and weight loss. The time course, severity and character of the withdrawal 
syndrome may differ among benzodiazepines and may vary according to the rate of withdrawal. 
The clinical importance of these withdrawal phenomena to persistent drug use, misuse and abuse 
and the consequent public health and social problems has not been clearly demonstrated. 
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previous reports of teratogenicity have not been confirmed; however, the use of benzo- 
diazepine~ during pregnancy is not recommended. Apparent withdrawal signs have been reported 
in the newborn of mothersconsuming high doses of benzodiazepines during pregnancy. 

9.2  Adverse Behavioural Effects 

various benzodiazepines have been demonstrated to produce psychomotor and cognitive 
deficits in commonly used tests of behavioural performances. Performances on a vigilance 
task, for example, were impaired in normal human subjects given diazepam at doses employed 
therapeutically. At therapeutic doses the benzodiazepines vary in the degree to which they 

sedation and behavioural impairments. Comparative studies of these drugs, employing 
a range of doses, will be necessary to determine the extent and significance of these 
differences. 

Substantial intoxication and gross behavioural and cognitive impairments have been 
noted in people abusing high doses of benzodiazepines on an acute or chronic basis. Striking 
deterioration in personal care and social interactions have been reported. Other studies I 

suggest that chronic administration of benzodiazepines produce impairment in learning, memory 
and psycho~otor functioning. I 

l 

Studies on the effects of benzodiazepines on driving have shown that benzodiazepines I 

alone and particularly in combination with alcohol, have deleterious effects on driving per- l 

formance. On the basis of such observations, health authorities in collaboration with drug 
manufacturers in the Nordic countries have decided to label benzodiazepine preparations with 
a special warning symbol. 

1 ' l 1 
When some benzodiazepines are given at bedtime for the treatmezlt of insomnia, deficits 

in psychomotor arid cognitive performances have been observed in tests given the morning after. 
Studies have revealed marked differences between various benzodiazepines in terms of their 
production of such "hangover" effects presumably related to their duration of action. 

A variety of behavioural and mood disturbances have been reported in association with 
repeated administration of some benzodiazepines in clinical situations, including increased 
hostility, depression, anti-social behaviours, paranoid ideation and suicidal tendencies. 
Because the frequency of such observations has been relativeby low, it has often been assumed 
that these effects represent idiosyncratic reactions. However, a series of controlled experi- 
ments in non-anxious subjects with chlordiazepoxide and diazepam, suggests that increased 
hostility may represent a regular, rather than an idiosyncratic effect of some of these drugs 
in these subjects. Several studies have reported an aggravation of depressive symptoms by 
certain benzodiazepines in patients not treated concurrently with anti-depressants. 

10. SELECTION OF TOPICS FOR FUTURE REVIEW GROUPS 

The Group rediscussed the topics selected for future consideration of need for nter- i national control under the 1961 and 1971 Conventions proposed by a previous WHO Group and 
I 

adopted the list of topics contained in that Report. The Group, however, was of the opinion 
' I  

that because of the developments on the drug scene that can be briefly characterized by I 

appearance in illicit traffic and in street abuse of a number of derivatives of substances I 

already scheduled or reviewed, or proposed for scheduling (e.g., fenetylline, fenbutrazone, 
ethylamphetamine, isomeprobamate, phenoprobamate, methylfentanyl) , a priority should be given I 

by WHO to consider certain derivatives and congeners of analgesic, sedative, hypnotic, anxio- 
lytic and stimulant substances already under 1961 and 1971 Conventions, as well as derivatives 
and congeners of such substances proposed for scheduling by WHO. 

The Report of the 5th ~eview of Psychoactive Substances 
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Consequently, the following list of topics was adopted for review in the following 
order: 

1. Derivatives and congeners of tetrahydrocannabinols with regard to their dependence 
potential, abuse liability and therapeutic usefulness. 

2. ~erivatives and congeners of sedative hypnotic, anxiolytic and stimulant substances 
(e.g., amphetamine derivatives, khat) already scheduled or proposed for scheduling 
under both 1961 and 1971 Conventions. 

3. Analgesic drugs not subjected to international control 

4. sedative, hypnotic and anxiol~tic drugs not subject to international control 

5. Precursors and intermediates of drugs listed in schedules of both Conventions 

6 .  Synthetic and natural stimulants already scheduled under the 1971 Convention 

7. Antipsychotic and antidepressant drugs with dependence potential and abuse liabi 

The'Group also recommended that in preparation of the forthcoming review meetings, 
United Nations Agencies concerned, and particularly the UNDND, were requested to indicate, 
whether the substances: 

a) have been recently seized from illicit traffic, and \ 

b) have been put under national control because of their abuse potential and dependen 
liability 

11. RECOMMENDATIONS 

11.1 The Control of Benzodiazepines Under the 1971 Convention 
I 

The Group in accord with the previous recommendation at the 5th Review of Psychoacti 
Substances for International Control reconfirmed that, in accordance with Article 2, para- 
graph 4 (a) (i) and (b) of the Convention on Psychotropic Substances, diazepam did meet th 
criteria for scheduling under that Convention and recommended that diazepam be placed in 
Schedule IV. On the basis of reviewing data for alprazolam, bromazepam, camazepam, clobaz 
cloxazolam, estazolam, flunitrazepam, fludiazepam, ketazolam, nimetazepam, nordazepam, 
pinazepam, triazolam and tetraeepam, the Group felt that the evidence reviewed was not 
sufficient to allow differentiation among this group of benzodiazepines as to dependence 
potential, abuse liability, risk to public health and social consequences and concluded tha 
at this time these benzodiazepines should also be placed in Schedule IV. The rationale o 
this decision as stated above is identical to that of the 5th Review Group which also rec 
mended a series of benzodiazepines to be placed in Schedule IV. Therefore, the total group 
of benzodiazepines recommended for placement in Schedule IVY including those previously 
recommended, are: 

alprazolam, bromazepam, camazepam, chlordiazepoxide, clobazam, clonazepam, clorazepat 
cloxazolam, diazepam, estazolam, fludiazepam, flunitrazepam, flurazepam, ketazalam, 
lorazepam, medazepam, nimetazepam, nitrazepam, nordazepam, oxazolam, oxazepam, 
pinazepam, prazepam, temazepam, tetrazepam, triazolam. 

