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Provisional agenda item 2.3.1

CLINICAL AND PHARMACOLOGICAL EVALUATION OP DRUGS 

Report by the Director-General

1. PREVIOUS RESOLUTIONS OP THE ASSEMBLY AND EXECUTIVE BOARD
1   21.1 After the World Health Assembly and the Executive Board had passed

resolutions for the purpose of initiating a programme for the promotion of the
3safety and efficacy of drugs, the Sixteenth World Health Assembly undertook to 

specify a number of objectives to be either implemented immediately or studied 
further in regard to their practicability.

1.2 With a view to immediate implementation, the Sixteenth World Health Assembly^ 
requested Member States to communicate immediately to WHO (i) any decision to 
prohibit or limit the availability of a drug already in use; (ii) any decision
to refuse the approval of a new drug; and (iii) any approval for general use of 
a new drug when accompanied by restrictive provisions, if these decisions were 
taken as a result of serious adverse reactions. It also requested Member States 
to include in such communications as far as possible the reasons for the action 
taken (i.e. to specify the adverse reactions) and the non-proprietary and other 
names, as well as the chemical formula or the definition. Further, the Director- 
General was requested, in the relevant resolution, to transmit this information to 
Member States immediately.

1.3 In the interest of international co-operation towards greater safety of
3drugs, the Sixteenth World Health Assembly also invited Member States to arra 

for a systematic collection of information on serious adverse drug reactions

Resolution WHA15.41, Handbook of Resolutions and Decisions, 7th ed., pp. l8-l?
2 Resolution EB31.R6, Handbook of Resolutions and Decisions, 7th ed,, p. 19

Resolution. WHAI6 .36, Handbook of Resolutions and Decisions, 7th ed., p. 193
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observed during the development of a drug and, in particular, after its release for 
general use. At the same time it requested the Director-General to study the value 
and feasibility, also from the administrative and financial points of view, of the 
Organization collecting from and disseminating to Member States such information.

1.4 Further, the Sixteenth World Health Assembly requested the Director-General 
to study the value and feasibility, including the administrative and financial 
implications, of WHO collecting from and disseminating to Member States the non
proprietary and other names, chemical formulae and definitions of new drugs released 
or approved.

1.5 Finally, the Director-General was requested by the Sixteenth World Health 
Assembly to continue the study of the possibility of formulating, and of seeking 
international acceptance of, basic principles and requirements applicable to the 
toxicological, pharmacological and clinical evaluation of drugs.

2. OBSERVATIONS BY THE DIRECTOR-GENERAL

2.1 As requested by resolution WHAI6.36, the following observations are submitted 
to the Executive Board for its consideration and further action.

2.2 As a first step in implementing that part of the resolution WHAI6 .36 which is 
specified in paragraph 1.2 above, a circular letter was sent to Member States and 
Associate Members on 8 August 1963 informing them of the relevant provisions of that 
resolution and asking them to communicate to the Secretariat the mailing and cable 
addresses of the government.services dealing with this matter. By 1 November 49 
replies had arrived. Subsequently, information (on nine different drugs) received 
from four governments was disseminated to Member States and Associate Members. While 
most of these notifications fell into category (i) of the various types of information 
requested by resolution WHAI6.36 (see paragraph 1.2 above), this was not so clear
in respect of some drug warning letters issued by manufacturers. In this connexion 
it may be recalled that the WHO Scientific Group convened in March 19c>3 to advise on 
the development of a drug evaluation programme had found that "the 'question of 
•limitation' of use of a drug was so complex and was dealt with so differently in 
the various countries that it could not formulate general conclusions as to the
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opportuneness of including relevant data in a regular system of information1". The 
meaning and importance of limitation of availability depends also on the original 
status of the drug, i.e. whether it was, for example, freely available without medical 
prescription or subject to certain restrictions.

As to. the communication of "any decision to refuse the approval of a new drug" 
(category (ii), see paragraph 1.2 above) it has been pointed out that this could 
meet with difficulties because of the sometimes confidential character of drug 
information prior to approval.

Only one case of withdrawal has so far been communicated to WHO. Although this 
particular medicament had been withdrawn because of toxic contaminants due to 
chemical processing, i.e. because of poor quality and not because of adverse reactions 
of the substance as such,, the case was considered severe enough to warrant immediate 
dissemination by cable.

