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1. INTRODUCTION
1.1. Purpose of the document

Like other organizations and health care providers involved in treating people with
tuberculosis (TB), MSF has first-hand experience of the current WHO-recommended
strategy to control TB, DOTS (Directly Observed Treatment, Short Course). While
most MSF and other experts agree that DOTS is the “best approach we have”, DOTS
has demonstrated serious limitations in its nearly decade-long existence -
particularly since the HIV/AIDS pandemic has completely transformed the
landscape of TB care. In the past three years, MSF has been delivering
antiretroviral (ARV) treatment to individuals in need in even the most resource-
poor settings by adapting treatment protocols and counselling and monitoring
methods accordingly. The HIV/TB co-infection has magnified the limitations of
DOTS and is changing MSF’s thinking on how care provided to people living with TB
might be improved.

This paper takes a critical look at current TB control efforts: programme strategy
(DOTS), diagnostic tools and treatments, as well as research and development
(R&D) needs. It hopes to spark debate about how people suffering from TB can best
be helped, and especially what role MSF can play on the medical, operational and
political levels. Recommendations are made in Section 6.

This current version of the report is intended for MSF staff and will be shared with
members of the international TB community in order to stimulate debate and
contribute to the overall effort to dramatically improve TB diagnosis and
treatment.

1.2. Background on tuberculosis

TB has afflicted humans for thousands of years; signs of the disease were found in
Egyptian mummies. In the 19" century TB killed an estimated one-quarter of the
adult population of Europe. Due to improved standards of living and the discovery
of antibiotics in the 20" century, the disease had all but disappeared in
industrialized countries by the 1950’s.

But today TB is making a comeback. One in three people in the world is infected
with the Tuberculosis bacillus - they have latent TB. Normally only a small
proportion - roughly eight million people per year - of these progress to the clinical
disease known as active TB, in the vast majority of cases characterized by a lung
infection. Those with active pulmonary TB are the most likely to spread the TB
bacilli to others.

TB kills roughly two million people every year. Around 95% of all patients with
active TB live in the developing world, where 99% of all TB deaths occur.

1.3. 19" and 20" century tools still used

TB is one of the world’s best-studied killers. Yet TB tools have remained unchanged
for decades, despite their acknowledged poor performance.

The fundamental diagnostic test for active tuberculosis - sputum smear
microscopy for acid-fast bacilli - was developed by Robert Koch, the discoverer of
Mycobacterium tuberculosis, in 1882. If a person’s sputum sample tests positive by
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microscopy, they are called smear-positive: they have active TB and are infectious.
Designed to detect pulmonary forms of TB, the test doesn’t spot the 20% of
patients who have extra-pulmonary TB. Its detection rates in children with
pulmonary TB are even lower, at only 5%, because children aren’t able to cough up
sputum samples with detectable levels of bacteria. Overall, smear microscopy can
at best detect around 45-60% of people who have active TB.

Tuberculin, the basis of the screening test for latent TB, was also developed by Dr
Koch in 1890. It delivers unreliable results in patients who have previously received
a TB vaccination or been infected with other species of mycobacteria. Severely
immunodeficient patients test negative with tuberculin, which limits the test’s
usefulness in screening people with AIDS.

The existing TB vaccine, BCG, was first used in 1921. Although it has been widely
used to vaccinate children around the world, it offers limited protection to adults
and its overall efficacy is considered modest'.

The first TB drug, streptomycin, was developed in 1944 followed by the discovery
of p-aminosalicylic acid (PAS) in 1949, isoniazid in 1952, cycloserine in 1955,
rifampicin in 1965, ethambutol in 1968 and pyrazinamide in 1970%. PAS and
cycloserine were rapidly abandoned due to their toxicity, but the rest of these old
drugs still form the backbone of standard TB treatment to date. In ideal settings
(i.e. in countries with functioning infrastructure and low HIV-prevalence), they
deliver excellent results with cure rates of up to 95% in drug sensitive TB. This
success depends on accurate diagnosis and the patient complying with six to eight
months’ treatment.

