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1. CONCLUSIONS AND RECOMMENDATIONS

1.1 General

The CARG noted with great appreciation and pleasure that the World Health
Assembly endorsed resolution WHA 44.8 which requests the Director-General teo
strengthen global tuberculesis control efforts. The CARG was also delipghted to
learn that WHO has identified the Tuberculosis Programme as a high prierity of
the Organization and has increased the level of the Global and Interreglonal
regular budget of this Programme by more than one-third for 1992-1993, as
compared to 1990-1991. Further increases in the regular budget for the
Programme are expected in 1994-1995.

1.2 a TB Contr ject

WHO and the World Bank have closely cooperated te successfully bring this
US$ 130 million project to implementation in only 16 months. With the help of
their Chinese counterparts, the World Bank/WHO tesm designed a project which
supports the National Tuberculosis Contrel Programme (NTPF) through investments
in 12 provinecial tuberculesis programmes and for essential operational research
and capacity building at the central and provincial level. Investments have
been made for improving diagnostic services, chemotherapy, case management, and
capaclty building. Capacity building investments include the establishment of
a natlepal Tuberculosis Project Office and Tuberculesis Contrel Centre,
provincial tubereulosis programmes (including dispensaries), a health education
programme, training, vehicles and operational regsearch capabilities.

The early success is encouraging and suggests that this model has the
potential for furthering effective collaboration in support of revicalized NTPs.
The CARG was very pleased to learn that similar projects are belng plammed for
Bangladesh and India.

1.3 TB Control in the Face of the HIV Epidemic

The CARC noted with great concern the deterioration in the tubereulosls
situation in Malawi and other Afriecan countries. Since 1985, the annual number
of reported cases in Malawi has increased by 120%! This increase is thought to
be due primarily to the occurrence of TB in HIV-infected persons, although cases
among Mozambican refugees and increased case detection efforts by the succesaful
NTF now in place may also have contributed,

The increase in the number of cases has created several problems for NTFs
including crowding of tuberculosis wards and elinics, an increased rigk of HIV
transmission through streptomycin injections, an increased frequency of adverse
drug reactions (especially to thicacetazone), and an increased case fatality
ratic that undermines programme credibilicy.

The GARG urges the Programme, in cooperation with the Global Programme on
AIDS, to address these issues as quickly as possible.

1.4 TR _in Eastern Europe

TE continues to be a public health problem in many Eastern European
countries. The situation in Romania was presented as an example. On the
average, the annual incidence is 65 per 100 000 population, but wide variations
have occurred among districts and populations groups, with very high rates among
disfavoured minorities. Although short-course chemotherapy is used and the
failure and relapse rates among new patients are not alarmingly high, there 1s
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a large pool of chronic cases estimated to be responsible for 13-15% of all new
infections in children. More than half of treatment failure is due to default
from treatment, but drug resistance may be another majer factor, Among
retreated patients the failure rate is 24%. Only sbout 20% of patients who have
failed on a rerreatment regimen are later.cured; 80% remain patients until they
die -- on the average, 7 years after they failed on the first course of
retreatment.,

1.5 Prug Resistance

The CARGC expressed great concern about the problem of resistance to
antituberculesis drugs. It urges the Programme to institute surveillance of
drug resistance at the global level and to take all possible measures to prevent
a further increase in drug resistance through appropriate training in the use
of antituberculosis drugs and in supervision of therapy. It was recommended that
ant expert group meeting be held te specifically address these issues and to
devise programme activities in this ares.

1.6 Drug Supplies

Adequate supply of anti-TB drugs of assured quality is crucial for
lmplementing the Programme on a global scale. A number of problems related to
the availability of antituberculesis drug supplies have been identified. The
CARG endorses the actlvities of the Programme to date directed toward solving -
these problems and strongly urges the Programme to continue its important work
in this area, including following up on Dr Velayati’s offer to have drug
producers in the Islamie Republic of Iran supply drugs to low income countries.

1.7 Brogress of the Progragme to Date

The CARG was very pleaéed with the performance of the Programme in the last
6 months and alse commends the Secretariat on the reports it prepared and
distributed at chis meeting.

1.8 Management Structure

Recognizing the difficulty in developing a management structure that
satisfies the desires of all interested paxties, the CARG approved in cencept
the management strueture proposal of the Secretariat. However, the CARG does
request that the Seeretariat reconsider some of the specific aspects of the
proposal, such as the inclusion of NGOz within each management body, the exact
size of the reconstituted CARG and the exact numbar of representatives from each
group, the methed of gelecting CARG members by lot, the exclusion of developed
countries from the CARG (unless they represented donor agencies), and the need
to have the Technical and Research Advizory sub-Committee review operational,
as well as research, activities of the Programme,

1.% Workplan and Budget

The CARG was very pleased with the propesed workplan and budget and
wholeheartedly approved proceeding with their implementatien. Several denots,
such as the Netherlands and Japan, expressed their intention te increase their
financial support, others expressed their intention of at least maintaining
their current level of financial support, and others hoped that financial
support would socon be forthcoming., All participants indicated their moral
suppert and interest in continuing their participation at whatever level was
feasible for their organizations.
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1.10 Recopnition of Dr Rouillop

The CARG recognized the outstanding career achlevements of Dr A. Roulllen,
Executive Director of the International Union against Tuberculesis and Lung
Dizseaze, and wished her well on her retirement.

1.11 Next CARG Meeting

The next meeting date will be establiched by the Secretariat, taking into
account tha dates of the next IUATLD wmeeting and the World Congress om
Tuberculosis.

2. INTRODUCTTON

The second meeting of the Coordination, Advisory and Review Group (CARG) of
the Tuberculosis Programme was held in Geneva frem 22-231 November 1991. 1In
addition to CARGC members, participants ineloded temporary advisors and
representatives of various government agencies, United Nations erganlizations and
specialized agencies, nongovernmental organizations, foundations, and private
industry (Annex A}. The meeting agenda (Annex B) was approved by all
participants. The chaitman of the meeting was Dr T, Shimac and Dr A. Salomao
served as vice-chair. Dr D. Snider served as rapporteur,

The meeting was opened on behalf of the Director-General by
Dr R.H. Henderson, Assistant Director-General, who noted that during the last
2ix months since the first CARG meeting, both pesitive and negative events
related to tuberculosis had occurred. On the negative side, during this period
1.5 million people died from tuberculosis and 4 million mew cases cccurred,
unfortunately without drawing much attention from the world. Consldering the
rapid spread of the HIV pandemic, particularly te Asia, a "silent" escalation
of the tuberculosis problem will inevitably occur unlezs urgent, coordinated and
effective action is taken.

The positive aspects are that important progress has been made over the last
gix months at both global and country levels. Immediately after the first CARG
meeting, the World Health Assembly (WHA) endorsed resolution WHA 44.8 which set
elear global targets for the Tuberculosis Programme; namely to cure 83% of all
detected sputum positive cases and detect 70% of such cases by the year 2000,
To achieve this target, the WHA endorsed three basic strategies to be pursued:

i) The Programme should effectively assist Member States in implementing
the new TE contreol strategy -- emphasizing short course chemotherapy
and the improvement of the treatment management system -- through
primary health ecare services, This is based on the regourceful
application of very cost-effective pxisting technologies.

iiy In addition to contrel activities, the Programme should undertake
operational research to improve TB service delivery as well as more
bagic regearch to develop new technologies.

iiil) The Programme should build a global coalition of all interested

parties. This iz essential to mobilize needed resources, and to
effectively and efficiently use these rescurcesz to achieve the global
targets. ‘

br Henderson noted that, with the help of the Programme, more than 10
countries have started implementing the new strategy or are praeparing plans for
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& new strategy. One of these countries is China, vhere a US§ 130 million TB
project was started with s loan from the World Bank and with WHO's technical
assistanee, Another large project under preparation is a US$ 30 million Project
for tuberculosis and leprosy contrel in Bangladesh which is supported by the
World Bank and the Netherlands, with WHO providing technical and some financial
asslstance .

