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1. CLINICAL AND PEARMACOLOGICAL EVALUATION OF DRUGS; Item ..2.8'of -E:hё- Agenda 
(Resolution W1А15,41, EВ31.R6; Document А16 /Р &B /+; А16 /Р&В /WР /7, 8 and 10) 
(continued) 

The CHAIRMAN invited the Committee to continue consideration of the item. 

Dr MUBRAY (United Kingdom of Great Britain and Northern Ireland) introduced the 

amendments to the draft resolution before the meeting1 that had been proposed by the 

delegations of Australia, Belgium, Canada, Federal Republic of Germany, France, 

United Kingdom, United States. of America and the USSR (document A16 /Р &В /WР /8). It 

was proposed that operative paragraph 3 be replaced by the following: 

3. (a) RECOGNIZES the importance of accurate appraisal, at the national 

level, of the toxic effects of drugs; and 

(b) INVITES Member States to arrange for a systematic collection of 

information on serious adverse drug reactions observed during the 

development of a drug and, in particular, after its release for general 
use; 

and operative paragraph 4(b) by the following: 

4, (b) to study the value and feasibility, including the administrative 

and financial implications, of WH0 collecting from and disseminating 
to Member States 

(i) the non -proprietary and other names, chemical formulae 

and definitions of new drugs released or approved; 

(ii) the information contained in 3(b). 

1 Document Аl6 /P&В /7, reproduced in the minutes of the fourteenth meeting, 

section 3. 
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It was in the interest of all countries that new drugs should be taken into use 

only after careful testing of their safety and effectiveness, and that the adverse 

effects of such drugs not hitherto known should be reported promptly, in order that 

any risks attached to their use might be known to actual and potential users. 

Operative paragraphs 1, 2 and (a) of the original draft resolution were designed to 

ensure that a decision reached in any country to the effect that adverse reactions 

10 produced by a drug called for restriction or provision of its use should be communicated 

at once to other countries; WHO was the appropriate agency to undertake the 

dissemination of such information. In those paragraphs, the timing and nature of the 

action required was defined and his delegation supported their provisions fully. 

Operative paragraph 3 of the draft resolution gave encouragement to Member 

States to set up national reporting systems, but at the same time implied that every 

report of an adverse reaction, whether or not substantiated, should be communicated to 

WHO. That latter provision would have three effects that his delegation considered 

would be seriously damaging to the object in mind: first, individual reports needed 

to be -examined and related both to the circumstances of the case and to the authority 

and experience of the observer, othe:rdse no true appraisal of the evidence could be 

made.- Accordingly his delegation considered that the appraisal must always be made 

at national level. Secondly, the variety and number of individual reports would 

almost certainly be so great that an excessive burden would be placed on the 

Secretariat and the panel of experts. Thirdly, the individual physician might be 

deterred from communicating early suspicion of an adverse reaction by the fact that 

his report would be immediately transmitted to WHO. 
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The United Kingdom supported the invitation to Member States to set up 

reporting authorities but considered it premature to send in all reports without proper 

national evaluation beforehand. Hence its sponsorship cf the proposed amendment to 

operative paragraph 3, which would provide a safeguard on that score. 

The proposed amendment to operative paragraph k(b) would give the Director- General 

the opportunity of studying national reporting systems and of keeping under review the 

practicability of using national systems in the future as a source of information. 

It would seem reasonable, too, to ask that the value and feasibility, including the 

administrative and financial implications, of such a large new undertaking should be 

studied before WHO decided to assume responsibility for it. His delegation therefore 

supported the proposed amendment as being more practical and more likely to lead 

quickly to successful arrangements. It would also support the amendment proposed by 

the Italian delegation at the end of the previous meeting (document Аl6 /Р&B/WР /10). 

Dr CAYLA (France) said he was sure all members of the Committee appreciated the 

importance of the question under study. Having taken part in the work of drafting 

the original draft resolution, he was bound to give it his general support. On the 

other hand, the amendments which France among others were submitting made provision for 

slight changes, whose import had been admirably explained by the previous speaker. 

The initial stress in the draft resolution had been placed on the need for prompt 

action to disseminate information on toxic effects of drugs - a matter on which there 

was obvious general agreement. Operative paragraph 2 was also unexceptionable in 

that it was designed to sound an immediate warning wherever there was danger or risk of 
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danger to public health. The existence of such a danger or risk called for 

immediate action. The point at issue was what that action should be, especially 

in case of doubt. It was obviously neither practical nor scientific to act purely 

on suspicion alone and for that reason the amendment to operative paragraph 3 had 

been proposed. It contained two provisions, the first recognizing the importance - 

of accurate appraisal, at national level, of the toxic effects of drugs; and the 

second repeating exactly operative paragraph 3 of the original draft resolution save 

for the deletion of the final phrase on transmitting such information to WHO. The 

content of the additional paragraph proposed by the Italian delegate would be covered 

by that wording, since statistical data on foetal abnormalities would automatically 

be included. 

The additional provision, relating to the value of WHO collecting and 

disseminating information on drugs, introduced by the amendment to operative 

paragraph k(b), was based on the need to ensure that countries lacking adequate drug 

control services would not automatically authorize the use of a drug authorized by a 

country with well -developed such services, since past experience had shown that 

dangerous mistakes could not automatically be ruled out. 

He appealed to the sponsors of the draft resolution to accept the amendments and 

asked the representative of Italy to withdraw the amendment he had proposed. The 

draft resolution as amended should meet all views and hence command general support. 
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Professor WIDY- WIRSКI (Poland) observed that the first matter to be settled 

were the criteria for determining that a drug was effective and without danger 

before authorizing clinical trials. The requirements and test methods would vary 

for different groups of drugs. The second matter was the requirements to be met 

by clinical trials before a drug could be put into general circulation. In Poland 

the pharmacological evaluation of new drugs was carried out by the Warsaw Pharmaceutical 

Institute, with the help of bodies working under its supervision. The scope of the 

investigation to be undertaken was laid down for different groups of drugs and it • 
generally included experimental use in animals. If satisfactory results were 

obtained in the pharmacological evaluation, the new drug was subjected to clinical 

testing, and the results obtained were subsequently analysed by a special committee 

of the Pharmaceutical Institute. The Minister of Health's decision on its possible 

distribution was based on the recommendation of that committee. 

