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The Executive Board at its fifteenth session in January 1955, after reviewing 

the situation of the Tuberculosis Research Office (1R0), adopted the following 

resolution (EB15.R20)j 

"Considering that at the present stage of th6 development of the 

Tuberculosis Research Office its activities could now appropriately conform 

more closely to the research policies of the Organization, 

Considering that in making any necessary adjustments care should be taken 

to ensure that the valuable work being carried out at present by this Office is 

not jeopardized or destroyed, 

Drawing attention to the decisions taken by the Fourth World Health Assembly 
1 2 

in resolution WHA.4.7 and by the Executive Board in resolution EBU,R27, 

REQUESTS that the Director-General prepare for the seventeenth session of 

the Board a complete study of how the programme of the Tuberculosis Research 

Office could best be adjusted to the general policies of the World Health 

Organization^ giving special consideration to the possibilities ofi 

(1) the work being continued by national governments or national 

institutions with technical and financial assistance from WHO， 

(2) the work being carried out in the same conditions as for other activities 

in close relationship with the total programme of the Organization, taking 

due account of existing services at headquarters, such as provided by the 

Divisions of Communicable Disease Services, Epidemiological and Health 

Statistical Services, and Therapeutic Substances. 

Off. Rec. Wld Hlth Org, 35 

2 Off. Rec. Wld Kith Org. 46 



EB17/43 
page 2 

2, REQUESTS the Director-General to report to the seventeenth session of the 

Board on any steps to implement the recommendations in this study and on how they 

are reflected in his proposed Programme and Budget for 1957， and 

3, DECIDES that， pending the results of this study, no commitments should 

be made for new activities entailing additional expenditures for the Tuberculosis 

Research Office." 

The Director-General has the honour to present now to the Board a report on his 

study of the TRO, on the steps which have been taken as a consequence of the study and 

on their implications for his proposed Programme and Budget for 1957# 

This report is divided into three parts. The first describes the tuberculosis 

programme of the Organization ； the second summarizes the development of the work of 

the Ш0} the third includes considerations on the future role of TRO in WHO
1

s tuber-

culosis programme. In Annex 1 to this document a report is made of the steps taken 

so far as a consequence of this study. Annex 2 shows estimates of the costs of 

activities proposed to be financed from the provision contained in Official Records 

No. 66 for the Tuberculosis Research Office.• 

I. THE TUBERCULOSIS CONTROL PROGRAMME OF WHO 

The Organization's programme in this field is based on its constitutional functions 

of acting as the directing and co-ordinating authority on international health work; 

of furnishing appropriate technical assistance upon the request or acceptance of 

Governments ； of promoting and conducting research in the field of health. 

Governments requesting advice or assistance in tuberculosis control of WHO do so 

mainly for economically undeiKteveloped areas• A considerable part of the Organization、s 

programme in tuberculosis is therefore primarily designed for such areas• 

The programme which is described below is more than just a sum of tuberculosis 

control projects. It includes the activities which are aimed at ensuring that the 

soundest advice and the most appropriate form of assistance are given by the Organization. 
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Conditions affecting tuberculosis control in undernfeyeloped areas 

Under-developed areas have in common a number of conditions which necessarily 

influence both the spread of a disease such as tuberculosis and the measures adopted 

to control xtt 

1. A high proportion of the population live under poor conditions^ suffer from mal一 

nutrition, parasites and chronic infections. Their resistance to tuberculosis must 

be expected to be low» 

2ф Overcrowding is the rule in all cities and larger towns. Living premises havB 

little light or ventilation and low standards of hygiene prevails 

3t Little or no reliable information is obtainable on the extent of the tuberculosis 

problem. The disease is considered important among public health problems by the 

authorities but this opinion is often based on impressions rather than on sound epi-
. . . " 

demiolegical data, 

4. Tuberculosis control facilities are very limited or non-existent. A few beds are 

general^ available for medical treatment but centres for preventive work usually do 

not exist. Those which do are often poorly equipped, inadequately staffed and not 

effectively organized. 

5. Funds are limited for public health measures* Any control programme should there-

fore be based on the most economical measures which can be considered effective. The 

building of institutions can only be considered exceptionally• 

6« There is a general shortage of trained medical and auxiliary personnel and there 

is more interest displayed in curative medicine than public health. Doctors who have 

specialized in tuberculosis are rarely interested in the preventive aspect and prefer 

clinical work and its inherent possibilities of private practice. 

The development of УЮ
г

з advisory activities 

Since WHO started working in this field, requests for advice and assistance have 

been received from a very large number of countries, and between 1948 and 1952 a number 

of "Tuberculosis Demonstration and Training Centres" were established with international 

assistance• It was hoped by means of these Centres to demonstrate the methods of 

control which have proved successful in other countries and to train national 

personnel in these technique»» 
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Experience showed that such demonstrations had only a limited effect. A certain 

interest in tuberculosis and its control was stimulated in the countries where»such a 

Centre was established. A number of doctors, nurses and technicians did learn 

modern techniques, but in no country was a real effort made by the Government to adopt 

on a large scale the control methods demonstrated in the model Centre. These methods, 

in fact, did not seem appropriate for undeinjeveloped areas because their application 

(which involved the use of expensive equipment and of highly trained personnel) implied 

a high level of capital and maintenance expenditure• This precluded their use on the 

sort of scale which would have been necessary in order to have, peihaps, an effect on 

the tuberculosis problem# 

More recently, therefore^ WHO has made a determined effort to re-orient its 

tuberculosis programme in the light of past experience and also new developments in 

control methods. . The basis of the present programme is to concentrate on very simple， 

economical and practical methods of control which can be applied effectively as public 

health measures in territories with limited resources, facilities and trained personnel, 

A short description of present methods 

Much remains to be learned before general agreement can be reached on how an 

effective control programme can be established on a simple, economical and practical 

basis. This section, therefore, describes aims rather than current practice» A 

considerable amount of study will be required before it can be assumed that such 

measures are both practicable and effective. 

