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1. TRIBUTE TO THE LATE EXECUTIVE DIRECTOR OP UNICEF 

The CHAIRMAN said that after the close of the previous meeting he had received 

word of the death of the Executive Director of UNICEF, Mr Maurice Pate, After out-

lining Mr Pate
1

 s distinguished career in relief work, he said how much the members of 

the Board would miss hini, and requested the representative of UNICEF attending the 

sec s ion to convey the condolences to tliat organization and to Mr Pa, be
1

 s family. 

He asked the Board to observe a minute's silence. 

Board stood in silence for one minute. 

Sir Herbert BROADLEY (UNICEF) expressed his appreciation of the Chairman's 

words, which he would certainly convey both to UNICEF and to Mr Pate's family. UNICEF 

would mourn a leader who had inspired affection as well as respect and admiration^ 

who would also be missed in the organizations comprising the United Nations family, 

ard by both the governments and the peoples of the countries which he had tirelessly 

visited. The understanding and common purpose which had grown up between UNICEF and 

WEO was in no small measure due to Mr Pate
1

 s wisdom and personality. His inspiration 

v;o"L.ld stiimilate all his colleagues in UNICEF to strive more earnestly in the cause 

which he had had so much at heart - the welfare of the children in all countries and 

all conditions, throughout the world. 

2. QUALITY CONTROL OF PHARMACEUTICAL PREPARATIONS: Item 2.5 of the Agenda 
(Resolution ША17Л1, paragraph 1; Document EB35/29) 

Dr 工ZMSROV, Assistant Djrector-General, said that the quality control of pharma-

coutical preparations was not a new subject; in fact it had been under consideration 

since tho sovsnth session of the Executive Board in 195L He referred to resolutions 
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EB53-R28 and WHA17.41. Quality control became increasingly important as the years 

went by, because of the large number of new products placed on the market each year 

and the advertising campaigns carried out by manufacturers. Some products were 

exported in their final form while others were exported in bulk as pharmaceutical 

chemicals to be used as raw materials for the preparation of such products. 

Some developing countries were also beginning to manufacture pharmaceutical 

preparations and quality control at the production level by inspection was necessary. 

Testing was also required at a later stage to ascertain the stability of pharmaceutical 

preparations that might suffer from transport and storage, particularly in warm, humid 

climates. 

He outlined the salient points contained in the report, drawing attention to 

section 9, which described the assistance provided by the Organization in supplying 

specifications for the quality control of the more important pharmaceuticals, as 

published in the International Pharmacopoeia, and requirements for a number of 

biological substances. 

The report also suggested that countries develop their laboratory services to 

enable control of pharmaceutical products to be carried out. In that connexion, the 

Director-General had sent a circular letter to Member States on 28 May 1964 requesting 

them to study the possibility of ensuring that pharmaceutical preparations which were 

exported complied with the same requirements for quality control that applied to 

pharmaceutical preparations for domestic use, and also to consider whether testing 

facilities could be made available to importing countries having no such facilities. 
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The CHAIRMAN opened the general discussion. 

••• •••. . : , ,；-. • ..... ..... .. • . ... . • 
Professor MUNTENDAM congratulated the Director-General on the comprehensive 

report before the meeting. The testing of pharmaceutical chemicals referred to in 

paragraph 2 (a) of the report was an essential requisite in manufacturing practice, 

whether the chemicals concerned had been imported or not. 

With regard to paragraph 5 -2 ⑷，whereas a positive statement that a pharmac eut i cal 

preparation exported was still on the home market would have some significance, a 

negative statement would be misleading because of the various factors involved in the 

marketing of a product in a given country. 

Speaking on the report in general, he said that, while it was certainly a step 

¡1. ...... . • . . 

forward, it failed to answer the basic question raised by resolution WHA17.41. What 

was required was some kind of international co-operation through WHO on the quality 

control of pharmaceuticals, for the sake of importing countries. He fully realized 

the difficulties of establishing such international control but there was no doubt 

that the problem was world-wide and required action on the world-wide level. 

He suggested that the Board
f

s report to the Health Assembly on the subject should 
• • • 、：. - . . - , . ；.. 

also cover the need to establish international standards for the quality control of 

products at the time of manufacture, and laboratory quality control of representative 

samples of drugs. Any agreements that could be reached on such standards would be 

most helpful to the developing countries importing pharma с eut i с als and would save them 

from having to depend on their own controls. 
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Dr DALY, after congratulating the Director-General on his report, stressed the 

importance of the subject for countries whose pharmaceutical industry and control 

laboratories were not yet developed. The measures recommended in the report - such 

as testing of pharmaceutical products, inspection of manufacturing plants, certificates 

of guarantee and national control laboratories - were insufficient in view of the great 

needs of developing countries in pharmaceutical products, the multitude of preparations 

available, and the attitude of the medical corps which always insisted on freedom of 

prescription. He therefore favoured Professor Muntendam
f

s proposal and was of the 

opinion that WHO should take more direct action to assist developing countries to 

obtain supplies of high-quality pharmaceutical products. 

Dr EVANG thanked the Director-General for the excellent report, which was a step 

forward, if rather a cautious one. The situation described in section 2 of document 

EB35/29 was chaotic, and no-one reading the document could fail to be shocked by it 

in a century of scientific approach. 

In the case of countries flooding their own populations with drugs that had not 

been submitted to quality control, there was little the Organization could do, unless 

specifically requested, since that was a matter for the national authorities. There 

were border-line cases where the resulting increase in resistance to antibiotic drugs 

might be harmful to neighbouring countries . From the international point of view, 

however, where drugs were imported and exported, it was the task of WHO to attempt to 

remody the deplorable situation which had developed• The Expert Committee on 

Addiction-Producing Drugs had stressed the severity of the problem in its report. 

That committee had found it unpractical and confusing to distinguish between addiction-

producing and habit-forming drugs and had suggested reverting to the more general term 

tT

 dependence-producing drugs". Unfortunately the number of such drugs was increasing 

all the time. 
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He fully supported the point of view expressed by Professor Muntendam. The 

report contained in document EB35/29, while an excellent paper, was passive in 

character and contained no indication of future steps to be taken. He wondered 

whether the time had not come for WHO seriously to consider the establishment of a 

third set of health regulations, on the lines of the quarantine regulations, covering 

the quality control of drugs on the international market. With regard to current 

legislation, unfortunately other countries had not followed the lead of the United 

States of America where registration of pharmaceutical preparations had to be 

accompanied by a clear statement of side-effects, every possible toxic effect, and all 

contra-indications. Clearly it was the task of WHO to ensure that the medical pro-

fession and those associated with it were made fully aware of the negative as well as 

the positive aspects of the pharmaceutical preparations placed in their hands, 

particularly as that problem was the subject of increasing concern the world over. 

Professor â)ANOV also noted that document EBJ5/29 represented a certain progress 

but, like previous speakers, he could have wished that progress to be greater. There 

had been animated discussions at the Board and the Health Assembly, both on ths 

for intensified screening of drugs for harmful side-effects, and on the concern of 

certain countries that there should be some quality control of the drugs that they 

imported. 

The report before the meeting indicated that it was desirable, not only that there 

should be quality control in the country of manufacture, but also that the importing 

country should be able to use the laboratory facilities of the exporting country for 

its own testing. That was important - but it was even more important to ensure that 

positive measures were taken to ensure for example that the importing countries knew 

what laboratories were available, under what conditions quality control would be 

carried out, what legislation was in force in the exporting country, etc. 
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A first step would be for the Organization to set up a network of laboratories to 

collaborate with it in ensuring quality control. The situation was complicated by the 

fact that in some countries, e .g. the United States of America, in addition to quality 

control by the Government, testing was also carried out by private laboratories which 

had no official status• WHO, however, had considerable experience of international 

reference centres, and the Organization's prestige would, he thought, ensure the willing 

collaboration of laboratories. Once the network was established, the importing 

countries could be invited to send their pharmaceutical products to a laboratory in the 

exporting country, in the assurance that a satisfactory quality control would be carried 

out. 

Dr E1-B0RAI, after congratulating the Director-General and his staff on the 

comprehensive report prepared^ favoured the three programmes outlined at the conclusion 

on page 10 of ЕБ35/29 and suggested that legislation should be enforced in all countries 

to avoid relaxation of any regulations. In the case of prohibition of importation of 

a drug because it did not comply with the standards in force^ tedious negotiations might 

take place between the manufacturers, claiming that their reputation had been 

prejudiced by WHO; perhaps the Director-General could suggest a way by which that might 

be avoided. 

He fully supported the views of Professor Muntendam that WHO should draw up 

acceptable standards for the safety and efficacy of pharmaceutical preparations. Study-

groups should be set up to examine the toxicity of drugs, and international procedures 

should gradually be developed. The collaboration of pharmaceutical manufacturers was 

essential, because it was easier for tests to be carried out at the time of manufacture 
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than later. National laboratories should also exercise similar controls at a later 

stage. Thorough study should be made of the side-effects of pharmaceutical preparations 

since a drug that was a specified remedy for a dangerous disease might be used in spite 

of side-effects
5
 whereas it would be unwise to use it for a minor illness. 

Professor GERIC recalled that the policy of WHO was set forth in various 

resolutions adopted following thorough discussion of the matter. He would be grateful 

for information as to the number of national laboratories for physico-chemical and 

biological control of the quality of pharmaceutical preparations established with the 

assistance of WHO, and referred to the first sentence in section 9 on page 8 of the 

document. He wondered how many of them, in regions such as Africa, South Asia and 

South America, were at present in a position to carry out a quality control of 

pharmaceutical preparations, thus enabling regional networks to be set up within a 

reasonable period. 

He referred to the number of documents, resolutions and recommendations of the 

Health Assembly and Executive Board on the subject of the control of pharmaceutical 

preparations and fully supported Professor Muntendam and Dr Evang that international 

regulations on the subject should be drawn up, on the lines of the Single Convention on 

Narcotic Drugs. By acceptance of such a convention, the manufacturing countries would 

accept obligations with regard to the quality of the drugs they produced for the 

domestic market and export. International legislation on the quality control of 

pharmaceutical preparations would be of great importance not only for the importing but 

also for the exporting countries. In any case concrete action on the lines put 

forward by the various speakers was certainly* necessary. 
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Sir George GODBER said that document EB35/29 was a useful interim report but did 

not constitute the final word on the subject. The problem was not so much to arrange 

for the screening of new drugs appearing on the market but more to control the quality 

of pharmaceutical preparations already on sale. If WHO were to frame very rigid 

regulations on the quality control of such preparations, it might severely hamper the 

pharmaceutical industry. Moreover, compliance with very strict regulations would be 

extremely time-consuming, and that might mean that the drugs examined would have ceased 

to be useful by the time they had been approved. 

Legislation in a great шалу countries, including his own, was not as yet in a 

position to make the control of drugs in the course of distribution as effective as it 

might be. Future legislation mighty however, achieve standardization of pharmaceutical 

preparations, as had been done for biological products, which were more suitable for 

batch standardization; pharmaceutical preparations
 s
 on the other、h"and, required a 

running check on the chemical substances of which they were constituted. It was not 

possible to get guarantees from producing countries that a given drug would be of a 

certain potency when used. Drugs were not always of the same strength and changes 

occurred during storage, so there must be a check carried out in the country where 

V 

they were to be used. The suggestion of Professor Zdanov to use a network of 

laboratories for that type of checking could well be a move in the right direction. 

The first and most important check should be carried out in the country where the drug 

was manufactured, and another check should be made in the country to which the drug 

was then exported; subsequent checks should then be carried out periodically while 
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the drug was in use. Naturally it would take time before a satisfactory system could 

be devised and put into operation. In the meantime the Report could be looked upon 

as a step towards a solution but not as a solution in itself. 

Dr ALAN associated himself with previous speakers in expressing thanks and 

congratulations to the Di re с t or-Gene ral for the document. 

There were two categories of countries involved: some produced drugs and others 

were consumers and importers of those preparations• Certain of the producing 

countries exercised some form of control but some carried out no control at all; 

likewise, among the importing countries, some were able to check the quality of drugs 

imported, but in a great many countries that was not feasible. Consequently a M u t 

two-thirds of the world population had no guarantee as to the quality of the drugs 

they were receiving. The problem was worldwide and required immediate attention. 

