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Policy statement on preventive therapy against tuberculosis
in people living with HIV

Preamble

Preventive therapy (PT) against tuberculosis is the use of one or more anti-tuberculosis drugs
given to individuals with latent infection with Mycobacterium tuberculosis in order to prevent
the progression to active disease. HIV is the most powerful known risk factor for progression
from latent infection with M. tuberculosis to active disease, and this is the major cause of the
large increase over the last decade in the incidence of tuberculosis in populations with a high
prevalence of HIV infection. Several large randomised controlled trials have now demonstrated
that PT is effective in preventing TB in individuals dually infected with HIV and M.tuberculosis.
However, studies of the feasibility of PT demonstrate that the process required to target
appropriate individuals, to exclude active tuberculosis, to deliver PT and to achieve adherence 1s
complex and inefficient.

In February 1998, WHO and UNAIDS convened a meeting to review the data available and to
make recommendations to governments that would serve to update the recommendations
published by WHOQ and TUATLD in 1993. This document presents the recommendations arising
from the meeting. More detailed reviews of the data leading to these recommendations are
presented as an annex.

The following prerequisites are identified which should be in place before a PT service is

considered:

» Adequate capacity for HIV counselling

+ Sufficient trained health care staff

« Linkage between HIV care and TB control services

» TB treatment services that have a high probability of curing cases of TB identified through
the PT service (eg less than 10% default or failure at the end of treatment)

In settings meeting these standards,
WHO and UNAIDS recommend to governments that: -

1) Preventive therapy should be part of a package of care for people living with HIV/AIDS.

2) Preventive therapy should only be used in settings where it is possible to exclude active
tuberculosis cases and to ensure appropriate monitoring and follow up.

3) Information about tuberculosis including preventive therapy should be made available to
people with HIV,

4) Preventive therapy should be provided from within settings that include established voluntary
counselling and testing (VCT) services for HIV.




%) The priority for TB control programmes continues to be the detection and cure of infectious
tuberculosis cases.

6) The procurement and supply of tuberculosis drugs must be regulated by national authorities,
in order to prevent the development of drug resistance.

Implementation of a PT service needs to occur in the context of integrated care, with benefits to
TB control, HIV care and public health programs. In many of the countries most affected by
the dual epidemics of HIV and TB, the TB programme is already over-stretched. Although the
responsibility for funding and running a PT service may be taken by government health services
or non-governmental HIV care organisations, active participation of TB programmes will be
necessary particularly for training, diagnosis of tuberculosis, treatment of tuberculosis cases and
drug logistics and procurement. PT services will therefore need to demonstrate that their
involvement in finding cases of tuberculosis and supervision of patients on treatment balances
the participation of the TB programme, to their mutual benefit.

Individuals sceking voluntary HIV testing should be offered pre-test counselling.
Those who choose to be tested should be offered quality assured HIV testing and post-test
counselling.

Different models of delivery will be appropriate in different settings and may use capacity from
governmental clinics, stand-alone VCT sites, NGOs, maternal health services etc.. However,
among the range of services provided to those found to be living with HIV, the following steps
should be in¢luded in the delivery of PT:

Those who have a positive HIV test should receive:

counselling on tuberculosis

screening for active tuberculosis

targeting of those most likely to benefit from PT

provision of preventive therapy to those without active tuberculosis
monitoring for adherence and toxicity

evaluation of outcome

R
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. Counselling on tuberculosis

People living with HIV are at risk of developing TB. They should be given health education and
encouraged to seek early diagnosis and treatment of cough and other symptoms suggestive of
TE.

2. Screening for active tuberculosis.
PT is inadequate treatment for active TB and could lead to the development of drug resistance.

Active TB should therefore be excluded before PT is started. The setting of different PT services
and the available capacity within government health services will determine at what stage




patients need to be referred.  All people attending for HIV counselling and testing should be
asked whether they have a cough, and those that do should be screened for TB. Those found to
have TB should be registered and treated by the TE control programme.