The programme is based on the premise that tuberculosis is a communicable disease 

with tubercle bacilli as the infecting agents and therefore on general principles for 

the control of a communicable diseases finding the source of infection and taking 

action to prevent or reduce transmission, 

(a) Detection of sources of infection. It is assumed that the most common and 

dangerous sources of infection are persons suffering from pulmonary tuberculosis who 

discharge tubercle bacilli through the respiratory tracts These are defined as "cases". 

Since such persons do not always.have typical clinical symptoms and are often ignorant 

of their condition a "case"-finding programme must permit the examination in a simple, 

economical and practical way of very large numbers of apparently healthy people• 
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Obviously, such methods of examination must be relatively crude if they are to be 

applied economically on a large scale. Yet they must remain effective, i.e. they must 

permit that the majority of the most infectious cases will be disclosed. 

For this purpose WHO has elaborated and is recommending a standard method of 

examination for pulmonary tuberculosis which is based exclusively on three methods of 

examination: the intradermal tuberculin test (Mantoux 5 TU), the miniature chest 

X-ray (70 MM#) and the examination for tubercle bacilli of the product of a laryngeal 

swab and of the sputum obtained after such swabbing. In cases where X-ray examination 

is impractical, a simpler method of examination is suggested limited to tuberculin 

testing • and bacteriological examination» 

(b) Prevention of Transmission^ In preventing transmission of the disease 

efforts should be concentrated both on the cases and on their contacts. Three groups 

of measures can be used for cases: 

(i) Treatment which aims at making a patient non-infectious. Since in most cases 

institutional treatment is not possible, domiciliary treatment must be given and this 

Xr\ practice means at present chemotherapy, using a drug which can be easily taken by the 

patient himself• 

(ii) Teaching and helping patients to minimize the risk of transmission by safely 

collecting and disposing of sputum and by applying measures of general hygiene. 

(iii) Isolation of the patient within his home or nearly: tubercle bacilli are 

highly sensitive to light and it is considered likely that transmission takes place 

mainly inside the home and particularly at night• Endeavours are made therefore to 

have the patient live, but more particularly sleep, alone, either in a room which 

receives light during daytime or out of doors# 

The protection of healthy people and particularly of those who are subjected to 

a high risk of infection must be achieved by increasing their resistance. So far, the 

most widely adopted measure has been BCG vaccination applied on a mass scale. The 

discovery of effective yet innocuous antituberculous drugs such as isoniaaid now makes 

it also possible to envisage chemoprophylaxis• 
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Surveys of tuberculosis 

In re-orienting WHO
1

s tuberculosis programme, the need for reliable surveys has 

become more sharply defined and more readily accepted. Experience has shown that 
• ^ 

figures available to governmental authorities on the incidence and prevalence of 

tuberculosis have nearly always been misleading and often the extent of the tuber— 

culosis problem in a given country has been grossly overestimated. In many areas, 

for example, where tuberculosis was considered to be a serious problem
д
 tuberculin 

testing surveys have shown that the prevalence of tuberculous infection in children 

was very low, so low in fact that one could assume that in that particular area tuber-

culosis might only be a minor matter compared to other public health problems• 

Furthermore, it is generally accepted that in order to plan intelligently a control 

programme for any communicable diesease, knowledge must be available of its prevalence 

and of its epidemiological characteristics• There is no reason why this principle 

should not apply also to tuberculosis but it has been neglected very often in the past» 

The findings of such surveys can be applied immediately to control measures， for 

example, when considering a BCG vaccination programme, the distribution of the disease 

in a given community will largely determine the coverage which is desired for the • 

vaocination programme. 

Finally, there is general agreement nowadays that a programme must be evaluated 

and it is only possible to do so if, before starting any control measures, a base line 

has been drawn. 

Simple economical methods for carrying out fact-finding surveys are urgently 

required and WHO is putting much effort in developing the techniques for three 

different types of surveys of tuberculosis which are applicable under different 

conditions. 

Tuberculin testing surveys 

These are based on two assumptions； firstly that the prevalence of tuberculous 

infection in a group of persons can be ascertained by using the intradermal tuberculin 

test (Mantoux 5 TU) provided that the reactions to the test are carefully read and 

interpreted• Secondly that there is a relation between the age-specific prevalence of ‘ 

tuberculous infection in children and young adults and the prevalence of tuberculosis 

in the population of the canmunity, 
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In elaborating methods of tuberculin testing the extensive studies carried out 

by the TRO have been most important, particularly those concerning the so-called non-

specific tuberculin allergy. 

Tuberculin surveys are simply carried out and provide information where mor® 

complicated methods would be impractical and too expensive. In order to interpret 

correctly
}
 however， the results of a tuberculin survey it is necessary to make more 

complete investigations in randomly selected representative samples of people in the 

same area. 

2- Tuberculin and sputum surveys 

Under certain circumstances it is advisable and possible to combine tuberculin^ 

testing with the collection of sputum from a randomly selected population of adults# 

The sputum is examined for tubercle bacilli by direct microscopy, and when possible, 

also by cultureо Such surveys will provide information on the prevalence of 

infectious pulmonary tuberculosis in a community• 

3* Complete surveys 

These are survey s where the "standard examination for pulmonary tuberculosis" 

is used in sufficiently large randomly selected representative groups of population. 
. . . • •-

The carrying out of auch surveys implies the availability of X-ray and laboratory 

facilities. 

Recent developments in the management of tuberculosis 

Some developments in recent years have had and are having an important effect 

on the planning and execution of tuberculosis control programmes. Firstly, the general 

adoption of photofluography (miniature X-ray) has made it possible to examine large 

groups of people at a relatively low cost The development of mirror cameras has 

permitted, a decrease in the size and power of generating units. This in turn has made 

it possible to construct smaller， less expensive and more easily transportable apparatua. 