WHO was the most suitable organization for taking the necessary action. Not only 

were long-term measures required but, in view of the urgency of the problem, some 

short-term solution should also be found• As pointed out by previous speakers, 

international legislation could be a long-term solution; national standards could be 

established concerning the quality of drugs and methods for analysis of pharmaceutical 

products could be laid down, but there again, that was a long-term measure. Dr Evang 

had suggested international regulations for drugs. There were already international 

sanitary regulations for quarantinable diseases and all countries were able to enforce 

them by medical examinations, compulsory vaccination^ and so on; but even if such 

regulations existed in regard to pharmaceutical products, a great many countries would 

be unable to apply them because they would not have the means for carrying out the 

necessary tests on pharmaceutical preparations. 
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The suggestion put forward by Professor Zdanov and supported by Sir George Godber 

was an interesting one and might provide a solution for the problem within the 

foreseeable future. It might be possible to use some well-known international 

laboratories to ensure the proper quality of pharmac eut i с al preparations entering the 

importing countries. WHO should assume responsibility in that field and try to find 

a solution to the problem, which was increasingly serious. 

Dr EVANG, in reply to Dr Alan, said that he had been referring to Article 21(d) 

of the WHO Constitution. Perhaps it had caused confusion because he had used the 

word "quarantine” in connexion with the regulations he would like to see established 

for the quality control of pharmaceutical preparations. Article 21(d) clearly called 

for standards to be established with respect to the safety, purity and potency of 

drugs moving in international commerce. His feeling was shared by many members of 

the Board that WHO should consider taking steps to establish such regulations, as was 

indicated in the Constitution itself. 

The whole problem was very complex; as Sir George Godber had. said, even when a 

drug had been duly accepted and registered, it might deteriorate over a certain period 

of use and would certainly not be acceptable for ever. Most drugs became out of 

date and were superseded by new drugs long before they had managed to cure the disease 

for which they had been invented; with a very few exceptions，drugs had a 

relatively short life. In his opinion, either under Article 21 or by means of some 

other procedure, an international convention or regulations should be established 

under the sponsorship of WHO. Such international regulations could be devised 

without unduly hampering the manufacturers of pharmaceutical preparations. Many 
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countries of the world would undoubtedly be glad to co-operate in ьоше form of 

international legislation^ since the present state of chaos was extremely undesirable 

from every point of view. .At present the more conscientious producers were at a 

disadvantage compared with those who were less so; it would therefore be in the 

best interests of the pharmaceutical industry if WHO could introduce international 

regulations to control the quality of all pharmaceutical preparations. 

Dr DOLO said that at present the importing countries, which were in the majority, 

were compelled to conform to the legislation of the producing countries; they were 

exposed to the pressure of new drugs which suddenly appeared on the market^ and some 

order should certainly be established. 

Before speaking of international quality control, it was absolutely essential 

to establish some international standards. At present each exporting or producing 

country had its own standards and laws but there did not seem to be any standards at “ 

the international level which could guarantee that a given drug had been checked and 

found to be safe. Por that reason he supported Dr Evang
1

s proposal. That solution 

w o u l d b e a l o n g - " t e r m o n e y b u t i"b w a s e s s e n t i a l t o e s " b 8 , b l i s h . i n * b e r n a . " t i o n a l s"fcand.a.3?d.s 

before beginning to consider any form of international control» 

The three solutions proposed on page 10 of the document were not suitable for 

the importing countries. Most of them had limited financial resources and they 

could often not envisage establishing even one national laboratory. There were also 

difficulties involved in sending drugs for checking to another country where laboratory 

facilities existed - especially in the African Region, where atmospheric and climatic 

conditions were likely to have deleterious effects on the drugs being transported. 

If the drugs were sent to a laboratory in the exporting country, guarantees as to 

their safety would be less sure. 
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The problem therefore required more extensive study and, on that basis， WHO 

could produce an effective plan for the control of pharmaceutical preparations, 

which would do a great deal towards reassuring the importing countries. 

Dr GUNARATNE thanked the Director-General for the interesting document. He 

wished to bring to the attention of the Board the point of view of the developing 

countries, which were encountering many difficulties as they were importers of 

pharmaceutical preparations. As had been suggested, importing countries should 

use their national laboratories to carry out control of imported drugs^ but unfor-

tunately most of the developing countries did not have laboratories that could carry 

out quality control; they therefore had to depend on certificates of quality issued 

by the exporting country or by some supervising organization. 

Dr Evang had quoted passages on page 2 of the document to the effect that a 

pharmaceutical preparation made in an exporting country would often have, as the 

active drug or drugs, pharmaceutical chemicals produced in another country, without 

the manufacturer in the exporting country having sufficient knowledge of what testing 

had been carried out on those chemicals. Furthermore, some countries imported 

drugs wholesale and then for some reason exported those drugs. The situation was 

thus even worse than was stated in the document. 

Reliance on the certificate of quality issued by the exporting country raised 

a very serious problem: most of the developing countries - and he could speak for 

his own - that wanted to import drugs operated on the tender system because they 

were obliged to look for the cheapest drug on the market. Many countries submitted 

tenders for the same drug, and the developing country had not only to consider which 

source was the cheapest, but also whether that source could provide a certificate 

of quality. 
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In view of all those difficulties^ he would suggest that, instead of having a 

certificate of quality issued by the country exporting the drug, an international 

- 、 к 广 . . . ： . ... • :. . , . • . . . . . —— 

certificate of quality should be devised and sponsored, by WHO. The importing 

countries would have far more security regarding the safety, purity and potency of 

drugs if they could rely on an international certificate rather than a national 

certificate as at present. 

Dr SUBANDRIO expressed her appreciation of the document and considered that it 

constituted a step forward in comparison with documents on the same subject that had 

been prepared for earlier meetings of the Executive Board• 

The underlying idea in controlling drugs was to ensure protection for the 

peoples of the world, about two-thirds of whom lived in countries that had to import 

drugs. It might be a solution if a resolution could be adopted to the effect that 

some kind of certificate must be given to guarantee the quality of drugs supplied 

by the exporting country. Such a method of certification would not be 100 per cent, 

satisfactory, and it might not even be 100 per cent, possible; nevertheless some 

protection would be given. 

A suggestion had been put forward that the importing countries themselves should 

arrange for the examination of imported drugs in laboratories established in their 

own countries
 e
 That was an excellent idea but many of those importing countries 

were also developing countries and they could not set up appropriate laboratories in 

a short space of time; meanwhile their peoples were needing drugs very urgently. 

Perhaps there could be some form of international co-operation, such as an inter-

national or regional conference on the subject. Such a conference could be attended 

by all countries that would like to participate in establishing a co-ordinated method 
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for the control of d r ^ s in every country； co-operation could consist in establishing 

laboratories to examine the quality of imported drugs. Perhaps WHO could encourage 

the convening of a conference to undertake a study of how drugs could best be 

examined, since that was a vital matter for the importing countries. 

Another excellent idea that bad been suggested during the discussion was the 

issuance of international certificates guaranteeing the quality of drugs. Such 

certification would not unduly restrict the action of manufacturers, since respec-

table manufacturers who maintained proper standards could always obtain such an 

international certificate without difficulty; in fact, the system would probably 

be to the advantage of their export drive. 

Dr E I r B O M I warmly supported the proposal put forward by Dr Evang for some 

kind of international regulations under the auspices of WHO, He would suggest 

that the Executive Board should submit a resolution to that effect 1 the Eighteenth 

World Health Assembly. 

Г»г EVANG said that he had been referring to resolution EB8.R40 of the Executive 

Board at its eighth session; he quoted paragraph 3 of the operative part. At that 

time, 1951, the Executive Board had been of the opinion that the International 

Pharmacopoeia should be embodied in international regulations but the following 

meeting of the Board in 1952 had reversed that decision, as could be seen from 

resolution EB9.R95. Owing to the termination of the Brussels Agreements of I906 

and I929 (referred to in the second paragraph of the preamble to that resolution), 

the International Pharmacopoeia had been retained as a re commendation by the World 

Health Assembly. 
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It was now open to the Executive Board to revise the decision taken at its 

ninth session and ask the Eighteenth World Health Assembly to make the International 
r 

Pharmacopoeia the subject of a third set of health regulations. All countries, 

whether exporting or importing, would then be absolutely sure that no drug could 

be produced unless it had been properly tested in accordance with the provisions of 

the International Pharmacopoeia； that would provide sufficient security if such a 

procedure were acceptable to Member States. 

Dr DALY said that, after reading the text of resolutions EB8.R40 and EB9.R95, 

he had the impression that they related to two different things. Resolution 

EB8.R40 referred to the International Pharmacopoeia whereas resolution EB9.R95 

referred to "potent drugs"• 

The DEPUTY DIRECTOR-GENERAL said that Dr Daly was quite right in his assumption; 

resolution EB8.R40 dealt exclusively with the problem of whether or not the Inter-

national Pharmacopoeia (then in its first edition) should become a set of regulations 

based on the Constitution, whereas resolution EB9.R95 referred especially to "potent 

drugs", since it was based on the Brussels Agreements, which had been terminated. 

However, as Dr Evang had said, in the second preambular paragraph of resolution 

EB9.R95 the Executive Board had reversed its decision to recommend to the Assembly 

that the International Pharmacopoeia be embodied in international regulations, 

considering that it would be sufficient for it to retain the character of a simple 

recommendation conferred on it by the Third World Health Assembly. 
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Dr Evang
1

 s statement was perfectly correct, but some confusion had arisen 

because the resolution spoke of the Agreements known as the Brussels Agreements for 

the Unification of Ph钗raacopoeial Formulas for Potent Drugs (in French, "medicaments 

héroïques")； but they were already obsolete since the International Pharmacopoeia 

applied to all drugs and not only to "potent" drugs• 

Mr BLANC (Pharmaceuticals) said that the Director-General
1

 s report (document 

EB35/29) was an attempt to elucidate the very complex situation concerning pharma-

ceutical preparations that were exported as raw material for the manufacture of semi-

finished forms, preparations in bulk to be packed in the importing country, and 

specialities packed ready for use. The quality control of the different stages of 

preparation of a finished product packed ready for dispensing to the patient had to 

be carried out by the manufacturer, and the quality of a pharmaceutical preparation 

depended on the quality of manufacture at all stages and on the excellence of the 

quality control at all stages. 

The quality must be checked at all stages of manufacture, and they might be 

numerous; that applied also to raw materials coming from the manufacturer himself, 

from other manufacturers in the country, or from other countries and entering into 

the manufacture of the finished product. The control at the time of manufacture was 

therefore of the utmost importance, as it might be the only safe criterion for the 

quality of packed products placed on the market. 

As had been explained at previous discussions among WHO specialists on tne 

quality control of pharmaceutical preparations in the various countries, it was very 

important to ascertain whether each manufacturer was able to exercise an adequate 
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control over every batch of all preparations he offered for sale, in order that the 

pubiio
:

 and thè medical and pharmaceutical professions should have adequate protection 

in respect of the safety
;

and usefulness of the products offered; that had been 

: 1 

brought out in the report of a study group held in Geneva on the subject. Another 

technical meeting of specialists on the quality control of pharmaceutical preparations, 

held under the auspices of the WHO Regional Office for Europe in 1961, had come ^o the 

same conclusions. It was expected that further discussions of specialists would be 

held at regional level to deal with the subject, with a view to unifying efforts to 

bring into effect the necessary arrangements for quality control• 

One difficulty arose because countries had different legislatioruand^rôgulôtitos、 

for quality control, whether for imported drugs or for drugs legally manufactured in 

the country. More important still was the fact that pharmaceutical preparations on 

the market in different countries were often different and could not be easily compared 

so that it was difficult to reach a satisfactory solution by means of certification of 

quality by the exporting country. Discussions held at the international level under 

the auspices of WHO would assist legislators and specialists on quality control of 

drugs to unify their efforts to harmonize the preparations in the different countries, 

with a view to introducing common facilities for quality control• 

1

 Wld Hlth Org, techn. Rep. S e r” 1957，1)8，26-27. 
• . ；• .. ； • . - • - . • ：：" 

2

 Wld Hlth Org, techn. Rep. Ser., 1962, 249, 24-26. 
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The report described the.arrangements that were possible when certification was 

not fully satisfactory:, and also indicated the different possibilities for exporting 

countries to have samples of drugs examined by an authority in the exporting country, 

either a private or a national laboratory,•or by a laboratory in another country、 

WHO already supplied information to any country requesting it concerning laboratories 

where such quality control could be effected. Other possibilities existed in the 

country itself., where in many oases there were faculties of medicine, pharmacy or 

sciences or national biological laboratories that could undertake satisfactory quality 

control of certain drugs: when tenders were obtained by a government on a finished ‘ 

pharmaceutical preparation or raw material， it would be possible for the institute or 

faculty to give the-resuits of analyses and indicate whether the preparation was 

satisfactory, in which case the lowest bid could be accepted, provided it had the 

required quality,‘ 

Specifications had been prepared Ъу ШО. and -were contained in the International 

Pharmacopoeia, which had first been published in 1951-1952 and now consisted of three 

volumes, which could provide a basis for unifying specifications in the different 

countries. The recommendations of WHO on the use of those specifications at the 

national level, whenever they were found acceptable by the authorities dealing with 

quality control, had given good results and they provided a good basis for the estab-

lishment of national specifications• The second edition of the International 

..• .、
 -

.. ‘ ... ‘ i • • - .... 