To implement the WHA resolution, the Programme Secretariat was asked at the
first CARG meeting to develop the options for an appropriate management
structure of the Programme and to propose a workplan and budget for the
Programme. The CARC Task Force on Management Structure met this August and’
prepared the proposal and options for the management of the Programme. As
requested by the Task Force, the Programme Secretariat prepared the more
detajled proposals., WHO fully endorses the recommendations of the Task Force,
which are 2s follows: '

Firzt, the main thrust of this Programme should be te assist Member States
in their TB c¢ontrol activities. 1In suppart’ of this, WHO has identified the
Tubereulosis Programme as a high priority of the Organization. For 1992-1993
WHO has increased the level of the Global and Interregional regular budget of
this Programme by more than ome-third, compared to the previous biennium. The
Director-General has further identified this Programme as one of WHO's top
priorities and has indicated a further increase of the regular budget for the
Programme in 1994-1995,

Second, the Programme should be responsible £or both contrel and research
activities in order to ensure that research is maximally suppertive of control
activities. Finally, the Programme should actively collaborate with other
relevant WHO programmes, in both control and research activities, te draw upen
the broad experience already gained by a number of programmes.

Dr Henderson invited comments from all participants on the proposals thar
have been developed.

EXPERIENGE OF THE WORLD BANK/WHO ASSISTED CHINA TB CONTROL PROJECT

Mr. Richard Bumgarner, World Bank, briefed the CARG on the background and
progress made thus far in developing the TB control project for China. The WHO
Tuberculosis Programme and the. World Bank have cooperated closely and
succesgfully in assisting China in bringing this large preject to the stage of
implementation in only 16 months. This model shows the potential for further -
effective international collaboration im support of revitilized national TB
Programmes.

China’s Health Ministry had leng acknowledged that TB was their most seriocus
remaining infectious diseade, but there wags an absence of visible national
action against TB.

The World Bank/WHQ team found China's TB control system to be struggling
under four broad categories of problems:

{a) Case-finding problems

(b} Chemotherapy and case management problems
(¢) Supervision problems '

(d) Recording, reporting and evaluation preblems
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The World Bank/WHO team assisced their Chinese counterparts in designing a

project

to deal with these problems. The project supports China’s NTP through

investments in 12 provineial tuberculosis programmes. Addltional investment was
made for essential operational research and capacity bullding at the central and
provincial levels for programme implementation.

To provide an overall framework for the project, the teams had designed, and
the Government has agreed to, a Tuberculosis Policy Package which addresses each
of the main problems. The main features of the Policy FPackage provide:

(a) Chemotherapy for eligible patients, all case-detection examinations
and follow-up, free of charge te the patient.

(b) Only approved short-course chemotherapy regimens will be stocked and
prescribed by dispensaries.

(¢) All preject provinces will use a new reglstry system and qﬁarterly
reporting system. Use of standardized forms will be enforced
throughout all counties in project provinces.

The main subcomponents of the project are Juberculosis Coptrol investments,

costing $68,2 million, and gcapacity buildipg investments, costing $34.3 million.

The main elements for the tuberculosis controel investments are:

(a) Diagnostic Services.

(b) Chemotherapy with five basic anti-tuberculesls drugs,

(¢} Case Management, including a new registry system and evaluation and

supervision procedures and a patient and health care provider
incentive aystem.

Capacity Building investments consist of five sub-components:

(a)

(b)

(&)

(d)

A Tuberculosis Project 0ffice has been established in the Ministry of
Public Health, A core group of full-time staff is responsible for
implementation and supervision of the project at the national level.
They will alse provide training for provincial level supervisory
staff, organize procurement of drugs and equipment, and menitor and
avaluate overall progress of the project. The Project Office will be
assisted by the Tuberculosis Controel Centre which is responsible for
coordinating the provinces in operational research, for the national
reference laboratory and for national tralning programmes.

Provipneial Tubepeulesiz Programmes will establish or reorganize
dispensaries and be respensible for the overall programme. To improve
bacteriological services and assure microscopy quality, & refarence
laboratory will be established in each province,

A Health Education FProgramme will support physician, patient and
family commitment to complete the course of chemetherxapy.

' Regular, frequent supervision of the
dispensaries at each level will he critical to ensuring implementation
of the Poliecy Package. Vehicles, their operating cogts, and
incremental recurrent cests to undertake county-level supervizion are
provided in the project.
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(e) Izaining and Technics] Agsistance. Basilec training equipment and space

will be provided for each provincial training centre. The costs of
eonducting the training programmes and of materials are provided.

(f) Operational Researeh will help improve management methods, TE control
techniques and develop better control measures throughout project
implementatieon. The WHO Tuberculosis Programme will provide guidance
and suppert in this operational research programme.

Since 1 April, 1991 pilot programmes to develop and field-test chemotherapy,
registry marerials, supervision methods and operational proecedures have been
underway im five counties in Hebei province. Dr Spinaci summarized the
encouraging early results achleved in these pilot counties as follows:

Among 165 new patients placed on short-eourse chemotherapy, 77% had sputum
conversion after 2 months of therapy and 85% had converted after 3 months
of therapy.

Among 798 retreatment cases, 62% had converted after 2 months of therapy and
66% had converted after 4 months of therapy.

Mr. Bumgarner said a number of lessous have been learned from this process:

{2} External support te NIPs in developing countries is catalytic.

(b) Tubereulosis seems to_be a very important element in causing and
perpetuating poverty. This is not waell decumented however, and more
work is needed in this area.

(c) GCovernment support, even for difficult changes. c¢an be forthcoming,
Local governments and national level leaders are quick to lend support

to needed programme changes and policy veforms once the whole picture
iz elear to them and rhe potential for progressz becomes obvious.

(d) Cooperatiem apd coordinatien ameng the internatienal agemecies is
important apd possible.

(e) ational TB programma eed external coope and advocacy;

- to articulate the interests of developing countries;

- to explain what can be achieved with existing tools;

- to overcome a lack of consensus among health professionals and among
publie leaders about TB's importance and potential for centrol;

- to support the development of a policy framewerk appropriate for an
efficlent and econcmic programme;

- to coordinate and make available the best external sssistance in a
consiztent way; and,

- to moblilize and allocate the resources needed for TB control.

CARG members and partiecipants were very pleased and encouraged by this
collaborative effort. There was some concern about how this project will be
expanded to the whole country. Success in a2 small mumber of areas is easier te
achieve than en a larger scale. Concern was also expressed about the large
number of retreatment cases and the possibility that drug resistance might be
& significant problem in China. It will be important to monitor drug resistance
in China at the provincial or central level, although the CARG agreed with the
Seeretariat that the first laboratory prierity should be to improve microscopy
in the periphery.
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In response to gquestions, Mr, Bumgarner said that 12 provinces with a total
population of over 550 million people could scarcely be considered a gmall area
and that if the project ls successful in thoze provinees, where the tubarculosis
problem is the largest, it certainly will be expanded te the rest of the
country.

4. TUBERCU ONTEOL TN THE F THE HIV EF C: MATAWT

Mr W. Nkhoma informed the meeting that reported cases of tuberculosis in
Malawi had increased by 120% since 1985, Almost 12 000 new cases were reported
{in 1990 as compared to 5 000 in 1985. The largest riges have been seen in
smear-negative and extra-pulmonary cases. There has, howaver, been a continued
decline in the number of retreatment cases,

The upsurge in reported cases in recent years iz in a large part related to
dual HIV/TB infection. However, TB cases from an influx of 1 million Mozambican
refugees and the favourable influence of the successful pregramme in attracting
new patients may also be contributing te the increase. A few reports indicate
that HIV infection among TB patients ranpes between 257 and 5Q%. Most patients
are young, economlcally productive and sexwally active men and women,

The major consequences of this epidemic for the tuberculesis programme have
been:

i) overcrowding of tuberculosis wards;

ii) an increased risk of HIV transmission through streptemycin Iinjections;

1i1) an increased frequency of adverse reactions to antituberculesis drugs,
especially thicacetazone; and

iv) an increased casze fatality ratio ameng tubereulosis patientz that may
undermine programma credibility.

To address these problems, the fullowing measures have heen recommended or
implementad:

1)  ambulatory care of smear-negative and extra-pulmonary cases of
tuberculosis, and staff education about the diagnosis of TB among HIV
infected individualsz;

i1) limitation of the use of streptomycin to the greatest extent possible
and the improvement of sterilization practices;

i1i) the replacement of thicacetazone by ethambutel for persons suspected
of having HIV infection and increased emphasis on the prevention and
early identification of adwverse drug reactions,

iv) staff, patient and community education and counselling on HIV/AIDS and
the introduction of blinded HIV surveillance among TB patients,

5. TUBERCULOSIS IN AFERICA

bDr P. Eriki pointed out that, of the 650 million population in Africa, 171
million are estimated to be TB infected and 7 million HIV-infected, and 2.8
million may have dual infection with both TB and HIV. By the year 2000, it is
estimated that 20 million people will be HIV infected. Steep increases in the
incidence of tuberculosisz have already been reported in several countries,
including Mozambique, Zambia, Malawi, Tanzania, and Burundl. Even in Kenya
where the total number of cases has not substantially increased, increases In
cases in the 15-34 year age group are being seen. Thus, there is an urgent need
to address the TB problem in Afriea.
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In response to questions, Dr Erikl szaid that there is no evidence that BCG
vaccination is harmful to infants born to HIV-infected mothers, Thus, the WHO
BCG vaccination policy should remain unchanged.