1.4. Emergence of resistant strains

Because TB treatment is so arduous, people often interrupt it. Exact data are hard
to come by, but at least 4% of all TB patients worldwide are resistant to at least
one of the current first-line drugs. In parts of Eastern Europe, nearly half of all TB
cases resist at least one first-line drug. Multi-drug resistant (MDR) TB, defined as
resistance to at least rifampicin and isoniazid, the two most powerful TB drugs,
might be spreading as fast as by 250,000 - 400,000 new cases each year®. Their
treatment relies on “second-line” TB drugs that have far lower efficacy and require
even longer administration periods (18-24 months) - with much higher cost and
much higher rates of adverse effects.

While MDR-TB affects countries with poor health infrastructure, it is just as likely
to break out in industrialized economies. During the late 1980s and early 1990s
outbreaks of MDR-TB in North America and Europe killed over 80% of those who
contracted it*; e.g. in 1993, a total of 488 MDR-TB cases were reported in the US°.

' Colditz GA et al. Efficacy of BCG vaccine in the prevention of tuberculosis; JAMA 1994 Mar 2; 271
(9):698-702.

2 Duncan K. Progress in TB Drug development and what is still needed; Tuberculosis (2003) 83, 201-
207

3 Dye C, Williams B et al. Erasing the World's Slow Stain: Strategies to Beat Multidrug-Resistant
Tuberculosis; Science, 15 Mar 2002, Vol 295: 2042-46; www.tballiance.org/2_1_2_MDR_TB.asp

4 www.tballiance.org/2_1_2_MDR_TB.asp

3 Bulletin of the World Health Organization, 2000, 78 (2), p. 239.
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1.5. MSF and TB

MSF has been confronted with tuberculosis since its first day of operation more
than 30 years ago. In 2003, 20,000 patients were treated for TB in 29 MSF projects
in 21 countries®.

Although treating a large number of patients in its clinics, MSF used to be reluctant
to cover TB more extensively. This was because MSF was concerned that due to the
temporary nature of its medical relief work, patients under treatment would be
lost to follow-up, which in turn would create community drug resistance. This is
why, as a rule, very few patients in conflict areas and refugee camps were treated
against TB’.

However, in the past few years, MSF has expanded TB treatment to include more
patients, and the focus has shifted from disease control to patient care.
Alternative models have been found to treat migrants or nomadic people who are
extremely difficult to follow?; for instance, efforts to facilitate patients’ lives by
reducing their need to come to a clinic have been made, including home-based
care in Cambodia and factory-based treatment in Thailand. 15 MSF projects now
treat TB patients in chronic conflicts, including work in Abkhazia, Afghanistan and
in South Sudan. An increasing number of patients receive TB care through MSF in
general health centres, e.g. in Afghanistan, South Sudan and Angola. MSF has
worked to identify reliable sources of easier-to-use fixed-dose combinations (FDCs)
of TB drugs and expand their use in its own projects.

But many patients still have no access to TB treatment in countries where MSF has
missions. For instance, only four out of the total of over 25 MSF HIV/AIDS
programmes directly provide TB treatment in sub-Saharan countries although TB is
the most important opportunistic disease affecting HIV/AIDS patients.’ Most
patients are referred to national TB programmes which often are not able to
effectively treat co-infected patients. In addition, too few patients have access to
second line treatment for MDR-TB: although MSF has documented high rates of drug
resistance in six programmes in the Former Soviet Union (FSU), currently only 60
patients receive MDR-TB treatment'®. Three projects treat TB patients exclusively
in therapeutic feeding centres (TFC) and two offer treatment in prison settings
(Abkhazia/Georgia, Abijan/Ivory Cost) - a third project (Kemerovo/Russia) was
closed in September 2003 because national authorities disagreed with MSF’s
proposed treatment strategy although it was in accordance with WHO guidelines.

® 18 in Africa, five in countries of the Former Soviet Union (FSU) and six in Asia.

7 “In active conflict areas, with open warfare and/or great instability TB programmes are precluded,
given that their continuity cannot be guaranteed for a sufficiently long period, and that activities may
be disrupted at any moment. In some areas of relatively low intensity conflict, there may be an
acceptable level of tranquillity and stability. MSF often works in such areas for extensive periods;
assuming that basic health needs are adequately addressed, the initiation of a TB programme may be
worthwhile, but only under exceptional circumstances.” MSF Medical News: MSF and Tuberculosis.
Policy Paper. Vol 4, 1, April 1995.

8 TB villages (Manyatta) in South Sudan, Ethiopia; treatment delivery for illegal Burmese migrants in
factories in Thailand.

