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Report by the Director-General 

This report deals with three meetings of expert 
committees whose reports have been prepared in English and 
French since the eighty-fourth session of the Executive 
Board.2 The background, contents and recommendations are 
described for each report. The potential contribution that the 
implementation of the recommendations can make to improving the 
public health situation in Member States and the implications for 
W H O ' S programmes are also highlighted. 

The meetings of the three expert committees and their reports are reviewed 
hereunder, in the following order: 

1. BIOLOGICAL STANDARDIZATION 
Thirty-ninth report of the WHO Expert Committee on Biological Standardization 

2. EVALUATION OF CERTAIN VETERINARY DRUG RESIDUES IN FOOD 
Thirty-fourth report of the Joint FAO/WHO Expert Committee on Food Additives 

3. DRUG DEPENDENCE 
Twenty-sixth report of the WHO Expert Committee on Drug Dependence. 

1. BIOLOGICAL STANDARDIZATION 

Thirty-ninth report of the WHO Expert Committee on Biological Standardization 
Geneva. 11-19 October 1 9 8 8

3

~ 

1•1 Background 

The WHO Expert Committee on Biological Standardization is convened once a year in 
order to decide on regulatory issues related to the manufacture of safe and potent 
biological products which are needed for the diagnosis, prophylaxis and treatment of 
essentially, but not solely, human diseases. 

1.2 The report 

The first section of the report, 
reports, looks at problems of general 

which is structured in the same way as the earlier 
interest such as production, characterization 

1 In compliance with paragraph 4 
and Committees (WHO Basic Documents, 37th ed 
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23 of the Regulations for Expert Advisory Panels 
1988, p. 101). 

For easy reference, copies of these reports, either in their final form or in 
proof, are annexed to this report (for members of the Executive Board only). 
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and distribution of international reference materials, conditions for the production of 
safe biological products and criteria for the selection of vaccines proposed to the 
United Nations agencies for use in expanded immunization programmes. A second section 
deals with decisions pertaining to the establishment of international reference 
materials, for which four new preparations were established, six were replaced, and one 
was disestablished. A third section is concerned with the adoption of new or revised 
international requirements for the production and control of biological substances 
including hepatitis В vaccines made by recombinant DNA techniques, human interferons 
prepared from lymphoblastoid cells, and blood, blood components and plasma derivatives. 
The last section consists of six annexes containing the WHO requirements which were 
adopted by the Committee at its thirty-ninth meeting. 

1•3 Recommendations 

The Committee made recommendations on general precautions for avoiding 
cross-contamination of products prepared at the same time in a given place, on testing 
for residual serum contaminant of products derived from cell cultures, and on procedures 
for ensuring that candidate international reference materials for allergenic substances 
are stable. The Committee recommended that the Secretariat review and update certain WHO 
requirements for biological substances, and make inquiries concerning the different 
categories of laboratories which received, during 1987, more than 13 000 specimens of 
international reference materials from the four International Laboratories for Biological 
Standards. The Committee also recommended that the existence of an effective national 
control authority should be an important criteria to be taken into consideration when 
advising the United Nations agencies on the purchase of vaccines for use in immunization 
programmes. 

1.4 Significance for public health and implications for the Organization^ s programme 

The adoption of the WHO requirements for hepatitis В vaccines made by recombinant 
DNA techniques are important for public health in that they specify certain important 
conditions for safety (maximum permissible levels of certain biologically active 
contaminants such as residual cellular DNA, and absence of endogenous retroviruses 
derived from the host cell system) and for efficacy (the need for extensive clinical 
studies aimed at optimizing vaccine regimens in relation to induction of lasting 
protection and at establishing the relationship of tests for immunogenicity in small 
laboratory animals and immunogenicity in humans). 

The WHO requirements for human interferons prepared from lymphoblastoid cells 
specify the safety precautions that should be taken in order to eliminate or inactivate 
actual or potential noxious contaminants of such important therapeutic agents produced on 
lymphoblastoid cell cultures, some of which are tumorigenic. 