While it is recognised that most people with active TB will have symptoms, until the validity of
different screening tools or algonthms 15 established, it is recommended that a chest radiograph
is examined from every individual before considering PT.

3. Targeting of those most likely to benefit.

PT is recommended for PPD+ HIV-infected individuals who do not have active tuberculosis. In
some gettings it may not be feasible to perform PPD testing. Under these circumstances the
following individuals may still be considered for preventive therapy if they are infected with
HIV:

» Those living in populations with a high prevalence of tuberculous infection (estimated to be
=30%)

Health care workers

Household contacts of TB patients

Prisoners

Miners

Other selected groups at high risk of acquisition or transmission of TB

4. Provision of PT to those without active TB

Isoniazid is the recommended drug. 5Smg/kg (max. 300mg) may be given as daily, self-
administered therapy for six months. Individuals should be seen monthly and given only one
month supply of medication at each visit.

5. Monitoring for adherence and toxicity

Patients should be monitored at the routine visits for adherence with treatment, drug toxicity, and
signs or symptoms of active tuberculosis. Patients who interrupt therapy should be counselled
about the reasons for stopping. PT should only be restarted if the obstacles to adherence have
been removed. The aim 1s to provide at least six months of isoniazid therapy during a one year
period. Pill counts and self-report may be useful in assessing adherence.

Clients with symptoms of tuberculosis or toxicity to medication should be evaluated
immediately. Preventive therapy should not be continued if the patient develops signs or
symptoms of tuberculosis. These suspected cases must be properly evaluated for active
tuberculosis and referred to the National TB Program for registration and treatment.

Although biochemical monitoring of liver enzymes for hepatitis is not routinely recommended,
patients should be carefully educated about the symptoms of hepatitis and instructed to
discontinue the drug promptly should these oceur.




6. Ewvaluation of outcome

Programs or centres that offer PT should assess the effectiveness of PT regularly. This
assessment should include attendance at scheduled appointments, adherence (number of persons
started on preventive therapy and number completed), toxicity and withdrawals from therapy due
to toxicity, number of suspected TB cases in screening and monitoring of therapy. Individual
records should be maintained to document use of PT. Individual information will be aggregated
for regular reports, which may be used by the TB programme to estimate future drug
requirements.




Technical Annex from Preventive Therapy Meeting
held in Geneva 18-20 February

Introduction:

HIV is recognised to be the strongest risk factor for the progression of latent infection to active
TB. In countries with severe HIV epidemics, there has been a dramatic rise in notification rates
for TB. The DOTS strategy of TB control is based on passive case-finding through microscopic
examination of sputum from those presenting to a diagnostic centre with a cough for more than
three weeks followed by active case-holding with supervision of the intensive phase and efficient
monitoring of the outcome of treatment. Such a strategy is capable of curing the large majority
of cases and preventing the development of chronic cases who may continue to spread infection
in the community and who have a much higher chance of having drug resistant disease.
Nonetheless, even when the DOTS strategy is well applied, ongoing transmission of infection
oceurs before patients present to the diagnostic centres.

Preventive therapy is the use of isoniazid or other anti-tuberculons drugs aiming to sterilise latent
infection with Mycobacterium tuberculosis and thus prevent progression to active disease. Prior
to the HIV epidemic, its use in countries with a high prevalence of TB was limited to childhood
contacts of active cases since these children have a higher risk of progression to disseminated and
severe forms of disease.

Several studies have recently been completed considering the efficacy, feasibility and cost-
efficacy of preventive therapy in HIV-infected people in countries with a high prevalence of TB.
It 1s therefore appropriate to consider the role PT should have as an addition to DOTS in
countries burdened by the dual epidemic of HIV and TB. In February 1998, the Global
Tuberculosis Programme of the WHO and UNAIDS, convened a meeting whose aim was to
develop a set of gnidelines for policy makers. This document forms a technical annex to those
guidelines and sets out the process by which the guidelines were developed, as well as the
technical mformation on which they are based.