Secondly^ much progress has been made during recent years in simplifying methods 

of culture of tubercle bacilli for diagnostic purpose.. Improvements are still required 

in this field. Nevertheless, from being a method which could only be carried out in 
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larger laboratories by highly specialized persons, bacteriological diagnosis by 

culture is now far more generally used than formerly• 

Thirdly and most important in this list, the discovery of effective anti^-

tuberculosis drugs has revolutionized the management of tuberculosis. For the first 

time in the history of the disease it has now been made possible to render a high 

proportion of patients suffering from infectious pulmonary tuberculosis non-infectious 

by drug treatment• 

As a consequence of these developments the management of tuberculosis need no 

longer require services of highly trained specialists. Satisfactory diagnostic 

procedures can now be carried out almost exclusive]^ by auxiliary personnel and a 

diagnosis of infectious pulmonary tuberculosis no longer requires the interpretation 

of experienced clinicians. Furthermore, it is now possible to envisage standardized 

regimens of treatment in which the dosage of a given drug and the length of treatment 

need not depend upon clinical judgoment» These simplifications in the management of 

the disease make it possible to envisage large scale control schemes using relatively 

simple diagnostic and treatment measures applied at the periphery by auxiliary 

personnel and requiring only a limited amount of specialized supervision• 

WHO and research in tuberculosis. 

Although, as outlined above, prospects for future effective control programmes 

are encouraging, a number of problems have to be solved and a number of studies still 

have to be made before WHO can respond effectively to requests for assistance. 

The problems are not so much those of obtaining information or advice from experts 

through the mechanism of panels, committee meetings or by the services of special 

consultants. Rather it is a matter of acquiring new knowledge. The effectiveness and 

practicability of tuberculosis control methods in under-dareloped countries will depend 

to a large extent on the acquisition of solid data obtained by scientific and 

organized experimentation. 

Two groups of problems may be defined^ those which need not necessarily Ъе 

investigated on the spot but which can be studied in countries with more developed 

programmes where conditions for scientific experiments are more favourable. For 

example^ a number of problems concerning tuberculin, tuberculin testing, BCG vaccine 
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and yaocinatiQh have been and are being studied by the 1R0 in Denmark, using the 

facilities offered by national institutions and services^ Similarly^ studies of 

simpler and more economical and practical methods for the culture of tubercule bacilli 

.. could best be undertaken in laboratories where a considerable experience of culture 

techniques has been acquired, A difficulty here^ howeveri is that such laboratories、、 

are more interested in developing very sensitive and complex methods for the detection 

of mycobacteria than in working on simpler and necessarily cruder methods• 

A number of problems, however, can only be studied in the field under the 

conditions which will apply to the future control programme. These studies must there-

fore be made in some of the undeixfeveloped territories. Such experiments will have to 

bear not only on the applicability of certain measures but will also have to show 

whether some measures are effective under local conditions where the behaviour of 

tuberculosis, its epidemiological characteristics, the people and their habits may 

differ considerably from those experienced elsewhere. 

Such studies must be planned, conducted and analysed with greatest care^ and in a 

number of such territories research staff is lacking to undertake these responsibilities. 

International help is needed and desired and WHO can play an important part in meeting 

such a need. 

International assistance can be given in different ways. For example, WHO can 

arrange for a recognized research group or institution to undertake the task on the 

Organization's behalf. Research personnel can be seconded to WHO and assigned to the 

country concerned within the framework of a research project assisted by WHO. This 

type of arrangement i? being planned with the British Medical Research Council -for 

drug studies in India, 

Investigations can also be made in connexion with service projects receiving WHO 
“ • * • ‘ ‘ « • 

assistance. .A difficulty here is that service project personnel are not normally 

trained for research work and additional staff is usually required. A further difficulty 

is that special arrangements have to be made for the planning, technical supervision 
• .:••... , � ' • • • -

and analysis of the results of the studies. An arrangement of this nature is being 

made for . a pilot project on chemotherapy in Indonesia (partly financed by UNICEF) which 

is based-on the tuberculosis centre established with the help of WHO in Bandung. 



EB17/42 
page 10 

Another possibinty is for WHO to give help (including personnel) to a research 

establishment in the territory concerned. The local institution or national group 

concerned then becomes responsible for carrying out a research project with the 

assistance of WHO. An .arrangement of this nature is under discussion for the tuber-

culosis field research station in Madanapalle which was established in 1950 by the 

UIO^ where the Indian Council of Medical Research would take over the responsibility 

for continuing most valuable studies of the epidemiology of tuberculosis in rural 

populations, and would do so with assistance from the Organization. 

In some cases and particularly when studies need to be carried out in a number of 

different countries using identical methods and personnel, it may be convenient and 

indeed necessary for such studies to be carried out by WHO teams• The planning and 

supervision of such work, the analysis and interpretation of its results, is then 

undertaken by WHO headquarters and the ÏR0 is particularly well equipped for this task. 

This form of arrangement has been obtained for the three Regional BCG Assessment 

Teams of which one is still operating in the Eastern Mediterranean^ and for the two 

Regional Tuberculosis Survey Teams which have just started their work in Western and 

Eastern Africa. These are co-operative efforts in that many facilities are being 

provided by the governments concerned, the teams are equipped and supplied by- UNICEF, 

but the technical responsibility for the project lies with WHOc 

Specific problems connected with WHO)s tuberculosis control programme 

A number of specific problems urgently require to be studied before WHO can give 

useful advice and assistance to tuberculosis control programmes in underdeveloped 

territories. Some of the most important of these are outlined belows 

1華 Problems concerning diagnostic procedures 

(a) Tuberculin testings The extensive investigations carried out by ISO have 

provided much information on the value of the tuberculin test for the diagnosis of 

tuberculous infection in humans„ The single intradermal test (Mantoux 5 TU) has 

proved to be a very practical standard method for tuberculin testing. Nevertheless 

some problems remain connected with this method. In particular further investigations 

are needed regarding the keeping quality of dilutions of PPD. The ÎR0 is putting 

much effort-into studies which aim at developing^ stable dilutions which can be used 

under field conditions for a long period of time. 



A more fundamental problem which has emerged from field investigations is the 

relative lack, of specificity of PPD. In a number of countries individuals give an 

apparently non-specific reaction to a Mantoux 5 TU test making it impossible to 

distinguish with the single test the infected from the non-infected. A more specific 

antigen is required and studies en various tuberculins and other antigens are being 

made by the IRO and the Tuberculosis Immunization Research Centre in Copenhagen, while 

investigations continue in. the field to obtain more data on the distribution of non-

specific allergy to tuberculin. 