The Group recommended to defer the decision to place halazepam under control in the 
Convention on Psychotropic Substances since its pharmacologic profile suggested that it was 
less likely to produce abuse or ill effects than diazepam. Evidence presented included: - . 
animal studies of physical and psychological dependence; pharmacokinetic profile including 
products of biotransformation; subjective effects after acute administration in human subject; 
clinical and epidemiological data of actual abuse. The Group recommends that the data on 
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halazepam be reviewed by WHO in two years, or as soon as possible upon receipt of information 
that this substance is producing significant public health and social problems. 

The Group recognized that in time, new evidence might be presented that would lead to 
rescheduling or descheduling of some of these benzodi.azepines. The Group also recognized that 
the list of benzodiazepines reviewed did not include all those approved and marketed, and 
recommended that such drugs be reviewed by WHO as expeditiously as possible for inclusion in 
the Convention. 

The Group further recommended that WHO, at regular intervals, review the status of 
scheduling of all marketed,benzodiazepines (including rescheduling or descheduling). The 
Group recognized that non-benzodiazepine substances showing certain aspects of the pharma- 
cological profile of diazepam should be similarly reviewed. The group also recognized that 
new benzodiazepine and non-benzodiazepine derivatives may not share the pharmacological 
profile, dependence potential, or therapeutic indications of currently marketed benzodiaze- 
pines, and that such compounds may not require scheduling. 

11.2 Review of pharmaceutical preparations exempted under Article 3 of the Convention 
on psychotropic Substances 1971 

. (a) The Group reviewed, in accordance with Article 3, paragraph 4 of the Convention, the 
list of preparations which the Government of France has decided to exempt from the measures of 
control provided by the Convention except for the mandatory ones required by Article 3, 
paragraph 3 (a) - (f) . 

The Group examined each of these preparations in regard to the evidence that they 
were compounded in such a way that they present no, or a negligible risk of abuse and that 
the substance cannot be recovered by readily applicable means in a quantity liable to abuse 
so that the preparation does not give rise to public health and social problems. 

1. Frgnantol Amobarbital: The Group recommends termination of this exemption since 
the addition of paroxypropione to amobarbital does not result in a preparation 
with a negligible risk of abuse. 

2. Lasmir: The Group recommends termination of this exemption since the addition of 
riboflavine, prednisone, theophylline and acetylsalicylic acid to amobarbital 
does not result in a preparation with a negligible risk of abuse. 

3. Meteoxane: The Group recommends termination of this exemption since the addition 
of belladonna alkaloids in a small proportion, of ergotamine tartrate and 
dimeticone to amobarbital does not result in a preparation with a negligible 
risk of abuse. 

4 .  Nardyl: The Group recommends termination of this exemption since the addition of 
calcium bromide, promethazine hydrochloride and extracts of valeriana and 
passiflora to amobarbital does not result in a preparation with a negligible 
risk of abuse. 

5 .  Sacadol: The Group recommends termination of this exemption since the addition 
of riboflavine, ascorbic acid, phenacetin, noscapine hydrochloride acd 
acetylsalicylic acid to amobarbital does not result .in a preparation with a 
riegligible risk of abuse. 

6. Sedo-Rythmodan: The Group recommends termination of this exemption since the , I 

addition of disopyramide to amobarbital does not result in a preparation with a - - 
negligible risk of abuse. ! 

l 
l 
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7. Tensophoril: The Group recommends termination of this exemption since the 
addition of ascorbic acid,boric acid and dopamine hydrochloride to amobarbital 
does not result in a preparation with a negligible risk of abuse. 

8. Visceralgine: The Group recommends that the exemption not be terminated. 

9 .  Neurinase: The Group recommends termination of this exemption since the 
addition of valeriana extract to barbital does not result in a preparationwith a 
negligible risk of abuse. 

10. Pneumogeine Barbital: The Group recommends termination of this exemption since 
the addition of caffeine, theophylline and methenamine iodomethylate to barbital 
does not result in a preparation with a negligible risk of abuse. 

11. Somalgine: The Group recommends termination of this exemption since the 
addition of opium extract, belladonna extract and phenacetin to barbital does , 

not result in a preparation with a negligible risk of abuse. 

12. Acticarbine: The Group recommends that the exemption not be terminated. 

13. Aeine: The Group recommends termination of this exemption since the addition of - 
peptone, crataegus extract, powdered adrenal cortex, ephedrine hydrochloride and * 

acetanilide to phenobarbital does not result in a preparation with a negligible 
risk of abuse. 

14. Aeine Vitamin B: The Group recommends termination of this exemption since the 
addition of peptone, crataegus extract, powdered adrenal cortex, ephedrine 
hydrochloride, thiamine hydrochloride and acetanilide to phenobarbital does not 
result in a preparation with a negligible risk of abuse. 

15. Alepsal 1,5 cg: The Group recommends termination of this exemption since the 
addition of caffeine and powdered belladonna in a low proportion to phenobarbital 
does not result in a preparation with a negligible risk of abuse. 

16. Algisedal B la Noramidopyrine: The Group recommends termination of this 
exemption since the addition of caffeine, codeine phosphate, etipyrium iodide and 
noramidopyrine methanesulfonate sodium to phenobarbital does not result in a 
preparation with a negligible risk of abuse. l 

17. Amphosedine: The Group recommends that the exemption not be terminated. 

18. Amphotonyl: The Group recommends termination of this exemption since the 
l 

addition of phenacetin, crataegus extract and belladonna extract in a low 
proportion to phenobarbital does not result in a preparation with a negligible 
risk of abuse. 

19. Anaclasine Theophylline forte au phenobarbital: The Group recomraends termination 
of this exemption since the addition of various peptones, theophylline, magnesium 
thiosulfate and sodium thiosulfate to phenobarbital does not result in a 
preparation with a negligible risk of abuse. 