6. TB CONTROL IN EASTERN EUROPE: ROMANTA
The Problem: Dr P. Mihailescu reported that tuberculesis morbidity had

decreased In Romania since 1949, but, in the past 10 years, TB incidence
increased up to 64.6 per 100 000 in 1990, 1In some districts, an incidence of
up te 100 per 100 000 has been reported, The total prevalence of infeetious
patients (uew cases, relapses and chronics) increased by 17.1% between 1981 and
1990, reaching 79.9 per 100 000. This was associated with a 55.6% increase in
tuberculosis among children,

Factors which centributed to the deteriorating situation include social and
econemic factors and an lnerease in the population of some minority groups, such
as gypsies. There was a 3-fold increase in the number of gypsy children with
TB within a 4-year pexiod. Medical factors which contributed inecluded a
decreasing number of tuberculosis specialists, a lack of antitubereulozisz drugs,
incorrect administration of treatment, and inadequate equipment and supplies for
TB case-finding and diagnosis.

The NTP: Romania's NTP was implemented in 1977, There are 199 out-patient
elinies (one clinic per 115 000 inhabitants), each clinic covering an area not
exceeding 100 km in diameter. There are 11 378 beds for tuberculosis, which is
excessive. Of the total rtuberculosis budget, 85% to 887 iz allotted these beds;
only 12-15% remains for the out-patient activities. Short-course chemotherapy
is used in Romania: HRSZ for 3 months, followed by HR for another 3 months,
given twice weekly from the very beginning,

Recent evaluations (1986-1987) revealad low rates of therapeutic fallures
(4.9-5.2%), and of bacteriological relapses {(2.7-2.8%), but failures in re-
treated cages ocour In uwp to 24%. The main cause of failures, present in more
than 50% of cases, was drug defaulr; 14 7% of parients did not follow theixr out-
patient treatment after discharge from hospital, 21.3% gave up their treatment
before the sixth month, and 17.3% had irregular drug intake. Drug resistance
was found in 18.9% of investigated failure cases, The presence of TE-associated
diseases such as diabetes mellitus, silicosis, psychiatrie diseases and
aleoholism was also associated with treatment failure,

The large majority of chronic patients are unemployed, homeless, and suffer
from alcoholism. Thelr treatment is difficult, and cure is only obtained in
about 20% of cases. Most of them die of TR or other diseages. The average
duration of survival (from chronicity to death) is 7.3 yearz. Chronic cases are
long-lasting sources of infection and responsible for the infections in 13-14%
of all children with primary tubarculezis regisceread yearly.

Recommendations: To improve the present situation, it will be necessary to
elaborate a new NTP which includes the following measures;

i) A reduction in the number of beds in TE hospitals and sanatoria.
Meney, equipment and staff becoming available should be used for the
reorganization and consolidation of TR clinic cut-patient activities.

ii) The provisien of all TB units with modern equipment (for X-ray, MMR,
microscopy and culture) and the re-organization of bacteriological
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laboratory services for M, tubereulosis, providing them with the
necessary reagents and re-training of the personnel.

The standardization of TB treatment which is to be applied unifoxmly
all over the country. The quantities of drugs necessary should be
guaranteed at national level and optimally distributed in =all
districts. In this respect, a central stock of TB drugs should be
constituted, for all the requirements of the field.

The provision of single-use syringes and needles for strepromycin
injections and BCG wacelnations.

v¥) The davelopment of operational research capabilities and a research
plan for the Pneumophtisiology Institute, Bucharest, to identify
better solutiens to the present preblems in tuberculeslis.

In response to questions, Dr Mihailescu said that HIV Infection was not
playing a major rele in causing the increase in tubereulosis in Romanle,
although tuberculosis has occurred in association with AIDS in 538 children.

DRUG RESTSTANC G _SHORTAGES, AND DRUG DEVELOFMENT IN TATES

br D. Snider reported that the number of tuberculosis cases reported
annually in the United States has Increased by 16% since 1985. The largest
increases have oceurred in the 25-44 year age group, the age group in which the
largest number of AIDS cases have occurred. In addition, during the past tweo
years, several outbreaks of multi-drug-resistamt tuberculosis have ocecurred,
especially among HIV-infected persons. Rezlstance to isoniazid and rifampin was
most common. Increased risk of nosocomial transmission of drug-resistant
organisms to patients and health care workers has been documented in faecilities
where HIV-infected persoms receive care. Mortality from multi-drug-reslstant
TE has been high. Preliminary data indicate that about 34% of TB patients in
New York City are excreting drug resistant organisms; 19% with organisms
reaistant to isoniazid and rifampin (30% of previously treated patients and 8%
of new cases), Preliminary data from national drug resistance gurveillance
indicates that 13% of all cases tested have drug resistant organisms -- 3.5%
resistant to iseniazid and rifampin. Drug resistance is seriously compromising
TB control efforts in several areas of the country.

Concurrently with the increase in cases and the inerease in drug resistance,
there have been shortages of antituberculosis drugs including isoniazid,
ethionamide, cycloserine, capreomycin, satreptomycin, and PAS. The non-
availability of these drugs in the U.$. has been attributed to several factors:

1) gole supplierz of bulk product,

i1i) sole suppliers of finished drug preducct,

111) no national survelillance of drug supplies,

iv) & fallure of some manufacturers to meet U.5. Foed and Drug
Adminstration requirements,

v} limited financizl incentives for drug companles to continue production
of anti-TB drugs.

Because drug companies see little financlal incentive to produce anti-TB
drugs, new drug development has not occurred. Several methods for promoting new
drug development have heen proposed. These will be discussed at a meeting
planned for 1992 and co-sponsored by the American Thoracie Society and the
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Pittaflield Antituberculosis Association. Dr Snider invited WHO to jeoin in this
meeting.

8. ISSUES IN ANTI-TUBERCULOSIS DRUG SUPPLY

Mz D. Weil discussed issues in anti-tuberculosis drug supply. The WHO
global strategy for tuberculesis control is based oa the ability of NTPs to
quickly identify and cure infectious TB patients using short-course chemotherapy
(5CC). This requires the uninteryupted supply of four or more anti-TB drugs of
assured quality at affordable prices and the distribution of these drugs on time
to patients in need. Drug costs represent 20-40% of the budget of most NTPs.

Drug shortages can be caused by: (i) unexpected variations in consumption;
{ii) the late purchasing of drugs; (iii) the unavailability of supplies in the
pharmaceutical market; (iv) delays in the drug distribution chain. Each of
these potential problems needs to be addresszed by NTPs, with external technical
asslstance and financial support if required,

Three fundamental concerns relating te supply of anti-TB drugs need to be
examined at the international level:

i) aceurate global forecasting of drug needs,

ii) production of drugs of assured quality,

111) adeguate financing for drug supply and
low-cost drug procurement, .

8.1 Global Drug Need Forecasting

WHO estimates that US§ 93 million should have been spent in 1990 for drugs
to treat the patients detected in develeping countries, with 453% of these
expenditures in WHO's Seuth East Asia Region. More accurate drug forecasting
models need to be developed to estimate quantities of drugs required, and their
assocliared costs, to assist in global planning and national planning for
tuberculesis contrel.

8.2. Drug Production, Cost, and Quality Assurance

Production:The Programme's Secretarlat has made o first, but limicted,
attempt to compile a list of anti-TB drug producers. There are a very limited
number of companies that regularly produce anti-TB drugs, and all rely on an
even mere restricted number of bulk preoduct suppliers,

Anti-TE drug production is not generally looked on ag a highly attractive
area within the pharmaceutical field. It is not a big profit-maker. Limited
demand for both first and second-line drugs In the last decade has meant that
there are few incentives to maintain a major role in the market. As national
TE control initiatives improve and expand, the expressed demand for drugs in the
internationsal market should grow, but still new strategies and mechanicms may
be needed to assure continuous drug supplies.

