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ABSTRACT

INTRODUCTION: Opportunistic infections can occur in up to 40% of people with HIV infection and a CD4 count less than 250/mm3, although
the risks are much lower with use of highly active antiretroviral treatment. METHODS AND OUTCOMES: We conducted a systematic review
and aimed to answer the following clinical questions: What are the effects of prophylaxis for Pneumocystis jirovecii pneumonia (PCP) and
toxoplasmosis? What are the effects of antituberculosis prophylaxis in people with HIV infection? What are the effects of prophylaxis for
disseminated Mycobacterium avium complex (MAC) disease for people with, and without, previous MAC disease? What are the effects of
prophylaxis for cytomegalovirus (CMV), herpes simplex virus (HSV), and varicella zoster virus (VZV)? What are the effects of prophylaxis
for invasive fungal disease in people with, and without, previous fungal disease? What are the effects of discontinuing prophylaxis against
opportunistic pathogens in people on highly active antiretroviral treatment (HAART)? We searched: Medline, Embase, The Cochrane Library,
and other important databases up to March 2008 (Clinical Evidence reviews are updated periodically, please check our website for the most
up-to-date version of this review). We included harms alerts from relevant organisations such as the US Food and Drug Administration (FDA)
and the UK Medicines and Healthcare products Regulatory Agency (MHRA). RESULTS: We found 43 systematic reviews, RCTSs, or obser-
vational studies that met our inclusion criteria. CONCLUSIONS: In this systematic review we present information relating to the effectiveness
and safety of the following interventions: aciclovir; antituberculosis prophylaxis; atovaquone; azithromycin (alone or plus rifabutin); clarithromycin
(alone, or plus rifabutin and ethambutol); discontinuing prophylaxis for CMV, MAC, and PCP; ethambutol added to clarithromycin; famciclovir;
fluconazole; isoniazid; itraconazole; oral ganciclovir; rifabutin (alone or plus macrolides); trimethoprim—sulfamethoxazole; and valaciclovir.
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Footnote
*Based on consensus; limited RCT evidence

» Opportunistic infections can occur in up to 40% of people with HIV infection and a CD4 count less than 250/mm°,
although the risks are much lower with use of highly active antiretroviral treatment (HAART).

HAART has reduced the rate of Pneumocystis jirovecii pneumonia (PCP), toxoplasmosis, and other opportunistic
infections, so the absolute benefits of prophylactic regimens for opportunistic infections are probably smaller in
people with HIV who are also taking HAART, and even smaller for those whose HIV is suppressed.

 Primary prophylaxis with trimethoprim—sulfamethoxazole may reduce the risk of PCP, and has been found to be

more effective than pentamidine or dapsone.

Atovaquone may prevent PCP in people who cannot tolerate trimethoprim—sulfamethoxazole.

We don't know whether these drugs prevent toxoplasmosis as we found few RCTs, but there is consensus that
standard trimethoprim—sulfamethoxazole prophylaxis or dapsone should offer adequate coverage for toxoplas-

mosis.

* Tuberculosis can be prevented by standard primary prophylaxis in people who are tuberculin skin test positive.

Short-term combination treatment has similar efficacy to long-term isoniazid monotherapy, but is associated with

a greater risk of adverse effects.

« Azithromycin or clarithromycin reduce the risk of disseminated Mycobacterium avium complex (MAC) disease as
primary prophylaxis for people without prior MAC disease. Adding rifabutin may also be beneficial in this population,
but is also associated with an increased risk of adverse effects.
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There is consensus that secondary prophylaxis with clarithromycin plus ethambutol decreases the risk of relapse
in people with previous MAC disease. It remains unclear whether adding rifabutin to the dual drug regimen confers
additional benefit as secondary prophylaxis, and the three-drug combination increases adverse effects.

« Aciclovir as secondary prophylaxis reduces the risk of herpes simplex virus (HSV) and varicella zoster virus infection
(VZV) and all-cause mortality.

Valaciclovir may reduce the risk of recurrent HSV infection, but it may be associated with serious adverse effects.

There is consensus that famciclovir is effective as secondary prophylaxis against HSV or VZV and that ganciclovir
is effective as secondary prophylaxis against CMV, HSV, or VZV.