(b) Chest X-ray examination. For some years now attempts have been made to 

convince manufacturers of X-ray apparatus that the equipment currently being made is 

too expensive, too heavy, and more particularly too complex in its design to be suitable 

for mobile work jLn conditions which usually obtain in uiider-developed areas (high 

temperature and humidity, bad roads, dust). In an attempt to allow information from 

th^ field to be presented more convincingly to designers WHO has systematically 

requested that factory engineers be seconded to service projects. Much still remains 

to be done in this field of better X-ray apparatus design. 

Another problem in this section concerns the importance which should be attached . 
• • ‘ 

to persons having a pathological X-ray chest image but in whom tubercle bacilli 

cannot be demonstrated. The "standard examination for pulmonary tubereuloBis" provides 

that no diagnosis of tuberculosis will be made unless tubercle bacilli are demonstrated. 

Investigations are needed to determine what proportion of "cases" of tuberculosis are 

missed by this simplified procedure. The problem is important for planning the work of 

tuberculosis control centres (how much effort should be put into repeated follow-up 

examination of persons with abnormal chest X-ray but negative bacteriology?). It is 

also important for the interpretation of the results of surveys. Such a study can only 

be made by systematically following up certain population groups and comparing the 

fate of persons in the above category with that of individuals with normal X-ray 

findings• 

(c) Bacteriological problema» The best and simplest methods for the bacterio-

logical diagnosis of tuberculosis are still too complex and too expensive for wide-

spread use under field conditions. VHO has given much emphasis to this problem 
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and has used the services of several consultants in elaborating simpler laboratory 

methods. Further work is required yet, however, and particularly simpler and less 

expensive culture media are needed. This problem is being studied in a number of 

laboratories connected with the tuberculosis centres established with the assistance 

of WHO. The co-operation of a few other laboratories has also been obtained• 

Another problem concerne the relative value for diagnostic purposes of the 

laryngeal swab and the so-called laryngeal-swab-sputum examination (examination of 

sputum obtained immediately after swabbing). It is necessary to know for example 

whether one examination is sufficient or whether significantly better results can be 

obtained by making two or three examinations for each person.. These s.tudies can be 

carried out in tuberculosis centres in a number of countries. Similarly (and 

particularly in connexion with survey work)^ studies of cough and sputum producing 

methods need to be mad© and new methods compared with those which are presently used. 

A more fundamental problem exists regarding the nature of mycobacteria prevalent 

in tropical and sub—tropical aroas. Little is known concerning the virulence^ types
;
^ 

and morphological behaviour of tubercle bacilli recovered f r m patients in the tropics. 
t 

There are indications that there may be considerable differences between these myco-

bacteria and those which are found in more temperate climates. This is naturally a 

very important problem since the unreliability of bacteriological diagnosis may 

completely undermine a tuberculosis control programme which is based on that diagnosis. 

It is in particular essential to ensure that sc-calledsapropiates can be reliably 

distinguished from tubercle bacilli. Further^ the prevalence of mycobacteria which 

differ significantly from those which are known at present may well hint at the 

existence of hitherto unknown extra-human sources of infection. Such a problem requires 

co-operative investigation. Randomly selected samples must be obtained from tropical 

countries and this can Ъе done, for example^ by using the services of WHO survey teams 

and this material can then be dispatched to a number of laboratories in Europe or in the 

Americas, who have had special experience in typing tubercle bacilli and in making tests 

of their virulence. WHO could participate in this phase of the work also by granting 

some assistance to the laboratories concerned,, 
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(d) Serological investigations* Further studies are required on the problem of 

developing a reliable serological test for tuberculosiss so far efforts have been 

mainly directed towards finding a test which would allow tuberculous disease to be 

distinguished from tuberculous infection. Research in this field has so far not been 

very successful^ perhaps because of the emphasis which has been given to this Hmited 

aspect of the problem. Many workers feel that it should be possible to develop a tçst 

which could demonstrate the presence or absence of tuberculous infection in ¿person. 

Such a test would be invaluable in certain types of surveys and might be very helpful 

in areas where the interpretation of the tuberculin test ±s made more complex by the 

presence of non-specific sensitivity. Studies bearing on this problem are being under-

taken by the Tuberculosis Immunization Research Centre, and there is a possibility of 

obtaining samples of blood either from established centres or through the work of the 

WHO survey teams• 

2. Problems concerning the use of dru^s 

The effects of treatment by anti-microbial drugs have so far been studied almost 

exclusively in patients in hospital. The results of the trials which have been under-

taken by such groups as the US Public Health Service, the British MRC or the US 

Veterans Administration apply therefore only to such patients• Very little is known yet 

of the effects of； chemotherapy in ambulant persons or as part of a scheme of domiciliary 

care# The use of drugs aa .a control measure in undeixteveloped areas necessarily 

Implies dondciliary treatment and self-administration by the patient and carefully 

controlled investigations are needed before it will be possible to give pertinent 

advice on drug treatment in under-cJsveloped countries or even to envisage as a practical 

possibility chemotherapy as part of a service control programme• 

There are two aspects to this problem: firstly it is necessary to as certain the 

effects of drug treatment on individuals and to discover what proportion of cases can 

be rendered non-infectious by domiciliary drug treatment. A study of this kind is being 

planned in India： it will be undertaken by the Indian Council of Medical Research 

with "WHO assistance, the British MRX acting as a research agent for WHO and making 

available to the Organization the necessary rosearoîl sta'ff and
:

 services. In the 

course of this study a comparison will be made between the effects of drug treatment 

given under domiciliary conditions and those obtained by identical regimens in 

hospitalized patients. 
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A second and even more important aspect concerns the possible effects of large 

scale drug treatment of patients on the community. Chemotherapy undoubtedly prolongs 

the life of a number of patients and厂 even if a large proportion of cases are rendered 

non-infec ti ous
 y
 it remains to be seen whether the total number of sources of infection 

in a oommunity will diminish, or whether on the contrary the community load of 

infection will increase. A study of this problem has been planned in connexion with 

the tuberculosis centre in Bandung (established with the assistance of WHD) and is 

being partly financed by UNICEF as a pilot ambulatory drug treatment project• 

It should be emphasized that such studies on chemotherapy, which are deemed 

essential if any real progress is to be made in the control of tuberculosis in under-

developed areas, are costly, time-consuming and complex undertakings, requiring much 

careful thought, planning and supervision, and in which much time may have to be spent 

first on studies of methods before the trial proper can start. 