In connexion with exchange of information, he was of the opinion that the term 

"new drug" should be discarded; information should relate purely to chemical and 

biological preparations that had not yet been used for medical purposes, since 

otherwise WHO would be submerged by a mass of data. Information on drugs whose sale 

had been prohibited or limited should be supplied only where the decision was based 

on the observance of serious adverse reactions. 
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There were three kinds of adverse reactions to be considered: (1) acute 

toxicity, which normally would be observed at the pharmacological evaluation stage; 

(2) toxic or harmful effects, after prolonged use, on the different organs or in 

pregnancy, and (5) addiction arising from the use of, for instance, such inter- 

nationally controlled drugs as the barbiturates or certain. tranquillizers. A further 

distinction must be drawn between side -effects proper and those due to impurities in • the drug; obviously, the latter case would not require to be reported for purposes 

of exchange of information. 

control system similar to that of Poland was in force in the German 

Democratic Republic and regular information was exchanged with that country on new 

drugs produced. 

His delegation supported the idea that WHO should undertake the task of 

collecting and disseminating information on the lines laid down by the draft 

resolution, as amended by document Aгб /Р&B/WР /8. On the other hand, it considered 

that the Itálian amendment went too far. 

Dr SYMAN (Israel) said there could be no doubt but that there was urgent need 

for international action in evaluation of drugs. There were two main objectives. 

The first should be to establish minimum requirements and standard evaluation methods, 

and that would be a long -term undertaking which should not be pushed on too hastily. 
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The matter required careful study by experts and a slow and sure start would even- 

tually be more effective than pressure for quick results. The second objective - 

collection and dissemination of information on serious side - effects -• was a short -term 

matter that could be started soon. The process was a two -way one: the provision of 

information to WHO by Member States, and the general dissemination by WHO of the data 

supplied. Obviously the Director - General could not communicate information that he 

had not received, and particular efforts were called for on the part of Member States 

to notify the Organization immediately of adverse reactions observed and, in particular,• 

of government decisions to prohibit the use of a drug. 

The collection of information within a country was a complicated matter. He 

agreed that action could not be taken on mere suspicion by individual physicians; 

appraisal at the national level was indispensable. Member States therefore had 

another important task to perform, namely, to develop machinery for such appraisal. 

Two methods had been tried out in Israel: first, hospitals of high standing had been 

asked to investigate the side -- effects of drugs; and secondly a system had been 

instituted somewhat similar to that described by the delegate of Italy. In its work 

on the problem, WHO should also cover groups of drugs that were known to produce side- • 
effects, such as barbiturates and tranquillizers. 

He would support the draft resolution and the amendments proposed in document 

А lб /Р &В /Wp /8 . . 
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Professor ZDANOV (Union of Soviet Socialist Republics) remarked that the great 

5 

increase in recent years in the production and wide use of new drugs made it 

increasingly urgent to adopt effective measures for evaluating their therapeutic 

qualities and possible toxic side -effects. Effective control required a series of 

measures, including the laying -down of requirements for experimental research on the 

strength and toxicity of new preparations, requirements for clinical testing, and 

lastly, an authoritative decision to release such preparations for general use, covering 

conditions of sale and so on. The system should cover the whole of a country and 

should be under the responsibility of the State health authorities. In the Soviet 

Union, the Ministry of Health was responsible for those measures and it had special 

expert committees, with wide powers, to help in the work. 

The methods now in use for the purpose had not been sufficiently perfected: 

they could not guarantee safety and absence of toxic side -effects. There was there- - 

fore need for action to evolve better control methods. The problem was one of 

growing urgency for many countries and was also acquiring urgency at the international 

level because of the interchange of drugs among countries. Accordingly, there was 

need for organizing international exchange of information on new drugs. International 

co- operation on the matter might cover the working out of basic requirements for 

evaluation; arrangements for the systematic exchange of information on toxic side - 

effects; and the organizing of a system for the rapid dissemination of information 

on drugs having those side -effects. 



A16 /P&B /мin /15 
page 10 

Those and similar questions had been discussed by the Fifteenth World-Health 

Assembly and by the Executive Board at its thirty -first session, and had also been 

studied by the scientific group convened in March 1963 by the Director -General. The 

scientific group had recognized the urgency of the matter and had taken the view that 

there was a scientific basis for undertaking international work to improve the 

present state of affairs. It had further recommended to the Director•- General a 

number of measures to put into effect the decisions made by the Fifteenth Health 

Assembly and the Executive Board. He would not take up the Committee's time by 

going into those recommendations in detail, but would merely express the hope that, 

after the present consideration of the matter, WHO would proceed to work out a 

specific programme along the lines proposed by the scientific group. The draft 

resolution and amendments thereto now before the Committee represented the first 

attempt at drawing ùp such a programme. Accordingly, his delegation would support 

them, while at the same time making it plain that it regarded the measures advocated 

as a first step only in tackling the problem. 

Dr SAUTER (Switzerland) stated that the Swiss delegation could endorse the 

principles underlying the draft resolution proposed by the six delegations and the 

amendments proposed thereto. It could give unreserved support to the provision in 

operative paragraph 1. However, it would not be easy, in particular for those 

countries where legislation on drugs did not fall or only partly fell within the 

competence of the central authorities, to give effect to the provision in operative 

paragraph 2. As the provision in question took the form of an invitation to Member 

States rather than a formal commitment, Member States could, however, accept it in 

principle even though aware that they might require to institute arrangements to put 

it into effect. 
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The term "limit the-availability" cf a drug, as used in operative paragraph 2 (а)(i) 

might give rise to difficulties of interpretation; it might mean, for example, 

requiring a drùg to be made available only by doctor's prescription, or placing a 

restriction on the uses to which it might be put, and so on. With regard to operative 

paragraph 2 (a)(ii), it should be noted that no manufacturer would be likely to ask 

that a new drug be approved where serious toxic effects had already been observed. 