9 Tyholo in Malawi where all the TB patients have access to VCT, cotrimoxazole prophylaxis and ARVs.
HIV patients can be treated for TB in Mathare, Kenya, but in most of the HIV/AIDS programmes once a
patient is confirmed or suspect of having TB, (s)he is usually referred to the NTP.

10 The following rates of MDR have been recorded: 31% in Kemerovo prison in Siberia, 27% in
Karakalpakstan (Uzbekistan), 11% in Dashoguz Veylat (Turkmenistan), 24% in Almaty Oblast
(Kazakhstan), 12% in Abkhazia (Georgia) and 6% in Karabagh (Azerbaijan). Patients are treated in
Karabagh, Abkhazia and since September 2003, TB treatment has been provided in Uzbekistan.
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Finally, paediatric formulations of FDCs are not widely available in the countries
MSF works in.

MSF staff generally confirm that DOTS doesn’t work in many of the environments
MSF projects are, and that it is difficult to implement DOTS in all but the most
stable settings. The following sections take a closer look at the major shortcomings
of the DOTS strategy and tools and some potential avenues for change.

(A table of countries and projects where MSF treats TB is available from
laura.hakokongas@geneva.msf.org)
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2. Limitations of the current global strategy for controlling TB

2.1. The introduction of DOTS

Up until the 1990s, TB management had been disorganised and ineffective.
Treatment regimens varied widely; ambulatory non-observed treatment was
common; and reporting mechanisms were largely absent. There was little interest
in TB, including from WHO, which had a TB budget of only US$10 million in 1992-
93.

Due to various factors, including an outbreak of multi-drug resistant TB in New
York in 1991-93 and growing evidence of the link between TB and HIV/AIDS, this
began to change. The WHO and IUATLD (International Union Against TB and Lung
Disease'") started to raise the profile of TB as a global emergency and developing a
new global approach to it. DOTS, i.e. Directly Observed Treatment, Short-course,
was launched in 1994. It is a public health-based management strategy aimed at
controlling TB by focussing on the most infectious (smear-positive) patients.

DOTS is based on five key principles'?:

- Government commitment to sustained TB control activities.

- Case detection by sputum smear microscopy among symptomatic patients
self-reporting to health services.

- Standardised treatment regimen of six to eight months for at least all
sputum smear-positive cases, with directly observed therapy (DOT) for at
least the initial two months.

- Aregular, uninterrupted supply of all essential anti-TB drugs.

- A standardized recording and reporting system that allows assessment of
treatment results for each patient and of the TB control programme overall.

The DOTS approach was partly based on evidence that detecting 70% of smear-
positive, i.e. the most infectious patients and curing 85% of these could reduce TB
incidence by 6% per year - effectively halving TB in 10 years. In order to ensure
resources were primarily directed towards infectious patients, DOTS divides
patients into four categories ranging from high priority smear-positive patients
(Cat. 1) to low priority (MDR-TB) and chronic cases (Cat. V)", recommending that
“at least all” Category | patients be treated, with other categories being treated as
resources allowed.™

DOTS drugs: First-line TB treatment relies on six drugs: isoniazid, thiacetazone, rifampicin,
pyrazinamide, streptomycin and ethambutol. The drugs complement each other and are used in
various combinations. They are available in cheap, generic forms and are effective if taken as
prescribed. Unfortunately their weak sterilising activity means they must be administered for 6-8
months to achieve cure; and the patient must take them under the surveillance of a health worker
or equivalent for the first two months, due to the rapid development of resistance if treatment is
not completed.

" The IUATLD is a scientific umbrella organisation of 140 member countries and 100 voluntary
scientific societies working on TB and other lung diseases in middle- and low-income countries.

2 www/who.int/gtb/dots/whatisdots.htm

'3 Treatment of TB: Guidelines for National Programmes. WHO/CDC/TB 2003.313: p. 33

4 Category | is new smear-positive pulmonary patients plus severe cases from category Ill. Category ||
is previously treated smear-positive patients who have relapsed, failed treatment or defaulted;
Category Ill is new smear-negative pulmonary patients and extra-pulmonary TB; Category IV is chronic
patients and MDR-TB cases (still sputum-positive after supervised re-treatment).
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WHO sources say DOTS was not only conceived as a medical approach but also as a
brand, designed to provide a simple clear message to Western donors and
developing country policy-makers." The message was that the five DOTS principles
- and only the five DOTS principles - could deliver global TB control.