3# Problems concerning other domiciliary control measures 

A few other important problems concerning control measures may be briefly listed. 

In overcrowded urban communities it is difficult, if not impossible, to arrange 

for the isolation of infectious patients in their homes. Studies are required regarding 

the possible use of night dormitories and the effect of part-time isolation of 

patients on the community. 

The protection of close contacts of cases by сhemoprophylaxis already deserves 

study. Is it feasible to give a drug.such as isoniazid to healthy contacts, and if so, 

what protective effect can be achieved? Such a study could be planned as part of a 

pilot project on drug treatment. 

4. Problems concerning BCG vaccination 

These have been described in detail in a nrmiber of publications of the TRO, and 

more particularly in WHO Monograph Series No. 12 (1953), and in the Bulletin of the 

World Health Organization^ 1955
f
 Vol. 12, No 1_2> ^nd some will be mentioned in the 

second part of this report» 
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In summary it may be said that WHO is facing a challenge in the field of tuber-

culosis • Important«developments have taken place in recent years which offer 

encouraging prospects of extensive control programmes under most primitive conditions. 

Yet much remains, to be learned before the Organization can venture to offer sound 

advice or to give effective assistance to the health authorities of under-deWloped 

areas. Never before perhaps has there been a greater and more imperative need for 

both fundamental and applied research in this field. 

II. THE WORK OF THE TUBERCULOSIS RESEaRGH OFFICE 

Establishment of the Office and development of its activities 

The work of the TRO has been described in two reports prepared for the consideration 

of the Executive Board at its eleventh and fifteenth sessions on the occasion of the 

biennial review of the situation of the Office, which had been requested by the Fourth 

World Health Assembly in its resolution WHA4.7.
1 

2 
The first of these reports describes in some detail the events which led to the 

acceptance by the Board, at its second session, of responsibility for the promotion of 
3 

medical research in connexion with the BCG vaccination campaign, and to the establish 一 

ment of the TRQ in Copenhagen in February 1949• It also reviews the activities of the 

Office from 1949 to 1952. 
4 

The second report relates the work of .the Office in 1953 and 1954 and lists the 
» 

publications of the TRO dtiring the same period. Air account of the Organization 

research .activities in tuberculosis is aloo contained in the Annual Report of the 
5 

Director-General for 1954
v 

1 Off, Rec, Wld Hlth Org, 35 

2 
Off. Rec. Wld Hlth Org. 46^ Annex 6 and Appendices^ pp, 202-215 

о 
J Off. Rec, Wld Hlth Org. 14, p. 18』para.l,3»4(b) and p. 19, para 1.8.2 

4 
Off> Rec. Wld Hlth Org, 60

д
 Annex 4 and Appendices, pp. 5 7 ^ 1 

tt 
^ Off. Rec> Wld Hlth Org, 59, Part Chapter 1, pp. 7-10 



EB17/44 Rev.l 

page 16 

Situation of the Office in the first half of 1955 

In the proposed programme and budget estimates for 1956 the activities of the 

TRO were described under seven headings with a total establishment of 52 posts: 

„Copenhagen Office" (22 posts) 

This heading includes the Director丨s office， the administration, the secretarial 

and statistical pools and other staff working for all the six following major groups 

.of activities. 

Group I - "BCG Vaccine Studies" (8 posts) 

and 

Group 工工I 一 "Activities in co-operation with WHO Tuberculosis Programme” (5 posts) 

These activities are so closely interrelated that they are best described together. 

They have both been closely connected with the tuberculosis programme of WHO. Group I 

includes studies in which the field work has been carried out mainly in Denmark, in 

close со-operation with national authorities and institutions^ while in Group III the 

collection of data took place in other countries, in connexion with service projects 

which were being planned or which were in operation• The activities in these two 

groups can best be classified in three categories, 

(a) Elaboration and improvement of methods apd techniques for the BCG cajnpaigns 

This includes studies on the stability of dilutions of purified tuberculins； 

on the causes of low-grade tuberculin sensitivity ； on vaccination of infants and 

particularly of the newborn； on the duration and quality of BCG induced allergy ； 

on the combination of BCG vaccination with other vaccinations and with treponematoses 

control measures. 

(b) Fact-finding surveys prior to the undertaking of mass vaccination campaigns 

Such surveys have been repeatedly recG n̂mended by the Expert Committee on Tuber-

culosis . T h e y are designed to provide data on the levels of natural tuberculin 

sensitivity in random samples of the population of the area concerned, The field work 

1

 Off. Rec, Wld Hlth O r g ,迅 pp. 24, 29 and 30 
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is performed either by a special pilot team or by a regional BCG assessment tpam 

(financed as country, or inter-country projects). The TRO is responsible for 

training the specialized personnel of the teams^ planning the survey in detail, 

giving technical direction to the team and analysinp the results of the work. On the 

basis of this anlysis a decision is taken as to.whether a mass campaign is to be 

undertaken, where it should be carried out, what age groups should be covered, what 

criteria should be adopted for selecting persons for vaccination, 
. . . . . . . . , 

(c) Documentation and assessment of BCG campaigns 

The documentation and assessment of the BCG campaigns carried out with the 

assistance of WHO and UNICEF is a continuous process in which the TEO has had a major 

responsibility. Two different machanisms are used: (i) Regional BCG Assessment 

Teams carry out studies designed: to compare the effects cf locally produced vaccines 

with those of a "standard" vaccine; to investigate the biological response of 

individuals to BCG vaccine j to assess the degree of allergy induced by vaccinations 

performed by mass campaign teams in relation to that produced by the assessment team 

using the same vaccine (an important check on mass campaign techniques)j to retest 

groups excluded from vaccination on the b泽sis of tuberculin tests performed by mass 

campaign personnel] to test persons not touched by the mass campaign in order to 

determine natural levels of tuberculin sensitivity and the possible prevalence of non-

specific sensitivity. Such teams work in inter-country projects under th6 admini-

strative direction of Regional Directors, The TRO is responsible for training the 

team personnel, planning the work in detail, giving technical supervision, and 

analysing the data, (ii) Monthly statistical reports of the work of all currently 

operating BCG projects carried out with the assistance of WHO and UNICEF (and of a 

number of continuing national campaigns) are received by the TRO
#
 The data are checked 

and tabulated and a consolidated report is issued monthly and is widely distributed 

by the Tuberculosis Section of WHO. There are obvious advantages in having a single 

authoritative source for such data. 