The meeting brought together around 50 people (listed m anmex 2), drawn from four groups:

1. Technical experts, from TB, HIV and health economics backgrounds

2. Potential consumers, PLWHs and their advocates, HIV care orgamsations

3. Policy makers, involved in health planning and commissioning of services

4. Donor agencies involved in health financing, particular those involved with HIV
and TB

The first day was spent reviewing the current state of knowledge with regard to the interactions
between TB and HIV at the biomedical and programmatic level; strategies for TB control;
approaches to HIV care; expenence with voluntary HIV counselling and testing; efficacy,
feasibility and cost-efficacy of preventive therapy.




For the next two days the participants and secretariat from WHO and UNAIDS divided into four
working groups. The working groups addressed overlapping areas of debate and so all four
groups reconvened at intervals to present the content of their deliberations and to gain input from
the other groups. The groups’ draft recommendations were then collated by a writing committee
and presented to the meeting participants before its close.

This document summarises the evidence presented and discussed and serves as a technical annex
to support the policy statement.

Efficacy of PT in HIV infected individuals.

Table 1 summarises data from various studies that have measured the incidence rate of TB in
different populations of HIV infected individuals.

Some studies have included subjects whatever the result of PPD testing, while others have only
included PPD +ve or anergic subjects. In some studies the rates in all PPD—ves can be estimated
by combining the anergic group with the other PPD —ve subjects.

Differences in rates reflect inclusion criteria, case definitions, and background risk of infection
with Mycobacterium tuberculosis. Rates are consistently higher in PPD+ groups and are higher
in anergic subjects than non-anergic, PPD —ve subjects. The age-groups recruited included those
known to be at highest risk of developing active TB, so these rates carmot be directly compared
with incidence rates that use total population as 2 denominatot,




Table 1

Incidence of TB among people living with HIV

TB rates % per year (Number in sample)
Study ref Country/Population |Total |PPD+  |PPD- Anergic
Studies from USA and Europe
Selwyn 89 USA IDU 2.1(215) [7.9(49) 0.3 (166)
Selwyn 92 USA IDU 9.7 (23) 6.6 (68)
Gordin 97 USA 60% IDU 0.9 (257)
Moreno 93 Spain IDU 9.6 (290) |10.4 (76) |6 (214) 8.1 (90)
Moreno 93 Spain nonIDU 07 08 0(49) 0(22)
Guelar 93 Spain 60% IDU 28 (768)116.2(26) 12.4(742)  |2.6(235)
Antonucei 95 |Iraly 70% IDU 22 450207y 12.1(5313) |2.9(1687)
(5520)
Studies from Latin America
Pape 93 Hajti 7.5(70) {10.0(25) {5.7(35)
Valdesping 93 |Mexico 5(69)
Studies from Africa
Braun 91 Zaire Women 3.1(249)
Allen 92 Rwanda Wormen 24401 [5.5(73)  [2.1(21D)
Wadhaven 92 |Zambia 5.3 (246)
Hawken 97 Kenya 3.9(342) [B.0(6%) [2.7(224)
Whalen 97 Uganda 3.4 (465) 3.1(323)
Mwinga 98 Zambia 4.9 (350) 9.2 (60)  {3.1 (166)

In high TB prevalence countries, between 2.4 and 7.5% of HIV infected adults may develop
active TB each year. In those with a positive PPD test, the rate rises to between 3.4 and 10% per
year.

Efficacy of isoniazid preventive therapy
Studies of efficacy of isoniazid preventive therapy compared to placebo are summarised in table

2 . The table mcludes trials usimg 6-12 months of isoniazid given daily or twice weekly. Two
meta-analyses that have been performed are alse included.




