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with 7% of AIDS patients in northern Thailand reporting Penicillium marneffei infections
compared to <1% elsewhere in the country.

Data from prospective randomized trials indicate that fluconazole is effective in the
prevention of mucosal candidiasis and crytococcosis in PLHA with advanced discase.
Long term usage is associated with the development of resistance, particularly in PLHA
with low CD4 counts. In Europe, USA and Australia fluconazole is not recommended for
primary prophylaxis of these infections because of the relative infrequency, lack of
survival benefit, possibility of drug interactions, potential development of drug resistance
and cost. Secondary prophylaxis is recommended following crytococcosis. For this
indication, fluconazole is recommended as it has been shown to be more effective than
itraconazole. Thai guidelines recommend fluconazole as an option for primary and
secondary prophylaxis of cryptococcosis.

Itraconazole has been shown in small randomized trials in Thailand to be effective in the
prevention of penicilliosis, given either as primary or secondary prophylaxis. There was
no survival benefit demonstrated, possibly due to the small sample sizes. Thai guidelines
recommend intraconazole as an option for primary and secondary prophylaxis of
penicilliosis.

Discontinuation of fluconazole secondary prophylaxis for prevention of cryptococcal
meningitis following immune reconstitution with ARV has been investigated in several
studies. There is increasing evidence from these studies that cessation of fluconazole
secondary prophylaxis is safe if PLHA have no signs or symptoms of cryptococcal disease
and have had a sustained increase in CD4 count above 100 cells/m’ for at least 6 months.
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2.5. Which group of PLHA benefits from cotrimoxazole prophylaxis?

The decision when to commence cotrimoxazole prophylaxis has been well defined in high
income countries for many years. The first recommendation regarding prophylaxis,
issued in 1989, was for the use of daily double strength cotrimoxazole in PLHA with CD4

counts less than 200. This recommendation has remained unchanged since.

The subgroup of PLHA that benefits from cotrimoxazole prophylaxis in developing
countries is not known. The first Abidjan study described above suggested a benefit
below a CD4 count of 500/mm?®, the study in PLHA with TB showed most benefit in
PLHA with a CD4 below 350/mm’® and a retrospective study in Cape Town showed a
benefit only when CD4 was below 200/ mm’.

2.6. Potential efficacy of cotrimoxazole prophylaxis in Cambodia

The data available from West Africa suggest that PLHA in Cambodia may benefit from
cotrimoxazole prophylaxis. These data also suggest that PLHA with smear positive
pulmonary TB, and perhaps with other forms of TB, may be more likely to benefit from
cotrimoxazole prophylaxis than other groups of PLHA. However, the degree to which
the findings in West Africa can be extrapolated to Cambodia is highly dependent on the
spectrum of disease in PLHA and the resistance pattern of the major pathogens. There is
extremely limited data regarding these issues available in Cambodia.

Case series from the national hospitals of Phnom Penh suggest that tuberculosis and
cryptococcal meningitis are the major causes of morbidity and mortality. Data from
Thailand would suggest that the next most important causes of illness in PLHA in the
region to be PCP, Salmonella species, toxoplasmosis and Penecillium marneffei. The
contribution of these organisms to illness in PLHA in Cambodia is unknown. The rate of
cotrimoxazole resistance in major bacterial pathogens is also unknown. Whether
cotrimoxazole prophylaxis is beneficial for PLHA, or a subgroup of PLHA, in Cambodia,
cither in terms of reduction in illness or improvement in survival, therefore remains a

question without a definite answer. Cost-effectiveness is therefore also unknown.

3. Prevention of fungal infections using fluconazole

Fungal infections are important causes of morbidity and mortality in PLHA throughout
the world. They include oral, oesophageal and vulvo-vaginal candidiasis, cryptococcal
disease especially meningitis and various endemic mycoses such as penicilliosis in south-
cast Asia. Oral candidiasis is an important contributor to wasting in PLHA. Cryptococcal
meningitis is second only to tuberculosis as a cause of hospital admission and death in
PLHA in the national hospitals of Phnom Penh. The importance of penicilliosis as a cause
of illness and death in Cambodia is not known. Incidence is highly variable in Thailand
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2.3. Benefits of cotrimoxazole prophylaxis in developing countries

The efficacy of cotrimoxazole prophylaxis in a developing country setting has been
proven in a randomized trial conducted in Abidjan, Cote d’Ivoire. This study compared
the efficacy of daily double strength cotrimoxazole to placebo in PLHA in WHO clinical
stage 2 and 3. It found a significant reduction in severe events defined as either death or
hospitalization, but not a significant reduction in mortality alone.

A similar study that was conducted in Dakar, Senegal and was prematurely halted because
of the release of the Abidjan study results, found no significant benefit from the use of
daily single strength cotrimoxazole. The different outcomes of these studies are probably
due to a combination of different dosage, different spectrum of disease and resistance
patterns and reduced power of the Dakar study.

The use of cotrimoxazole prophylaxis in a subgroup of PLHA with smear positive
pulmonary TB was investigated by a second randomized study conducted in Abidjan. This
showed more marked benefits with significant reductions in Ols and hospital admissions
and a halving of mortality.

2.4. Risks of cotrimoxazole prophylaxis

An important question is whether the use of cotrimoxazole will lead to an increase in the
resistance to cotrimoxazole in susceptible organisms infecting PLHA and the general
community. This is certainly a valid concern as cotrimoxazole is a broad spectrum
antibiotic that should be taken long term rnaking the induction of resistance in an
individual inevitable. Given that cotrimoxazole is an important antibiotic for the
treatment of common infections the concern is that this would lead to increased
cotrimoxazole resistance in common pathogens circulating in the community limiting
cost-effective treatment options. Additionally, it would undermine the effectiveness of
cotrimoxazole prophylaxis itself.

There are some data to suggest that cotrimoxazole resistance does increase in PLHA given
cotrimoxazole prophylaxis and in others in the same geographical arca. The question
remains whether widespread use of cotrimoxazole prophylaxis in countries such as
Cambodia would significantly increase cotrimoxazole usage and therefore whether these
programs would have an effect on resistance patterns either in PLHA or in the general
community.

Side effects from cotrimoxazole prophylaxis in PLHA are very common, occurring in up
to 50%. The most common side effect is rash, which is often mild, but can be severe or

life threatening. The other major side effects are hepatitis, anaemia and neutropenia.

There is some data to suggest that cotrimoxazole prophylaxis also increases the risk of
candida infections, presumably be altering bacterial flora.
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£ Referral, monitoring and reporting systems. Systems for managing the
flow of PLHA between services and adequately assessing the efficacy of the IPT

prograrn are essential.

2. Prevention of bacterial infections, PCP and toxoplasmosis using
cotrimoxazole

2.1. Use of cotrimoxazole

Cotrimoxazole is a combination of two antibiotics, trimethoprim and sulphamethoxazole,
that has been used extensively throughout the world for more than two decades. It is
formulated as tablets of ‘single’ or ‘double’ strength tablets with 80mg and 400mg or
160mg and 800mg of trimethoprim and sulphamethoxazole respectively. There are
numberous indications for its use, particularly in the treatment of common infections
such as urinary tract infections, upper and lower respiratory tract infections, enteritis and
dysentery. It is also useful for the prevention and treatment of infections in
immunosuppressed individuals, particularly Pneumocystis carinii pneumonia (PCP) and
Toxoplasma gondii encephalitis. Usage and rates of resistance have varied widely around the
world.