20. Antalby phenobarbital: The Group recommends termination of this exemption since 
the addition of theophylline and piperazine p-aminobenzoate to phenobarbital 
does not result in a preparation with a negligible risk of abuse. 
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21. Anxoral: The Group recommends deferment of the review of this preparation until 
supporting information is submitted to indicate if the addition of papaverine 
hydrochloride, sparteine sulfate, and extracts of crataegus, passiflora and 
valeriana to phenobarbital resulted in a preparation with a lesser risk of abuse 
or makes phenobarbital less liable to be recovered. 

22. Asthmasedine: The Group recommends that the exemption not be terminated. 

23. Atherophylline H.T.A.: The Group recommends that the exemption not be terminated. 

24. Atherophylline sedative: The Group recommends termination of this exemption 
since the addition of pyridofylline to phenobarbital does not result in a 
preparation with a negligible risk of abuse. 

25. Atrium-100: The Group recommends termination of this exemption since the 
addition of febarbamate and difebarbamate to phenobarbital does not result in a 
preparation with a negligible risk of abuse. 

26. Basdene au phenobarbital: The Group recommends termination of this exemption 
since the addition of benzylthiouracil to phenobarbital does not result in a 
preparation with a negligible risk of abuse. 

27. Bellergal: The Group recommendsqthat the exemption not be terminated. 

28. Beneural: The Group recornends termination of this exemption since the addition 
of bromisovalerylurea, papaverine hydrobromide, ~~ridoxi.ne and crataegus extract 
to phenobarbital does not result in a preparation with a negligible risk of abuse. 

29. Canteine: The Group recommends termination of this exemption since the addition 
of extracts of crataegus, hamamelis, passiflora, strophanthus and salix to 
phenobarbital does not result in a preparation with a negligible risk of abuse. 

30. Cardiocalme: The Group recommends that the exemption not be terminated. 

31. Chilral: The Group recommends termination of this exemption since the addition 
of ephedrine hydrochloride and theophylline to phenobarbital does not result in a 
preparation with a negligible risk of abuse. 

32.  Clemodril: The Group recommends termination of this exemption since the addition 
of extract of prenylamine lactate to phenobarbital does not result in a 
preparation with a negligible risk of abuse. 

L 

33. Colchimax: The Group recommends termination of this exemption since the addition 
of opium powder, colchicine and tiemonium iodide to phenobarbital does not result 
in preparation with a negligible risk of abuse. 

34. Compralgyl: The Group recommends termination of this exemption since the 
addition of codeine phosphate, caffeine, phenacetin, ethenzamide and 
acetylsalicylic acid to phenobarbital does not result in a preparation with a 
negligible risk of abuse. 

35. Coquelusedal: The Group recommends that the exemption not be ~erminated. 

1 
36. Coquelusedal Bismuth: The Group recommends that the exemption not be terminated. 

37. Coquelusedal Quinine: The Group recommends that the exeniption not be terminated. 

38. Coquelusedal Spiramycine: The Group recommends that the exemption not be 
terminated. 



Corosedine: The Group recommends termination of this exemption since the 
addition of amidopyrine, aminophylline and papaverine hydrochloride to 
phenobarbital does not result in a preparation with a negligible risk of abuse. 

Cortidasyml: The Group recommends termination of this exemption since the 
addition of theophylline and prednisone to phenobarbital does not result in a 
preparation with a negligible risk of abuse. 

Corverum:. The Group recommends termination of this exemption since the addition 
of diniprophylline to phenobarbital does not result in a preparation with a 
negligible risk of abuse. 

Dechophylline Phenobarbital: The Group recommends termination of this exemption 1 

since the addition of etamiphylline, dehydrocholic acid and sodium oleate to 1 
~henobarbital does not result in a preparation with a negligible risk of abuse. 1 
Decontractyl Phenobarbital: The Group recommends termination of this exemption 
since the addition of mephenesine to phenobarbital does not result in a 1 
preparation with a negligible risk of abuse. 

1 

l 

Diacromone Sedative: The Group recommends termination of this exemption since 
the addition of codeine phosphate and methylchromone to phenobarbital does not 

1 
result in a preparation with a negligible rikk of abuse. i 

I 

Difrarel sbdatif: The Group recommends that the exemption ?ot be terminated. 
l 

Dilatrane action rapide: The Group recommends termination of this exemption 1 
1 

since the addition of aminophylline and ephedrine to phenobarbital does not 
result in a preparation with a negligible risk of abuse. 

4 
{ 

Dilatrane action retardbe: The Group recommends termination of this exemption 1 
since the addition of theophylline and ephedrine does not result in a preparation , 
with a negligible risk of abuse. i 
Dilatrane: The Group recommends that the exemption not be terminated. 

{ I 
l 
I 

Enuretine Vit.E: The Group recommends termination of this exemption since the 
addition af ephedrine hydrochloride, vitamine B and vitamine E to phenobarbital I 
does not result in a preparation with a negligible risk of abuse. l 

i 

Enuretine Vit.E h 1'Isopropamide: The Group recommends that the exemption not ! 
i 

be terminated. 
, 
l 
! 

Epanal 1 cg: The Group recommends deferment of the review of this preparation 
I 
I 

until supporting information is submitted to indicate if the addition of 
l 

methenamine and extracts of crataegus, marrubium, origanum, passiflora, valeriana 
and salix to phenobarbital resulted in a preparation with a lesser risk of abuse ! 
or makes phenobarbital less liable to be recovered. 

Epanal 2 cg: The Group recommends deferment of the review of this preparation 
until supporting information is submitted to indicate if the addition of 
methenamine and extracts of crataegus, marrubium, origanum, passiflora, valeriana 
and salix to phenobarbital resulted in a preparation with a lesser risk of abuse 
or makes phenobarbital less liable to be recovered. 

Ephedronal: The Group recommends termination of this exemption since the 
addition of ephedrine hydrochloride and calcium carbonate to phenobarbital does 
not result in a preparation with a negligible risk of abuse. 
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54. Etaphylline Phenobarbital: The Group recommends termination of this exemption 
since the addition of acefylline piperazine to phenobarbital does not result in 
a preparation with a negzlgible risk of abuse. 