Table 2
Efficacy of isoniazid preventive therapy

Foallow Up Rate ratios (RR) or Odds ratios (OR)
for INH compared to no INH
[95% CI}
ID|Study ref  |Country  [Inclusion [Median [PYRs |PPD+  |Anergic or (Total
PPD -
Non-randomised comparisons
1{Selwyn 89 USAIDU  |PPD+ 1.8 390
2|{Guelar 93 Spain 60% |PPD+ 1.2 159 RR0.55
IDU
Randomised comrolled trials
3| Pape 93 Haiti All 2.8 329 OQRO.17 OR 0.63
4| Valdespino 93 {Mexico PPD+ 0.3 43
J|Wadhaven 93 |Zambia All 1.7 934 RE 0.4
" 6|Hawken 97 Kenya All 1.8} 1178 RR 0.6 ER 1.2 RR 1
7|Whalen 97 Uganda PPD+ and 1.1} 1943 RRO0.32 RR 0.83
anergic
8| Gordin 97 USA 60%  |Anergic 2.8 1417 RR (.48
DU
9 Mwinga 98  |[Zambia All 1.8] 1631] RRO025 RRO.86 RR (.59
10)|Hanvanich 98 |Thailand Anergic  [Ongoing
11|Berenger 98  |Spain Anerpic  (Ongoing
Meta-analyses
ID of trials
included
Wilkinson 97 (3,6 OR 0.46 OR1.02] ORO0.86
[0.2-1.07]| [0.49-2.13]{[0.51-1.44]
Bucher 98 3,4,5,6,7.8 RR 0.41 RR 0.84| RRO.58
[0.24-0.7111 [0.52-1.38]][0.39-0.87]

All studies found a lower rate of TB 1n those subjects with a positive PPD test who took

1soniazid compared to those who took placebo. In one study (Hawken 97) the effect was not
statistically significant. The first meta-analysis (Wilkinson97) estimated an odds ratio of 0.46
with a 95% confidence interval from 0.2 to 1.07. With the addition of further studies, the second
meta-analysis (Bucher 98) estimated a rate ratio of 0.41 (95% CI 0.24-0.71) and the final study
that included PPD + subjects (Mwinga 98) will also shift the estimate of efficacy slightly more in

favour of isoniazid.

There can therefore no longer be any doubt that treatment of PPD +ve individuals living in a
setting with a high prevalence of TB with isoniazid will reduce the risk of developing active TB

in the short term to around 40% of what it would have been without such treatment.
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In subjects with a negative PPD test, efficacy remains unproven. Some studies have included all
such subjects while others have only recruited those with demonstrated anergy to other common
antigens. Gordin 97 found few cases of active TB in a large study of anergic subjects in the US
(see table 1), so that there is a wide confidence interval around the estimated efficacy that
includes no effect. In African studies, rates were higher in anergic subjects or those with negative
PPD tests, but none has demonstrated a statistically significant effect, and the Bucher 98 meta-
analysis also falled to demonstrate a statistically significant effect. The addition of the final study
will tend to narrow the confidence interval around the estimated rate ratio of 0.84.

If PPD testing is unavailable or impractical, what is the estimated efficacy of isoniazid
preventive therapy? Some studies included all subjects regardless of PPD result. When these
trials are combined in the most recent meta-analysis, isoniazid is found to be significantly better
than placebo with a rate ratio of 0.58 (95% CI 0.39 to 0.87). The estimated effect in the
remaining trial is very similar so that the CI will be narrower but the final estimate unchanged.

It is therefore possible to state that treatment of HIV +ve individuals, in whom a PPD skin test
cannot be performed, living in a setting with a high prevalence of TB with isoniazid will reduce
the risk of developing active TB in the short term to around 60% of what it would have been
without such treatment.

Mwinga 98’s study also suggests that there may be tools other than a PPD skin test that may
predict those most likely to benefit from preventive therapy. In that study isoniazid was
associated with statistically sigmificant protection (Rate ratio 0.28; 95% CI 0.11-0.70) in subjects
who had a Iymphocyte count of > 2x10° /1.

Comparisons of isoniazid with other regimens.

Several studies have included regimens other than isomazid, either as direct comparisons with
isoniazid or as comparisons with a placebo arm. They are summarised in table 3.