Pharmacopoeia, soon to be published, should give a very complete set of specifications 

for quality control in respect of about 85-90 per cent, of the modern pharmaceutical 

substances now on the market, singly and in different mixtures and dosages, in finished 

packings or otherwise. 
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Another difficulty in establishing quality certificates at the national level 

would be the fact that countries would have to change their national legislation in 

many instances• When a manufacturer received an order from an importing country 

for a certain drug in finished packaged form厂and the same preparation was not on 

the market in his own country (except in a different mixture or dosages)， then it 

could not be considered a product offered for sale in his own country and consequently 

could not necessarily be certified by the exporting country. Moreover specifications 

for pharmaceutical substances in the importing country might be different from those 

in the exporting country, so that it was difficult for an exporting country to give a 

certificate• 

The foregoing was an attempt to answer the questions, suggestions and construc-

tive criticism that had been made by members of the Board in the course of discussion. 

The clinical and pharmacological evaluation of drugs had been dealt with separately by 

Ш0, and was described in resolution WHA1709； the recommendations embodied in that 

resolution were currently being executed by the Director-General. 

The CHAIRMAN suggested postponement of further discussion until a small drafting 

group had produced a text for consideration-

V 

Decision: A drafting group was set up consisting of Dr Evang, Professor Zdanov； 
Sir George Godber, Dr Alan, Dr Gunaratne and Professor Muntendam. 

(For ccnsideration of report of working group, see minutes of the sixth meeting, 

section 5)• 
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INTERNATIONAL STANDARDS AND UNITS FOR BIOLOGICAL SUBSTANCES: Item 2.6 of %he 
Agenda (Articles 2(u), 21(d) and (e) and 23 of the Constitution; Resolution 

WHA3.8; - Document EBJ5/2) 

The DEPUTY DIRECTOR-GENERAL said that the action the Board was invited to take 

under item 2»6 conformed to a wish expressed at the first meeting in connexion with 

V 

the report by the Expert Committee on Biological Standardization, by Professor Zdanov 

and others, namely that it was important to ensure that internati onal standards and 

units for biological substances were not only established but actually applied both 

in WHO'S programmes and by Member States• 

The purpose of the Director-General
f

s report on the subject (document ЕВ35/2) 

was to confer a formal character^ by way of WHO recommendations， on the standards and 

units established by the Expert Committee on Biological Standardization, During 

recent years those standards had been brought to the attention of the Member States 
» - • 

through the reports of expert committees，which were widely circulated and were 

accepted in scientific circles as a firm foundation for standardization at the country 

level but without any legal standing• Indeed, as tha Board knew, the reports- of expert 

committees carried a note stating that they contained the collective views of an 

international group of experts and did not necessarily represent the decisions or the 

stated policy of WHO. There was certainly some inconsistency between the fact that 

WHO was actively engaged in promoting inte m a t i onal standards and units for biological 

substances and that note. 

There was an Article in the Constitution • Article 21 - already mentioned by 

Dr Evang in the course of the meeting, empowering the Organization to adopt regulations^ 

but there was no question of doing that in the present instance• However^ Article 25 

did oonfer upon the Health Assembly the authority to make recommendations to Members 



EB35/Min/3 Rev.l • 104 -

with respect to any matter within the competence of the Organization, and it was in 

view of that provision that the Third World Health Assembly - which had shown a 

special interest in problems of pharmacological and biological standardization - had 

adopted resolution WHA3.8 recommending that Member States recognize officially the 

thirty-seven international standard preparations and units listed in the resolution. 

Owing to an omission, difficult to explain, the Secretariat had not submitted at 

regular intervals a similar resolution to the Health Assembly. It accordingly 

presented a suggested draft in document EBJ5/2 (pages 6-9) on the lines of the previous 

one, which the Executive Board might wish to recommend for adoption by the Health 

Assembly. It would invite or recommend Members to recognize officially the inter-

national standards and units enumerated in the list and that they be introduced into 

tha national pharmacopoeias. Such action would meet the concern expressed at the 

first meeting during the discussion on item 2.3, and would entail the Director-General 

being invited to inquire periodically from Members regarding the use being made of 

international standards in their countries, which would be consistent with the spirit 

of Article 62 of the Constitution. 

He could say at once without waiting for the replies that the standards were 

already being widely used, as each year thousands of requests for international 

standards were received from national laboratories for purposes of national 

standardization. Nevertheless it would be useful to obtain more precise information 

on the subject. 

Regarding the list contained in the suggested draft resolution, he said that some 

of the standards had already been included in resolution WHAJ.8, some had been replaced, 

and a few had been abandoned. Thus, the new list would cancel and replace that of the 

previous resolution and would bring the matter up to date as of the beginning of 19б5. 
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In the future the Secretariat would recommend, once the number of new standards justi-

. - •• ‘ • • . . . . . . . . ； • • •• ,••‘ ?‘-+• . ’ ‘ . .. ••• 

fied it, that from time to time the Board should invite the Health Assembly to establish 

supplementary lists. 

Professor ZDANOV commended the Director-General on a good piece of work and 

expressed support for the suggested draft resolution. He hoped that in future the list 

would be revised at more frequent intervals. 

Dr EL-BORAI, referring to the recommendation contained in resolution said 

that biological products, such as vaccines, therapeutic sera, toxoids^ hormones and 

others, were unique amongst pharmaceutical products. Most of them were produced by 

using pathogenic organisms and consequently special techniques and laboratory facilities 

were required for their production and special care in handling. The preparations had 

played an important role in improving health in prevention, diagnosis and treatment, and 

were now being regarded as essential. That being the case, that they should be accepted 

was of prime importance to those concerned with their effective use for the benefit of 

the community and to those responsible for determining their continued efficacy and 

safety. The latter could not be achieved solely by chemical and physical means, as WHO, 

having inherited the health functions of the League of Nations, was aware. Many 

countries Jiad e s tablished national control departments for biological products and had 

been greatly assisted by the international regulations fixed by WHO, since they would 

enable manufacturers throughout the world to achieve an acceptable level of quality. 

The number of international standards now in existence was far greater than in 

1950 when resolution WHA3-8 had been adopted. That resolution liad proved valuable and 

he therefore supported the proposed draft in the Director-General
1

 s report; he would 

prefer, however, the word "products" to be substituted for the word "substances". 
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Dr KAREPA-SMART asked what was the meaning of the expression "second standard" 

and "third standard" which appeared in parentheses against certain items in the list 

contained in the proposed draft resolution. 

The DEPUTY DIRECTOR-GENERAL replied that once the quantity standardized had 

been exhausted another was prepared and was designated as the second or third 

standard, as the case might be. 

The CHAIRMAN submitted to the Board the draft resolution contained in the 

Director-General
1

 s report (document ЕЦ55/2, page 6), in which the Board proposed for 

adoption by the Health Assembly a resolution recommending inter alia that Member 

States recognize officially the international standards and units enumerated in that 

resolution. 

Decision: The draft resolution was adopted.工 

4 . DEVELOPMENT OP THE MALARIA ERADICATIOÍ PROGRAMME: Item 2.8 of the Agenda 
(Resolution WHA17.22; Document EB)5/l2 and Corr.l) 

Dr KAUL, Assistant Director-General, introducing item 2.8, said that the global 

eradication programme continued to pursue its objective. Chapter 1 of the report on 

the development of the malaria eradication programme (document EB55/12 and Corr.l) 

was devoted to general progress and indicated that during 1964 the number of people 

living in areas where transmission of malaria had stopped or final eradication of the 

disease had been achieved had increased by over 115 million compared with 1965-

1

 Resolution EB35-R9. 
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The malarious areas of the world could be classified into three categories• 

First， those very large areas where the vector was amenable to residual insecticide 

attack, and where suitable administrative facilities existed. That first category 

covered approximately 72 per cent, of the population living in the originally malarious 

areas. The second covered those areas where insecticides alone had proved unable to 

interrupt transmission due to technical problems, and amounted to about 1 per cent. 

Those problem areas required a concentrated effort by the governments concerned, not 

only to establish the nature cf the causative factors but also to provide reserves 

of staff and resources to implement remedial measures, In some instances where 

technical difficulties had arisen, vital additional financial provision for supple-

mentary attack measures, which might v/ell have resolved the problem had they been 

applied rapidly, had been lacking. The third category included the countries and 

arean where existing administrativo facilities were not sufficiently developed for 

eradication programmes to be immediately initiated. It contained the remaining 

27 per cent• and would advance on the road to eradication according to the availability 

of staff and resources for extending the health services. 

The population in the maintenance phase was 28.6 per cent. higher than in 1963： 

advances in that phase had been recorded in all regions where eradication programmes 

were in progress. Two further countries, Hungary and Spain, had been entered on the 
,。

：
 ：• • . • 

official register of areas where malaria eradication had been achieved. Table 1 in 

the report showed that the population of areas in the maintenance and consolidation 

phases freed from the risk of endemic malaria now amounted to 8l3 million, or 5^.5 per 

cent, of the population of the originally malarious areas of the world. The popula-

tion of areas where eradication programmes had not yet started showed a decrease of 
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13.7 million compared with 1963. It was significant that the population not yet 

covered by malaria eradication programmes had "been reduced in spite of the natural 

increase in population. That population of 383 million included 80 million people 

from countries where the programme was being conducted by stages and 170 million 

living in countries where twenty-three pre-eradication programmes were being under-

taken . At the end of 1964 ten further pre ra di с at i on programmes, covering a 

population of 30 million, were under negotiation or awaiting the assignment of WHO 

staff following the signature of the plan of operations. 

¿Although the world-wide eradication programme had been outstandingly successful 

in many areas, obstacles were not unexpectedly being encountered in some areas in 

pursuing the programme. In many instances, they were due to operational factors 

such as inadequate financial and personnel support and the low priority given to 

programmes, or to political instability and insecurity. But in other cases there 

were technical factors which, by reducing the effectiveness of residual insecticides 

in interrupting transmission, had delayed progress. 

The population in areas with technical problems amounted to about 1 per cent. 

of the total population covered by malaria eradication operations. Those areas had, 

however, attracted a great deal of attention because they had upset the programme 

phasing and had resulted in unexpected expenditure for the governments and the 

assisting agencies. 

Chapter 2 of the document dealt with operational aspects in eradication 

programmes, and pre-eradication programmes. In planning programmes there was often 

evidence of a considerable lack of realism in relation to the time factors involved 

in efficient programme management: for example, before a plan of action for a particular 
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period of time had been accepted by all the government ministries involved, the 

period covered by the plan might have already elapsed. Consequently, the 

effectiveness of forward planning and management of the material and manpower 

facilities were seriously limited. In a programme involving biological factors 

man, the mosquito and the parasite - planning should allow sufficient flexibility to 

be able to absorb the delays which might arise, before attack measures become fully 

effective. 

Much attention has been paid to the necessity for the full participation of • 

public health services in malaria eradication programmes• A number of meetings 

on the subject had been held during the year by the Organization and at country 

level. 