In PLHA cotrimoxazole is potentially useful for the prevention and treatment of a wide
range of infections. This includes PCP and toxoplasmosis, but also the most important
causes of serious bacterial infections such as pneumonia, bacteraemia and bacterial
enteritis: Streptococcus pneumoniae, Salmonella species, Shigella species, Eschericia coli,
Staphylococcus aureus and Haemophilus influenzae. Cotrimoxazole also has activity against
Plasmodium species (malaria), Isospora belli (cause of diarrhoea) and Nocardia asteroides
(respiratory and generalized infections).

2.2. Benefits of cotrimoxazole prophylaxis in high income countries

Cotrimoxazole has been used extensively in PLHA in high income countries since the late
1980s, primarily for the prevention and treatment of PCP. Several controlled trials and
meta-analyses have shown that PCP prophylaxis reduces the risk of PCP and that
cotrimoxazole is the most effective prophylactic agent with virtually no failures. The
effect of cotrimoxazole prophylaxis on mortality is not as clear. Cohort data also indicate
that cotrimoxazole reduces the risk of toxoplasmosis and major bacterial pathogens.

The dose of cotrimoxazole necessary for efficacy varies by infection. Substantial data have
shown that daily single strength (80mg/400mg) has similar efficacy to daily double
strength (160mg/800mg) for the prevention of PCP and less adverse events, particularly
less rash. There is some data to suggest, however, that the higher dose has substantial

benefit over the lower dose for the prevention of toxoplasmosis.
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Screening to exclude active TB.

R &

Regular delivery of medicines and monitoring for treatment side effects and
active TB.
5 Adherence support leading to completion of IPT.

1.12. Minimum criteria for establishment of IPT programs

To maximize program effectiveness and minimize the risk that implementation of IPT
programs will harm existing TB control efforts, the following are minimum criteria for
establishment of IPT programs:

£ Commitment to establishment of IPT program by key decision makers in
province/district including TB and HIV program leaders

& Effective TB DOTS program ec.g. combined defaulter and failure rate of less
than 10%. IPT is not a substitute for TB DOTS and implementation of IPT
should never be allowed to undermine case detection and treatment of active
TB.

2 Adequate facilities and capacity for excluding active TB. One of the
main risks of IPT is that isoniazid monotherapy will be given to PLHA with
active TB. This is a very real risk given that many PLHA are diagnosed at a late
stage of HIV disease and are therefore more likely to present with smear
negative pulmonary or extrapulmonary TB. For example, the CENAT
Afternoon Clinic has diagnosed active TB in approximately 20% of screened
PLHA, of which 75% has been either smear negative pulmonary or
extrapulmonary TB.

2 Effective mechanisms to minimize drop-outs at cach stage of IPT
delivery. In the absence of TST, a WHO/UNAIDS consensus meeting
estimated that the number of PLHA needed to screen to prevent one index
case is 15-78, and the number needed to treat is 7-20. Even modest increases
in drop-out rates can easily increase these numbers needed to screen/treat to
levels that are not cost-effective.

£ Integration into comprehensive care for PLHA. This is essential for
cost-effectiveness as it will ensure that benefits are available for those PLHA
who enter the program regardless of whether they are eligible or able to
complete IPT. This is particularly true for health services that are developing
both TB/HIV activities and HIV continuum of care.
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1.7. Duration of benefit

The duration of benefit of preventive therapy is not known. One study showed that the
benefit of isoniazid disappeared by 18 months of follow up and another showed an early,
transient advantage of isoniazid over a shorter course of rifampicin plus pyrazinamide, but

no study has been designed or powered to answer this question.

The duration of benefit is in part related to the risk of re-infection. Some indication of
this can be gained from studies of relapse following treatment for active TB. Studies to
date would support re-infection as the major cause of relapse in PLHA living in high TB
prevalence areas, providing further support to the suggestion that the efficacy of
preventive therapy may not be long term.

1.8. Isoniazid resistance

There is concern that rates of isoniazid resistance could increase with expanded isoniazid
preventive therapy programs. No increase in isoniazid resistance was seen in the studies in
PLHA who developed active TB despite isoniazid, but this may change when large scale
programs are implemented. The efficacy of IPT is also dependent on the rate of isoniazid
resistant TB infection. In the National TB program study 2000-2001, the rate of primary
resistance of TB to isoniazid was 6.4%.

1.9. Secondary prophylaxis

To explore ways to reduce rates of relapse following treatment for active TB secondary
prophylaxis has been investigated. In a study in Haiti it was found that the rate of relapse
following treatment for active TB was approximately ten times higher in PLHA than in
HIV negative participants. Twelve months of isoniazid commenced soon after completion
of treatment for active TB reduced the risk of recurrent TB in PLHA by 80%, to 20% of
the risk if no isoniazid had been given. All relapses were in PLHA who had symptomatic
HIV disease prior to active TB.

1.10. Additional ways to prevent active TB

PLHA should be aware of the risks associated with contact with people with pulmonary
TB, for example in health care environments. Restoration of immune function using
antiretroviral medication is a powerful intervention for reducing the risk of active TB,

particularly in PLHA with advanced immunosuppression.

1.11. Steps in delivery of IPT

Despite the evidence of efficacy, the success of implementation of IPT on a large scale is
dependent on overcoming a number of operational issues. Steps necessary in delivery of
IPT are:

5 Identification of PLHA, for example through VCCT.
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and 12 months duration have shown a significant decrease in TB incidence in tuberculin
skin test (TST) positive persons compared to those who took placebo. In TST positive
PLHA living in areas of high TB prevalence, isoniazid therapy will reduce the short-term
risk of TB by 60%, to approximately 40% of what it would have been without treatment.
In PLHA who are TST negative, including those who are anergic, no statistically
significant effect of preventive therapy has been found, either in a randomized trial or
meta-analysis. In a meta-analysis of studies that included both TST positive and negative
PLHA preventive therapy reduced the risk of active TB to approximately 60% of what it
otherwise would have been. Using these data it can be estimated that approximately 36
PHA would need to be treated with preventive therapy in order to prevent 1 case of

active TB over 3 years.

1.4. Effect on mortality

Effect on mortality has not been demonstrated in any study, although none were powered
to demonstrate this. Meta-analyses have shown non-statistically significant reductions in
mortality in TST positive PLHA to 68-77% of what it would otherwise have been. No
trial or meta-analysis has demonstrated an effect on mortality of TST negative or
combined TST positive and negative PLHA. It therefore remains unknown whether
preventive therapy given to populations of PLHA with unknown TST status would have

an effect on survival.

L.5. Efficacy in PLHA with advanced HIV disease

Anecdotal reports suggest that the efficacy of preventive therapy in PLHA with advanced
HIV disease is reduced, but this has not been proven. Certainly the management of this
group is more complicated. Active TB is more difficult to exclude as smear negative
pulmonary and extra-pulmonary disease is more common and other Ols that mimic active

TB are more common. Also tolerance for drug therapy is reduced in this group.

1.6. Choice of regimen

Regimens other than isoniazid that have been investigated include rifampicin plus either
isoniazid or pyrazinamide or both given over two to four months. The trend in these
studies was for isoniazid to be slightly more effective, perhaps related to the longer
duration of therapy.