In addition to the monthly reports^ a more detailed annual progress report, 

has been prepared for the consideration of the Joint Committee on Health Policy, 

Further, a considerable effort goes into the preparation of country reports which are 

intended to place on record not only the achievements of an internationally assisted 
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project but useful epidemiological data such as the prevalence of natural tuberculin 

sensitivity prior to the vaccination campaign in the rural and urban areas within the 

larger administrative units of the country concerned. Seventeen such reports have 

been published• 

Group II - "Tuberculosis Control Methods in Tropical and Under-dgreloped Countries 
(10 posts) 

This heading covers studies which were being planned in India to investigate the 

efficiency of certain methods of tuberculosis control and more particularly the effects 

of ambulatory treatment of pulmonary tuberculosis by drugs. Preliminary discussions 

had been hslû with the health authorities in Iridia, but no field work proper had been 

started. Following the decision of the Executive Board at its fifteenth session 

(EB15,R20)，1 this activity was interrupted, the five vacant posts were not filled, 

and the five other staff members continued to be assigned to activities under Groups I 

and工工工• 
9 

Group IV 一 "Long-term Studies of Tuberculosis"• (one part—time consultant) 

This concerns the Field Research Station at Madanapalle, which was established 

in 1950 in co-operation with the Government of India and the Union Mission in South 

工ndia
l

s Arogyavarajn sanatorium and which has been undertaking studies of the 

prevalence and mode of spread of tuberculosis in rural communities, of the character-

istics of tuberculous disease and the protective value of BCG vaccination in such 

coinmunitiesa 

Group V - "Evaluation Studies in Finland and Denmark" (3 posts) 

These projects were designed to study tuberculous mortality and morbidity in 

large population groups by means of a roster of persons tuberculin tested, X-rayed 

and -vaccinated^ against which deaths and cases of tuberculosis could be matched In 

Finland, the study was initiated by the TRO with the purpose of studying the course 

of tuberculous mortality after a nation-wide BCG vaccination campaign in a country where 

1

 Off. Rec. Wld Hlth Ovg
0
 60 
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the death rates from tuberculosis were high and where mortality records were available 

for the past 75 years. The vaccination roster has been completed and the TRO is 

assisting the Finnish authorities in matching death certificates against the index. 

During recent years, however, mortality from tuberculosis in Finland has decreased 

very considerably and the probability of obtaining significant information on the 

effect of BCG vaccination has become more remote. In Denmark, the study was initiated 

largely by the national health authorities, who have shown increasing interest in the 

work and have assumed the major responsibility for its execution The study was designed 

to give information both on mortality and morbidity. The exceptional reliability of 

the system of notification of tuberculosis in Denmark is ensuring great accuracy in the 

collection of data and the study should provide very valuable epidemiological 

information on tuberculosis in a population where large-scale vaccination has been 

carried out. Here also the index has been completed and the TRO has provided 

technical advice and statistical assistance. 

>Group VI - "Laboratory Activities" (4 posts) 

The Tuberculosis Immunisation Research Centre was established within the State 

Serum Institute, Copenhagen, as a joint undertaking of the government of Denmark and 

WHO, governed by two agreements signed in November and December 195lJ The purpose 

of the Centre is (a) to undertake laboratory and related research on tuberculosis 

immunization； (b) to co-operate with the Organization's field research on tuberculosis 

immunization； and (c) to co-operate with other centres and laboratories. For the 

purpose of co-ordinating laboratory and field research and general supervision of the 

Centre， a committee of 4 persons was established, 2 of whom were nominated by the 

Organization. WHO
!

s contribution to the operation of the Centre must not exceed 

$30j000 per annum. Within its yearly budgetary allocations and subject to the 

availability of funds, WHO is defraying the personnel expenses for the Directs and for 

three staff members seconded to the Centre, and the cost of certain items of equipment 

and supplies. The work of the Centre has been concentrated so far on fundamental 

investigations into the inmmne response to infection and vaccination. 

1 Off. Rec, Wld Hlth Org. 46, Appendix 2 to Annex 6， pp. 208-210. 
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In concluding this description of the activities of the 1R0 in the first half of 

1955 it should be mentioned that in practice there has been great flexibility in the 

assignment of staff to the various activities and that transfers from one group to 

another were frequently made according %o current needs and in order to ensure the best 

use of personnel• 

III. THE FUTURE ROLE OF THS TRO IN THE TUBERCULOSIS 
PROGRAMME OF THE ORGiNKATION 

In considering how the programme of the TRO could best be adjusted to the general 

policies of the Organization the Director-General has been guided by the following 

criteria: (a) the research policies of the Organization that stem from its constitu-

tional functions and which have been elaborated in the decisions taken by the Second and 

Seventh World Health Assemblies (resolutions WHA.2,19 and WHA7-52).and. in resolutions 

of the Executive Board at its eighth and thirteenth sessions (EB8.R34 and EB13tR78); 

(b) the requirements of WHO
1

s tuberculosis progranune^ and particularly the pressing 

need for public health field research, which have been stated in the first part of 

this report^ and (c) the principle that the work being carried out at present by the 

Office be neither jeopardized nor destroyed. 

The first problem is to decide which of the activities of the Office should be 

continued and, of these, which could be taken over by national or local authorities or 

institutions with technical and financial assistance from the Organization in 

accordance with the policies and practices of co-ordination of research. 