In surveillance operations, which formed an essential part of the later stages 

of the attack phase and were the sole activity after the withdrawal of spraying, 

insufficient development of passive case detection had been observed in certain 

programmes； however, improvement had been noted during the past year in the coverage 

obtained in a number of countries. There had also been an improvement in the 

epidemiological investigation of positive cases reported, but still more effort was 

required. The eleventh report of the Expert Committee on malaria, which had been 

dealt with under item 2.5, had drawn attention to the need for the complete 

integration of entomological activities with the over-all epidemiological evaluation 

throughout all phases of the programme• 
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When planning new pre-eradication programmes, it could be said that it was never 

premature to implement them in a malarious country: it was the essential and logical 

first step in any country whose general administrative and health services had not yet 

reached a level that would enable it to undertake an eradication programme• A 

pre-eradication programme could be tailored to meet the needs of any local situation 

and to suit the resources in each case. It might in some instances be completed 

within two years or so, if the health and malaria services had only a few lacunae to 

fill, but in others it might take a much longer period. In pre-eradication programmes 

already in operation the development of the health infrastructure had been in general 

slower than had been hoped, though in a number of cases sound comprehensive plans to 

that end had been elaborated, and a start had been made on the training or re-training 

of personnel to staff the health posts. 

Chapter ) of the report dealt with the registration of areas where malaria had 

been eradicated. The Organization maintained two registers of areas of the world free 

from malaria: the official register of areas where malaria eradication had been 

achieved, and a supplementary list of countries or areas where malaria had never 

existed or had disappeared without specific measures. Those two registers were 

reproduced twice yearly in the Weekly Epidemiological Record. 

Chapter 4 was concerned with the protection of areas freed from malaria. The 

maintenance of malaria eradication in any country was the responsibility of the 

national health service of the country concerned. The prevention of the re introduction 

of malaria had become increasingly important with the increase in the number of areas 

now freed from the disease• As malaria ceased to be an epidemic disease in many 

countries, medical officers began to forget the disease as a possible diagnosis. On 



- I l l - ЕВ35/№тЛ-Rev.l 

the individual plane that could and did result in fatalities from time to time. On 

the public health plane, the misdiagnosis of what was actually malaria could result 

in a resumption of transmission. It was therefore necessary not only constantly to 

remind the national health services of that danger, but it was also essential that 

the medical profession as a whole should be aware of malaria as a disease entity. 

For that reason, all schools of medicine and public health must continue to give due 

attention to adequate teaching on both the clinical and public health aspects of 

malaria, and emphasis should be placed particularly on the importance of blood 

examinations in all cases of fever not obviously due to causes other than malaria. 

Chapter 5 dealt with problems in malaria eradication and the approach to their 

solution. The Seventeenth World Health Assembly had drawn attention to the so-called 

problem areas and had urged that intensive studies of the factors responsible should 

be undertaken. Those were areas where a combination of the different methods of 

attack available would need to be employed, at an additional cost to the programme. 

The general causative factors of problem areas were due to man, the vector and the 

parasite; of these the mosquito factor was by far the most important. The 

comprehensive list of those causative factors and the methodology for studying them 

were given in the tenth report of the Expert Committee on Malaria, and the entomological 

methods of investigating problem areas were considered further in the eleventh report• 

The problem of drug resistance to malaria parasites, which so far had not 

hampered the progress of malaria eradication programmes, could if it spread have 

repercussions on programmes, particularly in their final stages where reliance was 

to a great extent placed on chemotherapy. Experience so far had shown that there were 

far more reports of drug resistance than actually proved instances of resistance. 
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The Scientific Group on Drug Resistance of Malaria Parasites, which had met in Geneva 

in Octpber 196杯，had defined drug resistance and had developed a standard methodology 

for undertaking investigations in instances of suspected drug resistance. 

Both the resistance of vector mosquitos to insecticides, and the behaviour 

responses of the vector which rendered the insecticide ineffective, could be the 

cause of failure to interrupt transmission. The early recognition of those vector 

reactions was of great importance to enable alternative attack measures to be 

instituted. 

During the year there had been little change in the number of species of 

mosquito resistant to insecticides, though one further vector, A. funestus, had been 

found to be resistant to dieldrin in a few areas in Africa. 

Chapter 6 dealt with the promotion of technical methodology and procedures. In 

order to carry out its role of technical leadership in malaria eradication, the. 

Organization provided the means by which technical policies, methodology and procedures 

could be reviewed at frequent intervals. That was done primarily through meetings of 

expert committees and study groups, Malaria conferences and technical meetings served 

a multiple purpose. They provided a platform through which new policies and concepts 

could be disseminated and their application discussed and a forum in which experiences 

could be shared and problems and their solutions studied. In addition, technical 

information and advice were furnished through the preparation and distribution of 

technical literature both printed and mimeographed, as well as through the services 

of the Organization
1

s technical staff. 

During the year, in addition to the meetings of the Expert Committee on Malaria, 

and the Scientific Group on Drug Resistance of Malaria Parasites, an inter-regional 

malaria conference had been held in Tripoli, Libya, from 28 November to 5 December. 
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Chapter 7 dealt with research、 The general policy of the Organization in the 

matter of malaria research was to give priority to problems which had a direct and 

almost immediate bearing on malaria eradication. During 1964, thirty-seven research 

projects had been assisted by the Organization in twenty-six countries. Those 

projects included ten on the parasitology of malaria, four on epidemiology, six on 

immunology, eight on chemotherapy, and nine on entomology. Amongst the types of 

projects being given high priority were those concerned with the development and 

evaluation of new potential antimalarial drugs, studies of immunology, of simian and 

rodent malaria, improved methods of blood examination, studies of the behaviour» of 

malaria vectors as regards insecticides, and possibilities of biological control of 

vectors• 

Chapter 8 was concerned with insecticide field trials. Two such trials were 

being carried out with organo-phosphorus insecticides, one on malathion in Uganda and 

one with a code-named product 0MS-4J, in Northern Nigeria. In the case of the 

project in Uganda, the epidemiological information so far available indicated that 

malaria transmission could be interrupted with that insecticide in that area. The 

trial with OMS-4) had not been proceeding long enough for conclusions to be drawn. 

Chapter 9 covered the training of national malaria eradication staff. In the 

five centres in Lagos, Lomé, Manila, Sao Paulo and Maracay, ten courses had been held 

and 198 persons trained. A number of senior national personnel had been assisted under 

the exchange of malaria workers scheme to visit other country eradication programmes• 

Chapter 10 dealt with the WHO technical advisory services. 

The appendix to the report gave information on the status of malaria eradication 

by regions in greater detail. 
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Professor ZDANOV recalled that in February 1955 the Executive Board had adopted 

resolution EB15.R67, recommending to the Eighth World Health Assembly the adoption of 

a resolution on malaria eradication throughout the world, which was the object of 

national programmes in combating the disease• That recommendation had taken the form 

of resolution WHA8.30 of May 1955, the main purpose of which had been to achieve 

eradication by regular insecticidal operations. During the ensuing decade governments 

and peoples had undertaken a vast operation requiring an enormous expenditure of effort 

and resources. Malaria had been largely eliminated in many areas and virtually 

eradicated in a number of economically advanced countries such as the Soviet Union, 

the United States, Italy and others. 

While paying tribute to what had been done by WHO, he was bound to point out 

that for some years attention had been drawn to the imperative need for a revision 

of the methodology recommended by the Organization, 

Expensive operations were being conducted in the foci of persistent endemicity, 

as indicated In Table 1 of the report under discussion. In many areas vector 

resistance had developed and had been a factor in prompting the adoption of the 

resolution on global eradication; but the information contained in section 5*2 of the 

report on that point was extremely incomplete. 

The slow rate of progress in Eradication programmes in many countries had 

aroused disappointment that might threaten further progress in a campaign that had 

already been delayed. The absence of a comprehensive survey evaluating the real 

position at the present time, and the uncertainty about future possibilities, were 

reinforcing the pessimism felt by governments and malariologists. 
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The analysis of the status of malaria eradication by regions submitted in the 

appendix to the report was very inadequate. While appreciating the Secretariat's 

work he could not be satisfied with that section and continued to think that (as 

proposed by one delegation to the Sixteenth World Health Assembly) the only solution 

was to set up an authoritative committee properly empowered to appraise the achieve-

ments and shortcomings of countries and of WHO
1

s Secretariat during the past decade, 

so that it would be possible for thn Eighteenth World Health Assembly to form an 

objective picture of the situation and to recommend the necessary measures. 

The report under discussion placed more emphasis on positive features so as to 

focus attention on them, but a detailed examination of the problem revealed that the 

successes achieved added up to a vast operation conducted in India, with very little 

having been done in Africa. The report was silent about the reason for failures and 

uncertainty about the future apart from a few brief and inadequate comments on the 

subject. 

Paragraph 斗 of resolution WHA16.23 had been adopted, after a lively discussion, 

by an overwhelming; majority. Unfortunately two years had elapsed, but the study 

which the Director-General had been asked to make had not yet been submitted nor did 

it appear in the present report• The terth anniversary of the campaign seemed an 

appropriate moment for such a st
1

 • Лу to be presented and he proposed that the 

Director-General be asked to do so in time for submission to the Eighteenth World Health 

Assembly, particularly in view of the enormous expenditure, both national and 

international, on the eradication programme. It was imperative to outline future 

prospects with precision and realism. He in no way wished to imply that the campaign 

should be delayed or abandoneds there could be no question of leaving unfinished 



EB35/ten/5 Rev.l - 1 1 6 -

what had been begun, but a critical analysis of the reasons for failure could help to 

improve methods, tactics and strategy throughout the world so that the ultimate aim of 

total eradication could be achieved, though admittedly it was likely to take a long 

time, 

Dr EL-BORAI said that the Director-General
1

s comprehensive report provided a 

striking survey of WHO'S work and a detailed description of each phase in the 

eradication operations. As long as malaria existed in any country or continent there 

was always a danger of it being exported to others, particularly as a result of the 

e a s e o f m o d e r n c o m m u n i c a t i o n s . W H O ' S a i m w a s r i g h t l y t o t a l g l o b a l e r a d i c a t i o n , w h i c h 

was by no means easy to achieve since many countries needed trained personnel or were 

suffering from markedly low standards of economic and social development. That situation 

meant that WHO should be ready on all occasions to assist countries, even in the remotest 

corners of the world, to improve the economic and social conditions of their peoples and 

to free them from the scourge of malaria. Health was an essential prerequisite of 

peace and security and called for the widest co-operation between all States• The 

advanced countries should pledge their financial and intellectual resources to obliterate 

the gulf between them and the less fortunate. It was the solemn duty of rich nations 

to help the poorer ones to escape from the rut of disease. 

It was important to determine exactly why transmission persisted in certain areas, 

while it had been interrupted in others with the same conditions. The causes might be 

established by means of preliminary epidemiological investigation of individual cases and 

by an entomological study on the degree of contact between man and mosquito. If 

persistent transmission were due to the faulty use of insecticides, that should be 

corrected; possibly a gradual switch to another insecticide might be found necessary. 
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Chemotherapy and larviciding should be considered if insecticides continued to fail, 

and that would include the radical treatment of confirmed cases and mass drug 

administration. Chemotherapy was not an easy operation, because it was difficult 

to achieve the degree of coverage needed to interrupt intense transmission. 

Successful antilarval measures depended on a high standard of operational 

efficiency and careful checking, and should be regarded as an adjunct rather than a 

substitute. 

He hoped that the Expert Committee on Malaria would continue to tackle 

vigorously the difficulties in problem areas. 

Commenting on immunity, he said that it had been found that the gamma-globulin 

fraction extracted from the serum of a person with a high degree of immunity produced, 

after purification, a great reduction in parasitaemia among young children suffering 

from clinical malaria. It had been found that in endemic areas a state of equilibrium 

existed between host and parasite and it appeared that every adult in such areas was in 

a state of permanent parasitaemia. Thus persistent transmission might well prove to 

be a continuous problem which could only be overcome by perfect case-finding. 

A great deal of attention should also be given to another epidemiological 

problem, namely a renewal of transmission, as a result of infections transmitted through 

blood transfusion, in countries where malaria had been eradicated or where the last 

stages of eradication had been reached. It was essential to determine the length 

of time during which a malaria parasite remained viable under normal blood-bank 

conditions• 
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He hoped that the Expert Committee on Malaria could solve the problems he 

had mentioned as well as others that were generally \ ell known • 

The- meeting rose at 1 2 Q Q p.rru 
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1. TRIBUTE TO THE LATE EXECUTIVE DIRECTOR OP UNICEF 

The CHAIRMAN said that after the close of the previous meeting he had received 

word of the death of the Executive Director of UNICEF, Mr Maurice Pate.. After out-

lining Mr Pate
1

 s distinguished career in relief work, he said how much the members of 

the Board would miss him, and requested the representative of UNICEF attending the 

session to convey the Board
r

s condolences to that organization and to Mr Pate
!

s family. 