Exactly how long isoniazid therapy should be is unknown. Extrapolation from the use of
isoniazid in HIV negative individuals would suggest a duration of 9 months, but this
extrapolation is limited, in part because the duration of benefit in PLHA is likely to be
different.
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- BACKGROUND

1. Prevention of active tuberculosis using isoniazid

1.1. TB/HIYV interaction

Tuberculosis (TB) is the most common opportunistic infection and cause of death among
people living with HIV/AIDS (PLHA). It is estimated that half of all PLHA in developing
countries will develop active TB at some time. Once TB becomes active it increases HIV
replication resulting in increased HIV viral load and may accelerate HIV disease
progression. PLHA with active TB can be treated with standard regimens, but their
survival is lower than others with TB due to the occurrence of other opportunistic
infections. Relapse and re-infection is commoner in PLHA than others with TB.

HIV is the strongest risk factor for progression from latent to active TB. It is estimated
that this risk is approximately 5-10% lifetime risk for individuals negative for HIV
compared to 2.4% to 7.5% per year for PLHA living in high TB prevalence countries. This
has resulted in dramatic increases in TB prevalence in areas of high HIV prevalence,
particularly sub-Saharan Africa, but also in Asia, including northern Thailand.

The situation in Cambodia is likely to be similar. The nation wide TB prevalence survey
conducted in 2002 confirmed high prevalence of smear positive pulmonary TB (270 per
100 000 population) and TB is the commonest cause for admission of PLHA to the major
hospitals of Phnom Penh. A HIV sero-survey amongst newly diagnosed TB patients in
early 2003 found a national average prevalence of 10.3%. The prevalence in Phnom Penh
was approximately 30%, perhaps providing some explanation for the large increase in TB
cases seen over the last few years.

1.2. Efficacy of IPT in HIV negative individuals

Drug treatment of latent TB infection to prevent progression to active TB is an
important aspect of TB control in high income countries. Efficacy has been demonstrated
in HIV negative individuals in large trials. Recommended therapy has varied between 6
and 12 months of isoniazid and shorter courses of rifampicin with or without
pyrazinamide. Current US recommendations favor 9 months of isoniazid as randomized
comparisons have shown that 12 months to be more effective than 6 months, but various
post-hoc sub-group analyses have suggested little additional benefit from courses longer
than 9 months.

1.3. Efficacy of IPT in PLHA

A number of large randomized trials have shown the efficacy of drug therapy in the
prevention of active TB in PLHA. Randomized trials administering isoniazid for 6 months



3.6. Primary prophylaxis of penicilliosis

&5 Primary prophylaxis of penicilliosis is not recommended at present as it is not
known whether the incidence in PLHA in Cambodia is sufficient to warrant this
measure. Secondary prophylaxis with itraconazole 200mg orally once per day is
recommended for PLHA who have completed treatment for penicilliosis.
Duration is the same as that detailed above for cryptococcosis.

b.m. sEgamissiinuam?

MITHI BRI BCotrimoxazole (51 191t0 1A A BT ilniniRanuni:

uSAjinmi:

= idwegmmiNuuhwinsuRinuinmEgN ARy Shimetgs
MM cos BN BOOMM® ILINUENNREAMIGaTe 4 TUMsmbes
MM co4  WABHMY  Boomm®  IApIwIRsTINnw s
Cotrimoxazole 1GJHIMNIUHEMGESTMAMISSENTHN BOO/Mm® Ny
AMEITHT: NRIDTeHIG]H 9 1DmsmmMInNMAIEw ARV i nsumyu
jur:nR B-meattl mIvinnw s corimocazole FIMITIRYIGHIM

A

£ IRUMSINAEEwnmegRmNmHLG (genind naInERURYRTAN
Higmeisimw otie) y

&

BUAMSBUNmoLis IwmsnARGNLEHES JRsmEm cos whw
N15% 1

& IBSGUMINNMAWELE ARV SITEUWSIMAM cps 10N 15%
jurntnufsAmaidie 1 iBGstImAm cos MATENUTY 15% (5
DUREUINIWENS Cotiimoxazole IGHIMIREMIMIGM co4 1674
100D 150 TUTIORSENY BEamaidisgingin 1 iGsthminnmahs
ARV [HITSUCURMIUTDNT  B-muydl - mivningw o
Cotrimoxazole [gjimfjtﬁmgjﬁ?m 9

... 8wE ABmmpme
898 Cotrimoxazole (TMP/SMX) [§{RFITHIIRHESRITMY
= usapaiw: Busitumetning (Tvp-160mg/sMx-800mg) BLITEO (T
1ANAE YRR BIEUMSAUIIGN (TMP-80mg/SMX-400mg) FHIIBEITMT

%

fANMITE 4

[



& HYM: TMPISMX (TMP 150mg/m?iday) P8BSR UMUTERstmwes o
Bt oigyy glunm ba ufundig g migpaomml (mighom
i 91§ 218 91

& TIUEWIGIHRANG PLHA IBRNMEIPINSEUMNTENE  Cotrimoxazole
iBdjuing 98 pcp B Dapsone ©00mg tmﬁ"gﬁgﬁ@?g CEINTREN

2mg/kg/day)

b.&. mEige

MIGINWENE  Cotrimoxazole  FRATGRBINYRGRRRDATEUEMI
wigtiansanue gsipnpeiseigntfnsdmets 1 yglBnaimmeging
gguMITAeURMATIAM BMSEGRIMIBRMUTATIMS 1 (70 PLHA iRRETIEY
MITNIEWEE Cotrimoxazole {H{8gLMSIMuBANANGuBiSe Biiinmasgw
miglEnpAisapened  Agoountus] Suanndedismalmadusns

g

b.o. migaika Somums

ISINUHTIREMITINIANWENS Cotrimoxazole NINSANT:FFNSAMEIBRITIMI
1D B siss giinnssgumigaisy muthasigumisginuwug 1 mi
ugmigmingjiiangl  minlngads  mimuthssgouunius] SumIgnfus
grinmesguminumuIhmmhiseiiie 1 a9 puissigntimune mems
aGdnuminig Bumuns LA Suglinmesgumiuageuana Simi
RS HHR W uROmInIies 1 WMIUMS pLHA iBUMSEnUUNT
ugjiua8ms yiswmsmeniamudwy Fhjuduinds Sugimioiuamg)
[poERiBUMAn§eiuEn wswiyNAMaRtiogmiss 1 AgnuunTugianym

MEETEInShwsmgemn  igidmsinnumusEig  umesigimaud:

3. Prevention of fungal infections using fluconazole
3.1. Fluconazole prophylaxis

4 Fluconazole prophylaxis is an optional component of comprehensive care for
PLHA in Cambodia. It should only be included into programs if resources are
sufficient to enable purchase, distribution and delivery of fluconazole and staff
have received specific training in its use. Initiation should be at a referral
hospital. Health centers and home care teams can assist in follow-up and
monitoring.

3.2. Primary prophylaxis of cryptococcosis

& Primary prophylaxis of cryptococcosis including cryptococcal meningitis,
should be offered to PLHA with CD4 count of less than 100 cells/mm’.
Fluconazole 100mg orally once per day is recommended. There are no
accepted clinical criteria for initiation of fluconazole primary prophylaxis.
Fluconazole should not be given during pregnancy.

3.3. Secondary prophylaxis of cryptococcosis

&5 Secondary prophylaxis of cryptococcosis including cryptococcal meningitis,
should be offered to PLHA following completion of initial treatment.
Fluconazole 200mg orally once per day is recommended. For pregnant
women, weekly amphotericin can be given.