55. Ethaphylline Phenobarbital Papaverine: The Group recommends termination of this 
exemption since the addition of acefylline piperazine and papaverine 
hydrochloride to phenobarbital does not result in a preparation with a negligible 
risk of abuse. 

56. Felisedine: The Group recommends that the exemption not be terminated. 

57. Frenantol compos6: The Group recommends termination of this exemption since the 
addition of paroxypropione and methylthiouracil to phenobarbital 2oes not result 
in a preparation with a negligible risk of abuse. 

58. Garaspirine: The Group recommends that the exemption not be terminated. 

59. Garaspirine (suppository): The Group recommends that the exemption not be 
terminated. 

60. Inophylline Sgdative: The Group recommends termination of this exemption since 
the addition of theamin to phenobarbital does not result in a preparation with 
a negligible risk of abuse. 

61. Inophylline Sgdative aspirine: The Group recommends that the exemption not be 
terminated. 

62. Iodaphylline Phenobarbital: The Group recommends termination of this exemption 
since the addition of etamiphylline iodomethylate to phenobarbital does not 
result in a preparation with a negligible risk of abuse. 

63. Kiadone: The Group recommends termination of this exemption since the addition 
of ephedrine chlorhydrate, caffeine, belladonna powder, potassium iodide and 
acetylsalicylic acid to phenobarbital does not result in a preparation with a 
negligible risk of abuse. 

64. Lumisedal: The Group recommends deferment of the review of this preparation 
until supporting information is submitted to indicate if the addition of 
peptones, of powdered crataegus, marrubium, origanum and boldo, and of extracts 
of crataegus, anemone, passiflora and valeriana to phenobarbital resulted in a 
preparation with a lesser risk of abuse ox makes phenobarbital less liable to be 
recovered. 

65. Neurocalcium: The Group recommends termination of this exemption since the 
addition of calcium bromide and calcium gluconate to phenobarbital does not 
result in a preparation with a negligible risk of abuse. 

66. Neurocalcium (granules) : The Group recommends termination of this exemption 
since the addition of potassium bromide, sodium citrate, methenamine, activated 
charcoal and extracts of valeriana, boldo and hyoscyamus to phenobarbital does 
not result in a preparation with a negligible risk of abuse. 

67. Neurogastrine: The Group recommends termination of this exemption since the 
addition of potassium bromide, sodium citrate, methenamine, activated 
charcoal and extracts of valeriana, boldo and hyoscyamus to phenobarbital does 
not result in a preparation with a negligible risk of abuse. 



68. Neuropax: The Group recommends termination of this exemption since the addition 
of codethyline and extracts of valeriana, belladonna, crataegus and passiflora to 
phenobarbital does not result in a preparation with a negligible risk of abuse. 

69. ~eutraphylline Aspirine Phenobarbital: The Group recommends that the exemption 
not be terminated. 

70. ~eutraphylline Papaverine Phenobarbital (suppository): The Group recommends 
termination of this exemption since the addition of papaverine hydrochloride 
and diprophylline to phenobarbital does not result in a preparation with a 
negligible risk of abuse. 

71. Neutraphylline Papaverine Phenobarbital (tablet): The Group recommends termi- 
nation of this exemption since the addition of papaverine hydrochloride and 
diprophylline to phenobarbital does not result in a preparation with a negli- 
gible risk of abuse. 

72. Neutraphylline: The Group recommends termination of this 
exemption since the addition of diprophylline to phenobarbital does not result 
in a preparation with a negligible risk of abuse. 

73. Neutraphylline Phenobarbital (suppository) : The Group1 recommends termination of 
this exemption since the addition of diprophylline to phenobarbital does not 
result in a preparation with a negligible risk of abuse. 

74. Neutraphylline Phenobarbital Papaverine Retard: The Group recommends termination 
of this exemption since the addition of diprophylline and papaverine 
hydrochloride to phenobarbital does not result in a ~re~aration with a 
neglible risk of abuse. I 

75. Nevral Vitamine B -B The Group recommends that the exemption not be 
terminated. 1-6. 

76. Nevral: The Group recommends that the exemption not be terminated. 

77. Nevrovitamine 4: The Group recommends that the exemption not be terminated. 

78. Nevrovitamine 4 (granules): The Group recommends termination of this exemption 
since the addition of vitamine E, wheatgerm,, yeast, hypophysis, cholesterol 
ergocalciferol, calcium phosphate, citric acid and extracts of passiflora and 1 

salix to phenobarbital does not result in a preparation with a negligible risk 
of abuse. 

I 

79. Nuidor: The Group recommends that the exemption not be terminated. 

80. Oxybral: The Group recommends that the exemption not be terminated. 

81. Pentanitrine Phenobarbital: The Group recommends that the exemption not be 
terminated. 

82. Pentaplex: The Group recommends that the exemption not be terminated. 

83. Phenaspral: The Group recommends termination of this exemption since the 
addition of codethyline hydrochloride, caffeine, nicotinamide,   hen ace tin and 
amidopyrine to phenobarbital does not result in a preparation with a negligible 
risk of abuse. 

84. Plexalgine: The Group recommends that the exemption not be terminated. 

85. ~ranfil: The Group recommends that the exemption not be terminated. 
t 
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86. Quinisedine: The Group recommends that the exemption not be terminated. 

87. Scillitrine: The Group recommends termination of this exemption since the 
addition of nitroglycerine and of scilla powder and extract to phenobarbital 
does not result in a preparation with a negligible risk of abuse. 

88. Seclopyrine Phenobarbital: The Group recommends that the exemption not be 
terminated. 

89. Sedalby: The Group recommends deferment of the review of this preparation until 
supporting information is submitted to indicate if the addition of 
penylbenzylacetyl diethylaminoethanol hydrochloride, sparteine sulfate and 
crataegus extract to phenobarbital resulted in a preparation with a lesser risk 
of abuse or makes phenobarbital less liable to be recovered. 