Table 3

Studies of rifampicin containing regimens
Study ref Country Regimens used Comments
Whalen 97 Uganda 3RH, 3RHZ, 6H placebo |Side effects higher with 3 drugs
Mwinga 98 Zambia 3R2Z2, 6Hy, placebo H tends to be better than RZ
Halsey 98 Haitt 3RqZ>, 6Hy H better in first months
Gordin 98 US, Mexico, Brazil, [2RZ, 12H Equivalent
Hanvanich 98 {Thailand 4RH, 12H Equivalent

11




None of these studies was designed to be powerful enough to show that rifampicin containing
regimens were better than isoniazid alone, they were either comparing the rifampicin arm
directly to placebo or were aiming to demonstrate equivalence. Despite animal studies
suggesting that combining rifampicin and pyrazinamide led to maximum efficacy, none of the
studies has demonstrated that any of the combinations studied is significantly better than
isoniazid. The tendency is for isoniazid to be slightly better, raising the possibility that the
longer duration of therapy may provide additional benefit.

Duration of therapy

Studies presented to date, do not allow the duration of efficacy to be quantified. Mwinga 98
noted that beyond 18 months of follow up it was no longer possible to demonstrate an effect of
1soniazid. However, the small number of events limited the power of the study at that stage.

Halsey 98 showed that in the first ten months of their study, six months of isoniazid was
significantly better than two months of rifampicin and pyrazinamide but that later in the study,
there was no detectable difference. No cases were observed while subjects were on treatment.

Further studies will be needed to quantify the benefits and risks of continuing preventive therapy
or giving repeated courses. Without better data on the longer-term effects of six or twelve
months of isoniazid, it is also difficult to estimate cost-benefit ratios.

Effect of PT on mortality

The studies presented have not been designed to demonstrate an effect on mortality. The
combined estimate provided by the largest meta-analysis shows a modest reduction in death rates
in those subjects with a positive tuberculin skin test who took isoniazid rather than placebo
(RR=0.68 95%CI 0.48 — 0.97). No effect was demonstrated in those with a negative tuberculin
test and the overall estimate for all subjects in the trials did not differ from unity significantly.

The Ugandan efficacy study (Whalen et al. 1997) also showed a significant risk difference for
mortality between the active and placebo arms (1.9 deaths per 100 person-years in the 3RH arm).

A model that incorporates HIV disease progression and stratified risks of developing TB has
been developed (Sawert 98) and used to predict the impact of PT on life expectancy in an HIV
positive cohort. Predicted increase in survival in those given PT was 3-5 months in those with a
positive tuberculin skin test and up to 1 month in. those with anergy.

Although the individual benefits may be rather small, widespread implementation of PT would
have some mpact on mortality.

12




Feasibility of preventive therapy

Although preventive therapy has been shown to be effective in clinical trials, the feasibility of
providing it in a progtamme setting in developing countries is less clear. Delivery of preventive
therapy requires several steps to be taken.

Identification of HIV positive subjects

Screening to exclude active tuberculosis

Screening to target those most likely to be infectzd with M.fuberculosis
Provision of drugs

Adherence to therapy

Ao e b

Data on the numbers of clients dropping out at each stage of the process were presented from
completed and ongoing studies in Uganda, Thailand and Italy. Additional studies from Zambia
and Thailand have studied efficacy and adherence, but have reported and discussed drop out
rates. Table 4 summarises the data.

Table 4
Proportion of subjects dropping out of PT service in feasibility studies

Feasibility studies in countries with high TB prevalence

Seroprevalence | % of HIV +ve | % of those entering | % adherence
in study subjects entering | the process who
population (%) PT process started PT
Aisu 95 | Uganda 1 23 15 30 62
Aisu 98 | Uganda 2 100 51 38 70
Chawalit | Thailand 26 95 43 74
98

Feasibility studies in countries with low TB prevalence

Antorucci Tialy 100 100 2.4
97
Other studies that have reported on feasibility
Ngamvitha | Thailard 100 100 89 74
yapong 97
Godfrey- | Zambia 63 62 \ 83
Faussett 93

In Italy, the number of people actually starting preventive therapy was very low, largely because
of the small number who had a positive PPD skin test, but also because 29% of those eligible had
contraindications to isoniazid and 28% of those offered preventive therapy refused it.