3.4. Duration of prophylaxis.

& Primary and secondary prophylaxis of cryptococcosis should be continued life-
long. If PLHA are receiving ARV and immune reconstitution results in a CD4
count consistently above 100 cells/ mm’ for at least 6 months then prophylaxis
can be ceased. If the CD4 count again falls below 100 cells/ mm’ prophylaxis
should be resumed until the CD4 count is again above 100 cells/ mm’ for at
least 6 months.

3.5. Secondary prophylaxis of candidiasis.

& In most situations the potential benefits of secondary prophylaxis for the
prevention of mucosal candidiasis using a systemic antifungal are outweighed by
the risk of antifungal resistance. Instead topical preparations of gentian violet,
nystatin, clotrimazole or amphotericin should be used. In situations where
these agents are not effective, particularly with recurrent or persistent
oesophageal candidiasis, then fluconazole 100 to 200mg orally once per day is
recommended. Duration is the same as that detailed above for cryptococcosis.



hospital. Follow-up by a health care worker should be at least monthly until
stable and can then be reduced to three monthly. Adults should also have
hemoglobin and white cell count checked six monthly if possible.

2.7. Side effect management

&5 The main side effects of cotrimoxazole are rash, bone marrow suppression and
hepatitis. They are more likely to occur soon after initiation of cotrimoxazole.
Minor rashes are common and can usually be managed with careful observation
and continuing cotrimoxazole. More severe rashes including Stevens Johnson
syndrome and clinical hepatitis are possible and must lead to immediate
cessation of cotrimoxazole. Supportive management including hospital
admission is sometimes necessary. Reductions in hemoglobin or white cell
count can be managed by dose reduction if not severe.

&5 If cotrimoxazole has been ceased for non-life threatening indications, it can be
recommenced following ‘desensitisation’, for example using a cotrimoxazole
suspension of 40mg TMP + 200mg SMX per 5ml and use one of the following:

© Inpatient: Over 6 hours, give hourly doses (TMP/SMX in mg):
0.004/0.02, 0.04/0.2, 0.4/2.0,4.0/20, 40/200 and 160/800.

©  Outpatient: Give Iml daily for 3 days; 2ml for 3 days and so forth until
the dose can be administered as 1 SS daily and the next day 1 DS daily.

9  If desensitization fails Dapsone should be given (See ‘Drugs and Doses’
above).

2.8. Program implementation

# Integration of cotrimoxazole prophylaxis into a HIV comprehensive care
program should include training of all involved in HIV continuum of care. A
social marketing approach should be used to rapidly increase awareness and
understanding of PLHA and the wider community. Monitoring of programs is
essential to gain a better understanding of the true risks and benefits of
cotrimoxazole prophylaxis in Cambodia. This should include monitoring of
HIV disease spectrum and impact of cotrimoxazole, resistance patterns and
toxicity.
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®  Who reach the age of 15 months without symptomatic HIV
disease or with CD4 percentage over 15 OR

®  Who are treated with ARV and who have a CD4 percentage
consistently above 15 for at least 6 months. If the CD4 percentage
drops below 15 then cotrimoxazole prophylaxis should
recommence until the CD4 percentage is again consistently above
15 for at least 6 months. If ARV are stopped for more than a few
weeks cotrimoxazole should be restarted.

2.4. Drugs and doses

&5 Cotrimoxazole (TMP/SMX) should be given as follows:

©  Adults: 1 double strength (DS; TMP-160mg, SMX-800mg) tablet daily
or 2 single (SS; TMP-80mg, SMX-400mg) tablets daily.

©  Children: TMP/SMX (TMP 150mg/m2/day) syrup or crushed tablets.
Give as a daily dose or divided into two doses; every day or three
days/week (consecutive or alternating).

2 An alternative for PLHA unable to tolerate cotrimoxazole for the
prevention of PCP is Dapsonel0Omg orally once a day (children
2mg/kg daily).

2.5. Initiation

&5 Cotrimoxazole prophylaxis should be initiated by health care workers either in
health care facilities or in home care teams. Staff should be specifically trained
and receive adequate supervision. All PLHA commencing cotrimoxazole
should be given the opportunity to learn about cotrimoxazole and counseled
about possible benefits, side effects and the importance of regular

administration.

2.6. Monitoring

£ Once cotrimoxazole prophylaxis is commenced it is important that its use be
monitored within a continuum of care. Ongoing support, explanation,
encouragement as well as monitoring for side effects and provision of medicine
should be coordinated between care services. For example, home care teams
can play a critical role in the support and monitoring of PLHA and should
receive appropriate training and supervision to facilitate this. Referral
mechanisms for PLHA with side effects or possible ‘breakthrough’ OI should
be developed and clearly understood by all involved. Simple side effects could

be managed at health centers and more marked symptoms referred to a referral



2. Prevention of bacterial infections, PCP and toxoplasmosis using
cotrimoxazole

2.1. Cotrimoxazole prophylaxis

#  Cotrimoxazole prophylaxis should be offered as an integrated part of
comprehensive care for PLHA. The primary aim of cotrimoxazole prophylaxis
is to prevent major bacterial illness and PCP, with the prevention of
toxoplasmosis a secondary aim. It can be commenced as either primary
prophylaxis (given to PLHA who have never had these infections) or secondary
prophylaxis (given to PLHA who have had an episode of these illnesses to
prevent recurrence) using the criteria detailed below.

2.2. When to start?

& Cotrimoxazole should be offered to adult PLHA who have:
©  Advanced symptomatic HIV disease (WHO clinical stage 2, 3 or 4) OR
2 CD4 count less than 200 OR
© In the absence of CD4 monitoring, a total lymphocyte count less than
1200/mm* AND
S  Arenotin first trimester of pregnancy

& Cotrimoxazole should be offered for all HIV exposed infants from 4 weeks of
age using the following criteria:

©  Any child born to an HIV infected woman

©  Any child under the age of 15 months who is known to be infected with
HIV either by clinical or laboratory diagnosis.

©  Any child over the age of 15 months who is known to be infected with
HIV and who has symptomatic HIV disease or a CD4 percentage less
than 15.

2.3. When to stop?
#5  Cotrimoxazole prophylaxis is life long except for:

©  Adults treated with ARV and have a CD4 count consistently above 200
for at least 6 months. If the CD4 count drops below 200 then
cotrimoxazole prophylaxis should recommence until the CD4 count is
again consistently above 200 for at least 6 months. If ARV are stopped

for more than a few weeks cotrimoxazole should be restarted.

®  Children
®* Who are shown not to be HIV infected (e.g. negative HIV
antibody at 15 months) OR
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outpatient department or ‘MMM’ of a referral hospital. They should be
evaluated for any clinical evidence of isoniazid toxicity and receive information

and adherence support.

The main side effects of isoniazid are gastro-intestinal including nausea and
vomiting, hepatitis and peripheral neuropathy. The risk of hepatitis is
approximately 0.3% in young healthy adults and increases to 2.6% in the
elderly. The risk of neuropathy is largely prevented with the use of pyridoxine.
PHA taking IPT should be warned of the symptoms of hepatitis: nausea,
vomiting, abdominal pain, lethargy, jaundice and dark urine. They should be
advised that if any of these symptoms occur to cease isoniazid and consult their
health care provider.

No routine baseline or follow up laboratory investigations for side effects are
recommended. Liver function tests should be considered for those who have
symptoms or signs of hepatitis and IPT ceased if there is evidence of severe
hepatitis.