90. Sedaortine: The Group recommends termination of this exemption since the 
addition of codeine phosphate, caffeine and nitroglycerine to phenobarbital 
does not result in a preparation with a negligible risk of abuse. I 

91. Sedibaine: The Group recommends that the exemption not be terminated. 
l 

92. Sedo-Carena: The Group recommends termination of this exemption since the, 
addition of aminophylline and papaverine hydrochloride to phenobarbital does 
not result in a preparation with a negligible risk of abuse. 

93. Sedo-Intensain: The Group recommends termination of this exemption since the I 

addition of carbocromene hydrochloride to phenobarbital does not result in a 
preparation with a negligible risk of abuse. l 

// j 
94. Serenol: The Group recommends that the exemption not be terminated. 1) 

'l1 
1 

95. Somenal: The Group recommends deferment of the review of this preparation until 
supporting information is submitted to indicate if the addition of extracts of I / 
passiflora and valeriana to phenobarbitalresulted in a preparation with a lesser ,I/ 

risk of abuse or makes phenobarbital less liable to be recovered. 

96. Spasma-Compralgyl: The Group recommends termination of this exemption since the 
addition of codeine phosphate, caffeine, fencarbamide, phenacetin, aminophenazone 
and acetylsalicylic acid to phenobarbital does not result in a preparation with 
a negligible risk of abuse. 

97. Spasmoneural: The Group recommends that the exemption not be terminated. ' / l  
l , l  98. Spasmosedine: The Group recommends that the exemption not be terminated. 1 
, /  / 

99. Supadol: The Group recommends termination of this exemption since the addition I '  I 

of codeine hydrobromide, aminophenazone, homa~ropine methylbromide, papaverine 
nicotinate and noramidopyrine methanesulfonate sodium to papaverine 1 

phenylethylbarbiturate does not result in a preparation with a negligible risk l 

of abuse. 

100. Supadol (suppository) : The Group recommends that the exemption not be 
terminated. I 

l 
101. Syrnpanal: The Group recommends deferment of the review of this preparation until l , 

supporting information is submitted to indicate if the addition of extracts of 
I 
I 

anemone, crataegus, marrubium, passiflora, salix and valeriana to phenobarbital 
resulted in a preparation with a lesser risk of abuse or makes phenobarbital less 

l 
liable to be recovered. 
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102. Sympaneurol Papaverine: The Group recommends deferment of the review of this 
preparation until supporting information is submitted to indicate if the 
addition of papaverine hydrochloride and extracts of crataegus, passiflora and 
valeriana to phenobarbital resulted in a preparation with a lesser risk of 
abuse or makes phenobarbital less liable to be recovered. 

103. Sympathyl: The Group recommends deferment of the review of this preparation 
until supporting information is submitted to indicate if the addition of peptone, 
methenamine and extracts of crataegus and boldo to phenobarbital resulted in 
a preparation with a lesser risk of abuse or makes phenobarbital less liable to 
be recovered. 

104. Sympavagol: The Group recommends deferment of the review of this preparation 
until supporting information is submitted to indicate if the addition of extracts 
of passiflora, viscum, crataegus, boldo and salix to phenobarbital resulted in a 
preparation with a lesser risk of abuse or makes phenobarbital less liable to be 
recovered. 

105. Tedralan: The Group recommends termination of this exemption since the addition 
of racemic epbedrine hydrochloride and theophylline to phenobarbital does not 
result in a preparation with a negligible risk of abuse. 

106. Thyroidine Berthier au Phenobarbital: The Group recommends termination of this 
exemption since the addition of thyroid extract to,phenobarbital does not result 
in a preparation with a negligible risk of abuse. 

107. Trinitrine Retard Phenobarbital: The Group recommends termination of this 
exemption since the addition of nitroglycerine to phenobarbital does not result 
in a preparation with a negligible risk of abuse. 

l 

108. Trinuride: The Group recommends termination of this exemption since the 
addition of carbamylurea, ethylphenacemide and phenytoine to phenobarbital does 
not result in a preparation with a negligible risk of abuse. 

109. Vagal: The Group recommends deferment of the review of this preparation until 
supporting information is submitted to indicate if the addition of geneserine 
salicylate to phenobarbital resulted in a preparation with a lesser risk of abuse 
or makes phenobarbital less liable to be recovered. 

110. ~ericardine: The Group rec~mends that the exemption not be terminated. 

111. Viaggio h la Chloranautine: The Group recommends termination of this exemption , 
since the addition of powdered belladonna and hyoscyamus and of dimenhydrinate to 
phenobarbital does not result in a preparation with a negligible risk of abuse. 

112. Phenobarbital lysidine: The Group recommends deferment of the review of this 
preparation until supporting information is submitted to indicate if the addition 
of extracts of gelsemium,crataegus and valeriana to lysidine phenobarbitalate 
resulted in a preparation with a lesser risk of abuse or makes lysidine 
phenobarbitalate less liable to be recovered. 



r 
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(b)   he Group reviewed, in accordance with Article 3, paragraph 4 of the Convention, the 
list of  reparations which the Government of Finland has decided to exempt from the measures 
of provided by the Convention except for the mandatory ones required by Article 3, 
paragraph 3 (a)-(f) , and the requirements of Article 9, paragraph 1. 

The Group examined each of these preparations in regard to the evidence that they were 
in such a way that they present no, or a negligible risk of abuse and that the 

substance cannot be recovered by readily applicable means in a quantity liable to abuse so 
that the preparation does not give rise to public health and social problems. 

1. Amylo-Trancopal: The Group recommends deferment of the review of this prepara- 
tion until supporting information is submitted to indicate if the addition of 
chlormezanone and paracetamol to amobarbital resulted in a preparation with a 
lesser risk of abuse o'r makes amobarbital less liable to be recovered. 

2. Astmafyllin: The Group recommends termination of this exemption since the 
addition of diprophylline and ephedrine hydrochloride to amobarbital does not 
result in a preparation with a negligible risk of abuse. 

3. Bechterewi: The Group recommends termination of this exemption since the 
addition of codeine phosphate, adonis extract and convallaria tincture to 
amobarbital and phenobarbital does not result in a preparation with a negligible 
risk of abuse. 