In the first study in Uganda, only 15% of those who had a positive HIV test were screened by the

physician, who was responsible for considering whether or not preventive therapy could be
started. Once they had been seen by the physician, 30% ended up on therapy. The second
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Ugandan study is still ongoing. Learning from the lessons of the first study, recruitment starts
when HIV positive individuals express interest in receiving preventive therapy. 38% of such
individuals progress through the screening process while 41% drop out because of their own
choice rather than through exclusion. The remaining 21% are excluded because of advanced HIV
disease (5%), pulmonary symptoms (11%), active TB cases (1%) or an abnormal chest
radiograph (1%) or other reasons.

The second Ugandan study is also addressing the need for screening potential clients by
radiography. Around 5% of clients who have already been classified as “asymptomatic” are
found to have abnormal chest radiographs. The numbers are still too small to state what
proportion of these abnormalities were due to TB but they include two cases of asymptomatic
pleural effusion. Until the validity of different screening algorithms is assessed and the risk of
giving PT to individuals with active TB can be quantified, it is recommended that all people
considered for PT should have a chest radiograph evamined before starting treatment,

In Northern Thailand, in an ongoing study, there are five HIV counselling and testing sites
involved, HIV seroprevalence varies between 17 and 43% and in four of the sites all seropositive
subjects were evaluated for preventive therapy. The proportion of those evaluated that start
therapy varies between 30 and 66%.

Adherence to treatment has been between 60% and 80% in these feasibility studies, which is
similar to that found in the clinical trials which were analysed on an intention to treat basis, so
that the estimates of efficacy quoted above should be attainable in less controlled settings.

In order to maximise the utility of preventive therapy, attention must be paid to the selection of
potential recipients and to their flow through the screening and delivery system.

Cost-efficacy and cost-benefit

The meeting highlighted the limited number of studies of cost-efficacy and cost-benefit of PT
that have been carried out. Since the effect of PT on life expectancy is small, cost-effectiveness
analyses using incremental costs per incremental year of life saved will be very sensitive to the
calculation of costs. The decisions as to which costs and which benefits to include and whether
to use marginal or average costs have to be made taking into account whether implementation
would result in changes in the infrastructure and staff needed or simply the additional diagnostic
supplies and drugs. Similarly, counselling and testing subjects for HIV in order to offer them PT
will clearly be more expensive than offering a service to those already known to be HIV positive.

Table 5 shows estimates for different scenarios of the number of subjects who would need to be
screened and treated in order to prevent a single case of active TB. The scenarios all assume that
clients would only be referred to the PT service if they were known to be HIV positive and
wished to consider PT. The first scenarios assume that a tuberculin skin test would be performed
and only the 25-35% found positive would enter the next step. The second step would be to rule
out active tuberculosis, using a chest radiograph and clinical examination. Using the estimates

14
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provided by the feasibility and efficacy studies outlined above, between 19 and 70 clients would

need to be screened with tuberculin testing to prevent one new case of TB developing. Howeyver,
the number who would actually be given PT would be very much smaller (4-7) since most clients
would drop out, either because of the screening procedures or for other reasons (as seen in all the
feasibility studies). The costs would therefore be for screening 19-70 people and for supervising

treatment for 4-7 people. The benefits would be the direct savings of the costs of treating one

case of active TB as well as the additional savings of any secondary cases that would have arisen

through transmission before the index was adequately treated.

Marginal costs per TB case in middle and low-income countries are around $100. Assuming that

each active case leads to at least one other casge that requires treatment, a benefit of around $200
might be obtained by treating 4-7 tuberculin skin test positive subjects with PT. Average costs

are considerably higher, so a larger scale PT service would actually lead to a significantly greater

saving through reduction in the number of staff or capital costs.

There would also be a benefit of earlier treatment of cases of active TB found during the
screening procedures, which is not included in these estimates.

In the second set of scenarios, the screening criteria are less stringent and subjects are treated
provided they do not have active TB, irrespective of tuberculin skin test results. The efficacy 13

lower and the proportion expected to develop TB is lower. The number needed to be screened to
prevent one new case of TB developing is rather similar to the first set of scenarios (15-78) but a

larger number of clients would actually be treated so that costs would be higher.