In so far as operative paragraph 3 was concerned, he must state that Switzerland saw • no possibility at the moment of being able to arrange for the systematic collection 

of information on serious adverse reactions observed during the development of a drug. 

The responsible authorities were not informed on all tests undertaken during the 

development of a drug, and he thought that other countries were in the same position. 

His remarks were designed purely to make plain the practical position of his 

country in regard to putting the draft resolution into effect if it were adopted. 

His, delegation was in a position to support the draft resolution as it stood. 

Dr FELKAI (Hungary) said that, since Hungary had a well - developed pharmaceutical • industry, the Hungarian Government gave great attention to the control of drugs and 
serobacteriological preparations. The Ministry of Health was responsible for control 
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of the manufacture, supply and sale of pharmaceutical products. Standardized methods 

for describing, preparing and controlling medicines were laid down in the Fifth 

Hungarian Pharmacopoeia. The National Public Health Institute was the central organ 

authorized to control manufacture and sale of medicines. It was responsible, 

inter alia, for directing the work of the industrial quality -- control laboratories and 

for control of pharmaceutical production at all stages. It also laid down the 

test requirements for quality control of drugs and insisted on preliminary approval 

before medicines were put on sale, with a view to safeguarding public health. 

He went on to describe the different steps whereby control was exercised, 

including pharmacological and toxicological testing, followed by clinical testing 

in hospitals. The Scientific Health Council was in charge of clinical testing and 

was responsible for evaluating the reports sent in by hospitals and for determining 

the utilization of individual preparations.. The decision of the Ministry of Health 

whether or not to authorize manufacture of a preparation was based on the recommendation 

of that body. 

He went on to give further details of the measures in force for ensuring that 

drugs placed on sale were up to standard and free of risk to public health. 
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Dr NAYAR (India) said that her delegation would welcome any proposals designed 

to improve the quality of drugs. It would accordingly support the draft resolution 

as well as the amendments thereto. 

There was one point the draft resolution did not cover, to which she would like 

to draw attention, namely, the need for ensuring that drugs exported for sale abroad 

were of proper quality. She had been reliably informed that in a number of countries 

10 
no means existed for preventing the export of drugs whose sale was not permitted 

domestically. She would accordingly propose the following draft resolution,I covering 

that point, for the Committee's consideration: 

The Sixteenth World Health Assembly 

1. INVITES Member States to take steps to arrange that drugs which are 

produced in their countries are tested and certified by the drug- controlling 

authority before permission is granted to export or place these drugs in inter- 
national trade; and 

2. REQUESTS the Director- General to bring this resolution to the attention of 
Member States. 

Dr DOUBEK (Czechoslovakia) said it was essential in the interests of humanity that 

the Members of WHO should help to ensure safer and more effective medical use of drugs. 

WHO had a very important part to play, in promoting and in ensuring scientific and 

organizational co- ordination. Procedures for drug control differed in different 

countries and WHO must be the intermediary to ensure that experience acquired in 

countries which had worked on the subject was transmitted to other countries. 

1 Subsequently circulated as document A16 /РвсвАгР /11 
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In countries like Czechoslovakia, where medical aid, including drugs, was 

provided free for all workers and for children up to the age of fifteen, the State 

medical service was vitally concerned that medical aid should be of the highest 

quality; and in countries where medical aid was still a matter of private enterprise 

it was taken for granted that there should be a guarantee that the drugs prescribed to 

patients were of the highest quality, effective, and safe to use. It was therefore 

essential that in each country the public health organs should ensure that these 

gurantees existed. For ethical reasons, it was essential that experimental data 

collected before clinical testing should always be carefully checked by competent 

authorities before the clinical tests were carried out. In Czechoslovakia there 

was a Medical Research Council for which appropriate projects were prepared by a 

pharmacological commission: clinical testing was therefore authorized by a body 

comprising the most highly qualified medical specialists in the country. For a 

number of years in his country there had been a scientific approach to the testing 

of new drugs in controlled therapeutical trials; thus it was possible not only to 

ascertain speedily the therapeutic value of new drugs as compared with existing drugs • 
and methods of treatment, but also to discover the more important side -effects of 

the drugs tested. He looked forward to the possibility of WHO becoming a centre 

for informing Member countries of serious cases of adverse reactions produced by 

new drugs, which would prevent the recurrence of the recent tragic events associated 

with certain drugs. International co- operation would make for speedier study of 

the new drugs. In his opinion more attention should be paid to pharmacotherapy 

both in medical faculties and in post- graduate training. 
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Finally, WHO could perform a very valuable service if it could help to p an end 

to irresponsible advertising and to secure an agreement that all special drugs should 

be labelled with the non -proprietary name or with their chemical composition - a 

practice followed widely in the Czechoslovak pharmaceutical industry. 

His Government would support any action by WHO to improve international 

co-operation. He therefore supported the draft resolution in document A16 /P&$ /WP /7 

and the amendment proposed in document А16 /PB&В /WP /8, and also the proposal made by the • Indian representative. 

. 

The CHAIRMAN said that the Indian proposal would be circulated as a separate 

draft resolution and would be dealt with later in the meeting. 

Dr DANNER (Federal Republic of Germany) expressed great appreciation of WHO's 

work on drug evaluation. The problem was one that had to be faced by most countries 

and action by WHO was therefore most important. His country was particularly 

interested in the exchange of information on the adverse effects of drugs and would 

co- operate fully in WHO's activities. 

He supported the draft resolution and the proposed amendments. 

Dr APEL (United States of America) supported the draft resolution and the proposed 

amendments. He was glad to see that the draft resolution placed matters in the 

right order of importance, by focusing attention first on the urgent problem of the 

exchange of information (operative paragraph 2). With regard to operative paragraph 3, 

the transmittal of information should be carefully studied in relation to its value 

and the administrative and financial implications, as suggested in paragraph 4 (b) (ii) 
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of the amendment in document А16 /P&B /WP /8. With regard to the suggestion in 

paragraph 2.4 of document A16 /Р&B /WP /4 that WHO might organize a more comprehensive 

service of information on adverse drug reactions, he agreed with the Danish and other 

delegates who thought that the primary responsibility for evaluating safety should 

rest with national health administrations, and therefore welcomed the referexzce to the 

subject in paragraph 3 (a) of the amendment in A16 /P&B /WP /8. He also agreed with 

paragraph 4 (b) (i) of the amendment, which provided that the Director -General should 

study carefully the value and feasibility of WHO collecting and disseminating to 

Member States the information referred to, since it might be very costly for the 

Organization. 