He asked the Board to observe a minute
1

 s silence. 

The Board stood in silence for one minute. 

Sir Herbert BROADLEY (UNICEF) expressed his appreciation of the Chairman's 

words, which he would certainly convey both to UNICEF and to Mr Pate
 f

s family» UNICEF 

would mourn a leader who had inspired affection as well as respect and admiration, 

who would also be missed in the organizations comprising the United Nations family, 

and by both the governments and the peoples of the countries which he had tirelessly 

visited. The understanding and common purpose which had grown up between UNICEF and 

WHO was in no small measure due to Mr Pate
!

s wisdom and personality. His inspiration 

would stimulate all his colleagues in UNICEF to strive more earnestly in the cause 

which he had had so much at heart - the welfare of the children in all countries and 

all conditions, throughout the world* 

2 . QUALITY CONTROL OF PHARMACEUTICAL PREPARATIONS: Item 2.5 of the Agenda 
(Resolution ША17Л1，paragraph 1; Document Щ55/29) 

Dr 工 Z M E H O V , Assistant Director-General, said that the quality control of pharma-

ceutical preparations was not a new subject; in fact it had been under consideration 

since the seventh session of the Executive Board in 1951• He referred to resolutions 
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EB33.R28 and WHA17.41. Quality control became increasingly important as the years 

went by, because of the large number of new products placed on the market each year 

and the advertizing campaigns carried out by manufacturers. Some products were 

exported in their final form while others were exported in bulk as pharmaceutical 

chemicals to be used as raw materials for the preparation of such products. 

Some developing countries were also beginning to manufacture pharmac euti cal 

preparations and quality control at the production level by inspection was necessary. 

Testing was also required at a.later stage to 

preparations that might suffer from transport 

climates. 

ascertain the stability of pharmaceutical 

and storage, particularly in warm humid 

He outlined the salient points contained in the report^ drawing attention to 

section 9， which described the assistance provided by the Organization in supplying 

specifications for the quality control of the more important pharmaceuticals, as 

published in the International Pharmacopoeia, and requirements for a number of 

biological substances• 

The report also suggested that countries develop their laboratory services to 

enable control of pharmaceutical products to be carried out. In that connexion, the 

Director-General had sent a circular letter to Member States on 28 May 1964 requesting 

them to study the possibility of ensuring that pharmaceutical preparations which are 

exported will comply with the same requirements for quality control which apply to 

pharmaceutical preparations for domestic use, and also to consider whether testing 

facilities could be made available to importing countries having no such facilities . 
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The CHAIRMAN opened the general discussion. 

Professor MUNTENDAM congratulated the Director-General on the comprehensive 

report before the meeting. The testing of pharmaceutical chemicals referred to in 

paragraph 2 (a) of the report was an essential requisite in manufacturing practice, 

whether the chemicals concerned had been imported or not. 

With regard to paragraph 5 ( d ) ， whereas a positive statement that a pharmaceutical 

preparation exported was still on the home market would have some significance, a 

negative statement would be misleading because of the various factors involved in the 

marketing of a product in a given country. 

Speaking on the report in general, he said that, while it was certainly a step 

forward, it failed to answer the basic question raised by resolution WHA17 Л1. What 

was required was some kind of international co-operation through WHO on the quality 

control of pharmaceuticals, for the sake of importing countries. He fully realized 

the difficulties of establishing such international control but there was no doubt 

that the problem was world-wide and required action on the world-wide level. 

He suggested that the Board
f

s report to the Health Assembly on the subject should 

also cover the need to establish international standards for the quality control of 

products at the time of manufacture, and laboratory quality control of representative 

samples of drugs• Any agreements that could be reached on such standards would be 

most helpful to the developing countries importing pharmaceuticals and would save them 

from having to depend on their own controls. 
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Dr DALY, after congratulating the Director-General on his report, stressed the 

importance of the subject for countries whose pharmaceutical industry and control 

laboratories were not yet developed. The measures, reçommended in the report - such 

as testing of pharmaceutical products, inspection of manufacturing plants, certificates 

of guarantee and national control laboratories - were insufficient in view of the great 

needs-of developing countries in pharmaceutical products, the multitude of preparations 

available, and the attitude of the medical corps which always insisted on freedom of 

prescription. He therefore favoured Professor Muntendam
1

s proposal and was of the 

opinion that WHO should take more direct action to assist developing countries to 

obtain supplies of high-quality pharmaceutical products. 

Dr EVANG thanked the Director-General for the excellent report, which was a step 

forward, if rather a cautious one. The situation described in section 2 of document 

EB55/29 was chaotic, and no-one reading the document could fail to be shocked by it 

in a century of scientific approach. 

In the case of countries flooding their own populations with drugs that had not 

been submitted to quality control, there was little the Organization could do, unless 

specifically requested, since that was a matter for the national authorities. There 

were border-line cases where the resulting increase in resistance to antibiotic drugs 

might be harmful to neighbouring countries . From the international point of view, 

however, where drugs were imported and exported, it was the task of WHO to attempt to 

remody the deplorable situation which had developed. The Expert Committee on 

Addiction-Producing Drugs had stressed the severity of the problem in its report. 

That committee had found it unpractical and confusing to distinguish between addiction-

producing and habit-forming drugs and had suggested reverting to the more general term 

”dependence-producing drugs". Unfortunately the number of such drugs was increasing 

all the time. 
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He fully supported the point of view expressed by Professor Muntendam• The 

report contained in document EB35/29, while an excellent paper, was passive in character 

and contained no indication of future steps to be taken. He wondered whether the time 

had not come for WHO seriously to consider the establishment of a third set of health 

regulations^ on the lines of the Quarantine Regulations, covering the quality control 

of drugs on the international market. With regard to current legislation^ unfortunately-

other countries had not followed the lead of the United States of America where 

registration of pharmaceutical preparations had to be accompanied by a clear statement 

of side-effects, every possible toxic effect, and all contra-indications. Clearly it 

was the task of WHO to ensure that the medical profession and those associated with it 

were made fully aware of the negative as well as the positive aspects of the pharmaceutics 

preparations placed in their hands， particularly as that problem was the subject of 

increasing concern the world over. 

Professor ZDANOV also noted that document EB35/29 represented a certain progress 

but, like previous speakers, he could have wished that progress to be greater. There 

had been animated discussions at the Board and the Health Assembly, both on the need 

for intensified screening of drugs for harmful side—effects, and on the concern of cer-

tain countries that there should be some quality control of the drugs that they imported. 

The report before the meeting indicated that it was desirable, not only that there 

should be quality control in the country of manufacture, but also that the importing 

country should be able to use the laboratory facilities of the exporting country for its 

own testing. That was important - but it was even more important to ensure that positive 

measures were taken to ensure, for example that the importing countries knew what 

laboratories were available, under what conditions quality control would be carried out., 

what legislation was in force in the exporting country, etc. 
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A first step would be for the Organization to set up a network of laboratories to 

collaborate with it in ensuring quality control. The situation was complicated by the 

fact that in some c o u n t r i e s e . g . the United States of America, in addition to quality-

control by the Governmentj testing was also carried out by private laboratories which 

had no official status. WHO, however, had considerable experience of international 

reference centres, and the Organization^ prestige would, he thought, ensure the willing 

collaboration of laboratories. Once the network was established, the importing 

countries could be invited to send their pharmaceutical products to a laboratory in the 

exporting country, in the assurance that a satisfactory quality control would be carried 

out. 

Dr El BORAI, after congratulating the Director-General and his staff on the 

comprehensive report prepared, favoured the three programmes outlined at the conclusion 

on page 10 of EB35/29 and suggested that legislation should be enforced in all countries 

to avoid relaxation of any regulations. In the case of prohibition of importation of 

a drug because it did not comply with the standards in force, tedious negotiations might 

take place between the manufacturers, claiming that their reputation had been 

prejudiced by WHO; perhaps the Director-General could suggest a way by which that might 

be avoided. 

He fully supported the views of Professor Muntendam that WHO should draw up 

acceptable standards for the safety and efficacy of pharmaceutical preparations. Study 

groups should be set up to examine the toxicity of drugs, and international procedures 

should gradually be developed. The collaboration of pharmaceutical manufacturers was 

essential, because it was easier for tests to be carried out at the time of manufacture 
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than later. National laboratories should also exercise similar controls at a later 

stage. Thorough study should be made of the side-effects of pharmaceutical preparations 

since a drug that was a specified remedy for a dangerous disease might be used in spite 

of side-effects, whereas it would be unwise to use it for a minor illness. 

Professor GERIC recalled that the policy of WHO was set forth in various 

resolutions adopted following thorough discussion of the matter• He would be grateful 

for information as to the number of national laboratories for physico-chemical and 

biological control of the quality of pharmaceutical preparations established with the 

assistance of WHO, and referred to the first sentence in section 9 on page 8 of the 

document. He wondered how many of them, in regions such as Africa, South Asia and 

South America, were at present in a position to carry out a quality control of 

pharmac euti cal preparations, thus enabling regional networks to be set up within a 

reasonable period. 

He referred to the number of documents, resolutions and recommendations of the 

Health Assembly and Executive Board on the subject of the control of pharmaceutical 

preparations and fully supported Professor Muntendam and Dr Evang that international 

regulations on the subject should be drawn up, on the lines of the Single Convention on 

Narcotic Drugs• By acceptance of such a convention, the manufacturing countries would 

accept obligations with regard to the quality of the drugs they produced for the 

domestic market and export. International legislation on the quality control of 

pharma с eut i cal preparations would be of great importance not only for the importing but 

also for the exporting countries. In any case concrete action on the lines put 

forward by the various speakers was certainly"necessary. 
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；,Si,r George GODBER said that document EB35/29 was a useful interim report but did 

not constitute -the final word on the subject. The problem was not so much to arrange 

for the screening of new drugs appearing on the market, but more to control the quality 

of pharmaceutical preparations already on sale. If WHO were to frame very rigid 

regulations on the quality control of such preparations
5
 it might severely hamper the 

. • ; ‘ ： 〕 一 ’ ' • • ； . . . . ； . . . • • 

pharmaceutical industry. Moreover, compliance with very strict regulations would be 

extremely time-consuming, and that might mean that the drugs examined would have ceased 

to be useful by the time they had been approved. 

Legislation in a great many countries, including his own, was not as yet in a 

position to make the control of drugs in the course of distribution as effective as it 

might be, Future legislation might, however, achieve standardization of pharmaceutical 

preparations, as had been done for biological products, which were more suitable for 

batch s t ал dardi z at i on; pharmaceutical preparations on the other hand, required a 

running check on the chemical substances of which they were constituted. It was not 

possible to get guarantees from producing countries that a given drug would be of a 

certain potency when used. Drugs were not always of the same strength and changes 

occurred during storage, so there must be a check carried out in the country where 

they were to be used. The suggestion of Professor Zdanov to use a network of 

laboratories for that type of checking could well be a move in the right direction. 

；'‘：! ； •‘ \ • ‘
 :
 •• ¡ . • - . . . • ‘ 

The first and most important check "should be carried out in the country where the drug 

was manufactured, and another check should be made in the country to which the drug 

••'.:... ... .. . . . . . . ...... ... .... ‘ .:...-. ‘ •‘ • . : . � - � . " , + • ‘ 

was then exported; subsequent checks should then be carried out periodically while 
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the drug was in use. Naturally it would take time before a satisfactory system could 

be devised, and put into operation. In the meantime the Report could be looked upon 

as a step towards a solution but not as a solution in itself. 

Dr ALAN associated himself with previous speakers in expressing thanks and 

congratulations to the Director-General for the document• 

There were two categories of countries involved: some produced drugs and others 

were consumers and importers of those preparations• Certain of the producing 

countries exercised some form of control but some carried out no control at all; 

likewise, among the importing countries, some were able to check the quality of drugs 

imported, but in a great many countries that was not feasible. Consequently about 

two-thirds of the world population had no guarantee as to the quality of the drugs 

they were receiving. The problem was worldwide and required immediate attention. 