Drug Costs; The estimated cost for a full course of S5CC for ome new sputum
smear-positive patient with a WHO-rvecommended regimen is between US§ 22 and
Us$ 66, depending on the regimen wused. However, there appears to be an
important gap between these lower prices available in the international market
and the prices actually paid by many countries. In some countries, drug costs
are increasing. Major suppliers suggest that, without a great increase in
demand, the prices of anti-TB drugs may rise with general inflationary
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pressures. At the international level, UNICEF Supply Division and International
Dispensary Association (IDA) prices zince 1988 for rifampicin and pyrazinamide,
two of the most costly drugs, have decreased in the last few years,

one factor that could increase the basic cost of drugs Is a possible shift
in drug packaging requested by NTPs. There lz increasing interest in the use
of blister-packaged anti-TB drugs in order to increase the ecase of treatment
administration both for the provider and for the patient, and te thereby
increase compliance.

It is hoped that the increased demand for anti-TB drugs, that should
accompany revitalized global control efforts, will lead to a decrease in the
price of final products.

Quality Assurance: To ensure that drugs are safe and efficacious, tha
quality of bulk product and final drug formulations must be assured. Recent
research suggests that the bicavallability of rifampicin in fixed combinatien
tablets is probably the most important quality concern. The greatest problems,
detected in serum biscavailability testing, have been acsociated with some of the
isoniazid/rifampicin/pyrazinamide fixed combinations available in the
international market. Because bioavailability testing ig too expensive for most
developing countries, independent research is needed to assess a wider range of
the rifampiecin formulations on the market to help determine whether =ome
formulations must be aveided and where the greatest problems lie. In addition
to drug bicavailability, the stability of drug formulations, especially in
tropical climates, needs to be evaluated.

Over the last twenty-five years, WHO and other agencies have developed a
number of measures to improve the capacity of developing countries to assess the
quality of drugs imported or preduced locally. One of the most important has
been the development of standards of Good Manufacturing Practices (GMP), as
adopted by the 28th World Health Assembly in resolution WHAT28.65, Countries
can use GMP standards as one baslc criteria in choosing from among suppliers.
WHO has also developed a Certification Scheme on the Quality of Pharmaceutical
Products moving in International Cummerce, the most recent revisiens of which
are pending approval of the World Health Assembly. One hundred thirty countries
have agreed to participate in the Scheme.

A number of programmes within WHO, in collaboration with representatives of
the pharmaceutical industry and other Iinstitutiens, are working to assist
developing countries in improving local quality contrel facilities, including
provision of training and equipment., With this assistance, more countries
should become capable of carrying out some basic quality assurance tests on
imported drugs, or drugs procured through contracts with local suppliers, There
iz aleo Interest in the indugtry and in WHO to develop new lower cost, and less
technology-intensive, methods of monitoring drug quality that may be applied In
developing countries.

8.3 Drug Supply Finaneing and Procurement

Financing:One of the principal problems facing most NTPs, as well as
exsential drug programmes in general in developing countries, is the laek of
available financing for drug procurement. There are a range of options for
financing drug supplies:

1)  government covers all drug costs (with or witheut cost recovery from
TB patients),
ii) domor agencles and/or NGOs cover all costs,




WHO/TB/CARG(2) /91.4
page 15

iii) governments and donor #gencies/NGOs jointly cover costs,
iv) state or provinelial authorities are partially responsible for

financing,
‘The Drug Precuyement Process: There are a numbex of procurement approaches,

used by governments, donors or independent agencies:

i) direct procurement from local or international suppliers;

ii) wnegotiated procurement with local or International suppliers;
iii) open or restricted local tenders;

iv) open or restricted international tenders,

Use o curement Agencies: There are a number of not-for-profit agencies
that precure essential drugs, including anti-TB drugs, for sale at affordable
prices to developing countries. These include the UNICEF Supply Division, IDA,
as well as WHO and PAHO who both provide reimburssble procurement services for
Membey States. These agencies have the capacity to play a larger role in anti-
TB drug procurement, and each has obtained relatively low prices for anti-TB
drugs over the past few years. Another benefit of purchasing drugs through
these procurement agencies is that they have adopted quality assurance measures
sugrested in the WHO Certificacion Scheme, and commission independent testing
when mecessary.

Although not acting as a formal preocurement agency, the IUATLD has played
a particulariy important role in providing anti-TB drugs tve NTPs with which ic
i1z woxking. TFinancing for these supplies is provided by bilateral agencies.
Anather organization that has purchased anti-TB drugs for a number of countries
is the German Leprosy Relief Asseciation (GLRA). These supplies have generally
been targeted to TB control servieces in areas where leprosy control activities
are vetry active and supported by the GLRA, .

Joint Drug Procurement: It has been frequently suggested that NTPs would
benefit from opportunities for jolnt procurement of anti-TB drugs. Joint
procurement means that a nuwmber of countries or institutions jointly develop
drug supply orders and place unified tenders, or negotiate as a group with
suppliers. There are a number of important benefits of joint procurement among
countries:

i} the choice of suppliexs may improve because of the larger size of

orders;
ii) prieces may be reduced, or volume bonuses provided with larger
purchases;

iii) quality assurance may be facilitated by group scrutiny of potential
suppliers, and joint use of available quality control facilities;

ivy longer term contracts with suppliers may be possible, further
luecreasing opportunities for discounted or stabilized prices;

v) delays in supply might also be reduced if suppliers receive more
secure contracts and spaced delivery dates to make possible more
regular production cycles.

There are several examples of successful joint drug procurement in North
Africa, the Eastern Caribbean, and the IUATID. Barriers to joint procurement
may include the difficulty in obtalning government agreement for collabeoration,
or perceived difficulcies in separating anti-TB drug purchases from other drug
procurement, The major barrier te entrance inte effective joint procurement
arrangements, without external financing, is likely to be the lack of hard
currency or secure finaneing to guarantee participation in joint ovdexs, or te
make possible longer-term contracts.
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8.4 Proposed Programme Activities for Improved Anti-TB Drup Supply

The Programme ls conducting and planning a range of activities to improve
anti-TB drug supply as part of its National Programme Support activities: (a)
developing a database on global anti-TB drug production capacity; (b) assessing
eurrent drug procurement and distribution practices in developing ecountries; (c)
developing models for drug forecasting; (d) saddressing drug supply and
distributien issues in training, monitoring and programme review activities; (e)
conducting relevant operational research; (f) facilitating drug financing and
procurement; (g) assessing the feasibility and efficient approaches for joint
procurement and/or revolving funds; (h) supporting bioavailability testing and
improving low-cost methods of drug quality assurance in developing countriles;
and (1) coordinating with related programmes at the international level,
espacially the WHO Action Programme on Essential Drugs and Pharmaceuticals
Programme

In ita Proposed Programme Budget for 1992-93, the Programme proposes the
addition of one professional to the Secretariat staff to deal exelusively with
drug issues,

B.5 CARG RBesction to Drug-Related Issues

CARG members expressed strong agreement with the Secretariat that ensuring
adequate supplies of anti-TB drugs of assured quality atr reascnable prices
should be a high prierity of the Programme. The lack of hard currency 1z a
problem for many countries. However, countries sometimes use their hard
currency to buy both essential and non-essential and useless drugs, It is
important for the Programme to work with the Action Programme on Esgentlal Drugs
(DAP)Y to help countries develop a more ratiomal drug procurement policy. CARG
also supported the Programme's efforts to coordinate this work with other WHO
programmes with experience and expertise in thiz area.

Participants were alarmed by the reports of significant levels of drug
resistance in Member States. Monitoring for drug resistance must be implemented
on a global scale. The available informarion would suggest there may be
significant levels of drug resistance In Azia. Standardized and stable policies
for treatment and case management should be developed and followed to pravent
further increases in drug resistance. Proper supervision of therapy is crueial
for a successful NTP. Striet contrel over anti-tuberculosis drug supplies to
prevent their being used for other purpesez or sold on the black market is alse
essential .

The Secretariat agreed with these recommendations from CARG members and
assured CARG members that many of these issuas are being addresged in WHO
training modules and through collaboration with other relevant WHO programmes.
Programme plans do include monitoring drug resistance in the coming years.

9. FROGRESS REFORT

Dr A. Kochi reported on the progress the Programme made over the last six
months in the following programma areas: National Programme Support, Operational
Research, Research and Development, and Management and Coeordination,
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9.1 National Programme Support

There are two principal elements of National Programme Support: basje
support and intensified supporc.

Bazic suppert offered to all Member States on reqguest. Activities were
undertaken in three categories of basic supporr:

i)

ii)

iii}

Development and provision of c¢rueial tools for effective
implementation of NTPs. The Programme has developed new treatment
guidelines, completed twe reports which were included in the
background documents of this meeting, and developed the "Report on TB
Elimination in the Countries of Euwrope and Other Industrialized
Countriesg", in cooperation with the IUATLD.