The Italian delegate had made a useful proposal, which he would support if it 

implied that WHO should promote, but not undertake or finance, the research in question. 

Dr LE CUU TRUONG (Republic of Viet Nam) fully supported the proposals for WHO 

action on the clinical and pharmacological evaluation of pharmaceutical preparations. 

The point he wished to comment on had already been referred to by the delegates 

of France and India. It was difficult for countries which imported most of their 

pharmaceutical products to know whether they had been approved by the producing 

country, because they were normally exported by the manufacturer; and it was 

difficult to test them without adequate laboratory facilities. Moreover, the fact 

that the manufacturer might state that the product was guaranteed was no assurance 

that it was guaranteed by the government of the producing country. Another problem 

was that there might be conflicting information: WHO might transmit reports 
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received from a country that a certain drug had adverse side- effects, whereas the 

manufacturer might have stated that the product was safe. He would like to 

suggest, therefore, that, when transmitting information, WHO should also give the 

opinion of a firm or body which could guarantee that the product was satisfactory. 

There could also be confusion over the toxic effects of particular drugs, since 

opinion might vary in different countries. It would be useful, therefore, if WHO 

could draw up a comprehensive list of drugs for the countries which did not possess 

laboratories or research and testing centres. 

Dr FIGUEROA (Venezuela) supported the draft resolution in document А16 /Р&B /WР /7. 

His country was greatly concerned with the supervision and control of pharmaceutical 

products, and a department for the registration of pharmaceutical products had been 

set up under the Ministry of Health and Social Welfare, which was responsible for 

the authorization of new products, the review of those registered, the control of 

those already on the market, and all other matters concerning pharmaceutical products. 

I/ 
For the authorization or rejection of a new product the procedure included legal, 

pharmacological and microbiological reports and technical evaluation by a group of 

pharmacological specialists. The authorization indicated whether a product could 

be sold freely or only on medical prescription. 

Dr ВOYF- JOHNSON (Sierra Leone) strongly endorsed the statement of the Indian 

delegate. Many governments were probably unaware of what happened to drugs after 

they were exported, and it was essential for the developing, countries to keep a 

careful watch on imported drugs. Many of them had inscriptions describing them 
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as remedies for various diseases or attributing certain qualities, but without 

any indication of what they contained. In countries with many uneducated people 

it was often thought that the greater the quantity of drug taken, the quicker the 

cure: drugs with toxic ingredients such as strychnine had been known to cause death. 

The authorities of Sierra Leone did their best, but were often at a loss in dealing 

with exporters. It was difficult to understand how dubious and often worthless 

drugs could be sent to the under -developed countries by the developed countries without 

proper supervision. The developing countries therefore welcomed the draft resolution. 

Dr HAQUE (Pakistan) pointed out that toilet preparations apparently did not 

come within the definition of the term "drug ", although many of them were detrimental 

to health. Something should be done to remedy the situation, as had already been 

done under the Drugs Act in Pakistan. 

With regard to the point raised by the delegate of India it was surely for the 

national authorities to stop undesirable imports. In Pakistan products could not 

be imported without a certificate from the exporter that they had been passed by the 

national authorities. There were, however, no means of testing indigenous medical 

remedies - herbal ones for example - which were imported and exported in considerable 

quantities. 

Dr JONASSEN (Norway) said he could not accept any amendment that would weaken 

the safeguards in the draft resolution of which he was one of the sponsors. He 

therefore opposed the amendment in document А16 /P&B /WР /8. 
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Dr AММUNDS (Denmark) thanked the delegates for the interest they had shown in 

the draft resolution and particularly those who had supported it. With regard to 

the amendments proposed in document A16 /Р&В /WP /8, the differences of opinion in the 

discussion had probably been due to the difference in size of countries. In 

Denmark, for example, there was no need for special arrangements for notifying 

side -effects of drugs for they were automatically notified and published in the 

. scientific papers. That was why the draft resolution proposed that evaluation 

should be carried out in the countries and not left entirely to WHO. Seeing, 

however, that that would not be practicable in all countries, and that it would be 

better for the procedure to be carried out in two stages instead of one, she would 

accept the proposed amendments to the resolution. She could not, however, accept 

the Italian amendment for the reasons given by the United States delegate. 

She thanked the Director -General and the Secretariat for their excellent 

work and hoped that countries would be successfully helped in the very serious 

problem under consideration. 

Dr TCHOUNGUI (Cameroon) supported the views of the Indian delegate and stressed 

the importance of investigating the therapeutic effects of drugs when evaluating 

their toxicity. Many drugs were exported to the developing countries and often, 

though not harmful, were not curative. In many cases, they made false claims 

to cure cancer and other diseases. He hoped that WHO would consider how the 

export of drugs without therapeutic value could be prohibited. 
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Dr MONТАLVÁN (Ecuador) said he was glad the subject was being discussed, 

because it was important for all countries and especially for those which were not 

in a position to exercise effective control. Until recently it had been thought 

that only a general control was necessary in certain kinds of clinical testing 

but the experience with thalidomide had shown that something more than traditional 

control was necessary, particularly in the form of international co- operation and 

full exchange of information. 

There was a need to increase the exchange of information for the benefit of 

all countries and he supported the proposal of the delegate of. India. 

Dr IBRАHIM (Somalia) supported the comments of the delegates of Cameroon and 

Sierra Leone and pointed out that some countries even supplied dangerous drugs 

such as morphia without labelling them. His own country had experience of importing 

such unlabelled drugs. 

Dr Т0ТТIE (Sweden) strongly supported the comments of the delegate of Denmark 

and accepted the amendment proposed in document А16 /Р&B /WР /8. For the reasons 

stated by the delegates of France and other countries he was unable, however, to 

accept the Italian amendment in document А16 /Р8&B /WР /10. 