DOTS supporters believed that DOTS was the most realistic approach: even by using
existing tools, finding and treating the most infectious TB patients could deliver
global TB control - this was an improvement compared to the low cure rates and
the generation of abundant drug resistance linked to non-DOTS approaches.

Figure 1. DOTS detection and cure rate goals:

All people with active TB (about 8
100% million new cases per vear)
(1]

& & L ]
People with active pulmonary TB
80%

DOTS case finding goal: 70% of all
56% active pulmonarv patients

" & & @

DOTS treatment goal: 85% cure rate
48% for detected smear+ patients

Figure 1 illustrates that DOTS minimum goals exclude a large number of TB patients
- even if there was a 100% reliable diagnostic tool with which to detect the desired
70% of all people with active pulmonary TB. In real-life circumstances, case finding
rates are much lower: the most commonly used existing test, smear microscopy,
only detects 45-60% of all pulmonary TB cases (36-48% of all people with TB).

In the pre-AIDS era, the decision to focus on smear-positive patients was less
controversial than today, since non-infectious smear-negative patients had less
progression to life-threatening TB disease and lower mortality rates (around 40-50%
overall within two years)."® It was argued that the risks of excluding many smear-
negative patients from treatment were outweighed by the overall public health
benefit of treating more infectious TB patients - and that, in any case, there were
no tools to diagnose, monitor or track smear-negative patients'’.

2.2. Concerns largely ignored

The decision by WHO to back DOTS as the answer to TB was questioned by the
medical, academic and scientific communities. There were widespread objections
in industrialized countries to WHO’s conservative decision to build their TB strategy
around existing TB tools rather than developing more effective diagnostics,
vaccines and drugs'®. WHO and its supporters, on the other hand, argued for

15 Ogden J et al. The politics of “branding” in policy transfer: the case of DOTS for TB control; Social
Science & Medicine 57 2003, pp.179-188

16 Bedell R. Tuberculose, sida, ethique; Utopies Sanitaires 2000, p.153

17 For an excellent critique on the ethics of these policies, see Bedell R, op.cit; pp.147-164

18 The Editor of Lancet wrote in 1994 that “new technologies should be made available without delay
to non-industrialised nations.(...) The complexity of health threats posed by TB will not yield to a
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“restraint in the adaptation of new technologies by non-industrialised nations”'?,

noting that “new technologies are expensive and there is a danger that their
introduction would divert attention and money away from the real issues ... the
global challenge of TB lies in the implementation of old, tried and tested
technologies.”*

Others were troubled by DOTS’ simplified “one size fits all” strategy, noting that it
was based on pilot studies in nine developing countries*', and that the results,
particularly the failures (Senegal, Mali and Yemen), were not properly analysed.

Objections were also raised over the lack of evidence in favour of direct
observation in different social and economic contexts as well as ethical concerns
about patients’ rights to privacy in the DOTS treatment and reporting process (see
also p. 14-15). Among MSF and others, there were also concerns about a framework
that prioritised public health over individual patient rights, evaluating the patient’s
right to treatment in terms of their potential to spread the disease’’. This
argument has become even more resonant in the era of AIDS.

2.3. DOTS: what has been achieved

The debate over DOTS has calmed down over the past five years. Critics have
learnt to appreciate DOTS’ good points and WHO has toned down what some saw as
an inflexible approach to DOTS implementation, in particular as regards direct
observation.? The supporters of DOTS and those pushing for new and better tools
are finding some mutual ground.* DOTS’ strong focus on smear-positive patients
has also softened, with Stop TB now stating that DOTS programmes should aim for
around 60% smear-positive patients. In the latter half of the 1990’s, WHO
developed the DOTS+ strategy to include MDR treatment as a public health activity.

After nearly 10 years, DOTS is now in place in 155 out of 210 countries. More than
ten million patients were diagnosed by DOTS programmes between 1995 and
2001%. It has proven to have significant advantages over the previous chaotic
management of TB in three particular areas that stand out if successes are
examined in isolation:

1. DOTS consistently delivers better results than non-DOTS TB programmes.
The percentage of notified new smear-positive pulmonary cases is 60
under DOTS compared to 36 under non-DOTS programmes (because
sputum microscopy is one of the cornerstones of DOTS); overall cure
rates for new smear-positive patients are 77% compared to 52%; and
treatment success (cure or completion of treatment) is 82% under DOTS

simple solution”; a prescient comment, given current difficulties in managing HIV/TB co-infected
patients. (Editorial: Tuberculosis in HIV infection; Lancet, 1994, 344, 277-278.)