Seminars and training courses. Training modules for mnid-level
managers were developed and will be reviewed by outside expexts. The
modules will be ready for field testing in April 1992,

Two seminars were held in Zimbabwe and Venezuela, one of which was
organized by the IUATLD with WHO asaistance, and financed by Merrell
Dow. Programme managers from more than 30 countries learned about the
new TB control strategy.

International training courses, with support from WHO, were contimmed
in Algeria, India and Japan and WHO provided support to a mew training
course organized by the IUATILD which coffers participants the
opportunity teo directly observe the well-organized NTP in Tanzania.

Ad hoc review of global anti-TBE drug supply.

In more than 10 ceuntriez a new TR control straregy was implemented with
intensified support offered by the Programme, or preparation for its
implementation was made. Generally speaking, intensified support includes the
following steps:

i)

ii)

iiL)

iv)

V)

vi)

receipt of a request for assistance from a country;

initial exploratory visit to assess the overall situation and the
feasibllity of providing assistance;

technical mission(s) to prepare a projeet plan (including selection of
technical strategies, preparation of NTP training materials,

information systems and forms, etec.);

provision of limited financial suppert until other external resources
are received;

mobilization of external resources;

follow-up visit every 6 months to assess the progress.

9.2 Operational Research

A WHO-supported cost-effectiveness analysis of alternative supervision
methods for application of short-course chemotherapy was completed. A revised
version of the study report was published in The Lancet in November.
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A study was initiated on the costs, effectiveness and ceost-effectiveness of
short-course chemotherapy in Botswana, a middle-income developing country. Data
¢ollection has been completed, and analysis has been initiated.

A "directed" intervention study was initiated in cooperation with the
Govermment of Thailand and experts from the Netherlands. In four provinces, the
study will investigate the feasibility of different case-finding and treatment
approaches which can be undertaken by fully utilizing the relatively well-
developed health infrastructure in Thailand.

An intervention study was initiated in Malawi to assess the effectlvenessz
of the newly implemented treatment guidelines for smear-negative and extra-
pulmonary cases. The study will alsc seek to develep strategles to overcome
service delivery problems in the face of the HIV pandemic.

9.3 Rogearch and Development

In collaboration with GPA, 14 research projects are currently under-way in
Africa, Latin America and the Caribbean. These inelude 4 epidemiolegical
studies, 5 eclinical studies, 1 BCG study, and 4 preventive therapy studies.

Two ongoing surveillance studies to monitor the seroprevalence of HIV
infection in tuberculosis patients, in Uganda and Tanzania, are belng supported.
Freliminary results indicate overall HIV infection prevalences of 50 percent and
higher in both countries. A companion study in Tanzania to determine the impact
of HIV on transmission of tuberculosis suggests that, despite the doubling of
cases in 7 years, the transmission of TB infection measured in the form of the
anmual risk of infeection, has not increased. This finding gives hope that
effective NTPs such as that in Tanzania, which have achieved an 80% cure rate
and 65% case-detection rate, can help prevent increased TB transmission in the
face of the HIV pandemic.

A study of the risk of tuberculosis among postpartum women in Rwanda with
TB/HIV co-infection has shown that this risk is approximately 5% per year.

Studies are undex-way to provide more accurate information on the clinieal
presentation of both tuberculosis and other pulmonary diseases in HIV infection,
to evaluate the role of serological diagnosis of tuberculosis in HIV infection,
to study the efficacy of short-course therapy and leng-term, post-treatment
suppressive izonlazid, and to obtain information on diagnesis and treatment of
tuberculosis in children with HIV infection.

A study of BCG in the newborn suggests that vacclnation does not pose undue
risks in children with HIV infection, providing zupport for the WHO policy on
the use of BCG in areas where HIV infection is prevalent.

Finally, the Programme is supporting, with the financial asgistance of the
Glebal Programme om AIDS, both efficacy studies of isoniazid and short-course
preventive chemotherapy and feasibility studies of isoniazid preventive therapy
to determine if this intervention may help to stem the tide of HIV-associated
tuberculegis,

In the area of new drug development, the Programme has supperted a study
demonstrating the remarkable antituberculesis activity of a new qulnolone
derivative, zparfloxacin, in & mouse model of tuberculosis, and the Programme
is continuing to support additional studies of this compound.
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In collaboration with IMMTUB, the Programme is supporting an evaluation of
the usefulness of PCR in the dlagnosis of paucibacillary tuberculosis, as well
ag studies of the application of RFLP to epidemiological studies,

9.4 Management and Coordination

Two major activities have been undertaken over the last € wmonths as
requested by the first CARG meeting. One is the development of a proposed
management structure of the Programme, with the help of the CARG Task Force on
Management Structure and the help of other WHO programmes, and four documents
were preparad which will be discussed in the next session.

The document "Froposed TB Control Programme Work Plan and Budget: 1992-1993"
was prepared, To develop the work plans for operational research and research
and development activities, two task force groups were organized and consisted
of a2 number of outside experts and the Programme staff. The group for
Operational Research was chaired by Dr Christopher Murray, and Dr John Grange
chaired the group for Research and Development.

In addition to the help of outside experts and short term consultants, the
Programme has 12 professionals and 6 general service staff at the Reglonal
Offices and at Headquarters, which include short term professicnals and
temporary secretaries. The Secretariat is confident that this staff can
successfully implement the proposed activities for the next biennium, supported
by a modest number of additional staff te be recruited in the next twe years.

9.5 GARG's Response

The CARG was pleased with the progress report of the Secretariat and
commended the staff on the quality of their presentations and reports.

10, MANAGEMENT STRUCTURE

At its meeting on 2-3 May 1991, the CARG established a Task Force to advisze
on the management structure of the Programme. The Task Force (CARG-TF) met on
15-16 August 19%1. It reconfirmed the principle endorsed at the CARG meeting
of 2-3 May 1991, that the major thrust of the Programme encompassing all levels
of WHO should be to foster and facilitate effective NTPz., It endorsed the
scope, balance and management prineiples of the Programme proposed by the
Secretariat, namely: '

i) The Programme should undertake activities in three major areas:
gupport to NTPs, operational research and research and development;

11) an appropriate balance of the Programme budget would be approximately
two-thirds to support for disease control and one-third to research,
including research/development and operational research;

iii} to ensuxe that research activities are maximally supportive of disease
control, the three activity areas mentioned above should fall under
the same overall management; and

iv) the Programme should seek active collaberation with all relevant
programues In WHO.
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The CARG-TF requested the Secretariat to develop mere detailed proposals in
response to its conclusions and recommendations. These propesals are briefly
summarlized here. All these proposals incorporate CARG-TF suggestions.

The proposed revised terms of reference for a recomstituted CARG, Including
a Standing Committee, were presented. In the interests of gimplifying
operational procedures, the Secretariat proposed that the CARG adopt a process
for drawing lots for selecting CARG Members from TB "endemic® countxies, taking
geographic balance inte consideration. For those donors contributing
axtrabudgetary resources, it is propesed that members of the CARG be chosen
based on size of contribution.

The Taszk Force identified two options in ragard to overview of the
Programme’'s zcientific and technical activities.

1) creation of a body as a "sub-committee” of CARG specifically for the
Programme; or

1i) utilization of existing overview bodies of other programmes with
appropriate modifications (such as TDR-STAGC, EFI-RDG, CDD-TAG, ARI-
TAG, PVD-SAGE, ete.) for this purpose.

The Secretariat assessed these options and recommends that a Technical and
Research Advisory sub-Cemmittee of the CARG (TRAC) ke created to advise and
report to the CARG on both scientific and technical aspects of tuberculoszia
control.

10.1 Management of Operational Besesarch

In regard to operational research, most CARG-TF Members shared the view that
the primary responsibility should 1lie with the Programme but that cellaboration
with other programmes would be beneficial if acceptable working arrangements
could be devised, The following three options were proposed by the Taszk Ferce
for the CARG's conszideration:

1) wvesting responsibility for its management solely with the Programme,
on the understanding that this includes the obligation to consult and
collaborarte with all other relevant WHO preogrammes with experience in
operational research (e.g. CDD, EPI, ARI, TDR, HSR, DAP, ete.); or

ii} joint responsibility with one other WHO programme, chosen from ameng
those with experience 1In operational regearch, including but not
limited to CDD, ARY, TDR, EPI, HSR, GPA, ete.;

iii) joint responsibility with a number of other WHO programmes chosen from
those listed under (ii).