WHO was the most suitable organization for taking the necessary action. Not only 

were long-term measures required but, in view of the urgency of the problem, some 

short-term solution should also be found. As pointed out by previous speakers, 

international legislation could be a long-term solution; national standards could be 

established concerning the quality of drugs and methods for analysis of pharmaceutical 

products could be laid down, but there again， that was a long-term measure. Dr Evang 

had suggested international regulations for drugs• There were already international 

sanitary regulations for quarantinable diseases and all countries were able to enforce 

them by medical examinations, compulsory vaccination, and so on; but even if such 

regulations existed in regard to pharmaceutical products, a great many countries would 

be unable to apply them because they would not have the means for carrying out the 

necessary tests on pharmaceutical preparations• 
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The suggestion put forward by Professor Zdanov and supported by Sir George Godber 

was an interesting one and might provide a solution for the problem within the 

foreseeable future. It might be possible to use some well-known international 

laboratories to ensure the proper quality of pharmaceutical preparations entering the 

importing countries. WHO should assume responsibility in that field and try to find, 

a solution to the problem, which was increasingly serious. 

E)r EVANG^ in reply "to Dr Alan^ said that he had been referring to Article 21(d) 

of the WHO Constitution. Perhaps it had caused confusion because he had used the 

word "quarantine" in connexion with the regulations'he would like to see established 

for the quality control of pharmaceutical preparations. Article 21(d) clearly called 

for standards to be established with respect to the safety, purity and potency of 

drugs moving in international commerce. 

the Board that WHO should consider taking 

indicated in the Constitution itself• 

Щ “ 

The whole problem was very complex; 

His feeling was shared by many members of 

steps to establish such regulations, as was 

as Sir George Godber had said, even when a 

drug had been duly accepted and registered, it might deteriorate over a certain period 

of use and would certainly not be acceptable for ever. Most drugs became out of 

date and were superseded by new drugs long before they had managed to cure the disease 

：. ... , 

for which they had been invented; with a very few exceptions^, drugs had a 

relatively short life. 工n his opinion, either under Article 21 or by means of some 

other procedure, an international convention or regulations should be established 

under the sponsorship of WHO, Such international regulations could be devised 

without unduly hampering the manufacturers of pharmaceutical preparations. Many 
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countries of the world would undoubtedly be glad to co-operate in some form of 

international legislation, since the present state of chaos was extremely undesirable 

from every point of view. At present the more conscientious producers were at a 

disadvantage compared with those who were less so; it would therefore be in the 

best interests of the pharmaceutical industry if WHO could introduce international 

regulations to control the quality of all pharmaceutical preparations. 

Dr DOLO said that at present the importing countries, which were in the majority, 

were compelled to conform to the legislation of the producing countries; they were 

exposed to the pressure of new drugs which suddenly appeared on the market，and some 

order should certainly be established. 

Before speaking of international quality control, it was absolutely essential 

to establish some international standards. At present each exporting or producing 

country had its own standards and laws but there did not seem to be any standards at 

the international level which could guarantee that a given drug had been checked and 

found to be safe. For that reason he supported !Dr Evang
1

 s proposal• That solution 

would be a long-term one, but it was essential to establish international standards 

before beginning to consider any form of international control. 

The three solutions proposed on page 10 of the document were not suitable for 

the importing countries. Most of them had limited financial resources and they 

could often not envisage establishing even one national laboratory• There were also 

difficulties involved in sending drugs for checking to another country where laboratory 

facilities existed - especially in the African Region, where atmospheric and climatic 

conditions were likely to have deleterious effects on the drugs being transported. 

If the drugs were sent to a laboratory in the exporting country, guarantees as to 

their safety would be less sure. 
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The problem therefore required more extensive study and, on that basis, WHO 

could produce an effective plan for the control of pharmaceutical preparations, 

which would do a great deal towards reassuring the importing countries. 

Dr GUNARATNE thanked the Director-General for the interesting document. He 

wished to bring to the attention of the Board the point of view of the developing 

countries, which were encountering many difficulties as they were importers of 

pharmaceutical preparations. As had been suggested, importing countries should 

use their national laboratories to carry out control of imported drugs, but imfor-

tunately most of the developing countries did not have laboratories that could carry 

out quality control; they therefore had to depend on certificates of quality issued 

by the exporting coxmtry or by some supervising organization. 

Dr Èvang had quoted passages on page 2 of the document to the effect that a 

pharmaceutical preparation made in an exporting country would often have,- as the 

active drug or drugs, pharmaceutical chemicals produced in another country, without 

the manufacturer in the exporting country having sufficient knowledge of what testing 

had been carried out on those chemicals. Furthermore, some countries imported -

drugs wholesale and then for some reason exported those drugs. The situation was 

thus even worse than was stated in the document. 

Reliance on the certificate of quality issued by the exporting country raised 

a very sçrious problem: most of the developing countries - and he could speak for 

his own - that wanted to import drugs operated on the tender system because they 

were obliged to look for the cheapest drug on the market. Many countries submitted 

tenders for the same drug, and the developing country had not only to consider which 

source was the cheapest, but also whether that source could provide a certificate 

of quality. 
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In view of all those difficulties^ he would suggest that, instead of having a 

certificate of quality issued by the country exporting the drug, an international 

certificate of quality should be devised and sponsored by WHO. The importing 

countries would have far more security regarding the safety, purity and potency of 

drugs if they could rely on an international certificate rather than a national 

certificate as at present. 

Dr SUBANDRIO expressed her appreciation of the document and considered that it 

constituted a step forward in comparison with documents on the same subject that had 

been prepared for earlier meetings of the Executive Board. 

The underlying idea in controlling drugs was to ensure protection for the 

peoples of the world, about two-thirds of whom lived in countries that had to import 

drugs. It might be a solution if a resolution could be adopted to the effect that 

some kind of certificate must be given to guarantee the quality of drugs supplied 

by the exporting country. Such a method of certification would not be 100 per cent, 

satisfactory, and it might not even be 100 per cent, possible; nevertheless some 

protection would be given. 

A suggestion had been put forward that the importing countries themselves should 

arrange for the examination of imported drugs in laboratories established in their 

own countries. That was an excellent idea but many of those importing countries 

were also developing countries and they could not set up appropriate laboratories in 

a short space of time; meanwhile their peoples were needing drugs very urgently. 

Perhaps there could be some form of international co-operation, such as an inter-

national or regional conference on the subject• Such a conference could be attended 

by all countries that would like to participate in establishing a co-ordinated method 
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for the control of drugs in every country； co-operation could consist in establishing 
“ •- . . . . - - . . • . . . - -•• ： • - . - - . 、 ， ， '•‘ ~ ‘ •
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laboratories to examine the quality of imported drugs. Perhaps WHO could encourage 

the convening of a conference to undertake a study of how drugs could best be 

examined, since that was a vital matter for the importing countries. 

Another excellent idea that had been suggested during the discussion was the 

issuance of international certificates guaranteeing the quality of drugs. Such 

certification would not unduly restrict the action of manufacturers, since respec-

table manufacturers who maintained proper standards could always obtain such an 

international certificate without difficulty; in fact, the system would probably 

be to the advantage of their export drive. 

Dr EL BORAI warmly supported the proposal put forward by Dr Evang for some 

kind of international regulations under the auspices of WHO. He would suggest 

that the Executive Board, should submit a resolution to that effect to the Eighteenth 

World Health Assembly. 

Dr EVANG said that he had been referring to resolution SB8.R40 of the Executive 

Board at its eighth session; he quoted paragraph ) of the operative part. At that 

time, 1951, the Executive Board had been of the opinion that the International 

Pharmacopoeia should be embodied in international regulations but the following 

meeting of the Board in 1952 had reversed that decision, as could be seen from 

resolution EB9.R95. Owing to the termination of the Brussels Agreements of 1906 

and 1929 (referred to in the second paragraph of the preamble to that resolution), 

the International Pharmacopoeia had been retained as a recommendation by the World 

Health Assembly. 
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It was now open to the Executive Board to revise the decision taken at its 

ninth session and ask the Eighteenth World Health Assembly to make the International 

Pharmacopoeia the subject of a third set of health regulations. All countries, 

whether exporting or importing, would then be absolutely sure that no drug could 

be produced unless it had been properly tested in accordance with the provisions of 

the International Pharmacopoeia； that would provide sufficient security if such a 

procedure were acceptable to Member States. 

Dr DALY said that, after reading the text of resolutions EB8.R40 and EB9.R95, 

he had the impression that they related to two different things. Resolution 

EB8.R40 referred to the International Pharmacopoeia whereas resolution EB9.R95, 

at least in the French text, referred to heroin-containing substances. He assumed 

the two terms were used for two categories of drugs by the Executive Board. 

The DEPUTY DIRECTOR-GENERAL said that Dr Daly was quite right in his assumption; 

resolution EB8,R40 dealt exclusively with the problem of whether or not the Inter-

national Pharmacopoeia (then in its first edition) should become a set of regulations 

based on the Constitution, whereas resolution EB9.H95 referred especially to heroin-

containing drugs since it was based on the Brussels Agreements, which had been 

terminated. However, as Dr Evang had said, in the second operative paragraph of 

resolution EB9.R95 the Executive Board had reversed its decision to recommend to 

the Assembly that the International Pharmacopoeia be embodied in international 

regulations, considering that it would be sufficient for it to retain the character 

of a simple ro commendation conferred on it by the Third World Health Assembly. 
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Dr Evang
1

 s statement wàs perfectly correct, but some confusion had arisen 

because the resolution spoke of the Agreements known as the Brussels Agreements for 

the Unification of Pharmacopoeial Formulas for Potent Drugs (in French^ "medicaments 

héroïques")； but they were already obsolete since the International Pharmacopoeia 

applied to all drugs and not only to heroin-containing drugs. 

Mr BLANC (Pharmaceuticals) said that the Director-General
f

s report， document 

EB35/29, was an attempt to elucidate the very complex situation concerning pharma-

ceutical preparations that were exported as raw material for the manufacture of 

semi-finished forms, preparations in bulk to be packed in the importing country^ and 

specialities packed ready for use. The quality control of the different stages of 

preparation of a finished product packed ready for dispensing to the patient had to 

be carried out by the manufacturer, and the quality of a pharmaceutical preparation 

depended on the quality of manufacture at all stages and on the excellence of the 

quality control at all stages. 

The quality must be checked at all stages of manufacture^ and they might be 

numerous； that applied also to raw materials coming from the manufacturer himself, 

from other manufactiirers in the country^ or from other countries and entering into the 

manufacture of the finished product. The control at the time of manufacture was 

therefore of the utmost importance^ as it might be the only safe criterion for the 

quality of packed products placed on the market• 

As had been explained at previous discussions among WHO specialists on the 

quality control of pharmaceutical preparations in the various countries^ it was very 
. ' " ' • • . . . - . . . . . . . . : 

important to ascertain whether each manufacturer was able to exercise an adequate 
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control over every batch of all preparations he offered for sale, in order that the 

public and the medical and pharmaceutical professions should have adequate protection 

in respect of the safety and usefulness of the products offered; that had been 

brought out in the report of a study group held in Geneva on the subject,^ Another 

technical meeting of specialists on the quality control of pharmaceutical preparations, 

held under the auspices of the WHO Regional Office for Europe in I96I, had come to the 

same conclusions. It was expected that further discussions of specialists would be 

held at regional level to deal with the subject, with a view to unifying efforts to 

bring into effect the necessary arrangements for quality control. 

One difficulty arose because countries had different legislations and regulations 

for quality control, whether for imported drugs or for drugs legally manufactured in 

the country. More important still was the fact that pharmaceutical preparations on 

the market in different countries were often different and could not be easily compared 

so that it was difficult to reach a satisfactory solution by means of certification of 

quality by the exporting country. Discussions held at the international level under 

the auspices of WHO would assist legislators and specialists on quality control of 

drugs to unify their efforts to harmonize the preparations in the different countries, 

with a view to introducing common facilities for quality control. 

1

 Wld Hlth Org, techn. Rep. S e r” 1957，1)8/ 26-27. 

2 
Wld Hlth Org, techn. Rep, S e r” 1962, 249, 24-26. 
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The report described the arrangements that were possible when certification was 

not fully satisfactory, and also indicated the different possibilities for exporting 

countries to have samples of drugs examined by an authority in the exporting country, 

either a private or a national laboratory, or by a laboratory in another country. 
... ». ； ‘“ .... 