19 Kochi A, Global challenge of tuberculosis control (Letter); Lancet: 1994, 344, p.608-9

20 Maher D. (Letter); Lancet: 1994, 344, p.610

21 Malawi, Mozambique, Tanzania, Kenya, Benin, Senegal, Mali, Nicaragua and Yemen, and later
Vietnam and China. Personal correspondence with Donald Enarson, IUATLD, August 18th 2003.

22 Brauman R. (conference proceeding) in “Human Rights Dialogue”, review of the Carnegie Council on
Ethics and International Affairs, Spring/Summer 2001, series 2 number 6.

23 Ogden J et al. Op. cit., pp.179-188

24 “The statement in the early 1990s that DOTS was the only solution was a great mistake. We now
accept that we need both DOTS and new tools, that it is not a competition between these two
approaches.” Dr Raviglione, Director, Stop TB. Meeting, July 3rd 2003.

25 WHO Global TB Control report 2003, pp.1, 37
www.who.int/gtb/publications/globrep/pdf/tb_reprint_final.pdf
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compared to 67% under non-DOTS.? Non-DOTS programmes also have
high rates of default (14%) and non-evaluation of outcome (8%).

2. DOTS allows improved management and monitoring of TB. TB
programme managers can use smear-positive incidence to develop a TB
treatment delivery structure and track quality of care, while WHO/Stop
TB can use more reliable DOTS statistics to track the course of TB
globally and in each country. In non-DOTS programmes, where smear
microscopy is inconsistently used, it is impossible to follow the outcome
of individual patients since both diagnosis and cure are frequently based
on clinical judgement alone.

3. The DOTS branding process has garnered increased attention and
resources for TB, in particular in developing countries who now fund 69%
of DOTS treatment. Although many poor countries fail to spend
adequately on TB, others devote a substantial percentage of the
national health budget to it, for example Cambodia (9%), Zimbabwe (8%)
and Kenya, Uganda and Nigeria (all over 6%).

Multilateral funding has also increased, with new Global Fund and World
Bank money (a grant to China) reducing the estimated TB funding gap
for 2001-2005 from USS$1.4 billion (WHO 2002 estimate) to the current
figure of US$1.2 billion.” Nevertheless, many countries continue to fall
short of the funds needed for further DOTS implementation, with WHO
reporting the documented country-level gap in high-burden countries at
USS$219 million and the probable gap at US$838 million for 2001-2005.
Funding of operational research and research into new TB tools is also
sub-optimal.

Successful examples of DOTS implementation cited include Peru, Nicaragua, Sudan,
Middle Eastern countries (lran, Syria, Morocco) and Beijing’s 1978 DOTS-style
programme.

Specialists agree that DOTS can and does work in “normal settings”, e.g. in the
absence of HIV or MDR-TB, where targeting the most infected patients can still
deliver 6-10% annual declines in TB incidence.

2.4. What DOTS hasn’t done

DOTS is still far from reaching its targets. Only two high-burden countries, Vietham and Peru, have
been able to reach the DOTS targets of 70% detection and 85% cure rates. Treatment success -
measured as cure and completion rates - under DOTS globally is now 82% (around 4 in 5 patients) with
cure rates of 74%. Results in Africa are worse, with treatment success rates at only 72% (less than 3 in
4 patients).?®

The importance of three of the DOTS pillars - political commitment, regular drug
supply and systematic reporting - is uncontested: they provide a useful framework
for tackling TB from a managerial, although not from a technical or medical, point
of view.

26 WHO Global TB Control report 2003, pp. 19, 22 and 23.
27 All statistics from WHO Global TB Control report 2003; p. 33
28 All statistics from WHO Global TB Report 2003; pp. 22-23, 37

10
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But both the original DOTS trials and the final design of DOTS were based on an
acceptance of certain central limitations. It was thought that funding for TB would
remain insufficient at national or global level and that countries should therefore
prioritise infectious patients. It was also accepted that diagnosis and reporting be
based on the existing sputum smear microscopy test which can only pick up smear-
positive patients, representing only 45-60% of patients overall. Finally, the design
relied on old drugs which require long treatment to eradicate the mycobacterium
and prevent development of resistance.