2.3 As to a systematic collection, nationally and internationally, of information 
on serious adverse drug reactions, discussions in professional meetings, inter alia 
the Second International Pharmacological Meeting (Prague, August 19Ô3), resulted 
In stressing unanimously the need for devising rational measures for collecting, 
screening, evaluating and disseminating such information. A Scientific Group 
called together to consider the Evaluation of the Safety and Efficacy of Drugs 
recommended that WHO should assume activity and responsibility in this matter.1 
This recommendation was endorsed by the Advisory Committee on Medical Research, 
which at its fifth session suggested expert studies on the "best way of obtaining 
data to reveal the incidence of any toxic effect that might occur in man". Parallel 
efforts being at present made in various countries, it appears timely for WHO to 
convene a scientific group on the subject at this juncture, in order to help design 
a workable programme for the monitoring of adverse drug reactions.

1 Off Rec. Wld Hlth Org. 127, Annex 12, para. 2.4
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2.4 In order to assess the value and feasibility of WHO collecting and disseminating 
the non-proprietary and other names, chemical formulae and definitions of new drugs 
released or approved, it should be noted that a number of medical journals publish 
regularly lists of newly developed drugs, often with a detailed description of their 
composition, mode of action, dosage, indications and contra-indications. It may 
also be safely stated that no therapeutic substance of some importance and value is, 
as a rule, introduced into the market without having been reported on previously in 
medical, pharmacological, pharmaceutical, or sometimes even chemical, scientific 
journals. Moreover, the increasingly successful efforts to establish international 
or national non-proprietary ("generic") names for all important drugs at a fairly 
early stage of their introduction into general use, and the regular publication of 
such lists in the WHO Chronicle as well as in medical journals, provide generally 
accessible information in regard to the appearance of new drugs on the therapeutic 
market. It would at present not be possible for tho necessarily very limited pro
fessional staff in the Organization to compete with these multiple efforts, not to 
speak of the impossibility of guaranteeing in any way a satisfactory completeness of 
listing. Without both these features - promptness and completeness - any inter
national effort in this direction would, however, defeat its purpose.

As regards the notion that an official list of newly introduced drugs might, 
besides the purpose of information as such, also serve as an albeit preliminary guide 
to national health authorities for the admission of drugs in their respective countries, 
it should be remembered that the scientific and administrative conditions for ad
mission or registration of new drugs differ considerably from country to country, be 
they producing or importing countries. Thus, indications as to therapeutic value 
and safety could in no way be derived from the mere existence of any particular drug 
in a list of newly introduced drugs.

2.5 The possibility of formulating generally acceptable principles and requirements 
applicable to the various stages of the experimental evaluation of drug safety and 
efficacy was discussed in a special symposium of the Second International Pharmaco
logical Meeting, organized in consultation with WHO, as well as in several pharmaco
logical societies and meetings - with a positive attitude throughout. The Scientific
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Group on the Evaluation of the Safety and Efficacy of Drugs recommended "that such 
*■criteria be established by WHO for preclinical studies as well as for clinical 

trials, with a view to obtaining international agreement thereon"^.

The Advisory Committee on Medical Research, in its fifth session, endorsed 
the Scientific Group's recommendations, especially in regard to general principles 
upon which requirements for toxicity testing should be based,

3. CONCLUSIONS

3.1 On the basis of the observations formulated above, the following course of 
action would appear appropriate.

3°2 With regard to the arrangements as laid down in resolution WHAI6.36 for the 
communication of governmental decisions on withdrawal or limitation of drugs as a 
result of adverse reactions, it is proposed that a further report be made to the 
Executive Board when sufficient experience has been gained to permit useful sugges
tions to be formulated.

3.3 Satisfactory methods for monitoring adverse reactions of drugs after their 
release for general use need to be developed to which WHO could make useful con
tributions . A further step for WHO would then be the co-ordination of relevant 
national activities with a view to pooling, assessing and disseminating the evidence 
available as a result of such activities,

3 .4 It does not seem that a satisfactorily complete collection and dissemination 
by WHO of data on new drugs (as contemplated in resolution WHAI6 .36) is at present 
feasible„ Moreover, in view of the existing means of information, such an under
taking would not be of sufficient value to justify its considerable administrative 
and financial implications.

3 .5 The research for and formulation of generally acceptable principles on which
to base requirements for the evaluation of drug safety and efficacy should be pursued 
by WHO with the assistance of the Advisory Committee on Medical Research.

 ̂Off о Rec. WId HlthOrg. 127, Annex 12, para. 2.2