Dr BABUDIERI (Italy) explained the reasons for his amendment. It was not, 

as the delegate of France had suggested, already provided for in paragraph 3 of 

the amendment in document А16 /Р&B /WР /8, for there was a difference between 

selecting individual cases of foetal abnormality and making a systematic 
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statistical study of the instance of foetal abnormality in selected communities, 

such as large maternity hospitals - especially for certain drugs such as hormone 

preparations and compounds which were difficult to test on laboratory animals. 

It was not his intention that WHO should undertake the work, but rather that 

it should be done by countries themselves; but it would be useful if the work 

could be co- ordinated by an international agency like WHO. The term "promote" 

in his amendment was, perhaps, not entirely satisfactory and he would be willing 

to replace it by a more suitable word, for example "support" or "co- ordinate ". 

If his amendment were adopted, a group of experts could prepare and co- ordinate 

research in the different countries. The statistical information now available 

in various countries was not of much use, since it concerned major and not minor 

abnormalities. For a proper evaluation of the effects of a drug at the foetal 

stage of life, minor abnormalities were as important as major, and only by a 

complete and rational study could the causes be established. . 

Professor РESONEN (Finland) said that as one of the sponsors of the draft 

resolution he would accept the amendment in document A16 /Р&B /WP /8 but not the 

Italian amendment in document A16 /P&В /WP /10. 

Professor MUNTENDAM (Netherlands) agreed with the delegate of Denmark and 

supported the amendment in document A16 /P&в /WP /8. He could not, however, support 

the Italian amendment because it would interfere with research on foetal abnormalities 

which could be caused by many other things besides drugs. 

The Indian proposal would need careful study. 
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Dr PHTT,LIPS (Australia) supported the draft resolution and the first amendments 

(document А16 /Р&B/WР /8) but opposed the Italian amendment, which would place too great 

a burden on WHO and have the effect of restricting research on foetal abnormalities. 

Dr SIGURDSSON (Iceland) also supported the amendments in document Аl6 /Р&в/WР /$ 

and opposed the Italian amendment. 

Dr DANNER (Federal Republic of Germany), while not supporting the Italian 

amendment, recognized the importance of statistical research on foetal abnormalities. 

He hoped, therefore, that as much information as possible would be obtained on the 

frequency of such abnormalities. 

The CHAIRMAN invited the Deputy Director -General to comment on the discussion. 

Dr DOROLLE, Deputy Director -General, said that the Committee still had before it 

the draft resolution in document Alb /Р&В/WР /7 and the amendment proposed in document 

А16 /Р&В /WР /8, which had been accepted by the sponsors of the original resolution with 

the exception of Norway. The amendment had therefore not been accepted and would 

have to be put to the vote. 

As he had been asked for the Secretariat's opinion, he would say that, with due 

respect to the delegate of Norway, from the Secretariat's point of view the amendment 

would promote a more rational and logical approach to the problem, particularly 

because it began by inviting Member States to arrange for a systematic collection 

of information, without asking for it to be transmitted to WHO, and at the same time 

asked WHO to study the possibility of obtaining information from Member States and 

transmitting to them the information provided for in paragraph 3(b). The order was 

thus much more logical than in the original draft resolution and the method proposed 

would be easier to apply. 
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With re8ard to the Italian proposal, while it would be asking rather a lot of 

the Organization to expect it to co- ordinate the research in question, if it were 

simply a matter of encouraging such research as some delegates had suggested, it 

might be simpler to incorporate the request in the invitation to Member States; 

he agreed moreover with the delegates who considered that the subject would fall 

under the category of information on the adverse effects of drugs that Member 

governments were being invited to collect. He assured the Соmmitt,:e that whatever 

it decided the Director -General would do his best to carry out the instructions given 

him. He reminded the Committee that well before the tragic events resulting from 

the teratogenic effects of a curtain drug, and wel i before the I +'if tcеnth World 

Health Assembly, the Secretariat had embarked on the subject and the лdv.isory r ,tin; t +' 
on Medical Research had already considered it. The Director- Genеrа1 was deeply 

concerned in the matter and anxious to carry out whatever instructions he received. 

The СНAIRМAN invited the Committee to vote on the Italian amendment (document 

A16'/P&в/�гP/1о ) . 

Decision: The amendment was rejected by 48 votes to 2, with 19 abstentions. 

The СНAIRМАN invited the Committee to vote on the amendment proposed by Austria, 

Belgium, Canada, the Federal Repute is of Germany, France, the United Kingdom, the 

United States of America and the Union of Soviet Socialist Republics in document 

лlб /Р&B/WР /8. 

Decision: The amendment was adopted by 66 votes to 1, with 2 abstentions. 
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The CHAIRMAN invited the Committee to vote on the draft resolution proposed by 

Denmark, Finland, Iceland, the Netherlands, Norway and Sweden in document л16 /Р&B/WР /(, 

as amended. 

Decision: The resolution, as amended, was approved by 71 votes to none, with 

one abstention. 

The CHAIRMAN invited the Committee to consider the draft resolution proposed by 

India in document Аl6 /Р&B/WР /11. 

Dr DOROU R, Deputy Director- General, suggested that the draft resolution proposed 

by the delegate of India might be made moro acceptable to some countries by the 

insertion of the words "who have not yet done so" in operative paragraph 1, after 

"Member States ". 

Dr NAYAR (India) said that that suggestion was acceptable, if there were States 

which had a control of exported drugs. But steps would have to be taken with regard 

to States that did not control exported drugs in the same way as drugs intended for 

the home market. 

Mr BRADY (Ireland) expressed great sympathy with the purpose of the draft 

resolution submitted by the delegate of India. However, as it was drafted at present, 

it might present difficulties for some States. For instance, some states might not 

submit all drugs to tests by the drug- control authority, but might exert some other 

form of control, including comprehensive testing by manufacturers, and perhaps the 

examination of protocols of tests by the drug -control authority (as distinct from the 

test actually carried out by that authority). The draft resolution might receive a 

greater measure of support if operative paragraph 1 were amended to read as follows: 
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1. INVITES Member States who have not yet done so to arrange that drugs 

which are produced in their country are not released for export unless they 

comply fully with the drug control requirements of the country in which the 

drugs are manufactured. 