PLHA taking IPT should also be evaluated for active TB or other opportunistic
infections at each visit, for example with screening questions and follow up
investigations such as sputum smears if coughing. Measures should be taken to
avoid contact between PLHA taking isoniazid and people with TB in order to
prevent TB transmission.

Adherence should be assessed at each visit and any problems addressed.
Resources to support adherence should be utilized, such as home care teams
and peer support groups.

1.6. Program implementation

& IPT programs should be piloted before widespread implementation to

investigate whether the operational issues detailed above can be addressed.
Rigorous systems for evaluation of IPT programs are essential for assessing the
ability of each program to reduce drop-outs and to ensure comprehensive HIV
care is provided, and thus demonstrate cost-effectiveness. IPT for children
should only be provided in pediatric hospitals with access to TST and ability to
exclude active TB in children.



1- PROPHYLAXIS OF OPPORTUNISTIC INFECTION

1. Prevention of active tuberculosis using isoniazid

1.1. Isoniazid prophylaxis

&5 Isoniazid can be an integrated part of a package of comprehensive care for
PLHA. All PLHA should have access to information and educational materials
regarding TB and preventive therapy. IPT can be offered to PLHA who agree,
who do not have active TB at screening and who can be adequately monitored
for isoniazid side effects and active TB.

1.2. Recommended regime

5 Isoniazid at a dose of 5 mg/kg to a maximum of 300 mg/day should be used.
Pyridoxine (vitamin B6) 50 mg/day should be given at the same time to reduce
the risk of peripheral neuropathy. The duration of IPT should be 9 months, on
the condition that there are adequate systems for monitoring and support of
adherence.

1.3. When to start?

& PLHA should be offered IPT as early as possible because active TB can occur at
any CD4 count and once present leads to further weakening of the immune
system and increased risk of other opportunistic infections. PHA with
symptoms of TB such as cough or fever should not commence IPT until a cause
for these symptoms is found. IPT should not be given to PLHA with known
active hepatitis. IPT should be delayed until after the first trimester of
pregnancy.

1.4. Screening for active TB

#  Adequate systems must be in place to screen for active TB prior to
commencement of an IPT program. This must include the capacity to diagnose
all forms of TB, including smear negative pulmonary TB and extrapulmonary
TB, using history taking, careful physical examination, chest X-rays and sputum
examination. IPT services should therefore be based at referral hospitals.

1.5. Monitoring

£ PLHA taking IPT should meet with a specifically trained health care worker at
least monthly and medication dispensed monthly. This could be at an
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UINMSIMIStIYeis HENMMGEISERTY (T8 incidence) FIIMWAGEMAITI{TIU
1EjUIGIRMEMEUGGw SUBUNNE (placebo) 1 BIME PLHA IHRIMNSIHAIIRI]H

wherculin IHWS TNtwIAIS HUTUSIBUMSHEIphgHTHnutgn mivnmtht
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IPT
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(0] 1

PCP

PLHA

SMX

SS

TB

TMP

TST

UNAIDS

USA

VCCT

WHO

Abbreviations

Aquired Immunodeficiency Syndrome
Antiretroviral drug(s)
T-CD4+ Lymphocyte

National Tuberculosis and Leprosy Control Program

Directly Observed Therapy Short Course Strategy for the

control of TB

Double strength cotrimoxazole (800mg/ 160mg)
Human Immunodeficiency Virus

Isoniazid preventive therapy

Mondul Mith Chouy Mith (Friendly support center)
HIV related Opportunistic Infection

Pneumocystis carinii pneumonia

Person/people living with HIV/AIDS
Sulphamethoxazole

Single strength cotrimoxazole (400mg/80mg)
Tuberculosis

Trimethoprim

Tuberculin skin test

Joint United Nations Programme on HIV/AIDS
United States of America

HIV voluntary confidential counseling and testing

World Health Organization
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88 Isoniezid MEMAUSMIUATY YL nugigiutling § v0 wh co% is
mipAyye ishinuiguismemiuininthwdus 1 Sims pLHA TRUTSTgH
wherculin - HIZWIS  SuumBwmspinmEwavSumifingiss  Ansibmms
RGBT RIsMINNMTNRSHIMWRTRmisligiug 1gRmISlgHmIGH
ANARMMBIUfUTEES] isInh mew-analysis fIAMD 1 151G meta-analysis 18/
EANERRIBUCNAEH PLHA BUBISIHNIAT woerculin THNS B PLHA THUENS
THRISAI]T tuberculin HIGEISMILINIAWEANS M5 MAUSWMIIWyYS1gi st
RUMMREIINL 90% ismipAyyeitumsmeision  igudsmemiuing
w9 IRnegiwisaHmMBIEMINSaNsMsH sAgIMmIRmITinIse

PLHA iR masA BEjuinifgpRatinusmrygwnil samm:ionw mg |

9.k. BENWHBMIAT (Effect on Mortality)

agnuidimin  Gednsuipmimmidmsipumisnnumyisidjuie
TUIRISENSHAMMNAMEUMAMSANRGNMUISS 1 Meta-analysis NSUINENSIMI
stwgsismiant iguBsmsmnan: hatgnmwniadmaisiil pLHa THUmSia
Teg]i - wberculin IRMSIWHEN oG 181 e ismianvigumsme isnmity
BIMSMITINIWENE 9 JUISMIBANANKNE U meta-analysis AMNSTINHD
RGORUTBMIENTIS PLHA THUIMSIRATIAN wherculin HIZMS WHTSISHITAYN

wherculin RS SuEIgMeUMUEINNG 1 HhigenisiindsnsButiimiuin

1]

o

TN G BiBURRIEINS PLHA TEUGEM NN MO wberculin MBMSHGOR
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1g]uig 1 MEMIIAMIAT EDYise MemayRAMANG 1 miginaisjw
igiuitmetinuinony msmidunamaignstinusmatimasigme 8y
Sinvmimgaiainfams gl Nwtigmuswyiipneimitumsugan:
gemsutinueny Amsqroniamaiss 1 mogignesimsminnmaihes

w8 fimemiswusinngiubiviee

9.5. MORWIUTIRAWE  (Choice of Regimen)

SRR isoniazid NOAGBIEANAMSIEMIBANENI FHIIEMS rifampicin 78T
YU isoniazid YIBTNYL pyrazinamide ggﬁmgmémﬁg‘ﬁﬁﬁwetss I‘mﬁjgﬁﬁfiﬁ-ﬂﬁj ij:'-':ﬁ
o 8 B igicie 1 Bpmetemignp i hites WSUINMHENE isoniazid B18
[BRGMONBRIRYES IRl megigne B nuisminn Myt 1
urnanetiignEmivinnthwius  isonesid - wItAMiMnegigesins]

=)

1G]ti8 4 MInSRsnIUATMIH e isoniasid 1STHTURMSRHIBINGIHED Fei

)

o

menun  giedigminhsmiuiss  mefinninngs Nigmenuinumesg

= =
1

[INRAIMAL NS MaSmisii PLHA

o.. iiﬁ:iﬁﬂfﬁ]ﬁﬁglﬁiﬁﬂﬁﬁ (Duration of Benefit)

U msSHpIESismITnIw s dnsthinsligius 1 wmemiGnn
FUIMSTINS HAUNEEISMInNIw S isoniazid NSWMHTHTNTIT IO
ogie ismimums INWMISANYWIRENGIHNSTINGN®  HpnNduams
MAGIsAMT isoniazid  BISIWANMUTNHGUINEEISMIONWAGHIIALE
SWEMT rifampicin JHMYL pyrazinamide UIGMSMIBANAMIRING]H Weiijud
1gj1 ymamgmmidgiuemAtimeuemiss

MINUMSUIHgMN  memusinssyuinnieiSumipayyyesmIgiiang
mEgiigln 1 misiRTNOANUINIS: sgRmsyRIMIERNIBMITgHInuNT

~

9%

Forward

The escalating HIV epidemic in Cambodia is now producing an expanding need for
HIV/AIDS care, as people progress to advanced and symptomatic HIV disease. This need
for HIV/AIDS care and support will increase considerably over the next decade, as each
year approximately 20 000 people will develop AIDS and die unless expanded
interventions are available. The limited resources of the Cambodian health care system
will be further stretched due to this impact of HIV/AIDS on care needs.