 Fluconazole and itraconazole as primary prophylaxis may reduce the risk of invasive fungal infections, but azoles
have been associated with potentially serious interactions with other drugs.

As secondary prophylaxis, itraconazole seems effective in reducing relapse of Penicillium marneffei, but seems
less effective than fluconazole at reducing recurrence of cryptococcal meningitis.

« In people who have responded to HAART and have a CD4 cell count greater than 100/mm® to 200/mm3(depending
on the condition), discontinuation of primary or secondary prophylactic treatment for PCP, toxoplasmosis, MAC,
herpes virus, or invasive fungal disease infection seems safe.

DEFINITION

Opportunistic infections are intercurrent infections that occur in people infected with HIV. Prophy-
laxis aims to avoid either the first occurrence of these infections (primary prophylaxis) or their re-
currence (secondary prophylaxis, maintenance treatment). This review includes Pneumocystis
jirovecii pneumonia (PCP), Toxoplasma gondii encephalitis, Mycobacterium tuberculosis, Mycobac-
terium avium complex (MAC) disease, cytomegalovirus (CMV) disease (most often retinitis), infec-
tions from other herpes viruses (herpes simplex virus [HSV] and varicella zoster virus [VZV]), and
invasive fungal disease (Cryptococcus neoformans, Histoplasma capsulatum, and Penicillium
marneffei).

INCIDENCE/
PREVALENCE

The incidence of opportunistic infections is high in people with immune impairment. Data available
before the introduction of highly active antiretroviral treatment (HAART) suggest that, with a CD4
count less than 250/mm?, the 2-year probability of developing an opportunistic infection is 40% for
PCP, 22% for CMV, 18% for MAC, 6% for toxoplasmosis, and 5% for cryptococcal meningitis. 8
The introduction of HAART has reduced the rate of opportunistic infections. One cohort study found
that the introduction of HAART decreased the incidence of PCP by 94%, CMV by 82%, and MAC
by 64%, as presenting AIDS events. HAART decreased the incidence of events subsequent to the
diagnosis of AIDS by 84% for PCP, 82% for CMV, and 97% for MAC. @

AETIOLOGY/
RISK FACTORS

Opportunistic infections are caused by a wide array of pathogens and result from immune system
defects induced by HIV. The risk of developing opportunistic infections increases dramatically with
progressive impairment of the immune system. Each opportunistic infection has a different
threshold of immune impairment, beyond which the risk increases substantially. s Opportunistic
pathogens may infect the immunocompromised host de novo, but usually they are simply reactiva-
tions of latent pathogens in such hosts.

PROGNOSIS

Prognosis depends on the type of opportunistic infection. Even with treatment they may cause
serious morbidity and mortality. Most deaths due to HIV infection are caused by opportunistic infec-
tions. The absolute benefits of prophylactic regimens for opportunistic infections are probably
smaller in people with HIV who are also taking HAART and even smaller for those whose HIV is
suppressed. HAART has reduced the rate of PCP, toxoplasmosis, and other opportunistic infections.

AIMS OF
INTERVENTION

To prevent the occurrence and relapse of opportunistic infections; to discontinue unnecessary
prophylaxis; to minimise adverse effects of prophylaxis and loss of quality of life.

OUTCOMES

First occurrence of and relapse of opportunistic infections, mortality, and adverse effects of treat-
ments. We have not considered neoplastic diseases associated with specific opportunistic infections.
We have considered all-cause mortality as a secondary outcome in this review as many meta-
analyses and RCTs were underpowered to detect a clinically important difference between groups
in this outcome.