4. Cardiofyllin: The Group recommends termination of this exemption since the 
additionof diprophylline to amobarbital does not result in a preparation with a 
negligible risk of abuse. 

5. Cardiosedan: The Group recommends termination of this exemption since the 
addition OF codeine phosphate, adonis extract and convallaria tincture to 
amobarbital does not result in a preparation with a negligible risk of abuse. 

6 .  Dolo-Buscopan: The Group recommends termination of this exemption since the 
addition of codeine phosphate, butylscopolamine bromide and noramidopyrine 
methansulfonate sodium to amobarbital does not result in a preparation with a 
negligible risk of abuse. 

7. Metsadorm: The Group recommends deferment of the review of this preparation 
until supporting information is submitted to indicate if the addition of 
chlormezanone and paracetamol to amobarbital resulted in a preparation with a 
lesser risk of abuse or makes amobarbital less liable to be recovered. 

8. Neo-Ortoxin liq.: The Group recommends termination of this exemption since 
the addition of ethylmorphine hydrochloride and methoxyphenamine hydrochloride to 
amobarbital sodium does not result in a preparation with a negligible risk of 
abuse. 

9 .  Sorbangil: The Group recommends deferment of the review of this preparation 
until supporting information is submitted to indicate if the addition of 
isosortide dinitrate to amobarbital resulted in a preparation with a lesser 
risk of abuse or makes amobarbital less liable to be recovered. 

10. Spasmital: The Group recommends termination of this exemption since the 
addition of butylscopolamine bromide and papaverine hydrochloride to 
amobarbital sodium does not result in a preparation with a negligible risk of 
abuse. 
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Anervan: The Group recommends that the exemption not be terminated. 

Crampiton: The Group recommends that the exemption not be terminated. 

Veralgin: The Group recommends termination of this exemption since the 
addition of ethylmorphine hydrochloride and aminophenazone to barbital does 
not result in a preparation with a negligible risk of abuse. 

I 

Daritran: The Group recommends deferment of the review of this preparation 1 
until supporting information is submitted to indicate if the addition of 
oxyphencyclimine hydrochloride to meprobamate resulted in a preparation with 
a lesser risk of abuse or makes meprobamate less liable to be recovered. 

Anervan (suppository): The Group recommends that the exemption not be 
terminated. 

Ekvaprin: The Group recommends termination of this exemption since the 
addition of acetylsalicylic acid to meprobamate does not result in a preparation . 
with a nepligible risk of abuse. 

l 
l 

Krampitabs: The Group recommends that the exemption not be terminated. 

i 

Mepramin: The Group recommends termination of this exemption since the 
addition of rescinnamine to meprobamate does not result in a preparation with a 
negligible risk of abuse. 

Mervyl: The Group recommends termination of this exemption since the addition 
of methylscopolamine nitrate to meprobamate does not result in a preparation 
with a negligible risk of abuse. 

Milterg@ The Group recommends termination of this exemption since the 
addition of butylscopolamine bromide and dihydroergocristine isethionate 
to meprobamate does not result in a m reparation with a negligible risk of abuse. 

Miltyl: The Group recommends termination of this exemption since the 
addition of acetylsalicylic acid to meprobamate does nqt result in a 
preparation with a negligible risk of abuse. 

< 

Potentol: The Group recommends termination of this exemption since the 
addition of strychnine glycerophosphate, yohimbine hydrochloride, zinc 
phosphide and methyltestosterone to meprobamate does not result in a 
preparation with a negligible risk of abuse. 

Remil: The Group recommends that the exemption not be terminated. 1 
Spasmitil: The Group recommends termination of this exemption since the 
addition of b~t~lscopolamine bromide and papaverine hydrochloride to meprobamate 

1 
does not result in a preparation with a negligible risk of abuse.' 

. l  
4 
1 

Stembamat: The Group recommends that the exemption not be terminated. 3 
i 
1 

Tensil: The Group recommends termination of $his exemption since the addition 
of chlorthiazide to meprobamate does not result in a preparation with a ? 
negligible risk of abuse. 4 

l 

Isoptin S: The Group recommends termination of this exemption since the J 

addition of verapamil hydrochloride to pentobarbital does not result in a 1 
preparation with a negligible risk of abuse. 1 

1 

1 



2 8 .  Pentosedan mite: The Group recommends that the exemption not be terminated. 

2 9 .  Vauva-Suppo: The Group recommends that the exemption not be terminated. 

3 0 .  Barbihydan: The Group recommends termination of this exemption since the 
addition of phenytoin sodium to phenobarbital does not result in a preparation 
with a negligible risk of abuse. 

31. Bellamin: The Group recomends that the exemption not be terminated. 

3 2 .  Bellergal: The Group recommends that the exemption not be terminated. 

3 3 .  Bellergal retard: The Group recommends that the exemption not be terminated. 

3 4 .  Bronkotal: The Group recommends termination of this exemption since the 
addition of ephedrine hydrochloride and proxyphylline to phenobarbital does not 
result in a preparation with a negligible risk of abuse. 

3 5 .  Bronkotal mixt: The Group recomends termination of this exemption since the 
addition of ephedrine hydrochloride, proxphylline, potassium iodide, guaifenesin 
and ethanol to phenobarbital does not result in a preparation with a negligible 
risk of abuse. 

3 6 .  Digestal forte C phenobarbital: The Group recomends that the exemption not be 
terminated. 

3 7 .  Dolorin: The Group recommends termination of this exemption since the addition 
of caffeine, codeine phosphate and arninonhenazone to phenobarbital does not 
result in a preparation with a negligible risk of abuse. 

3 8 .  Ergatral: The Group recommends that the exemption not be terminated. 

39.  Franol: The Group recommends termination of this exemption since the addition of 
ephedrine hydrochloride and theophylline to phenobarbital does not result in a 
preparation with a negligible risk of abuse. 

4 0 .  Franol plus: The Group recommends termination of this exemption since the 
addition of ephedrine sulfate, theophylline and thenyldiamine hydrochloride to 
phenobarbital does not result in a ~re~aration with a negligible risk of abuse. 