The following sections look more closely at some of the limitations of DOTS and
attempt to identify ways in which DOTS could be improved - in other words, how
the DOTS framework could be supported with better tools achieving better results
for individuals as well as public health.

Uncomfortable questions and need for research brushed aside

“We still don’t know what works best, although we have a good idea of
what doesn’t work”.
Clinician supporting an MSF TB project

Some of DOTS tenets, protocols and recommendations have not been
substantiated in large-scale clinical trials and have little empirical basis. Patients
undergo intensive observation, months of extended treatment, or specific drug
combinations based on little or no empirical evidence, although DOTS tools have
been used for 30-60 years and DOTS itself has been in operation for nearly 10
years.

Examples:

- The 8-month ethambutol-based regimen has recently been shown to have a
12% failure and relapse rate compared to 3% failure and relapse rate with
the 6-month rifampicin regimen?’, but has nevertheless been widely
recommended and used until recently;

- The dosage of ethambutol-isoniazid in children is, according to WHO, "based
on research in adults (...) and has never been studied in children™;

- The IUATLD notes that the optimum length of treatment for CNS TB is
"unknown but, based on limited information, a 7-month continuation phase
has been advocated™'.

Although DOTS was based on a few controlled trials in Africa and Asia*?, the normal
scientific process of scrutinising and testing DOTS premises and principles was cut
short by the launch of DOTS as a brand or advocacy tool and WHO promoting DOTS
as the solution to TB. For instance, in 1997 WHO announced that: “For the first
time in the 6000-year history of TB we have the tools, strategies and medicines to
defeat the epidemic in all parts of the world”**. It was difficult for clinicians to

29 Treatment of Tuberculosis. Guidelines for national programmes. WHO, 2003. p. 34: Results of a
clinical trial comparing 6- and 8-month rifampicin regimens.

30 WHO guidelines, op.cit. p.64

31 Interventions for Tuberculosis Control and Elimination. IUATLD, 2002. p.74
http://www.iuatld.org/pdf/en/guides_publications/interventions.pdf

32 Fox W, Ellard GA, Mitchison DA. Studies on the treatment of tuberculosis undertaken by the British
Medical Research Council tuberculosis units, 1946-1986, with relevant subsequent publications. Int J
Tuberc Lung Dis 1999: 3:5231-S279.

33 Ogden J et al, op cit, p.185

11
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question DOTS brand fundamentals (in particular direct observation), and NTP’s
were rarely willing to risk their TB funding by asking uncomfortable questions.

Operational research about DOTS has been neglected*. This may improve with the
advent of substantial new funding for clinical trials via the European and
Developing Countries Clinical Trials Partnership. Both TDR (WHO’s Special
Programme for Research and Training in Tropical Diseases) and the IUATLD are
pushing for a much greater focus on the “largely unaddressed” area of operational
research into existing tools.*

The pie is too small: Exclusion of “low-priority” patients

The conviction that TB control was the main goal led to an acceptance that the
individual needs of the “few” - actually almost 50% of all TB patients - were
outweighed by the public health good of the “many”. Existing tools, although poor,
were sufficient to detect and treat enough infectious patients to deliver TB
control, and there was little interest in developing better tools or strategies for
“low-priority” patients, i.e. anyone not testing smear-positive and therefore not
considered as infectious.

Although WHO’s latest (2003) guideline for NTPs gives more importance to the
management of children, extra-pulmonary and chronic cases, the WHO advice to
National TB Programmes still states that “the highest priority for an NTP is the
identification and cure of infectious cases, i.e. patients with smear-positive
pulmonary TB”; that one of the roles of case definition is to “prioritise treatment
of sputum smear-positive cases”; and that “from a public health perspective,
extra-pulmonary TB is not of great importance because patients with this form of
disease are not infectious”. Treatment for chronic and MDRTB patients is
discouraged with Stop TB advising that such patients should only be treated “when
the DOTS strategy is fully implemented” to prevent generating more MDRTB and
that treatment of MDR “may be an unacceptable drain on resources” in poor
countries.*

This is compounded by WHO’s strongly target-driven approach. The measure of a
“good” TB programme is its ability to deliver continual progress towards WHO goals
of detecting 70% of smear-positive patients and curing 85% of these, as well as
achieving a 60:40 positive/negative ratio®.