WHO already supplied information to any country requesting it concerning laboratories 

where such quality control could be effected- Other possibilities existed in the 

country itself, where in many cases there were faculties of medicine, pharmacy or 

sciences or national biological laboratories that could undertake satisfactory quality 

control of certain drugs : when tenders were obtained by a government on a finished 

pharmaceutical preparation or raw material, it would be possible for the institute or 

faculty to give the. results of analyses and indicate whether the preparation was 

saticfactory, in which case the lowest bid could be accepted^ provided it had the 
..... . • 

required quality. 

Specifications had been prepared by WHO and were contained in the International 

Pharmacopoeia, which had first been published in 1951-1952 and now consisted of three 

volumes^ which could provide a basis for unifying specifications in the different 

countries. The recommendations of WHO on the use of those specifications at the 

national level, whenever they were found acceptable by the authorities dealing with 

quality control, had given good results and they provided a good basis for the estab-
« • • - .. . ； . » . 

lishment of national specifications. The second edition of the Iiiternational 

Pharmacopoeia， soon to be published, should give a very complete set of specifications 

for quality control in respect of about 85-90 per cent, of the modern pharmaceutical 

substances now on the market, singly and in different mixtures and dosages, in finished 

packings or otherwise. 
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Another difficulty in establishing quality certificates at the national level 

would be the fact that countries would have to change their national legislation in 

many instances• When a manufacturer received an order from an importing country 

for a certain drug in finished packaged form, and the same preparation was not on 

the market in his own country (except in a different mixture or dosages), then it 

could not be considered a product offered for sale in his own country and consequently 

could not necessarily be certified by the exporting country. Moreover specifications 

for pharmaceutical substances in the importing country might be different from those 

in the exporting country, so that it was difficult for an exporting country to give a 

certificate• 

. - . . 

The foregoing was an attempt to answer the questions, suggestions and construo-

tive criticism that had been made by members of the Board in the course of discussion. 

The clinical and pharmacological evaluation of drugs had been dealt with separately by 

Ш0, and was described in resolution WHA1709； the recommendations embodied in that 

resolution were currently being executed by the Director-General. 

The CHAIRIVIAN suggested postponemènt of further discussion until a small drafting 

group had produced a text for consideration. 

V 
Decision: A drafting group was set up consisting of Dr Evang, Professor Zdanov, 
Sir George Godber, Dr Alan^ Dr Gunaratne and Professor Muntendam. 
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INTERNATIONAL STANDARDS AND UNITS FOR
:

BIOLOGICAL SUBSTANCES: Item 2.6 of the 
Agenda (Articles 2(u), 21(d) and (e) and 23 of the Constitution; Re solution 
WHA5.8;'- Document EB55/2) 

The DEPUTY DIRECTOR-GENERAL said that the action the Board was invited to take 

under item 2.6 conformed to a wish expressed at the first meeting in connexion with 

V 

the report by the Expert Committee on Biological Standardization， by Professor Zdanov 

and others, namely that it was important to ensure that international standards and 

units for biological substances were not only established but actually applied both 

in WHO
 f

s programmes and by Member States• 

The purpose of the Director-General
1

s report on the subject (document EBJ5/2) 

was to confer a formal character, by way of WHO recommendations, on the standards and 

units established by the Expert Committee on Biological Standardization• During 

recent years those standards had been brought to the attention of the Member States 

through the reports of expert committees^ which were widely circulated and were 

accepted in scientific circles as a firm foundation for standardization at the country 

level but without any legal standing. Indeed as the Board knew the reports of expert 

committees carried a note stating that they contained the collective views of an 

international group of experts and did not necessarily represent the decisions or the 

stated policy of WHO. There was certainly some inconsistency between the faot that 

Ш0 was actively engaged in promoting international standards and units for biological 

substances and that note. 

There was an Article in the Constitution - Article 21 - already mentioned by 

Dr Evang in the course of the meeting, empowering the Organization to adopt regulations 

but there was no question of doing that in the present instance• However^ Article 2J 

did aonfer upon the Health Assembly the authority to make recommendations to Members 
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with respect to any matter within the competence of the Organization, and it was. in 

view of that provision that the Third World Health Assembly - which had shown a 

special interest in problems of pharmacological and biological standardization - had 

adopted resolution WHA3.8 recommending that Member States recognize officially the 

international standard preparations and units of some thirty-seven preparations listed 

in the resolution. 

Owing to an omission, difficult to explain, the Secretariat had not submitted at 

regular intervals a similar resolution to the Health Assembly. It accordingly 

presented a suggested draft in document Щ55/2 (pages 6-9) on the lines of the previous 

one, which the Executive Board might wish to recommend for adoption by the Health 

Assembly. It would invite or recommend Members to recognize officially the inter-

national standards and units enumerated in the list and that they be introduced into 

the national pharmacopoeias. Such action would meet the concern expressed at the 

first meeting during the discussion on item 2.5, and would entail the Director-General 

being invited to inquire periodically from Members regarding the use being made of 

international standards in their countries, which would be consistent with the spirit 

of Article 62 of the Constitution. 

He could say at once without waiting for the replies that the standards were 

already being widely used, as each year thousands of requests for international 

standards were received from national laboratories for purposes of national 

standardization. Nevertheless it would be useful to obtain more precise information on 

the subject. 

Regarding the list contained in the suggested draft resolution, he said that some 

of the standards had already been included in resolution WHA3*8> some had been replaced, 

and a few had been abandoned. Thus, the new list would cancel and replace that of the 

previous resolution and would bring the matter up to date as of the beginning of 1965. 
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In the future the Secretariat would recommend, once the number of new standards justi-

fied it, that from time to time the Board should invite the Health Assembly to establish 

supplementary lists• 

V 

Professor ZDANOV commended the Director-General on a good piece of work and 

expressed support for the suggested draf-t resolution. He hoped that in future the list 

would be revised at more frequent intervals. 

Dr EL BORAI, referring to the recommendation contained in resolution WHA^.S^ said 

that biological products, such as vaccines., therapeutic sera, toxoids, hormones and 

others, were unique—amongst pharmaceutical products» Most of them were produced by-

using pathogenic organisms and consequently special techniques and laboratory facilities 

were required for their production and special care in handling• The preparations had 

played an important role in improving health in prevention, diagnosis and treatment, and 

were now being regarded as essential. That being the case, that they should be accepted 

was of prime importance to those concerned with their effective use for the benefit of 

the community and to those responsible for determining their continued efficacy and 

safety. The latter could not be achieved solely by chemical and physical means as WHO, 

having inherited the health functions of the League of Nations, was aware• Many 

countries had established national control departments for biological products and had 

been greatly assisted by the international regulations fixed by Ш0， since they would 

enable manufacturers throughout the world to achieve an acceptable level of quality. 

The number of international standards now in existence was far greater than in 1950 

when resolution WHA3-8 had been adopted• That resolution had proved valuable and he 

therefore supported the proposed draft in the Director-General
1

s report; he would prefer, 

however, the word "products" to be substituted for the word "substances". 
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Dr K/iREFA-SMRT asked what .was the meaning of the expression "second standard" 

and ”third standard"-, which appeared in parentheses against certain items in the list 

contained in the proposed draft resolution. . 

The DEPUTY DIRECTOR-GENERAL that: once the quantity standardized had 

been exhausted another was prepared and was designated as the second or third •： 

standard, as the case might be. 、 -

The, CHAIRMAN submitted to the Board the draft resolution contained in the 

Director-General\s report (document ЕВЗ5/2, page 6), in which the Board proposed 

for adoption by the Health Assembly a resolution recommending inter alia that Member 

States recognize officially the international standards and units enumerated in 

that resolution. 

• • • *
 ：
 . *； . '•‘ ..:... 

Decision: The draft resolution was adopted. (See resolution EB35.R9) 
•'“•-•• ‘ • ‘ • ‘ • : . . . ‘ ... - • . •' • 

斗 . DEVELOPMENT OF THE MALARIA ERADICATION PROGRAMME: Item 2.8 of the Agenda 
(Resolution WHA17.22； Document ЕВЗ5Д2 and Corr.l) 

Dr KAULj Assistant Director-General, introducing item D， s a i d that the 
..... -r V- • . . . . . . ... 

global eradication programme continued to pursue its objective. Chapter 1 of the 

report on the development of the malaria eradication programme (document EBJ5/l2 and 
‘. ...、. . • : ••' •、.. '.：..... ....... ... " : '•'••• ‘ -, ... • 

Corr.l) was devoted to general progress and indicated that during 1 9 6 斗 the number of 
« ... , ••'-： • '： - ； ... ••+ ... .... ,. .. • 

people living in areas where transmission of malaria, had stopped or final eradication 

of the disease had been achieved, had increased by over 115 million, compared with 

1963. 
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The malarious areas of the world could be classified into three categories.‘ 

First, those very large areas where the vector was amenable to residual insecticide 

attack, and where suitable administrative facilities existed• That first area 

covered approximately J2 per cent, of the population living in the originally malarious 

areas. The second covered those areas where insecticides alone had proved unable to 

interrupt transmission due to technical problems, and amounted to about 1 per cent. 

Those problem areas required a concentrated effort by the governments concerned, not 

only to establish the nature of the causative factors but also to provide reserves 

of staff and resources to implement remedial measures• In some instances where 

technical difficulties had arisen, vital additional financial provision for supple-

mentary attack measures, which might well have resolved the problem had they been 

applied rapidly, had been lacking. The third category included the countries and 

areas where existing administrative facilities were not sufficiently developed for 

eradication programmes to be immediately initiated. It contained the remaining 

27 per cent, and would advance on the road to eradication according to the availability 

of staff and resources for extending the health services. 

The population in the maintenance phase was 28.6 per cent. higher than in 196): 

advances in that phase had been recorded in all regions where eradication programmes 

were in progress. Two further countries, Hungary and Spain, had been entered on the 

official register of areas where malaria eradication had been achieved. Table 1 iri 

the report showed that the population of areas in the maintenance and consolidation 

phases freed from the risk of endemic malaria now amounted to 8l) million, or 5^.5 per 

cent, of the population of the originally malarious areas of the world. The popula-

tion of areas where eradication programmes had not yet started showed a decrease of 
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13.7 million compared with 1965. It was significant that the population not yet 

covered by malaria eradication programmes had been reduced in spite of the natural 

increase in population. That population of 383 million included 80 million people 

from countries where the programme was being conducted by stages and 170 million 

living in countries where twenty-three pre-eradication programmes were being under-

taken. At the end of 1964 ten further pre-eradication programmes, covering a 

population of 30 million, were under negotiation cr awaiting the assignment of WHO 

staff following the signature of the plan of operations. 

Although the world-wide eradication programme had been outstandingly successful 
. 、 . . . - - . . . ' • . . . . . . . . - - • . ' , . • 

in many areas, obstacles were not unexpectedly being encountered in some areas in 

pursuing the programme. In many instances, they were due to operational factors 

such as inadequate financial and personnel support and the low priority given to 

programmes, or to political instability and insecurity. But in other cases there 

were technical factors which, by reducing the effectiveness of residual insecticides 
.. ... . . ， 、 : . . . . “ 

in interrupting transmission, had delayed progress• 

The population in arens with technical problems amounted to about 1 per cent• 

of Lhe total population covered by malaria eradication operations. Those areas had, 

however, attracted a .great deal of attention because they had upset the programme 

phasing and had resulted in unexpected expenditure for the governments and the 

assisting agencies. ^ 

Chapter 2 of the document dealt with operational aspects in eradication 

programmes, and pre-eradication programmes. In planning programmes there was often 

evidence of a considerable lack of realism in relation to the time factors involved 

in efficient programme management: for example, before a plan of action for a particular 
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period of time had been accepted by all the government ministries involved, the 

period covered by the plan might have already elapsed. Consequently, the effective-

ness of forward planning and management of the material and manpower facilities were 

seriously limited. In a programme involving biological factors, man, the mosquito 

and the parasite, planning should allow sufficient flexibility to be able to absorb 

the delays which might arise before attack measures become fully effective. 