The Secretariat evaluated thege options and proposes adoption of eption (1)
for management of operational research,

10.2 Manarement of Research and Development

In regard to the research and development component of the Programme, the
CARG Task Force endorsed the concept of twoe steering committees: one for bazic
mycobacterial research (imwunelegy, molecular biology, etec.), and another on
drug development., These would be organized jointly with the relevant steering
committees of other programmes, including TDR, GPA and PVD. It requested the
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Becretariast to make gpecific proposals to the CARG for the execution of this
joint responsibility after full consultation with other relevant programmes.

The range of options considered with regard to management of research and
development for tuberculoesis control included the following:

i) scientific, administrative and finaneial management provided solely by
tha Progreamme;

i1) management provided solely by TDR, which would requjre a
change in the TDR mandate;

1i1) joint management by GPA, PVD, TDR and the Programme, made
possible through consolidated gsteering counittees;

(a) without changing TDR's mandate, or

(b} changing the mandate of TDR s0 that funds could flow to
tuberculosis research projects alse through TDR.
iv) management of tuberculosis and leprosy research in a
consolidated fashien by GDS. This option requires a change
izt the TDR mandate.

However, Option (ii) is not considered appropriate on the grounds that: (a}
WHO's position is that the Programme should have a dual focus on control and
research, as endorsed by the Forty-fourth World Health Assembly 1; (b) the CARG
and CARG-TF endorsed the principle that both control and research activities
should fall under the same management,

Option (iii)(b) would be attractive if the change in TDR'z mandate led to
an expansion of tetal avallable resources for the Programme’s activities in
research. TDR's Standing Committee recently decided that Option (i1ii)(b) would
not be recommended. Thus, WHO suggested Option ITI(a).

A possible modus operandi for this option had already been worked out by the
programmes concerned in WHO,

This option iz adminiztratively rather complicated due to the involwvement
of four programmes (GPA, PVD, TDR and the Programme), but it is an econemical
way for the Programme to expand TR research and development activities.

10.3 CARG's

The propozals regarding the management structure were vigorously debated.
The Secretariat recelved a number of suggestions and comments on the management
structure proposals which will be taken under consideration in developing the
final details of the structure, The Secretariat reassured participants that the
change in the constitution of the CARG and the terms of reference for the new
CARG would be consistent with resolution WHA 44.8 and that the Director-General
would appropriately reconstitute the CARG with input from the Programme,

1 nTha Forty=fourth World Health Assembly....ENDORSES the dual appreach of actlon and research ndopted
by the programme az the hest mesns of achiewing a redustion in tuberculosis mertality and morbidity,” in
WHOAGH. 6.
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The composition and the methed of selecting members of the new CARG was
extensively discussed. There was complete agreement with the general approach
of having broad geographic representation, a large representation of members
from high prevalence countries, significant representation from denor agencies,
and representation from NGOs. Heavy involvement of NTP managers from developing
countries will help ensure that the Programme vemains focused on the needs of
developing countries and will petentlially ensure more rapid implementation of
the global programme. Doner agency Iinvelvement is necessary to ensure
continuing financial suppert.

There was & general concern that the proposal for reconstituting the CARG
would not glve the BSecretariat enough flexibility in selecting the most
appropriate mumber of CARG members. There was also a concern that tuberculosis
experts from developed countries would be excluded since donor agencies might
send representatives with other kinds of expertise., Several participancs felt
strongly about including tuberculosis experts from developed countries on the
CARG. Increasing the size of the CARG to accommodate this was suggested,
Regarding the role of the WHO regional offices in selecting members, regional
offices will bhe consulted in an informal way but will not make formal
nominations. Permanent representation of the IUATLD on the CARG was supported
by many participants. It was decided that IUATLD would certainly be invited to
serve on the CARG, but that permanent membership status would not be granted
automatically for any organization since circumstances 4in the Ffuture are
impossible to predict.

Another significant aspect of the propesal which received several comments
was the need to clarify more fully the respousibility of the Technical Research
Advisory sub-Committee to review regularly the operational aspects of the
Programme in addition to the research actiwities. Tn addition, it was suggested
that NGOs should be included within each of the bodies of the Programme,
especially the scientific bodies. NGOs can alse encourage and prepare the
groundwork for WHO invelvement in a country.

The importance of collabeoration and coordination between the three research
steering committees was emphasized,

The Secretariat's proposal on management of the Research and Development
component of the Programme was the mest vigorously debated. Some participants
stated that the Secretariat’s proposal will make it impossible for the TDR
Programme to solicit and use funds from domors to conduct tuberculesis research
and development activities. They also stated that TDR has an excellent
reputation among many donor agencies in carrying out high qualicy scientifie
activities and also has a Produet Develepment Unit and an organized operational
research network. Therefore, some donors would prefer to channel funds for
tuberculosis research inte the TDR Programme, and some of these may choose not
to contribute, at least at the present time, because the Programme does not have
a proven track record with regard to research. However, many participants and
donors reeognized the lmportance to ensure research activities being maximally
supportive of disease control, thus they felt that it is in the best long-term
interests of the global tuberculosis control effort that the Programme retain
responsibility for Research and Development., Also, the Secretariat Indicated
a willingness to modify the management structure should future conditiens
indicate it is necessary to de so.
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11. WORKPLAN AND BRUDGET
The Secretariat presented ite proposed workplan and budget for 1992-1993.

11.1 Workplan

The proposed priority areas of the Programme for 1992-19%93 are:

i} To establish and strengthen the Programme with an effective and
flexible management structure that is open to ocutside input. The
Programme should provide effective leadership in global coalitien
bullding., This is the key for mobilizing the neceszary resources and
using the resources effectively and efficiently.

il) To undertake agpgressive advocacy activities to create awareness and a
sense of urgency among all Member States, other UN agencies, bilateral
agencies, NGOs, scientists and the general public.

iii) Te provide technical, managerial and information assistance to all
Member S5tates in order to narrow the gap among countriesz in techniecal
understanding and expertise,

iv) To provide intensified support te a limited number of Member States to
assist them in eztablishing effective NTPs,

V) To assess the current glebal situation of anti-TB drug supply,
including production, gquality assurance, procurement, delivery and
consumption.

(£) To undertake targeted research and development activities that will
yield results In 3-5 years.

The Programme will collaborate with other parts of WHO (including Reglonal
Offices and related programmes), Member States, donors, NGOs, and others in
carrying out this workplan. Collaboration with other WHO programmes will extend
the range of available technical inputs beyond those which could be obtained
solely with the Programme’s resources, and iz thus an efficient use of overall
resources provided to WHO.

11.2 Budget

This is the first time that the Programme has preseunted, independently of
the WHO budpet, a consolidated biennial work plan and associated budget. The
general format for the budget was developed after consultation with the CARG
Task Force in August 1991, In developing the proposed work plan and the
associated budget, activities were considered at the levels used for the
formulation of the WHO Programme Budget; Country level; Regional and
Intercountry level; and Global and Interregional level.

At itz meeting in May 1991, the CARG requezted the Seecretariat te prepare
budgets relating to different levelas of programme activicy. Fellewing a
detailed review of the likely financial situation of the Programme in 1992-1993,
it was decided to offer budgets at two levels of activity: these are termed the
"Proposed Programme Budget" (PPB) and the "Contingency Budget® (CB), the latter
being set teo anticipate an approximate 20% shortfall in resources. The proposged
Contingency Budget for 1992-1993 is US§ 14 927 700,
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For 1992-1993, the total PPR is US55 18 545 400 of which $ 4 179 300 iz
assured from the WHO Regular Budget. The more direct foxrms of support te
natlonal initiativez in tuberculosis control amount to approximately two-thirds
of the total budget (Country level activities, including ecountyy-specific
operational research, 34%; Regional and Intercountry level activitiez, 14%; and
the National Programme Suppert component of "Headquarters" activities, 16%).
Approximately one-quarter of the PPB is allecated to glebally-managed research
activities ('global’ Operatiomal Research, 8%; and Research and Development,
14%). The balance covers Programme Management and Coordinatien (9%) and costs
for Administrative Support Services (5%). Country-specifiec and 'global’
Operational Research together account for approximately 16% of the total budger.

The distribution of the overall budget among WHO budget elements shows the
predominance of funding for operationa)l support (58%), follewed by Programme
management- -mostly staff--(36%), and meetings (6X%).