Dr Т0ТТIE (Sweden) also expressed great sympathy with the draft resolution. 

However, it did not concern the evaluation of drugs, but the standard of drugs, and 

that was quite a new item. Delegates were well aware of the accident that had 

occurred, but which had nothing to do with the standard of the drug used. The 

machinery of international trade was complex; there had not yet been time to study 

the problem seriously in Sweden, and he hesitated to take a position on the subject. 

He suggested that the problem in all its aspects should first be considered by the 

Executive Board. 

Dr MUBRAY (United Kingdom of Great Britain and Northern Ireland) accepted the 

motivation behind the draft resolution, but thought that the present wording might 

present serious difficulties for some countries. The reference to a drug- control 

authority would undoubtedly cause difficulty for those countries whose administrations 

. did not have such an authority. In other countries, there was no formal procedure 

for the certification or approval of a drug before issue; control was enforced by 

other methods. 

The delegate of Pakistan had also pointed out some of the inherent difficulties 

involved. There were many issues in the new question, and he supported the proposal 

made by the delegate of Sweden that the matter be referred to the Executive Board for 

preliminary study. 
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Professor MUNTENDAM (Netherlands) and Dr DANNER (Federal Republic of Germany) 

supported the proposal made by the delegate of Sweden and supported by the United 

Kingdom. 

Dr APPEL (United States of America) was in full agreement with the delegates of 

Sweden and the United Kingdon that the resolution be referred to the Executive Board. 

Dr EL -BORAI (Kuwait) supported the draft resolution proposed by the delegate of 

India, with the amendment suggested by the Deputy Director- General. 

The СRAIRМAN suggested that further consideration of the item be deferred until 

the delegates of India, Ireland and Sweden had had an opportunity to formulate the 

text of a new draft resolution for submission to the Committee. 

It was so agreed. 

Professor 2DANOV (Union of Soviet Socialist Republics) hoped that, when the new 

resolution was being drafted, it would be borne in mind that the proposal of the 

delegate of India aimed essentially at protecting the health of populations of countries 

that did not themselves manufacture pharmaceutical products and could not exercise any 

control over the products imported from abroad. The resolution, therefore, was a 

very useful one. It was quite possible that the interests of exporting countries 

might be involved, but the health of mankind must take priority. 
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2. SMALLPDX ERADICATION PROGRAMME: Item 2.4 of the Agenda (Document А16 /Р&B /9) 

At the invitation of the CHAIRMAN, Dr KAUL, Assistant Director -General, Secretary, 

introduced the report of the Director- General on the smallpox eradication programme 

(Document А16 /P&B /9), in which an attempt had been made to analyse the world incidence 

of smallpox in relation to the endemic areas. The report also referred to the 

epidemiological and research studies that were being supported by WHO. 

It was hoped that the report would encourage a critical approach to the persis- 

tence of infection in endemic areas, reveal gaps in scientific knowledge, and make it 

possible to deal with technical problems mora.effectively. Slow progress in the 

eradication programme, however, was due not so much to technical problems, which were 

relatively few, as to administrative, organizational and financial difficulties. 

Table I indicated that the number of reported cases in 1962 had shown no appreciable 

decrease: the total of 73 778 was dower than in 1959 and 1961, but higher than in 

1960. The reduction as compared with the 1961 incidence was 0.7 per cent. in Africa, 

and 11 per cent. in Asia. In the Americas, the general decline in incidence since 

1959 had been halted in 1962 by the occurrence of a large number of cases in Brazil, 

which, as the delegate of Venezuela had mentioned in the previous meeting of the 

Committee, had had certain repercussions on the frontier area between the two countries 

Table II showed the countries and territories in which cases had been reported during 

the last three years. In 1962, fifty -seven countries and territories had reported 

cases - thirty -five in Africa, seven in the Americas, eleven in Asia, and four in 

Europe. 
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Section 3 of the report referred to world incidence in relation to endemicity. 

Table III showed that 18 countries and territories had reported more than 500 cases in 

1962, and the rates per 100 000 of the population for those countries indicated that 

parts of Africa were as highly endemic as parts of Asia. 

Table IV, indicating the weekly frequency of reported smallpox, showed that the 

infection was prevalent almost throughout the year in most countries in Africa and 

Asia. Areas of high endemicity as indicated by the weekly frequency were shown in 

the maps following Table IV, the map for 1962 showing also the countries and territories 

in which eradication programmes were either planned or in progress. 

Section 4 dealt mainly with technical aspects. Epidemiological studies were 

necessary in order to learn more about the behaviour of the disease in densely popu- 

lated areas as compared with sparsely populated areas, in different age -groups, and 

in persons in whom immunity had declined. It was also necessary to discover whether 

partially immune persons constituted a reservoir of infection in overcrowded parts of 

the larger cities. Studies were also being made on methods of measuring the level of 

protection of populations against smallpox. Vaccination and revaccination with a 

standard vaccine of high potency were being carried out on random samples of popula- 

tion, to determine the percentage of susceptibles according to age and interval since 

last vaccination. Information would thus be obtained on the optimum intervals for 

revaccination for persons of different ages. 

Laboratory studies were being developed on the levels cf antibodies in the blood 

of vaccinated persons affording protection with highly potent vaccine. The importance 

of production of stable and highly potent vaccines could not be over- emphasized. 
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Recent studies had shown that only vaccines of the highest potency would give satis- 

factory revaccination "take" rates. A vaccine producing a high percentage of "takes" 

in primary vaccinations, but failing partially or completely in revaccination, not 

only doomed a campaign to failure but also gave a false sense of security. 

Comparative trials on results obtained by using jet injectors and multi -pressure 

technique in vaccination were now in progress, and in Liberia such trials were being 

developed by a WHO medical officer. The Organization was also supporting studies on • the production and testing of animal hyperimmune gamma globulin with a view to its 
possible use in prevention and treatment. 