To effectively respond to this issue, the National Center for HIV/AIDS, Dermatology
and STD (NCHADS) of the Ministry of Health, in collaboration with all its partners, has
developed the guidelines for the management of HIV/AIDS, including the guidelines for
the prophylaxis of opportunistic infections in PLHA. The prophylaxis of opportunistic
infections in PLHA is essential to reduce the development of some common opportunistic
diseases in PLHA, particularly active tuberculosis and some other bacterial and fungal
diseases. The Ministry of Health trusts that these guidelines will be closely followed by all
health care workers involved in the ‘continuum of care’ and also trusts that they will be
regularly reviewed and updated, to keep pace with the rapid development of health
science.

Finally, the Ministry of Health would like to congratulate and appreciate NCHADS, and

all its partners, for the hard, professional work that has gone into their development.

Phnom Penh,......... November 2003
Director General for Health

Professor Eng Huot
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9.6, MARRIFHASIRAINES isoniazid

MSMIWMIEH HENMNLTISITINMGISHEMS isoniazid MEMSMAASIGH
ighinigumeminBnngiGunnhwans isoniazid 1 1TMMSMI{H8us
isoniazid fithey FAdndqmsmisidumangiistsinmeiBugs isoniezid 18150
mIAD PLHA inaiRntinuinngit Giguanies meSamemigaignsing

I
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8000-81009 TWHAEIENTUWGSMERIUNHENMOIARYY (primary resistance) 18
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9.8. MITHHUIMIWAME (Secondary Prophylaxis)

g Mmiugw TGN undiminpoutinuiony
WIEMIBAN O] IO MITINIUSIENET (secondary prophylaxis) 4 MITGHN
SIS Hait  WSIMIEOREENTGRauaGimmpuutinusangieis
PLHA 19908 I[HSMMNSHUEAMSERUINAHED 1 MIGHAME isoniazid
junio obie hwmHiRemMyouNGhuImMINNMUSHTUNNY MEmiyg
miawsyeigisumanintinuy idiflausiil pLia WS G0% 161 bo% ismi
U EEeIs inuIBugns isoniazid OEiMmSE 4 milhdiimennmeising

PLHA THIENSINARINESIRATHATHNY
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GERiBuMSTMIGAN prospective MYTI{UIGES] UMM Fluconazole €18
Lﬁﬁiémmgﬁmiﬁ@iﬁg mucosal candidiasis S8 T cryptococcosis 151500 PLHA I8
ansetamAmuEsE 1 maimadosisswiiy  methiafsigisumi
sifs I mamnaTisEnAgiEngus Miwwsiens pLHa TBumetgsIMGm
cD. 10 4 181HIY WIIEEIEIE SuH N0 808 Cotrimoxazole §{EitsiANgimt
DR NTMITNIS WS (primary prophylaxis)  Bienetiigiigsg e
IMStRisfnmT MRS SENGUETIR (ack of survial benefit) 1B
18HgIHINISAME (dug interaction)  MBUIRSTIMW TSmO iSigINAIGIEN8aS
SUUEMET 9 MITNIUSINIANT  (secondary prophylaxis) {pinsiangiinm
DR TNTMAGNE Crytococcosis 4 Brnematangiise inwSIBRTHSANWEH
8408 Fluconalzole BIS[IGGMNIEN Itraconazole 1 IMAIMINAANSIURI[1IGHITE 1S
ngitnwiU a8 Fluconazole MNiTRNTMIVINGAYY SumIvINIUgEhD
BEBEINUTH Cryptococcosis

8898 Itraconazole [HIMSUINEIBIMIGANNAAISI{INGHIE ENe[Uis
MORNTUINISH penicilliosis FMUEMITNIATY SMITNIUENWaNS 1 s
HAUINRE S (ST (survival benefity (iTSUINMIMIGMS Apinusnt
RIBANMSEUIHHING (small sample sizes) % TNAUIMINAANSIIURI UG i BMSiANG]
TNWID8E  Itraconazole IEMNTTRNGMITINAYY  Shmiviniugihw g
ENUNH penicilliossis 1

ﬁ]iﬁfﬂ]ﬁﬁ'ﬁﬁﬁﬁﬁg (secondary prophylaxis) TENIBEIN Fluconazole Igﬁjﬁiﬂiﬁ%
MMM ENYSIRNUIEING  Cryptococcosis  UMTNMSMITASIGIMgi whgmnad
mimiEnIngMmEswaI Mg ARV [EimsiEEmignd phimuits: midnpmh
e 1 wehgmumdmaduolimidnneiing:  vinaHmiueyomIving
UGHNANE Fluconazole 188MIBEISEITRME 1088t pLHA (esinanepistd
Cryptococcosis Eﬁﬁ"‘lSﬁ%Sifﬂfﬁfﬂ CD4 > 100 cellsimm® TEBEIATEI:S0S Di8 HNUEE

5

> AYIGHUY poTs IBUMSAGMN : 8g: H{mismumeud 8

UNT (defaulte and failure rate) ﬁm;m@mS%Emﬁ 90% ﬁ‘"gj?% IPT
Betustiguimwagitnul  oots  igiiwmingindnyls T
fissmimuehguity pumilysimBannuoonmitinosongis «
AMETINIETMS 89 mewgmouinAmetinuiwng © ifme
§1ﬁigmgﬁﬁtmnmLmsﬁmﬁﬁﬁjti?;smmﬁmmmamﬁ isoniazid  (IPT)
RMIGMINIMUIRWANS isoniezid IAgUYE SMsHAGATING
g metinutinny 1 nmfise A mehAtnunamet Y
ignsEngRiEnAEISmmEsns sgumnginaisgmsitans
MUTSINAMESET  gisimgRmamsmstinuugatuna
Aigms gmstinuinpiag 1 8. MO (@femnoon clinic)
1S uREANURRNMNARTYE  (CENAT)  WSIFINAISFundGmth
©0% fsgﬁgﬁmmmﬁﬁfﬁ iEBRggumIfENi himtinutimg
tinuiwny wpusmegnginm: wsive oetinubgs
AiMAHIgMS ymstinuin s 9

wgMABUMSUHgmn RYimivgwmnmeuimivinnwaus
isimedamimulgweismige et @ gunisomsmiEig
180]1 twberculin (TST) AB{URESIURIVIVRIHYMI WHO 81 UNAIDS
weifminsanstgsynEnEmmARGiR pignighimtfinoy
HE UNIGWHINNGGMIE (ndex case) AOE-IG tusgsidng]
anoeE 0-bo 4 wEfinmemnisidghunutugs isHEmimeu
mivnidwinsimenwiniunwnemnis  igjugitgstt
i gapouEsiinguituOnefiumsEuiEs (not cost

effective ) 9

9



o mimnurpuisigamiseinnugntiimd iBunsomn: pog
i MIATIISE ST SN imwminnmumse
RIRITIA (cost effective-ness) 1{§N3 NSUHIIMIITTISHA[IINTEGNT
yrnfiisoyopunglies eingnms Joswpnpims g
JSUGMATTMINNW 1PT Futh 9 fiaiigs Aemibism
Nusrsintiwhuafnmisutgmiuiviasngmn  Temv
1 BHMINNUugRY

o o

> [whgums wigmuths 8y [wgimwmind : piigdniwmiisym

=2 w
v

vepsgatiihwehigio  BuphgainthwsinGuagmais

W

AT IPT BSANI:AIZISAME 4

w. MivkisBohimesanisi 86 PCP 88E Toxoplasmasis swsiSass
Cotrimoxazole
B.9. ﬁ'lﬁiffﬁﬁfﬁ Cotrimoxazole