Because the Programme was operating from a small base (less than US§ 2
million per year) prior to 1990, the budget of the Programme has almost doubled
over the last two years. The proposed budget for 1992 will be 91% larger than
that of 1991, and that of 1993 will be 3i% larger than that of 1992.

The main cengequence of the Contingency Budget is a slow-down of the
effective support to NTPs. Its other consequence iz the significant reductlion
of funds for research and development and 'global’ operational research
activities in order to preserve the proportion of the total budget devoted to
direct support to NTP=z,

11.3 Financial cituation of the Programme

Financial resources for supporting the propesed Programme for 1992-1993
derive from variocus sources:

i) WHO Regular Budget allocations for 1992-1993;
1)  extrabudgetary funds carried over from the 1990-1991 bilennium;

iii) extrabudgetary income anticipated in 19%2-1993, which alse includes
contributicns earmarked to the Programme through other WHO programmes,

iv} other income (such as interest).

Under category (i), the WHO Regular Budget allocations for tubexculesis
rotals US$ 4 179 300, of which US% 2,477,500 is at Country level, US$ 302,600
at Reglonal and Intercountry level, and US$ 1,399,200 at Glebal and
Interregional level. This distribution and the preocedures used to manage
Regular Budget funds will remain unchanged. Activities to be supported by
Regular Budget funds are fully "preserved" in the Contingency Budget.

Under categoxy (ii}, it is estimated (as of 23 November 1991} that a
balance of USS 532 700 will be available from prior extrabudgetary contributlons
to WHO/HQ at 31 December 1991.

Under category (iii), anticipated extrabudgetary income for 1992-1993 from
firm pledges (as of 23 October 1991) for undesignated contributions and from
designated contributions for activities in the Proposed Programme Budget, is
estimated at approximately US§ 3 750 000, taking inte consideration the
fluctuation of the exchange rates,




‘WHO/TB/CARG(2)/91.4
page 25

Under categoxy (1v), income accrued on extrabudgetary contributions
amounting to US§ 39 600 will be credited te the Programme in 1992.

The Programme's anticipated financial status for 1992-1993, estimated on
23 November 199), is shown in Anmex G,

As of 23 October 1991, the apparent shortfall in resources for financing the
PPE is US5 10 023 800 for the full plan of activities, or US$ 6 406 100 at the
contingency level.
It is expected that the apparent shortfall in resources will be reduced by:
1)  Pledges for 1992 and/or 1993 from previous donoxs to the Programme who
have not yet indicated the size of their contributions Ffor these

years;

ii) pledges from previous donors who have not yet pledged for the second
vear of the 1992-1993 biennium;

1ii) inereased pledges from existing donmors: and

iv) pledges from interested parties who have not yet contributed to the

Programme,
11.4 CARG's response to the budpet, workplan, and finspeial situation

Overall, participants were very pleased with the proposed workplan and
budget which they felt was clear and professionally and fairly presented. The
Secretariat has the endorsement of the CARG to proceed with the implementation
of these plans.

The Secretariat responded to numerous questions about the proposed workplan
and budget, clarified areas of interest and concern, and described the proposed
work and budget In greater detail, The importance of operational research,
especially at the NTP level, for evaluating and improving control programme
activities was clarified and re-emphagized.

The absence of secretarial support at the regional level was of some
concern. The demands of the proposed workplan on headquarters, regional, and
intracountry pergennel was of concern, The Programme was urged to allow staff
sufficient time to learn how best to articulate the Programme and provide the
best assistance.

The lack of information on multibilateral contributions to NTPs was a
concern, The Secretariat will try to obtailn this informationm.

There was some concern expressed that some research projects may not yield
useful resulcs in the short term. Several members urged that increased emphasis
be placed on preventing the emergence of drug-resistant organisms. A number of
suggestions were made for addressing this problem, such as including academic
centres In WHO training programmes. The Secretariat was asked to convene an
expert group to address the problem.

Jeveral donors, such asz Japan and the Netherlands, expressed their intention
to increase financial support. Others expressed their intention at least te
maintaln their current level of support. All donors indicated a strong desire
to remain involved with the Programme with the hope that financial support could
be forthcoming in the future.
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12. PR VELAYATY'S COMMENTS

During the course of the meeting, Hisz Excellency, Dr Ali Akbar Velayaci,
Minister of Forelgn Affairs of the Islamic Republic of Iran, addressed the CARG.
Dr Velayati urged WHO to strengthen microscopy at the peripheral level,
establish regional reference laborateries, improve access to drug suppliles,
establish TB/HIV committees in each WHO reglon, and supply the latest and hest
diagnostie techniques and facilitles. The Islamie Republic of Iran offers to
cooperate with WHO to expand production of BCG and tuberculin, previde
antituberculosis drugs to low income countries at & low price, and establish a
regiomal reference centre to provide technical assistamce and training.

13. ON ANNTE ROUILILON

After serving for 12 years as Executive Director of the IUATLD, Dr Annilk
Rouillon is retiring. The WHO Secretariat, CARG members, and all meeting
participants, in recognition eof her lomg and distinguished carser in the fight
against tuberculeosiz, and especially her contributions to the establishment of
the new global TB programme, gave her a standing ovation and wished her a
pleasant and happy retirement.

14, NEXT CARC MEETING

Dr Henderson suggested that the next meeting should last 3 days since there
will be much work te be done. Several members indicated a preference for mext
November in close proximity to the time of the IUATLD meeting. However,
conflict with the Werld Congress on Tuberculosis, to be held in the Washington,
D.C. area in the U.5.A. from 16-19 November 1992 should bhe avolded.
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ANNEX A
LI&T OF PARTICIPANTE
CARG MEMEBERS
Professor, Department of Hicroﬁiology & Immunology, Albert Einstein

College of Medicine of Yeshiva University, New York, USA

Adviser to the Ministry of Health, Ministry of:Health, Santiago de
Chile, Chile

Professeur, Clinique de Pneumo-Phtisiologle, Centre Hospitaller et
Universitalire de Benl-Mezsous, Alger, Algeria

Directeur, Département de Bactériologie et Virologie, Faculté de
Médecine, Pitié-Salpétriére, Paris, France (also representing
Asgsociation francaisze Raoul Fellerszauw (FF))

Directeur, Institut National de la Tuberculose et des Mﬂladies
Respiratoires, Hanoi, Viet Nam

National Director of Health, Ministry of Health, Maputo, Mozambique

Chairman, Board of Directors, Japan Anti-Tuberculosis Assoclatlon,
Tokyo, Japan (Chairman)

Director, Division of Tuberculeosis Elimination, National Center for
Prevention GServices, Centers for Disease Cemtrol, Atlanta, USA
(Rapporteur)

Director, Tuberculosis Surveillance Research Unit, The Hague, The
Netherlands

Dirvector-General, Department of Health, Ministry of Health, Yangoﬁ.
Myanmayx '

Director-General, Indian Council of Medical Research,
New Delhi, India

Minister of Foreign Affairs of the Islamic Republic of Iran,
Teheran, Islamic Eepublic of Iran

GOVERNMENTS

Mr J. Hamnoush, First Secretary, Permanent Mizsion of Ausztralia toe the United Naticns
Office at Geneva

DENMARK

Dr 5. Thybo,

A
Senior Registrar, Department of Infectious Diseases, University Teaching

Hospital, Copenhagen (representing DANIDA)
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FRANCE

Mr J.-L. Boppe, Ministére de la Coopération at du Développement, Paris

ITIALY

Mr A, Balboni, Représentant permanent adjeint, Miszion permsnente de 1'Italie auprés
de 1'0ffice des Natiens Uniaes at degz Organissations internationales & Gendve

Mr A, Melonl, Premier Conselller, Mission permanente de 1‘Italie auprés de 1'0ffice daz
Nations Unles et des Organizacions internationales a4 Genéve

Dr ¢, de Virgilio, Istitute Superlore di Sanita, Rome

JARAN

Dr M. Naemura, Deputy Director, Office of Infectious Disease Control, Health Services
Bureau, Ministry of Health and Welfare, Tokyo

Mr §. Akagawa, Deputy Director, Aeccounts Division, Minister’'s Secretariat, Ministry of
Health and Welfare, Tokyo

THE NETHERLANDS

Dr J.F. Broekmans, the Royal Netherlands Tuberculosiz Association, The Hague (also
repregenting the Ministry of Foreign Affairs, The Hague)

NOEWAY

Dr E. Heldal, Helsedirektoratet, Qsle

SUEDEN

Dr H. Heijbel, Medical Adviser, Health Division, Swedish International Development
Authorlity, Stockholm

SWITZERLAND

Dr H. Rieder, Office fédéral de la Santé publique (OFSP), representing the Direction
de la Coopération au Développement et de 1'Aide humanitaire (DDA}, Département fédéral
des Affaires étranpéves, Bern

UNITED KINGDOM

Dr J. Moye, Health and Population Divisien, Qverseas Development Administration, Londeon

UNITED STATES

Mr H. Thompson, Intermational Health Attaché, United States Mission to the United
Nations Office and other Intermational Organizations at Geneva
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UNITED MATIONS ORGANIZATIONS AND SPECYALIZED AGENCIES

INTERNATIONAL ORG GRATION

br H. 8iem, Dilrector, Medical Service, International Drganfzation for Migration, Geneva

THE WORLD BANK

Mr R. Bumgarner, Principal Operations Officer, Environment, Human Resources & Urban
Development Division, China and Mongolia Department, The World Bank, Washington D,C.