41. Franol expect.: The Group recornmends termination of this exemption since the 
addition of ephedrine, theophylline, guaifenesin and ethanol to phenobarbital 
does not result in a preparation with a negligible risk of abuse. 

4 2 .  Kinidorm: The Group recommends that the exemption not be terminated. 

4 3 .  Kordilat: The Group recommends that the exemption not be terminated. 

4 4 .  Levobellal: The Group recommends termination of this exemption since the 
addition of a small proportion of l-alkaloids of belladonna to phenobarbital 
does not result in a preparation with a negligible risk of abuse. 

4 5 .  Levobellal mite: The Group recommends that the exemption not be terminated. 

4 6 .  Lupatro: The Group recommends that the exemption not be terminated. 

4 7 .  Lupatro mite: The Group recommends that the exemption not be terminated. 
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48. Lupatro C Papaverine: The Group recommends that the exemption not be terminated, 

49. Lupatro T: The Group recommends that the exemption not be terminated. 

50. Plyangin: The Group recommends that the exemption not be terminated. 

51. Pankreal: The Group recommends that the exemption not be terminated 

52. Sedapersantin: The Group recommends that the exemption not be terminated. 

53. Segontin S: The Group recommends termination of this exemption since the 
addition of prenylamine lactate to phenobarbital does not result in a preparation 
with a negligible risk of abuse. 

54. spasmidolorin: The Group recornends termination of this exemption since the 
addition of butylscopolamine bromide, arninophenazone, caffeine and codeine 
phosphate to phenobarbital does not result in a preparation with a negligible 
risk of abuse. 

55. Spasmidolorin (suppository): The Group recommends that the exemption not be 
terminated. 

56. Spasmo-Dolviran: The Group recomsnds termination of this exemption since the 
addition of fencarbamide, phenacetine, acetylsalicylic acid, codeine phosphate 
and caffeine to phenobarbital does not result in a preparatjon with a 
negligible risk of abuse. 

57. Spasmoverin: The Group recommends that the exemption not be terminated. 

58. Theopentrit: The Group recommends that the exemption not be terminated. 

59. Theopentrit C papaverin: The Group recommends that the exemption not be 
terminated. 

(c) The authorities of the Government of the United States of America have requested the 
postponement of consideration of their exempted preparations (NAR/~~/9/1982, DND421/12 (1-8)) 
to a future meeting as they are in the process of reviewing their list of preparations and to 
take advantage of the re-examination of the guidelines to be reviewed by WHO at the Brussels 
meeting later in November. 

11.3 The Group reviewed the Notification of the Government of the United States of America 
proposing the transfer of delta-9-tetrahydrocannabinol from Schedule I to Schedule I1 of the 
Convention on Psychotropic Substances of 1971. The Group agreed that delta-9-tetrahydrocan- 
nibinol had medical usefulness in treating nausea and vomiting in patients receiving cancer 
chemotherapy. With regard to the notification, the Group extensively discussed: 

(a) The degree of medical usefulness 

(b) The potential seriousness of public health and social consequences of rescheduling 

(c) The formulation and abuse potential of the therapeutic preparation 

(d) The ability of governments to make Schedule I* substances available to limited 
patient populations 

(e) The recent introduction for similar purposes of cannabinoids other than THC 

As a result of this extensive discussion, the Group agreed that information available 
was not sufficient to judge the degree of medical usefulness and the potential seriousness of 
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the public health and social problems that might attend the transfer of delta-~-THc from 
schedule I to Schedule 11. 

The Group emphasized that the 5th Review of Psychoactive Substances for International 
control (MN~/81.37) had adopted the future review "Derivatives and congeners of tetrahydro- 
cannabinols with regard to their dependence potential, abuse liability and therapeutic 
usefulness". Until that time the Group recommended that delta-9-THC continue to be controlled 
in Schedule I. 

11.4 The Group recommended that data relevant to abuse and misuse as well as the social and 
public health consequences.of controlled substances under review be collected in a standard 
fashion throughout member countries. Standard data are important for evaluating the effects 
of scheduling and to detect potential problems in the future. Examples of the type of data 
which should be collected include: 

(i) Frequency of any licit drug discovered in seizures of illegal drugs 

(ii) Frequency of overdoses and drug dependency found in hospital/emergency room 
treated cases (a random sample in a given country could be checked) 

, (iii) Price of,street samples compared to average price through retail licit channels 

(iv) Prescription practices: 

(a) Checking of a rand~m sample of pharmacies to determine frequency of benzo- 
diazepine prescriptions; 

(b) Amount of benzodiazepines prescribed in each prescription: 
(C) Duration of prescriptions (number of refills, weeks of therapy). 

11.5 Research. Information and Data Collection 

The Group recommended that various types of clinical, laboratory and epidemiological 
research on the benzodiazepines be encouraged. The Group also recommended that methods and 
sources of data collection-should be standardized, insofar as possible, and comparisons should 
be made to diazepam as a standard. 

1. Physical dependence testing in animals should be expanded to provide more information 
( permitting comparison of drugs within the benzodiazepine class. Techniques which permit 

standardization of dosing in primary dependence studies based upon the production of a stan- 
dardized level of drug effect should by used. 

2. Future research in animals and humans should provide more comparative data about the 
reinforcing efficacy of different benzodiazepines. In these studies particular attention 
shouIa be given to differences in rates of absorption, CNS penetration and duration of action 
as properties which may occur with reinforcing efficacy. 

3. The animal research reviewed on oral or intragastric administration of benzodiaze~ines 
gas been quite limited. Since the oral route is the most common route by which benzodiaze- 
pines are abused in humans, future research shouEd be conducted to develop animal models 
involving oral and intragastric benzodiazepine administration. 

4 .  Future research with both animals and humans should provide more basic experimental and 
epidemiological information on drug history and other population differences as ~otential 

of benzodiazepine self-administration. 

5 -  To obtain a balanced view of the abuse liability of psychoactive drugs careful consider- 
ation must be given to their adverse consequences, e.g., memory deficits, sensory/motor 
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impairment and other adverse changes in mood and behaviour. Animal and human research should 
determine the magnitude, prevalence and mechanism underlying such effects. 