As regards the WHO requirements for the collection, processing and quality control 
of blood, blood products and plasma derivatives, it is important to update the 
requirements in the light of the risk of transmitting AIDS and hepatitis. Precautions to 
be taken concern such matters as the testing of individual donors for HIV and hepatitis В 
infection, and the use of production methods involving the least risk of transmitting 
infectious diseases. 

Finally, by allowing the comparison of activities of biological products 
manufactured worldwide, the continuous supply of international biological reference 
materials plays an essential role in the international trade of such products. 



2. EVALUATION OF CERTAIN VETERINARY DRUG RESIDUES IN FOOD 

Thirty-fourth report of the Joint FAQ/WHO Expert Committee on Food Additives 
Geneva. 30 January-8 February 1989-

2•1 Background 

The meeting was the thirty-fourth in the series of meetings of the Joint FAO/WHO 
Expert Committee on Food Additives, convened following the first Joint FAO/WHO Conference 
on Food Additives (Geneva, 1955), and was held in accordance with recommendations made 
at the thirty-second meeting. The Committee carries out systematic toxicological 
evaluations of food additives and contaminants in food, including residues of veterinary 
drugs. 

The specific tasks before the Committee were (a) to establish principles for 
evaluating the safety of residues of veterinary drugs in foods and for determining 
acceptable and safe levels of such residues when the drugs in question are administered 
to food-producing animals in accordance with good practice in the use of veterinary 
drugs； (b) to evaluate or re-evaluate the safety of residues of certain veterinary 
drugs； (с) to consider the biological impact of veterinary drug residues bound to 
cellular constituents in animal tissues； and (d) to discuss and provide advice, as 
necessary, on matters arising from the report of the third session of the Codex Committee 
on Residues of Veterinary Drugs in Foods. 

2.2 The report 

The report contains sections dealing with general considerations and with comments on 
specific veterinary drugs leaving residues in food of animal origin, as well as 
recommendations for further toxicological and analytical work. Annexes are included 
summarizing the conclusions of the Committee and giving details of further information 
required or desired. 

The general considerations section deals with the approach to the evaluaton of bound 
residues, the assessment of the bioavailability of veterinary drug residues, food 
factors, and intake data. 

The comments refer to one anthelminthic drug (albendazole), four antiprotozoal 
5-nitroimidazoles (dimetridazole, ipronidazole, metronidazole and ronidazole), two 
antimicrobial sulfonamides (sulfadimidine and sulfathiazole) and two trypanocides 
(diminazene and isometamidium), which were evaluated by the Committee for the first time, 
and one xenobiotic hormonally-active growth promoter (trenbolone acetate), which was 
re-evaluated. Acceptable daily intakes (ADIs) were established for albendazole, 
ronidazole (temporary ADI), sulfadimidine (temporary ADI), and trenbolone acetate. 
Maximum residue levels (MRLs) were established for albendazole, sulfadimidine and 
trenbolone acetate. ADIs and/or MRLs could not be established for the other substances 
on the agenda, as insufficient information was available. 
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2•3 Recommendat ions 

The report contains a number of recommendations for further work by the Committee, 
as well as specific recommendations to develop necessary data for the safety assessment 
of veterinary drugs and to validate analytical methods for the determination of residues 
of veterinary drugs in food. 

2•4 Significance for public health and implications for the Organization^ s programme 

The present and previous reports of the Committee emphasize the public health 
significance of the risk assessment of chemicals released into the environment, 
specifically into the food supply, and give an indication of the complexity of the 
process, which includes: assembling and analysing all the relevant data; interpreting 
studies of carcinogenicity, mutagenicity, teratogenicity, and other effects； 
extrapolating effects observed in experimental animals to humans； and assessing risk to 
humans based on available epidemiological and toxicological data. 

While all Member States have to face the problem of assessing these risks, only a 
few scientific institutions can undertake such assessments at this stage. This 
underscores the importance of providing all Member States with valid information on these 
matters. This work is also vital to the Joint FAO/WHO Food Standards Programme in its 
standard-setting activities. 

Provision has been made in WHO'S programme budget for 1990-1991 for the convening of 
three meetings of the Joint FAO/WHO Expert Committee on Food Additives to permit the 
continued expansion of its work on veterinary drug residues in food. Two meetings will 
be held during the biennium on veterinary drugs and one on food additives and 
contaminants. 