ONDE

Dr T. Rothermel, Directer, Division for Global and Interregional Programmes, United
Nations Development Programme, New York

NONGOVERNMENTAL ORGANIZATIONS/FOUNDATIONS /INDUSTRIES

AMERTGAN_LUNG ASSOCIATION

Mr J. Garrison, American Lung Association, New York

ASSOCTATION FRANCATSE RAOUL FOLLERAU

Dr J. Grosset, CARG Member representing Association frangaise Raoul Follereau (FF),
Paris

CIBA-GEIG

Dr A. Nikitin, Central Projeét Management, Ciba-Geigy, Basle
Mr R, Maillard, Pharma Overseas, Ciba-Gelgy, Basle

Mr F, Hompé, Ciba-Geigy, Basle

DAMIEN FOUNDATION

Dr L. Janssens, Medical Advisor, Project Development, Damien Foundation, Brussels

FARMTITALIA

Dr P. Olliaro, FARMITALIA, Via Imbonati 24, Milano

2 = SOCTATION

Dr E. Tala, Finnish Anti-TB Association, Helsinki
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GERMAN LEPROSY RELTEF ASSOCTATION

Dr J. Kénig, Medical Directox, German Leprosy Relief Association, Wurzburg

[ SOCIETIES

Dr B. Dick, Head, Health Department, League of Red Cross and Red Cresgcent Soeiecies,
Geneva

I1LER

Mr P.J. Sommerfeld, General Secretary, International Federation of Anti-Leprosy
Associations, London

JUATLD

Dr A. Rouillon, Executive Director, International Union Againast Tuberculosis and Lung
Disease, Paris

Dr D. Enarson, Research Director, International Unlon Against Tuberculosisz and Lung
Disease, Paris

IFPMA

Mige M. Cone, International Federation of Pharmaceutical Manufacturers Associations,
Genevs

JPMA

Mr Tetsuro Niiya, Director General, Japan Pharmaceutical Manufacturers Assoeclation,
Tokyo

ZOEYO INSTITUTE FOR TMMUNOPHARMACOLOGY INC

Dr T. Yoshida, President, Tokyo Institute for Immunopharmacolegy Ine., Tekye

MARTION MERRELIL DOW
Dr G. Roscigne, Marion Merrell Dow Research Institute, Berkshire

Mr E. Catalani, Regional General Manager, Marion Merrell Dow Mideast/Afrieca, Grandate,
Italy

THE 0 g E_FOUNDATION

Mrs D. Patey, The Leonard Cheshire Foundation, London

IFHRD

Dr D. Rowe, Task Force on Health Research for Development, c/o UNDP, Geneva
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TEMPORARY ADVIEERS

Professer Emeritus of Biochemlstry, Karolinska Institute,

© Stockholm, Sweden

Spylaw Bank Road, Colinton, Edinburgh, Scotland

Department of Microbiology, Royal Brompton & Natlomal Heart
Hospital, London, United Kingdom

Professor of Epldemiology, Natrional Institute of Bygiene, Panstowy
Zaklad Higieny, Warsaw, Poland

Chief of the Scientific Department, Institute of
Pneumophtisiology, Bucharest, Romania

Department of Internatiopal Health, Johns Hopkins Schoeol of Fublic
Health, Maryland, USA

Assistant Professor, Harvard University, School of Public Health,
Boston, USA ‘

Tuberculosisz Programme Manager, Ministry of Health Headquarters,
CHSU, Lilongwe, Malawi

Tromsfylkes Diagnosestasjonen
Harstad, Norway

(Troms County Chest Clinic),

SECRETARTAT

Director-General

Deputy Director-General

Agsiatant Director-General

Asgistant Director-General

Directox, Office of Planning, Coordinatien and Cooperation (PCO)

Begional Office for the Eastern Mediterranean
Regional Office for Africa
Regional 0ffice for the Americas

Chief Office of External Coordination (ECO)
Programme Manager, Action Frogramme on Essential Drugs (DAF)

Director, Divizien of Drug Management and Policies (DMF)
Director, Office of Information, (INF)

Director, Division of Development of Human Resources for Health
(HRH)

Director, Division of Emergency Relief Operations (ERO)
Director, Division of Epidemiolegical Surveillance and Health

Situation and Trend Aszsessment (HST)
Pharmaceuticals Programme (PHA)

Directoy, Expanded Programme on Immunization (EFI)
Chief, Tuberculesis Unit

Director, Division of Personnel (PER)
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P.-H. Lambert
J.F, Luelmo
J., Narain
3.K. Noordeen
Y. Nuyens

R. O'Brien

M. Raviglione
J, Saczerban
C.G. Sandatrom
3. Spinacl

P. Sudre

E. Tarimo

H.G. ten Dam
G. Torrigiani
J.L, Tulloch
M.H, Merson
J.A, Najers-
Marrondo

A, Petros-
Barvazian

A. Plel

E.E. Uhde

. Weil

E. Widdus

Chief, Microbielegy and Immunclogy Support Services (MIM)
Tuberculogis Unit

Tuberculozis Unit

Chief, Leprosy (LED)

Chief, Health Systems Research and Development (HSE)
Tuberculosis Unit

Tuberculesis Unit

Director, Office of Research Promotion and Development {RPR)
Chief, Budget (EUD)

Tuberculosis Unit

Tuberculosis Unit

Director, Pivision of Strenghening of Health Services (35HS)
Tuberculosis Tnlt

Dirvector, Division of Communicable Diseases (CDS)

Director, Diarrhoeal Dizeasze Control (CDD)

Direetor, Global Programme on AIDS (GFA)

Director, Division of the Contrel of Troplical Diseases (CTD)

Director, Division of Family Health (FHE)

Legal Counsel, Office of the Legal Counsel (LEG)
Director, Division of Budget & Finance (BFI)
Tuberculosis Unit

Tuberculosis Unit
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ANNEX B

COORDINATION, ADVISORY AND REVIEW GROUF
FOR THE TUBERCULOSIS CONTROL PROGRAMME
22-23 NOVEMBER 1991

EROGRAMME

Eriday, 22 November 1991

09h00-09h30

09h30-10h00

10h00-10h30

10h30-11h00

11h00-11h20

11h20-12h30

12h30-14h00
14h00-14h30
14h30-15h00
I15h00-15h30
15h30-17030
18h00-19h30

Opening

- Statement by the Assistant Director-General,
Dr R.H. Henderson

- Introductions

- Statement of Chairman
(first CARG meeting report)

- Adoption of agenda

Experience of the World Bank/WHO-
assisted China TB Control

TB Control in the face of the HIV
epidemic: the Malawi example

Break

TB Control in Eastern Europe:
the Romania example

Issues related to drug supplies and
drug development, including the role
of the pharmaceutical industry
Lunch

Progress report

Management structure

Break

Management structure (continued)

Reception - French restanrant
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08h30-10h30

10h30-11R00

11h00-11h30

11h30-11h45

11h45-13h00

13400

Workplan and budget

Break

Financial situation

Proposed agenda and date of next meeting

Conclusions and recommendations

Closure of meeting
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ANNEX C

Anticipated Financial Status for 1992-1993"

SOURCE QF INCOME Us$
(a) Regular budget 4 179 300
() Estimated balance of extrabudgetary

contributions to be carried forward, at
31 December 1991

i  funds deposited prior to

1 November 1991 532 700
ii  funds deposited with WHO after 969 000
1 November 1991
Subtotal 1 501 700
(c) Firm outstanding pledges, as of 23 3 210 500
November 1991
(d) Interest 39 600
Amnticipated resources available to finance 1992-1993 8 951 100

Proposed Programme Budget

" Estimated at 23 November 1991