6. Prospective studies of patients given benzodiazepines should be conducted to determine 
the prevalence of the development of physical and psychological dependence under these 
therapeutic conditions. 

7. The Group requested that UNDND, possibly in cooperation with various international 
intergovernmental and regional organizations, develop procedures to rapidly collect reliable 
data on the abuse of and illicit traffic in various psychoactive substances which WHO may wish. 
to review, as well as the verification of the composition and identification of such . 
substances. 

8. The Group concluded that there is a need for drug utilization data in view of their . $ importance for the optimization of drug therapy and drug control. Therefore, a universally 
applicable and accepted procedure to collect drug consumptom figures particularly in regard t o  
psychotropic drugs, has to be established. 

9. Essential to the standardization of such surveys is the adoption of a uniform classifi- *I cation of drugs and of an international unit o~mparison system (e.g., the defined daily dose), : .# 
'r 

The Group was particularly concerned that the scheduling of thq benzodiazepines under ,: 
the Convention of Psychotropic Substances may inadvertently have a negative impact on public - 
health by influencing price and availability of benzodiazepines for legitimate medical use. r: 
Therefore, the Group recommended that WHO organize a programme to evaluate systematically 
these consequences of scheduling the benzodiazepines, especially in developing countries. 

11.6 The Group also recommended that WHO should initiate certain other activities. The Group , 

extensively discussed the overprescribing and inappropriate prescribing of benzodiazepines and 
other substances used for the same clinical indications. The Group agreed that this topic was 
of major concern especially in the developing countries. It was concluded that overpres- 
cribing and inappropriate prescribing were difficult to define and assess since physician 
judgement was involved. For this reason, the Group recommends that \JHO addresses the concern 
relating to overprescribing and inappropriate prescribing by developing a physician educa- 
tional programme that provides accurate and up-to-date information on the clinical conditions 
appropriately treated with benzodiazepines, the rational drug use for such clinical conditi 
as well as alternative treatments. Further, it was hoped that WHO could obtain the coopera 
tion and participation of the manufacturers of benzodiazepines in this endeavour. 

11.7 In his introductory remarks, Dr. Sartorius, Director of She Division of Mental Heal 
r 

asked the Group to pay particular attention to such matters as the future work of the Grou 
the frequency of meetings; type, amount and quality of the data available to the Group; th 
administration and methods of working of the Group; the relationship with the pharmaceutic 
industry. The Group welcomed the opportunity to direct its attention to these matters but 
found that the issues raised were so complex that it was not possible to carry out a compre 
hensive review in the time available at this meeting. The Group was concerned that the 
complexity of developments in the field of psychoactive drugs had led to increasing pressu 
on the WHO from UNDND and other bodies and individuals relating to its obligations under t 
Single Convention (1961), the Convention of Psychotropic Substances (1971) and other respon 
bilities in this field. Recent experience of the Group highlights the need for an examinati 
of its working procedures. If it is to continue to provide timely and comprehensive advice, 
the working procedures should be reviewed in the near-future. 
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\ 
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DISCUSSION WITH PHARMACEUTICAL COMPANIFS *ll 

Through the International Federation of ~ha~aceutical Manufacturers Association, the 
pharmaceutical companies which market the benzodiazepines under review were contacted for 7; 

background information (see list of documents above). In addition, they were advised that if 
they chose they could meet with certain members of the Group (the chairman, rapporteur, CO- 
rapporteur and the secretary) in the week preceding the 6th Review of Psychotropic Substances, . ! 
The following companies and representatives made sysh preaentqtiops: I 

l 

Company presenting: F. Hoffman-La R~ahe & Co. Ltd. 
' l  

List of participants: 

Professor of Pharmacology and Psychol~gy, University of Dr. James Woods 
Michigan .i 

4 

1 F. Hoffman-La Roche & CO, Limited Campany, Basle: 
' I 

Dr. med. Max Klingler Heqd of Medical Affairs, Department of Clinical Research and * 

Development and Professor Neurosurgery, University of Basle 

John Ward Chief Medical Advisor, Neuro~ropic and Psychotropic Drugs, 4 .  

Medical Infonnatiop Department 
\ 

Dr. ~ i i r ~  Witmer Legal C O U ~ S ~ ~ Q ? ?  . , 

Hoffnan-La Roche Inc., Nutley, W.J., USA 
r . 

Kenneth P. Berkowitz Director of Public Policy and Cormnunications 

Robert Jones Director of Scientific and Public Information 

Dr. Bruce Medd Assistant Vice-President, Marketipg and profosqional Serv ices2  

Products covered: Bromazepam, flunitrazepam: diazepapl and other benzodiazepines 

l 
Corporation presenting: Schering Corporation, New Jersey, USA 

Product: Halazepam 

Anne S. Davidson Counsel, Phgrmaceutical Operations 

Rosina B. Dixon, M.D. Medical Director, Schering Lab~ratories Eledical Research 

Martin Page 

Invited Guest 

Senior Director, Scientific Affairs, International Pharmaceutical 
Division 

Jerome H. Jaffe, M.D. Professor of Psychiatry, University of Connecticuf School of ~edicine 

." 
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corporation presenting: The Upjohn Company 

products: Triazolam, Ketazolam, Alprazolam - 
Robert N. Straw, Ph.D. Research Head, Medical CNS Research (Kalamazoo, Michigan, USA) 

Dean L.  riff ith, M.D. Medical Director Europe (Brussels, Belgium) 

Bruce K. Berger Manager, public Relations Europe (Brussels, Belgium) 
l 

corporation presenting: Wyeth International Ltd. l 

l 
products: Oxazepam, Lorazepam, Temazepqm 

~e~resentatives 

Thomas Christie, M.D. Vice President, Wyeth International Ltd. I 

David Richards, M.D. Assistant to President, Wyeth Laboratories 

John H. Wood Counsel, American Home Products Corporation I 
Each of these eoppanies providgd a summary of their presentation which was distributed 

to the entire Group, 1 1  
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