3. DRUG DEPENDENCE 

Twenty-sixth report of the WHO Expert Committee on Drug Dependence 
Geneva. 17 - 22 April 1988

1 

3•1 Background 

To fulfil its obligations under the international drug control treaties, WHO 
convened the Expert Committee to review 14 single substances including four 
benzodiazepines, nine analogues of controlled substances and dronabinol. The aim of the 
meeting was : (i) to recommend whether any or all of the substances under review required 
international control and, if so, under which convention and at what level； (ii) to 
consider whether dronabinol should be transferred from Schedule I of the Convention on 
Psychotropic Substances, 1971, to Schedule II of that Convention as requested by the 
Government of the United States of America; and (iii) to recommend any procedures which 
would improve the WHO review process. 

3.2 The report 

The report describes the steps taken by the WHO Secretariat to obtain information on 
the substances under consideration. The Committee reviewed 14 single substances, and the 
findings of the review are presented in a standard format. 

3.3 Recommendations 

The Committee recommended: 

(a) to place midazolam under Schedule IV of the Convention on Psychotropic 
Substances, 1971; 
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(b) to place six fentanyl analogues under Schedules I and IV of the Convention on 
Narcotic Drugs, 1961, as amended by the 1972 protocol. 

(c) to place two analogues of methylenedioxymfetamine (MDA) and one analogue of 
aminorex under Schedule I of the Convention on Psychotropic Substances, 1971； 

(d) to transfer (-)-trans-delta-9-tetrahydrocannabinol (INN dronabinol) from 
Schedule I to Schedule II of the Convention on Psychotropic Substances, 1971, 
because this substance has therapeutic usefulness when given to selected 
patients as an antiemetic adjunct to cancer chemotherapy. 

These recommendations have been submitted by the Director-General to the 
Secretary-General of the United Nations. 

With regard to the general recommendations, the Committee recommended that the 
quality of data submitted for the review of individual substances should be 
improved, and made specific suggestions in this regard. It noted that WHO had been 
experiencing difficulties in acquiring systematic and consistent preclinical data on 
animal studies, especially on specific psychotropic substances giving rise to 
important public health and social problems. The generation of such data through 
studies conducted in established complex testing systems would require either 
securing the voluntary participation of collaborating testing laboratories or 
arranging for these laboratories to carry out the necessary studies under contract. 
The Committee recommended that WHO should explore both methods of ensuring timely 
and consistent evaluation of problem drugs. 

In addition to assessing the benefit/risk ratio of psychoactive substances with 
dependence liability, the Committee recognized that it was also important to 
encourage doctors, pharmacists, nurses and primary health care personnel to be 
familiar with the rational use of psychoactive drugs. It recommended that WHO 
should continue providing technical cooperation in national activities in this area. 

3•4 Significance for public health and implications for the Organization* s programme 

The international drug control treaties (the Single Convention on Narcotic Drugs, 
1961, as amended by the 1972 protocol, and the Convention on Psychotropic Substances, 
1971) were created by the United Nations system to allow the use of narcotic drugs and 
psychotropic substances where needed, but at the same time prevent their non-medical use 
in order to avoid the associated public health and social problems. WHO's 
recommendations on the need for international control of individual drugs or substances 
are an important contribution towards the attainment of the public health aims of these 
treaties. Thus the reports will serve the interests of countries in safeguarding the 
health of their people from the non-medical use of the specific drugs reviewed, but at 
the same time will facilitate efforts to make these available when needed. 

In this instance, the recommendations for the control of nine analogues of 
controlled substances (also called "designer drugs") - which represent a potentially 
serious international health problem because of their relative ease of synthesis and, in 
some cases, their extreme potency, which makes them effective in very small amounts -
will help national authorities in drug control and law enforcement to control these 
substances. 

The recommendation to add midazolam to Schedule IV of the Convention on Psychotropic 
Substances, 1971, will highlight to the authorities and members of the health care team 
the therapeutic usefulness of this agent and the care needed to ensure its proper use. 

The recommendation on dronabinol aims at making this substance more easily available 
for medical therapy in special cases without causing harm to the patients. 