The Organization had supported studies in Madras on the infectiousness of smallpox 

in the early stages of the disease, and on the dissemination of the virus by air. 

An expert committee on smallpox was to be convened in 1964, to advise on the 

epidemiology and prevention of smallpox, to review the research that had been carried 

out, and to evaluate the organization and progress of the eradication programme. 

Section 5 of the report described the procedure adopted by the Organization by 

which donated vaccines were tested before being accepted for distribution. The 

amounts of vaccine received and distributed were shown on pages 19 and 20: it would be 

noted that there would be a shortfall to meet 1963 requirements unless further substan- 

tial donations were received in the near future. 

Part II described the progress in the eradication programme. Table V summarized 

the present state of programmes in the endemic countries: of forty -four countries and 

territories where smallpox was endemic, fourteen were now developing eradication 

programmes or eliminating residual foci, twenty -two had prepared programmes but had not 

yet begun to implement them, and eight had not as yet produced plans for eradication. 

Section B of Part II gave a summary of progress country by country. 
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The Organization, aware of the danger of reintroduction of infection from 

endemic countries conducting eradication programmes, was urging neighbouring 

countries, particularly contiguous ones, to co- ordinate and whenever possible syn- 

chronize their control and eradication programmes. An example was the co- ordination 

of eradication activities in a large area of West Africa comprising Ghana, Guinea, 

Ivory Coast, Liberia, Mali and Upper Volta. At the Fifteenth World Health Assembly 

it had been reported that progress in the smallpox eradication programme had been 

slow, owing mainly to difficulties encountered by the endemic countries in finding . 
sufficient funds for vehicles and refrigeration and other equipment. Eradication 

programmes were still being hampered by lack of resources. The Fifteenth World 

Health Assembly, in its resolution WНА15.53, had invited voluntary contributions in 

cash or kind for the smallpox eradication programme, and in July 1962 the Director - 

General had accordingly issued a circular letter inviting contributions from Member 

States (reproduced as Annex I to Document Alb /Р&В /9). The following Member States 

had offered supplies of vaccine: Switzerland, 2 million doses; Chile, 500 000 doses; 

Italy, 100 000 doses; and the Netherlands, 1 million doses. 

The Organization continued to assist national eradication programmes as far as 

its budgetary resources permitted, but its limited assistance was insufficient to 

accelerate the eradication programme. The assistance provided by the Organization 

consisted of short -term consultants to advise and help national administrations in 

the production of freeze -dried vaccine, and to advise on the organization and 

planning of eradication campaigns and on pilot eradication schemes, medical officers 

to advise and assist in the implementation of eradication programmes, equipment and 

supplies for vaccine production, and a limited amount of transport. 
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The situation, as described in the report, could be summarized as follows: 

while a few countries in the endemic areas had completed their programmes and had 

not reported cases for three years, the majority were still encountering difficulties, 

mainly of a financial nature - transport and other equipment, and supplies, were the 

main requirements; substantial amounts of vaccine were needed in the near future 

in order to complete eradication campaigns now in progress; WHO continued to 

provide within its budgetary limitations advice and support for studies and investi- 

gations on smallpox (in epidemiology and immunology), and, to a limited extent, 

supplies and equipment for the production of freeze -dried vaccine, and transport and 

refrigeration requirements. 

In order to accelerate the global programme, concerted and sustained efforts 

were needed at both national and international levels. 

Professor МUNTENDАМ (Netherlands) had been very impressed by the report on the 

smallpox eradication programme, and recommended that it be printed and distributed 

as widely as possible. It reviewed a problem that should be known to all doctors, 

both public health doctors and clinicians, in developed as well as in developing 

countries. Moreover, it shoul, help to make doctors more world health minded - an 

important task to which WHO should pay more attention. 

In the introduction to the report, it was deduced, on the basis of the epidemics 

of 1951 and 1957 -1958, that 1963 and 1964 might be dangerous years. Had the 

epidemics of 1951 and 1957 taken place in Asia and Africa simultaneously? 

The report made recommendations concerning developing countries, but the 

implementation of those recommendations was dependent on assistance provided by the 
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developed countries. The Organization should use the anxiety felt by the developed 

countries at the possible importation of smallpox in order to urge those governments 

to support the smallpox eradication campaign. 

In order to reduce the risk of secondary cases when smallpox was imported to 

non -endemic areas, various measures were obviously required - for example, the 

vaccination or revaccination of all doctors and nurses in hospitals, and of non- 

medical hospital personnel. WHO should however take advantage of recent happenings 

and analyse the experience of such countries as the United Kingdom, the Federal 

Republic of Germany, and Sweden, in which outbreaks due to imported cases of smallpox 

had recently occurred. It could then make practical, up -to -date recommendations for 

the control of imported smallpox. 

The use of gamma globulin for direct contacts, the construction of modern 

quarantine stations; and isolation and surveillance procedures should be considered, 

and the individual practitioner should be made to realize his great responsibility 

when he saw a case where smallpox might be the diagnosis, however remote the 

possibility. 

A mass vaccination programme covering at least 80 per cent, of a country's 

population (both children and adults), as mentioned in the introduction to the report, 

seemed an unattainable goal for countries where the disease was not endemic. The 

report contained no mention of the very important paediatric aspect of mass vaccina- 

tion in developing countries. In practice, it was impossible to apply in endemic 

areas the contra -indications normally followed in non - endemic areas, but the generl 

health condition of the individual should be considered, and under- nourished infants 

and pre -school children should of course not be included in mass vaccination programmes. 
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It was hoped that WHO would advise countries in endemic areas to include, whenever 

possible, a paediatrician with vaccination experience in national and local 

váccination committees. 

Regarding the potency of the vaccine, it was stated in section 4 of the 

report that a vaccine might produce a high percentage of "takes" in primary vaccina- 

tion, but might fail in revaccination. It was hoped that WHO would bring that 

important observation to the attention of all countries. • He would like to know what kind of local and general reactions in primary 

vaccination were produced in children and adults by highly potent vaccines giving a 

high percentage of "takes" in revaccination. Did those vaccines cause more severe 

reactions, or was there a divergence between immunogenicity on the one hand and 

degree of reaction on the other? 