Much attention has been paid to the necessity for the full participation of 

public health services in malaria eradication programmes• Д number of meetings 

on the subject had been held during the year by the Organization and at country 

level• 

In surveillance operations, which formed an essential part of the later stages 

of the attack phase and were the sole activity after the withdrawal, of spraying 

insufficient development of passive case detection had been observed in certain 

programmes； however, improvement had been rioted during the past year in the coverage 

obtained in a number of countries. There had also been an improvement in the 

epidemiological investigation of positive cases reported, but still more effort was 

required. The eleventh report of the Expert Committee on malaria, which had been 

dealt with under item 2 h a d drawn attention to the need for the complete integra-

tion of entomological activities with the over-all epidemiological evaluation 

throughout all phases of the programme. 
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When planning new pre-eradication programmes, it could be said that it was never 

premature to implement them in a malarious country: it was the essential and logical 

first step in any country whose general administrative and health services had not yet 

reached a level that would enable it to undertake an eradication programme. A 

pre-eradication programme could be tailored to meet the needs of any local situation 

and to suit the resources in each case. It might in some instances be completed 

within two years or so, if the health and malaria services had only a few lacunae to 

fill, but in others it might take a much longer period. In pre-eradication programmes 

already in operation the development of the health infrastructure had been in general 

slower than had been hoped, though in a number of cases sound comprehensive plans to 

that end had been elaborated, and a start had been made on the training or re-training 

of personnel to staff the health posts. 

Chapter 5 of the report dealt with the registration of areas where malaria had 

been eradicated. The Organization maintained two registers of areas of the world free 

from malaria: the official register of areas where malaria eradication had been 

achieved, and a supplementary list of countries or areas where malaria had never 

existed or had disappeared without specific measures. Those two registers were 

reproduced twice yearly in the Weekly Epidemiological Record. 

Chapter 4 was concerned with the protection of areas freed from malaria. The 

maintenance of malaria eradication in any country was the responsibility of the 

national health service of the country concerned. The prevention of the re-introductior 

of malaria had become increasingly important with the increase in the number of areas 

now freed from the disease• As malaria ceased to be an epidemic disease in many 

countries, medical officers began to forget the disease as a possible diagnosis. On 
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the individual plane that could and did result in fatalities from time to time. On 

the public health plane, the misdiagnosis of what was actually malaria, could result 

in a resumption of transmission. It was therefore necessary not only constantly to 

remind the national health services of that danger, but it was also essential that 

the medical profession as a whole should be aware of malaria as a disease entity, 

For that reason, all schools of medicine and public health must continue to give due 

attention to adequate teaching on both the clinical and public health aspects of 

malaria, and emphasis should be placed particularly on the importance of blood 

examinations in all cases of fever not obviously due to causes other than malaria. 

Chapter 5 dealt with problems in malaria eradication and the approach to their 

solution. 'The Seventeenth World Health Assembly had drawn attention to the so-called 

problem areas and had urged that intensive studies of the factors responsible should 

be undertaken. Those were areas where a combination of the different methods of 

attack available would need to be employed, at an additional cost to the programme• 

The general causative factors of problem areas were due to man, the vector and the 

parasite; of these the mosquito factor was by far the most important. The 

comprehensive list of those causative factors and the methodology for studying them 

were given in the tenth report of the Expert Committee on Malaria, and the entomological 

methods of investigating problem areas were considered further in the eleventh report. 

The problem of drug resistance to malaria parasites, which so far had not 

hampered, the progress of malaria eradication programmes, could if it spread have 

repercussions on programmes, particularly in their final stages where reliance was 

to a great extent placed on chemotherapy. Experience so far had shown that there were 

far more reports of drug resistance than actually proved instances of resistance. 
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The Study Group on Drug Resistance of Malaria Parasites, which had met in Geneva in 

October 1964, had defined drug resistance and had developed a standard methodology 

for undertaking investigations in instances of suspected drug resistance• 

Both the resistance of vector mosquitos to insecticides, and the behaviour 

responses of the vector which rendered the insecticide ineffective, could be the 

cause of failure to interrupt transmission• The early recognition of those vector 

reactions was of great importance to enable alternative attack measures to be 

instituted. 

During the year there had. been little change in the numbers of species of mosquito 

resistant to insecticides, though one further vector, A. funestus, had been found to be 

resistant to dieldrin in a few areas in Africa. 

Chapter б dealt with the promotion of technical methodology and procedures. In 

order to carry out its role of technical leadership in malaria eradication, the 

Organization provided the means by which technical policies, methodology and procedures 

could be reviewed at frequent intervals. That was done primarily through meetings of 

expert committees and study groups. Malaria conferences and technical meetings served 

a multiple purpose. They provided a platform through which new policies and concepts 

could be disseminated and their application discussed and a forum in which experiences 

could be shared and problems and their solutions studied. In addition, technical 

information and advice were furnished through the preparation and distribution of 

technical ].iter»ature both printed and mimeographed, as well as through the services 

of the Organization's technical staff. 

During the year, in addition to the meetings of the Expert Committee on Malaria, 

and the Scientific Group on Drug Resistance of Malaria Parasites, an inter-regional 

malaria conference had been held in Tripoli, Libya, from 28 November to 5 December. 
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Chapter 7 dealt with research The general policy of the Organization in the 

matter of malaria research was to give priority to problems which had a direct and 

almost immediate bearing on malaria eradication. During 1964, thirty-seven research 

projects had been assisted by the Organization in twenty-six countries. Those 

projects included ten on the parasitology of malaria, four on epidemiology, six on 

immunology, eight on chemotherapy, and nine on entomology. Amongst the types of 

projects being given high priority were those concerned with the development and 

evaluation of new potential antimalarial drugs, studies of immunology, of simian and 

rodent malaria, improved methods of blood examination, studies of the behaviour of 

malaria vectors as regards insecticides, and possibilities of biological control of 

vectors. 

Chapter 8 was concerned with insecticide field trials• Two such trials were 

being carried out with organo-phosphorus insecticides, one on malathion in Uganda and 

one with a code-named product OMS-43, in Northern Nigeria. In the case of the 

project in Uganda, the epidemiological information so far available indicated that 

malaria transmission could be interrupted with that insecticide in that area. The 

trial with OMS-4) had not been proceeding long enough for conclusions to be drawn. 

Chapter 9 covered the training of national malaria eradication staff. In the 

five centres in Lagos, Lomé, Manila, Sao Paulo and Maracay, ten course^ had been held 

and 198 persons trained. A number of senior national personnel had been assisted under 

the exchange of malaria workers scheme to visit other country eradication programmes. 

Chapter 10 dealt with the WHO technical advisory services. 

The appendix to the report gave information on the status of malaria eradication 

by regions in greater detail. 
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Professor ZDANOV recalled that in February 1955 the Executive Board had adopted 

resolution EB15»RÔ7, recommending to the Eighth World Health Assembly the adoption of 

a resolution on malaria eradication throughout the world, which was the object of 

national programmes in combating the disease • That recommendation had taken the form 

of resolution WHA8.30 of May 1955 the main purpose of which had been to achieve 

eradication by regular insecticidal operations. During the ensuing decade governments 

and peoples had undertaken a vast operation requiring an enormous expenditure of effort 

「.......
 ;

 .： . • :. L' .. • ' ' 

and resources. Malaria had been largely eliminated in many areas and virtually 

eradicated in a number of economically advanced countries such as the Soviet Union, 

the United States, Italy and others. 

While paying tribute to what had been done by WHO, he was bound to point out 

that for some years attention had been drawn to the imperative need for a revision 

of the methodology recommended by the Organization. 

Expensive operations were being conducted in the foci of persistent endemicity, 

as indicated in Table 1 of the report under discussion. In many areas vector 

resistance had developed and had been a factor in prompting the adoption of the 

resolution on global eradication; but the information contained in section 5*2 of the 

report on that point was extremely incomplete. 

The slow rata of progress in eradication programmes in many countries had 

aroused disappointment that might threaten further progress in a campaign that had 

already been delayed. The absence of a comprehensive survey evaluating the real 
* ‘ • “

1

 . . . 、 . . . 一 . . . . . . . 

position at the present time, and the uncertainty about future possibilities, were 

reinforcing the pessimism felt by governments and malariologists. 
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The analysis of the status of malaria eradication by regions submitted in the 

appendix to the report was very inadequate. While appreciating the Secretariat
1

s work 

he could not be satisfied with that section and continued to think that (as proposed 

by one delegation to the Sixteenth World Health Assembly) the only solution was to set 

up an authoritative committee properly empowered to appraise the achievements and 

shortcomings of countries and of WHO's Secretariat during the past decade, so that it 

would be possible for the Eighteenth World Health Assembly to form an objective 

picture of the situation and to recommend the necessary measures. 

The report under discussion placed more emphasis on positive features so as to 

focus attention on them, but a detailed examination of the problem revealed that the 

successes achieved added up to a vast operation conducted in India, with very little 

having been done in Africa. The report was silent about the reason for failures and 

uncertainty about the future apart from a few brief and inadequate comments on the 

subject. 

Paragraph 4 of resolution WHA16.23 had been adopted after a lively discussion 

by an overwhelming majority. Unfortunately two years had elapsed, but the study 

which the Director-General had been asked to make had not yet been submitted nor did 

it appear in the present report. The tenth anniversary of the campaign seemed an 

appropriate moment for such a study to be presented which he proposed that the 

Director-General be asked to do in time for submission to the Eighteenth World Health 

Assembly, particularly in view of the enormous expenditure, both national and 

international, on the eradication programme• It was imperative to outline future 

prospects with precision and realism. He in no way wished to imply that the campaign 

should, be delayed or abandoned: there could be no question of leaving unfinished 
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what had been begun, but a critical analysis of the reasons for failure could help to 

improve methods, tactics and strategy throughout the world so that the ultimate aim of 

total eradication could be achieved, though admittedly it was likely to take a long 

time. 

Dr EL BORAI said that the Director-General's comprehensive report provided a 

striking survey of WHO'S work and a detailed description of each phase in the 

eradication operations• As long as malaria existed in any country or continent there 

was always a danger of it being exported to others, particularly as a result of the 

ease of modern communications. WHO's aim was rightly total global eradication, which 

was by no means easy to achieve since many countries needed trained personnel or were 

suffering from markedly low standards of economic and social development• That situation 

meant that WHO should be ready on all occasions to assist countries, even in the remotest 

corners of the world, to improve the economic and social conditions of their peoples and 

to free them from the scourge of malaria. Health was an essential prerequisite of 

peace and security and called for the widest co-operation between all States. The 

advanced countries should pledge their financial and intellectual resources to obliterate 

the gulf between them and the less fortunate. It was the solemn duty of rich nations 

to help the poorer ones to escape from the rut of disease. 

It was important to determine exactly why transmission persisted in certain areas, 

while it had been interrupted in others with the same conditions. The causes might be 

established by means of preliminary epidemiological investigation of individual cases and 

by an entomological study on the degree of contact between man and mosquito. If 

persistent transmission were due to the faulty use of insecticides, that should be 

corrected; possibly a gradual switch to another insecticide might be found necessary• 
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Chemotherapy and larviciding should be considered if insecticides continued to fail, 

and that would include the radical treatment of confirmed cases and mass drug 

administration. Chemotherapy was not an easy operation, because it was difficult 

to achieve the degree of coverage needed to interrupt intense transmission. 

Successful antilarval measures depended en a high standard of operational 

efficiency and careful checking, and should be regarded as an adjunct rather than a 

substitute. 

He hoped that the Expert Committee on Malaria would continue to tackle 

vigorously the difficulties in problem areas. 

Commenting on immunity, he said that it had been found that the gamma-globulin 

fraction extracted from the serum of a person with a high degree of immunity produced, 

after purification, a great reduction in parasitaemia among young children suffering 

from clinical malaria. It had been found that in endemic areas a state of equilibrium 

existed between host and parasite and it appeared that every adult in such areas was in 

a state of permanent parasitaemia- Thus persistent transmission might well prove to 

be a continuous problem which could only be overcome by perfect case-finding, 

A great deal of attention should also be given to another epidemiological 

problem, namely a renewal of transmission, as a result of infections transmitted through 

blood transfusion, in countries where malaria had been eradicated or where the last 

stages of eradication had been reached. It was essential to determine the length 

of time during which a malaria parasite remained viable under normal blood-bank 

conditions• 



EB35/Min/3 

page 38 

He hoped that the Expert Committee on Malaria could solve the problems he 

had mentioned as well as others that were generally well known. 

The meeting rose at 12.30 p.m. 