The result is that a significant number of countries continue to neglect “non-
target” patients in an effort to secure ongoing international or bilateral funding for
their TB programmes. Table 2 lists countries that notify implausibly high
percentages of smear-positive patients particularly since resource-poor countries
rarely have access to other forms of diagnosis to confirm the smear microscopy test
that is poorly sensitive with HIV+ patients. This implies that large numbers of
smear-negative and extra-pulmonary patients probably go untreated?®.

34 All statistics from WHO Global Plan to Stop TB, 2001; p.98 www.stoptb.org/GPSTB/default.asp
35 Conversation w. Mark Perkins, Head of Diagnostics, TDR, WHO Geneva; March 10th 2003

36 Treatment of TB: Guidelines for National Programmes 2003. WHO/CDS/TB 2003.313; p.39 & 43
37 Meeting w. Dr Raviglione, WHO Geneva, July 3rd 2003; Global TB Report 2001, p. 16

38 A view confirmed by Dr R Colebunders, Institute of Tropical Medicine, Antwerp. Teleconference
July 2™ 2003.

12
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Table 2*°
Country HIV prevalence New
(Source: UNAIDS  smear+/all
2003) cases (%) in
DOTS
programmes*

Expected smear positive % in poor country- 45-60%
setting (even lower if high HIV prevalence)

Cambodia 2.7% 75
Cote d’lvoire 9.7% VAl
Madagascar 0.3% 67
Ghana 3.0% 65
Burkina Faso 6.5% 65
Nigeria 5.8% 64
DRC (no figure available) 63
Mozambique 13% 63
Bangladesh <0.1% 62
Vietnam 0.3% 59
Indonesia 0.1% 58
Uganda 5% 47
Burundi 8.3% 47

MSF staff has observed that in some countries smear-negative patients are
deliberately not treated, particularly when there are resource constraints. For
instance in Honduras, MSF treated smear-negative cases who were refused by the
NTP. Finally, MSF negotiated access to treatment for smear-negative cases on a
national level. In some cases, countries exclude patients previously treated under
non-DOTS regimens even though this may represent 10-50% of patients in some
settings*'; or disadvantaged patients are excluded from best available treatment*.

The overall result is that smear-negative, extra-pulmonary and paediatric TB
patients continue to be second-class citizens in the management of TB. Resources
must be increased so that infectious and non-infectious patients can be targeted.

Tools of low quality
WHO and CDC staff wrote in a 2001 article that “as DOTS coverage has expanded,

it has become apparent that the performance of existing tools for TB diagnosis and
treatment limits more efficient implementation of the strategy”. They cited in

39 WHO Global TB Control report 2003 Country Profiles, pp. 54-125

“0 The percentage of smear-positive patients in most of these countries has trended slightly
downwards over the last 5 years, although it is unclear if this is due to increased HIV incidence,
declining microscopy standards or more liberal treatment policies.

4! Cox H & Hargreaves S. To treat or not to treat? Implementation of DOTS in Central Asia; Lancet,
}2003, Vol 361, p. 715. Reported cases in Kazakhstan, China and India.

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?zcmd=Retrieve&db=PubMedé&list uids=12167096&dop
t=Abstract): Singh V. et al. TB control, poverty, and vulnerability in Delhi, India, in Trop Med Int
Health. 2002 Aug;7(8):693-700. Operational research studies in two pilot sites in New Delhi from 1996
to 1998 showed that health workers screened patients to determine their ability to conform to the
direct observation. If the health worker was confident that the patient would comply and/or be easy
to trace in the community in the event of ‘default’, they were provided with short-course treatment
under the RNTCP. Other patients, largely those who were in absolute poverty and socially
marginalized, were put on standard TB treatment as for the previous National TB Programme. The
programme was evidently excluding the most vulnerable from the best available care.
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particular the lack of diagnostics; long duration of treatment with old drugs; and
burden on health care systems of administering the “cumbersome, labour intensive
and expensive” DOTS system.*?

The problems and potential solutions of TB diagnosis and the need for new TB
drugs are discussed in more detail in separate chapters.

Heavy burden on patients and health infrastructures

DOTS’ poor results have been attributed by WHO to external factors, i