Professor ZDANOV (Union of Soviet Socialist Republics) recalled that smallpox 

was a disease that the public health authorities were certainly in a position to 

eradicate. During the first half of the last decade, certain progress had been made, • but later the disease appeared to remain stationary or, what was worse, showed a 

tendency to spread in countries where it had previously been eradicated. During 

1962, 140 imported cases had been notified in Europe (in the Federal Republic of 

Germany, Poland, the United Kingdom and Switzerland, and others more recently in the 

Scandinavian countries). As long as endemic areas, still existed, the possibility 

remained that outbreaks would occur in countries where the disease had been 

eradicated: in 1960, for instance, smallpox cases had been imported into the Soviet 

Union from India. 
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The problem of imported cases varied according to the country. There was 

obviously a problem where the population was dense around ports and airports. 

Smallpox was highly endemic in certain countries (during 1960 and 1961, 60 per cent. 

of all cases of smallpox had been registered in 59 endemic countries); in other 

countries, the outbreaks were sporadic; in ethers the only cases were imported. 

In spite of ';he difficulties, where endemicity was high the authorities should be 

urged to adopt national eradication programmes. 

It must be said, however, that WHO was far from having done everything possible. 

Research was still needed into new eradication methods. The prophylaxis at present 

in use was many years old and could certainly be improved. Moreover only a fully 

effective vaccine could produce valid results, and closer consideration should there- 

fore be given to the production and standardization of smallpox vaccines. 

Those were secondary points, however, since means for eradicating smallpox 

existed. Attention must be given to the organizational side, and in that respect co- 

ordination between neighbouring countries could do much to reduce the danger of the 

disease spreading. The map included in the report served as a further reminder that 

smallpox was indeed an international health problem, and that its eradication could be 

achieved only by a combined effort on the part of all countries in the world. 

In conclusion, he would make an urgent request that priority be given to the 

global smallpox eradication programme. It was, perhaps, the only programme that 

could really be completed, and in the foreseeable future. Mass vaccination programmes - 

which did not require exorbitant financial resources - should be started; a clear 

and detailed eradication programme should be drawn up by WHO; and unceasing efforts 

should be made to achieve eradication. The Soviet Union would do all in its power to 

help towards a solution of such an important international health problem. 
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Dr da SILVA TRAVASSOS (Portugal) wished to make a few comments on the excellent 

report before the meeting. The global programme of eradication had been started soon 

after the decision of the Eleventh World Health Assembly in 1958, but the results 

obtained so far could not be considered wholly satisfactory. There remained foci in 

Asia, Africa and South America that were real reservoirs of smallpox and constituted a 

danger not only to neighbouring countries but to the whole world. The present swift 

means of transport made the spread of smallpox from those areas very easy. 

The report pointed out the essentials for a sound plan of eradication and the 

factors that influenced it, e.g. quality of vaccine, techniques used and assessment of 

results. There were of course epidemiological factors. But the summary appeared to 

omit a very important point: the need in some countries for legislation to introduce 

compulsory vaccination, so that suitable age- groups should be systematically vaccinated. 

Another important point that the Committee might consider was the criterion for 

deciding when a country was free from smallpox. He quoted from the report (page 21, 

second paragraph), where it showed the position reached in a number of countries since 

1950, and asked whether a country in which outbreaks were solely due to imported cases 

should be considered free from smallpox. 

In Table V of the report Angola, Mozambique and Portuguese Guinea were included 

among the countries that had not yet reported plans for eradication. Yet on page 27 

it was said cf Angola that "a s„Jtematic vaccination campaign is carried out annually ", 

and on page 52 that a yearly vaccination programme was carried on in Mozambique in 

which thousands of vaccinations were done with the locally- produced vaccine. In fact 

since 1955 the number of vaccinations had been between 1 200 000 and 1 500 000 every 

year. In Portuguese Guinea also an eradication campaign was in progress. 
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He asked whether the heading of Table V meant that only those countries were 

included that had asked WHO for help with their national eradication programmes. 

If so, he wished to declare that his Government considered its health services 

adequate and competent to deal with campaigns against smallpox, which they considered 

to be normal public health work. 

To return to Angola, there had not been a single case of smallpox in that 

territory in the four years before 1962, in which year there had been two imported cases 

followed by a small outbreak in two northern districts. Up to the end of April 1963, 

eighteen cases had been diagnosed. On those facts, he thought that Angola should be 

in the same category as Bolivia, Paraguay and Ceylon, referred to on page 21. In 

these four years mentioned, systematic vaccination had been continued. In Table V 

it should also be mentioned that in Cape Verde, in the islands of Sao Tomé and Principe, 

and in Portuguese Timor and Macao, no cases of smallpox had been reported for many 

years. He would be glad to have that information recorded. Finally he thought that, 

on the map showing the weekly frequency of smallpox in 1962, Angola, Mozambique and 

Portuguese Guinea should be shown as having eradication campaigns in progress; the 

map as it stood was not accurate and might be confusing. 

In conclusion, on behalf of the Portuguese delegation, he congratulated the 

Chairman on his election and for the able manner in which he was presiding over its 

discussions. 

Dr FIGUEROA (Venezuela) recalled that, in the session that morning, in the dis- 

cussion on the report of the Committee on International Quarantine, he had given some 

figures relating to smallpox which showed that in his country no cases of smallpox had 
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been reported since 1946, except for eleven cases in 1962 in a forest district near 

the Brazilian frontier. In spite of the topographical difficulties of that area, 

a vigorous vaccination campaign had been started and had been extended to the whsle 

country by the local health services; since then no further cases had been reported. 

According to the report before the Committee, some 90 per cent. of the cases 

notified in the Americas had occurred in Brazil: 2759 out of a total of 9029. It 

was encouraging to note that Brazil was now about to begin a very intensive smallpox 

eradication campaign. 

. In conclusion, he wished to congratulate the Director- General on the excellent 

report before the Committee. 

The meeting rose at 5.55 p.m. 