The review of the programe of the TRO shows that the studies have been 

intrinsically sound and that all have some direct relation to the Organization
1

 s 

tuberculosis programme. In principle, then, none of these activities should be 

interrupted. 

In considering, however, the form and mechanism of future research a clear 

distinction can be 巩ade between the activities included in (a) Groups IV, V and VI 

which could all appropriately be Continued by the national or local governments•or 

institutions concernedj (b) those under Groups I and I工工 which are all closely 
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related to the tuberculosis programme of WHO and for which one cannot easily envisage 

a transfer of responsibility (and indeed there is no good reason for arçr change in 

pattern since the work is being performed satisfactorily and In conformity with the 

Organization's policies)j (c) the investigations under Group where different 

mechanisms could be considered according to local circumstances: and finally (d) new 

activities the need for which will naturally arise out of the development and 

expansion of the tuberculosis programme. 

The following steps are advised客 

Group IV 

Madanapalle Field Research Station 

During 1956 the Organization should increase its participation in this activity 

by appointing the Director of the station on a full time basis for six months and Ipy 

furnishing some statistical assistance. This would permit a comprehensive report 

to be prepared of the work carried out during the first five years. Concurrently 

negotiations should be entered into with the Indian Council of Medical.Research with 

a view to having this body assume the responsibility for this activity. WHO could 

then grant financial and technical assistance to the I d 

Group V 

Danish Tuberculosis Index 

Negotiations should be carried out with the Danish authorities to transfer full 

responsibility for this activity to the National Health Service of Denmark, WHO 
• 

assistance could be continued by a grant of funds and of the services of statistical 

staff if so desired by the Government. 

Finnish Roster 

Negotiations should be undertaken with the Government of Finland as to the terms 

under which this activity might be continued under national direction. 
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Group VI 

Tuberculosis Immunization Research Centre 

Negotiations should be entered into with the Government of Denmark leading to an 

agreement on the transfer of the responsibility for this activity to the Government. 

WHO could continue its assistance by a grant of funds and by making available the 

services of international research staff. The Organization would continue to be 

represented in the ТШС Conmittee. 

Group II 

Study on Chemotherapy in India 

Negotiations should continue with the Government of India and the Indian Council 

of Medical Research with a view to the latter body undertaking the responsibility for 

this activity in the form of a country project. At the ^ame time an agreement should 

be reached with the British Medical Research Council who would make available special , 

research staff and services to WHO in order to give effective assistance to the project. 

Studies of a similar type in under-developed areas 

As has been stated in the first part of this report, a number cf studies will have 

to be undertaken in under-developed areas in order to determine the applicability and 

efficiency of certain control measures under actual field conditions. In some cases it 

may be possible to envisage an arrangement similar to that proposed for the "drug study 

in India by enlisting the co-operation of scientific groups in and outside the territory 

concerned. In certain places, however, where such studies are sorely needed, there 

do6s not exist a national or local nucleus around which a research activity could be 

developed. In such cases it is believed that WHO could be of great assistance in 

providing research personnel not only to carry out the first phases of the investi-

gation, but also, concurrently, to train national and local counterparts. The TRO is 

well equipped to give assistance to such activities by preparing the detailed protocols 

of research， giving preliminary training or briefing to the international staff, 

giving technical supeindsion to the study, assigning temporarily, if necessary, some of. 

its own highly qualified staff to the project, and processing and analysing the results# 
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The possibility shonld therefore be considered of the TRO undertaking such activities 

in future in direct relation to the Organization
1

s tuberculosis programme. 

Groups I and III 

No major changes ar© envisaged in the activities included in these Groups, which 

have been described in the second part of this report. 

The establishment iri the second half of 1955 of two regional tuberculosis survey 

teams in Africa (financed partly by UNICEF and partly from TA. funds ) has meant that 

protocols for survey activities have had to be broadened to include investigations of 

the prevalence of pulmonary tuberculous disease by bacteriological examination (and 

later X-ray examination) of randomly selected representative samples of population» 

In connexion with the documentation of service projects, the ÎRO had co-operated 

actively in the past with the Tuberculosis Section in designing the cards and 

statistical forms, and in elaborating instructions for the statistical work in the 

"standard method for diagnosis of pulmonary tuberculosis" which, haa been recommended 

for use in all tuberculosis control projects carried out with W W assistance. Further 

work is required to improve the methods and procedures used in such projects and to 

achieve more uniformity in reporting so as to provide reliable and comparable epidemio-

logical data from the service programme. The IRO could again provide much assistance 

in this connexion. 

The changes in the activities of the TRO wMch have been considered here 

necessarily imply an adjustment in the administrative structure and the staffing 

pattern of the Office. These aspects will be considered in Annex I tw this 

document. 
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ANNEX 1 

STEPS TâKEN BY THE DIRECTOR-GENERAL FOLLOWING HIS STUDY OF THE 
PROGRAMME OF THE TUBERCULOSIS RESEARCH OFFICE 

Tuberculosis Immunization Research Centre 

Negotiations are taking place with the Danish authorities with a view to revising 

the existing Agreement governing this joint activity of the Government and WHO. 

Preliminary discussions have shown that, in principle, there would probably be no 

objection to the responsibility for the Centre being transferred to the Government» 

It is understood that the báance of funds of the Danish UNAC collection still available 

is expected to suffice to cover the Danish contribution to the Centre for a period of 

five years from the end of 1955. WHO would continue to give assistance to this 

activity by a grant to the Government (which would include the expenses of special 

research staff). While the existing Agreement provides that WHO's contribution should 

not exceed the equivalent of $30,000 per annum厂 the budgetary provision which has been 

made is based on actual levels of expenditure during 1954 and 1955• 

The Tuberculosis Research Office 

The establishment of the office in Copenhagen has been reduced to 34 posts in 

1956 while 33 are proposed for 1957. The work of the office is being concentrated on 

activities that are all closely related to the needs of the tuberculosis control 

programme of the Organization. These have been described in detail in Parts II and 

III of the Directors-General
1

 s report on his study of the office. The programme of 

the office is planned for two years at the end of which time it would be subject to 

review by the Executive Board. 