8608 Cotrimoxazole AMMITENRIEINHANBEMNTTINALYER timethoprim B
sulphametnoxazole  IRATATSITITMGHGAN  1giBhAMANARHI:INUTHE
geajingdise 4 GBS (HiMSRUHNMUTBUMSAURIS (single streng)  UIER
H"]Sf%ﬂﬁt’ligi ( double strength ) SBRYENS trimethoprim 652 GOH.1f 84 sulphamethozole
158 GOOH.Lﬁ?trimethoprim 1608 QE)OH.Lﬁ D sulphamethozole 1638 GOOH.Lﬁ 9 818
mitangimiBseingmit (i ma drtisstitongaminnmauiigieigigsgut
thmnndnigng  tlanginfeinemdtuignammedinnnmaije
(enteritis) SUSANAYR (dysentery) 4 BrBissimsprinsEsutinmIv 89
apuetigwsgsishibuguigumspigmaimimenimygmmesieny D
Nt pep BURRINASIANANIIIYING Toxoplasma gondii 1 M {IAS

SunpmalisiEInAgisugusissmemnemisiiianan 1

26

inand (spectrum of disease) TRUMSISINDG PLHA Eﬁ%ﬁﬁ%ﬁsmﬂﬁfﬁﬁgﬁgﬁjﬁ\{mﬁﬁ
riegoytige 1 GghwisnansmsiSunmussnsivgsdmsi pisnnym 1
MSMIBANMESNOMUEGHRINMIES (case series) 1BUGGRMSNHES
mgihi  seintmdginmusuinn® tHnuy  Sudlinmpnegnthwising
Cryptococeus RENGRUTIGUMISMIAT BuaqUiue pLHa 9 Gglwlifmisnis we
uin® gusngradumtistiizaifinug A isiguius & pce, samonella
species, toxoplasmosis 84 Penicillium marneffei 9 migﬁt”i%nnﬁsmgﬁtmnﬁgimssﬁtms
niBafaud pLra 1siigwnE Rastusiiduis 1 grimen mmmaag
iSTEINAIGISHANS Cotimoxazole 1STIRRURIwMANTIRSIGYyWwEgs (s
ighidjuis 1 gigsfimIuinithwans Corimoxazole MSHA{UILNRETIMS PLHA
YHEAMYLITS PLHA tmlﬁtgmﬁgmtmtﬁmsmﬁﬁgtﬁmmﬁ U WnRna i niaiel
wRgningie?  Mmalinhaaguizudnsmstitwsname 1 moweig)is

§HT6U (cost- effectiveness) ﬁtﬁfﬁ.@ﬂégﬁ%ﬁi q

@, PUBRHSBURIESIBINFUFIES DM Fluconazole:

fhupmhwiminagjs AhgungRgismind Suanoun pLHA 181gein
facann 1 SHghissjuma tHfjmeim isidodmims Bineliung (vuivo-vaginah
HHUNINEIEING Cryptococcus ThiTTESRITHIANATENEET BUNH mycoses gﬁﬁﬁé
BB penicilliosis 1giiusmamigtd 1 Shfjaguns Ghnmdesywizugus
UIFHWEG wasting 19110 PLHA 4 SHIONAIANEIMWIBING Cryptococcus
Ayingsudl unoitfnuy isminnng] SumianGIva pLHA 19l
sEINgIMESINEWEAN 1 nRSietH penicilliosis  GreNsyRIIMIHIZUS
unweb Bugndisimennymh 1eljeslinetigiug 1 ncidence MSMA YL
unughnsimiswis hwns e isuntintd eimemismaeinti gins
NEMIAHNSIAGSE Penicililium maniffei 1TI{jUIE]U 1678uRIgMIRRI9GIRIS
[Uigeise HNaREthi 9%
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bR B PLHA AMIBASEURADHNEATMIDHISAWALE Cotrimoxazole

MIGUEEEH  IHNUIMIEUEIMTREONWUTNNHwENsS  Cotimoxazole
ginsafadugnaTiEehemde sinmenitunetautimes
neaneBibndyy  Aiminnmunn  lguunsyoipuisigosds  Mpaus
Cotrimoxazole ﬁﬂﬁﬁig (double strength) ﬁ"lﬁj'iﬁﬂﬂ'i\fg’ iﬁiﬁ?ﬁijﬁ’gﬁiﬁiﬂﬁiﬁﬁﬁﬁﬁﬂj
BIGIMAM oD, AU BOo/mm® 1 HSANRSISH{NSMIRRYNG SWRRITN
LR

[EHABAEINAHEGIEUGGUHRINESTMIVNINWANS  Cotrimoxazole
wignieasitquaRigd Semdlinatidioie 1 mIDANIOAGYIST Avijan
IRUMSIUNTSHENSTINNS  HYUNRSisMITINGtwaes  mesne iy
HARAYINAHED BUWSIMOM oo, Ruthil €0omm* 9 msfﬁﬁptmtsﬁgﬁgﬁ
imnmEts Bwmetinut nsunnHEgptdise neEsttatimey
IBUMSIMAM cD4 HHT MEO/mm? ﬁ%ﬂﬂﬁ'mifﬁfﬁ] retrospective 181 Cape Town
wnsmnmHMITiIhwiptise MeHRUENSSHEmeEIEumsIiMGm co4

Huthis Boomm’ TauiAMe

0.5, PHFMAMGHEARL (Potential Efficacy) IRMIBYISMWILE  Cotrimoxazole

RIS AT

GeBuriRiggRMAN west Africa TISUINAIE HABATEINATHAGIS GRS
MERHGGUMSHAIUNRENMITINIMNMWENS Corimoxazole 1 GgBtugiings fitng
vipmagitit  pegninEnaERGitomstinvigatimalgne  diwit
mEmetinutémigioigi MusgMSHITIINNENMITINIh S Cotrimo
~azole IBSMMEHABMEINAARDIINOG 1 i@etuamfhwming

ansigumMITnIBe] west Africa METSISInghATnAMINE Rmnuiglinbioy

319]

BINSHARAITINAHBRSUHANHIHES (PLHA) BT Cotrimoxazole HIGHNS
nesaniunEnpuetigweges 1 tiehinssymet®  ecp 08
toxoplasmosis Eiﬁﬁ%ﬁﬁﬁmﬁimﬁiﬁ?gé@i‘gmfﬁgs ﬁﬁmﬁﬁmﬂﬁﬁgﬁ (pneumonia) M3