Table 5
Estimated proportions passing through a PT service to prevent one index case of TH

Screening | Proportion | Proportion | Feasibility { Efficacy | Proportion |Estimated number| Estimated
strategy | eligible eligible study study expected to | needed to screen | number
(screenl) | (screen2) | results results | develop TB in| to prevent one needed to
A B C D absence of PT index case treat to
E 1/{AxBxCxDxE) | prevent one
index case
1/{DxE)
0.25 0.35 0.45 0.5 0.3 70 7
1. FED 0.3 0.9 Q.55 0.55 0.33 35 5
2CXR | 035 0.95 0.63 0.6 04 19 4
0.85 03 0.25 02 78 20
1. CXR 0.9 0.4 0.3 0.3 3 11
0.95 0.5 0.35 0.4 15 7

15




Current VCT initiatives

While PT may provide a cost-effective intervention for those known to be HIV positive, the great
majority of people living with HIV infection are unaware of their status. The costs of voluntary
counselling and testing services (estimated at arounu $15-$25 per client) and the fact that most
people tested will be seronegative and thus not eligible for PT, mean that establishing VCT
specifically to deliver PT will not be a cost-effective approach. The meeting therefore also
considered the future of VCT services in middle and low-income countries.

Voluntary HIV testing accompanied by counselling has a place within a comprehensive range of
measures for HIV/AIDS prevention care and support. VCT services are currently offered
through govermment outpatient and STD clinics; specialised VCT centres; maternal and child
health clinics; HIV support and care organisations and through outreach or mobile services.
Demand for VCT services is increasing, particularly as interventions such as treatment to
interrupt mother to child transmission become available. AIC in Uganda has provided VCT to
over 350,000 people since 1990 and Espoir in Cote d’Ivoire saw 45,000 clients and tested 25,000
in 1993-97. There 15 at least one Anonymous clinic in each of the 73 Thai provinces.

VCT provides an entry point not only for PT services, but also for an extended range of support,
care and prevention activities. As further interventions for PLWHs are defined, the demand for
VCT is likely to rise. Examples include mother to child transmission and cotrimoxazole
prophylaxis.

Preliminary data from a randomised trial of VCT compared to health information alone show
greater behavioural changes in those given VCT than those given information alone and
extrapolations from these data suggest that VCT could be as cost-effective an intervention for
HIV prevention as syndromic management of STDs.

Potential Impact of PT

In order to make an impact on incidence of TB, PT has to be administered to a large number of
people. In a high-density population served by a single health centre in sub-Saharan Africa, for
example, there may be 200,000 people and around 500 new cases of TB annually. In order to
prevent 10-20% of these cases (a target that would allow one to notice the difference), the
estimates above suggest that the PT service would need to screen 1500-3000 HIV positive
people, which means that the VCT services would need to test about 4,000 - 8,000 people per
year. This number might be distributed between those being tested in maternal health services,
stand-alone VCT sites, general health clinics etc.

In the short term, delivery of PT will be limited by the number of sites where a sufficient number
of people know their HIV status, or where there is sufficient demand for and capacity of VCT
services. PT should therefore be promoted as an int=rvention for those living with HIV, rather
than as a pnimary strategy to control the public health burden of tuberculoss.
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Delivery of PT services

The pnionty for TB control programmes remains the detection and treatment of active cases, as
formulated in the DOTS strategy. An efficient TB programme is an effective strategy to reduce
transmission of TB. If the introduction of a PT service leads to less effective detection and
treatment of active cases of TB, ongoing transmission will quickly outweigh any reduction in
incidence of TB. PT services should be therefore be developed in such a way that synergy is
created with the TB diagnosis and treatment services. In particular, PT services should not drain
resources from over-stretiched TB services. The capacity of the various organisations both
governmental and non-governmental involved in care and prevention of TB and HIV/AIDS will
vary from site to site. It is not therefore possible to provide a single model but some general
criteria should apply:

* Initial screening of potential recipients of PT will be carried out by the voluntary counselling
and testing services, which may be within government health services or not

« Patients who have been coughing for more than three weeks should have three sputum
samples examined in a quality assured laboratory

o Chest radiographs should be performed in all potential recipients

* Patients who are found to have active TB during their screening for PT must have easy access
to a treatment programme that has a high chance of curing them

« Individuals with symptoms compatible with TB should not receive PT, even if a diagnosis 15
not made

e Supplies of drugs for PT will usually be provided through the same mechanism that supplies
the TB treatment service and must be ordered and accounted for in a similar manner

» Supervision of people taking PT may be carried out within the counselling and testing
service, but must not detract from supervision of patients being treated for active TB

Drug regimens

Although eight different regimens have been proven to reduce the risk of active tuberculosis in
tuberculin-positive, HIV-positive adults, isoniazid is the regimen recommended in developing
countries. Isoniazid may be given as daily, self-administered therapy for six months at a dose of
Smg/kg to a maximum of 300mg. These individnals should be seen monthly and given one
month supply of medication at each visit. Adherence may be improved by giving an additional
two week emergency buffer supply to be used if the individual has to defer his or her monthly
review.

Rifampicin containing regimens are not recommended in order to eliminate the risk of protmoting
rifampicin resistance, through inadequate screening procedures or by misuse of the tablets.
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Preventive therapy is contraindicated in patients with active tuberculosis and in patients with
active (chronic or acute) hepatitis. Active tuberculosis must be excluded before beginning
preventive therapy. Isoniazid should be given with caution to individuals who consume alcohol
daily.

Patients should be monitored at the routine visits for adherence with treatment, drug toxicity, and
signs or symptoms of active tuberculosis. Patients who interrupt therapy may be restarted with
the aim of providing at least six months of isoniazid therapy during a one year period. Pill
counts and self-report may be useful in assessing adherence.

Clients with symptoms of tuberculosis or toxicity to medication should be evaluated
immediately. Preventive therapy should not be continued if the patient develops signs or
symptoms of tuberculosis. These suspected cases must be properly evaluated for active
tuberculosis and referred to the National TB Program for registration and treatment.

Although biochemical monitoring of liver enzymes for hepatitis is not routinely recommended,
patients should be carefully educated about the symptoms of hepatitis and instructed to
discontinue the drug promptly should these occur.

In addition, there should be regular counselling and education about the symptoms of drug
toxicity, in particular hepatitis, and active tuberculosis. Every opportunity to educate and counsel
patients about HIV and its complications should be taken during preventive therapy.

Programs or centres that offer PT should assess the effectiveness of PT regularly. This
assessment should include attendance at scheduled appointments, adherence (number of persons
started on preventive therapy and number completed), toxicity and withdrawals from therapy due
to toxicity and number of suspected TB cases in screening and monitoring of therapy. Individual
records should be maintained to document use of PT, Individual information would be
aggregated for regular reports, which may be used by the TB programme to estimate future drug
requirements.

Conclusions

In 1993, WHO and the TUATLD issued a joint statement which supported the recommendation
of isoniazid PT for persons with both HIV and tuberculosis infections. Since then several
randomised controlled clinical trials have confirmed the efficacy of PT and a few studies have
guantified the feasibility of implementing PT in a less controlled setting.

The evidence shows that PT is not an alternative to the DOTS strategy for controlling TB, even
in areas with a high prevalence of HIV. However, many opportunities for providing PT to
people living with HIV have been missed and this has led to many cases of TB that could have
been prevented

18




The difference between the conclusions of the meeting in February 1998 and the 1993 guidelines
is one of emphasis, rather than content. PT should be part of the package of care available to

PLWH. The next steps should be to develop systems that greatly increase the accessibility of PT
to people living with HIV in settings of high TB prevalence, while ensuring that the efficiency of

TB control programmes is not compromised. To do so will require greater collaboration between
those fighting TB and those fighting HIV/AIDS.
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