Danish Tuberculosis Index 

Negotiations have been undertaken with the Government of Denmark. While it is 

understood that, in principle, the Government would not object to assuming the full 

responsibility for the work, some further assistance from the Organization would still 

be required on a decreasing scale for a period of about two years. A provision has 

therefore been made for a grant to the National Health Service of Denmark for this 

purpose. (The grant includes the cost of one statistician.) 
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Annex 1 

.Finnish Tuberculosis Roster 

Preliminary discussions have taken place with the Government of Finland, While 

these are still in an early stage, it is hoped that the Finnish authorities would 

agree to take over the full responsibility for this study. No financial provision, 

therefore, has been made for this activity but, if required, assistance could be 

provided by the ÏRO during the transition. 

Madanapalle Field Research Station 

It has been decided to increase the assistance given by WHO to this activity in 

1956 by appointing the present Director of the Centre on a full-time basis for six 

months and providing him with statistical assistance• This will.enable a comprehensive 

report to be prepared on the achievements of the first five years. Preliminary 

discussions have taken place with the Government of India and it is expected that, in 

1957，tjie national authorities will assume full responsibility for the work under , the 

form of a field project- WHO would assist by providing one international expert. 

Study on Chemotherapy in India 

Negotiations are taking place with the Government of India, the Indian Council 

of Medical Research and the British Medical Research Council- It is proposed to 

conduct the study as a joint undertaking of the government of India and WHO, in which 

the ICMR would act on behalf of the Government, and the BMRC would agree to make 

available to WHO specialized personnel and services and to.act in a consultative capacity 

to the Organization throughout the duration of the project. Field operations would be 

governed by the usual type of project agreement between the Government and the Organiza-

tion, while a separate understanding would be reached with the BMRC as to the services 

to be rendered to WHO and the financial assistance which might be required by the ШКС 

for this purpose. 

At the present stage of negotiations it is not possible to make an estimate of the 

cost to WHO either of the field activities or of the grant to the BMRC. 
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Annex 1 

Organizational Changes 

So as to ensure that the research activities undertaken by the Tuberculosis 

Research Office are 'co-ordinated to the fullest extent.with the Organization
!

s 

tuberculosis programme, the Director-General has integrated, organically^ the Tuber^-

culosis Research Office with•the Tuberculosis Section злthe Division of Communicable 

Diseases at Headquarters, • 

Annex II sets out the cost estimates of the steps taken by the Director-General, 

To implement this revision in 1956, the Director-General requests the concurrence 

of the Executive Board in the transfer of tfee necessary funds from Appropriation 

Section 4 to Appropriation Section 5. This transfer of $198，50〜will be in addition 

to those shown in doc"ument ЕВ17/ • 

The estimates proposed for 1957 in Annex II constitute a revision of those 

included in the Proposed Programme and Budget Estimates for 1957 (Official Records 66 

page 23 para* 4.2.5)• 



EB17/43 
page 27 

1. TUBERCULOSIS RESEARCH OFFICE 

No. of Posts 

1956 1957 

1 
1 
1 

1 
2 

1 

1 

1 
1 

2 
1 
I 

1 
1 

Office of the Chief 

Medical Officer 
Technical Assistant 
Research Assistant 
Draughtsman 
Seoretary 

Vaccine and Antigen Studies 

Medical Officer 
Statisticians 
Nurses 
Statistical Clerk 
Statistical Clerk 
Clerk-stenographgr 
Driver 

ANNEX II 

ESTIMATED COSTS OF ACTIVITIES PROPOSED TO BE FINANCED FROM ÎHE 
PROVI/ION CONTAINED IN OFFICIAL RECORDS NO, 66 FOR THE 

TUBERCULOSIS RESEARCH OFFICE, COPENHAGEN 

APPROPRIATION SECTION 4 - CENTRAL TECHNICAL SERVICES 

APPROPRIATION SECTION 5 - ADVISORY SERVICES 

Estimated Costs 

1956 
丁 

1957 
丁 

Tuberculosis Immunization Research Centre 24.000. 24.000 

Total Appropriation Section 4 24.000 24,000 
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Administrative Services m * 

Administrative Officer 
Budget and Finance Officer 
Assistant Administrative Officer 
Accounts Clerk 
Registry Clerk 
Clerk-stenographer 
Receptionist 
Custodial Staff 

105,091 107,555 

Cost-of-Living Adjustment (11,084) (11,253) 

• 94,007 96,302 

Duty Travel 9,450 9,600 
Consultants 14,400 14,400 

117,857 120,302 

Part time 

1 , 1 Medical Officer 
1 1 Statistician 
1 . 1 Statistical Clerk 

Statistical Pool 

1957 
丁 

6,200 
10,000 
1,953 
2,750 

1956 1957 

Survey and Assessment Teams 
Programme 

1 1 Statistician 
2 2 Statisticians 
1 1 Statistical Clerk 
2 2 Statistical Clerks 

1 1 Machine Operator C4 1,953 2,036 
2 2 Statistical Clerks C2 2,520 2,635 

Documentation of Service Projecta 

Annex II 

No. of Posts Estimated Costs 
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лппех II 

Estimated Costs 

SmTUTQRY STAFF COSTS 

Allowances 

Travel on Recruitment 
Travel on Home Leave 
Transport of Personal Effects 

COMMON SERVICES 

Less i Lapses in filling new posts 

Total 一 Tuberculosis Research Office 

GRANTS-IN-AID, CONTRACTUAL TECHNICAL 
SERVICES AND OTHER FORMS OF RESEARCH 
CO-ORDINATION 

Danish Tuberculosis Index 

1956 
丁 

20，047 
1,550 
355 
600 

22,552 

19,000 

159,409 

(1,044) 

158,365 
ssc=rsssss: 

1957 
丁 

20,311 

1,900 

22，211 

19)000 

161，513 

161,513 

15,665 12.770 

FIELD PROJECTS 

Madanapalle Field Research Station 

Study on Chemotherapy in India 

Total - Appropriation Section 5 

11,200 

13,270 

24,470 

198,500 

9,123 

15,094 

24,217 

198,500 

TOTAL - APPROPRIATION SECTIONS 4 AND 5 222,500 
sassacsasz 

222,500 
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