WATHIHHAIMY  (bacteraemia) ~ SHTHIANAWNIS  IBwuhmhwwhsinms
Streptocolccus pneumoniae, Salmonella species, Shigella species, Eschericia coli, Streptococcus

a o o o
aureus Si1 Haemophilus influenzae 1 8fIB Cotrimoxazole FHEEISAIAYMN{URINSI)F
Plasmodium species (malaria), Isospora belli (UHITHITHISNE) 8i Nocardia asteroides

cupmbgitify 8 mivinnnagielH 4

b.b. SEERNGRISMITNHMDBIVE Cotrimoxazole ssigﬁ{,ﬁtsﬁﬁﬁaiﬁlﬁ%agw
ﬁ?ﬁ]gﬁ'f (Benefits of Cotrimoxazole Prophylaxis in High Income Countries) <

88 Cotrimoxazole  [IMSIDMAOLNUGAIGINW  ISBHRERIINAHED
Sugntfitnse wignuienitumesuimega nwntiheasing ogdo vriygs
ifgjums Banpuutl eer 1 memidApIRAREEUTSMIHINSH] (controlled
trials) BMITMA (meta-analysis) DH{BSMSTINMHMITINGS pop 1w BMEME
vgumipaosEeiutd pcp 19sMSITIIANS Cotrimoxazole FRMANITIIAMNS
wagmnigusadisueguuni 1 sGomisminnmounhw iy
Cotrimoxazole 1G1HBMIANTANSUNRANGIISIIGIIS 9 88w (cohort data) fitg
TINMEELRINGNE Cotrimoxazole  MGMHUSWINSEIFISMIARGET  toxoplasmosis
Sunfuhnshwndtigwiges 1

AINI0i98M8 Cotimoxazole RYjIMWMSIAgMN Fipuwisimund
GBI  (substantial data) MSTINMMBAUTIWSNTIHUMSAVREOL (18
GOB.{fi/GO0H.[f)  SHIUNMiE MSEHgmMNgsmEumMnuydusmitaums
Aniing (9d0w.{fi/d00 B thifunaiginnddjuimnitl rep Gigmangnm

uUULiHEhY w0yl Memitgungn (asn) 18 s TThunuAmiEts
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fAnebglmgngiamsuingt AindusgRimumsnednuiindutausims

mﬁjﬁﬁﬁﬁ toxoplasmosis

b.m. SEEHNSRISMTNHEADIAE Cotrimoxazole iﬁigﬁlﬁiﬁﬁﬁiqﬁﬁﬁfgﬁ
WREMAISMIUIIMWENS  Corimoxazole 18IgH{IIGMIANNIATRGIMS
IS RUMIBANAARHMBTIUfUIEESI YW (andomized tria) 181 Abidjan 18
{1168 Cote  divoiret  MIDANISEMSIUIHfUIAGMAISMAT{MRIguS
Cotrimoxazole %ﬁﬂijﬁﬂﬁﬁig (double strength) miij'ﬁﬂﬁﬁg’ Igigﬁmiilﬁlmﬁjaﬁiﬁ
MG (placebo) 150 PLHA THIRMSHARAMAMUERR 86 g Gm istamaghd
U HYMISMANAMANG 1 MIGHNISMIMTMH MSMIMAUIWHNMWAS

o

wme gitfigsyitnuanuTMwanG ganming] dighnsmaugwgnmwng

AMgIMINUTHYUINSe 1 MmISnNEuEiumiesitumsiFigingl  pakar
{5660 Senegal TTILUIHAI (I MSUCYTHSAANG SEBANIMI[UMAIRIGRAIISMIGAN
181 Abidjian msmtﬁjmmmnﬁmﬁj Cotrimoxazol RFIINIGIRY (single strength) fj‘ms
HOUNS&ie 9 wgRmusHmismIGnMssmBuANuBRtmIguRiis fingws
swmivuinetienm  IuvinsmoaisiminnisiSudusewm  Sumiswussd
mﬁﬂﬂjfﬁﬁﬁtﬂ Dakar (reduced power of the Dakar study)

MIt{T8S  Cotrimoxazole tﬁﬁjmgmsitﬁjmﬁgﬁgmﬁmﬁmﬁfﬁ%ﬁmmsﬁﬁ
nubege ﬁunﬁ?gmsmfmsﬁﬁyﬁmitmﬁmgﬁmiﬁjﬁj}maitﬁjﬁfﬁﬁsjtffiﬁ%lmsi
Abidjian. 1 TIEINISSMSHINANUIG NS HRIENREnMWRSSmuEhwNs

MAugWMIARTHEMAS Wy IMIGNHING] UG MUSWMIENTEIeMANAMe 4

b.G. itm§§1ﬁ%ﬁﬁliﬁg]iiﬁ]ﬁi§ﬁiﬁ Cotrimoxazole
uemedeIgios ARuimanBmadasise SushimwmemiRsigiugimaaiis

iinmgl Sufusisnshibyngnivinmutn goineudgisl we 4 s

©o

RRMIEWMIEE IHUESHIN 18 Cotrimoxazole AENEMBHIANTIHINAILUING
?ﬁﬂmfﬂﬂ%ﬁﬂﬁi (broad spectrum) %ﬁmmﬁﬂiﬁﬂﬁiﬁm%ﬁgi MBUAMTHN BSMON
animyinmeiSugutise hugjuBsss islibugnitumume 1 e
Cotrimoxazole  TNEMBRIANTIBINAGNSHNTINMAURHGIsIywEss Gimwms
mIpWmIhmTnnhwdoties  nesinwnsmifsidiigimaaiisieing

o

1618488 corimoxazole  18Tltlgis gudgsizninmatsigurnusizum
TSI M ST RmINN TR NS ITHIA (cost-effectve treatment options)
wafin 1 thiissighels hmuiimwmsmiswye giudgmaismiumihes
8638 Cotrimoxazole %Sﬂﬁﬁﬁ%ﬁi q

H19888W L MSTINMHMNMIISIvINAIGTSENTE Cotrimoxazole DHEIEISMI
isdlsmsiubgnimunaEtG  HReGUMINNMUTINIMWEANS  Cotrimo-
xazloe Eﬁgﬁﬁ?gwjﬁ%ﬁmm’ﬁsﬁgﬁﬁﬁé@%ﬁﬂ@mqmgw 1 yrmigagitnimsims
A RMI I WAHgRgMSi mINMAUTIEIWANS Corimoxazole 18I
[enywigsEEm [Wisnnyh meRuulsmnima8ns cotrimoxzios W18
iwRAgIGONmuTINNe:  memssgnuniivuiismoaisivinnigiSugus
sy nimInAHED gisininnnedgisius o

AENBSMIBTAMABANMINNWUTINENWENS Cotrimoxazole TRHESIHA
monme FmuAansgieig goe tame 1 sgnudsyisutunmy
SemSsAmIdunsn Gah) iBumTRMURERELEne Yigmemnugsmensy
gimefnefinagemonsiss 1 sgoudsydndompngis  Fmumnmgy
(hepatitis) F1IZ8RINY (anaemia) Ei’lmiﬁﬁjﬁ%‘imﬁ;ﬁmi neutrophile (neutropenia) 1

888w MSTNMHMINNMUTNINWENT Cotrimoxazole RMBTIRLMI
W HESIGIRIMIARNHET (candida  infection)  RHIET THRITIMISE [T

TAMATBRTMIEIMWEEHIMATE] (bacterial flora)
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