METHODS

Clinical Evidence search and appraisal March 2008. The following databases were used to identify
studies for this systematic review: Medline 1966 to March 2008, Embase 1980 to March 2008, and
The Cochrane Database of Systematic Reviews and Cochrane Central Register of Controlled
Clinical Trials 2008, Issue 1 (1966 to date of issue). An additional search was carried out of the
NHS Centre for Reviews and Dissemination (CRD) — for Database of Abstracts of Reviews of
Effects (DARE) and Health Technology Assessment (HTA). We also searched for retractions of
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studies included in the review. Abstracts of the studies retrieved from the initial search were assessed
by an information specialist. Selected studies were then sent to the contributor for additional as-
sessment, using pre-determined criteria to identify relevant studies. Study design criteria for inclusion
in this review were: published systematic reviews of RCTs and RCTs in any language, containing
more than 20 individuals of whom more than 80% were followed up. There was no minimum length
of follow-up required to include studies. We have not excluded "open", "open label", or not blinded
trials owing to the ethical and practical difficulties of blinding trials in people with HIV. When assess-
ing effects of primary prophylaxis for specific opportunistic infections, we have included only sys-
tematic reviews and RCTs that assessed incidence of infection; we excluded those studies that
reported only on mortality without specifying that it was preceded by an opportunistic infection.
When assessing invasive fungal disease, we have included only Cryptococcus neoformans,
Histoplasma capsulatum, and Penicillium marneffei. We included systematic reviews of RCTs and
RCTs where harms of an included intervention were studied applying the same study design criteria
for inclusion as we did for benefits. We also reviewed abstract books/CDs for the following confer-
ences held between 1995 and early 2001: European Clinical AIDS, HIV Drug Treatment, Interscience
Conferences on Antimicrobial Agents and Chemotherapy, National Conferences on Human
Retroviruses and Opportunistic Infections, and World AIDS Conference. We placed emphasis on
systematic reviews and RCTs published after 1993. In addition, we use a regular surveillance
protocol to capture harms alerts from organisations such as the US Food and Drug Administration
(FDA) and the UK Medicines and Healthcare products Regulatory Agency (MHRA), which are
added to the reviews as required. To aid readability of the numerical data in our reviews, we round
many percentages to the nearest whole number. Readers should be aware of this when relating
percentages to summary statistics such as relative risks (RRs) and odds ratios (ORs). We have
performed a GRADE evaluation of the quality of evidence for interventions included in this review
(see GRADE table, p 30 ). The categorisation of the quality of the evidence (into high, moderate,
low, or very low) reflects the quality of evidence available for our chosen outcomes in our defined
populations of interest. These categorisations are not necessarily a reflection of the overall
methodological quality of any individual study, because the Clinical Evidence population and outcome
of choice may represent only a small subset of the total outcomes reported, and population included,
in any individual trial. For further details of how we perform the GRADE evaluation and the scoring
system we use, please see our website (www.clinicalevidence.com).

(olSI=SaN[e]NVIll \What are the effects of primary prophylaxis for Pneumocystis jirovecii pneumonia (PCP)
and toxoplasmosis in people with HIV infection?

OPTION TRIMETHOPRIM-SULFAMETHOXAZOLE FOR PRIMARY PNEUMOCYSTIS JIROVECII
PNEUMONIA (PCP) PREVENTION

Pneumocystis jirovecii pneumonia (PCP)

Trimethoprim—sulfamethoxazole or pentamidine aerosol compared with placebo Primary prophylaxis with trimetho-
prim—sulfamethoxazole or pentamidine aerosol (results combined in analysis) may be more effective at reducing the
incidence of PCP in people with advanced disease, but we don't know whether trimethoprim—sulfamethoxazole is
more effective in people in sub-Saharan Africa with symptomatic (second or third clinical stage in WHO staging
system) disease (low-quality evidence).

Trimethoprim—sulfamethoxazole compared with pentamidine aerosol Primary prophylaxis with trimethoprim—sul-
famethoxazole may be more effective than aerosolised pentamidine at reducing the incidence of PCP; however, the
analysis included data from both primary and secondary prophylaxis (low-quality evidence).

Trimethoprim—sulfamethoxazole compared with dapsone (with or without pyrimethamine) Primary prophylaxis with
trimethoprim—sulfamethoxazole may be more effective at preventing PCP; however, the significance of the result
varied between different analysis (very low-quality evidence).

High-dose compared with low-dose trimethoprim—sulfamethoxazole We don't know how primary prophylaxis with
higher-dose trimethoprim—sulfamethoxazole compares with lower-dose trimethoprim—sulfamethoxazole at reducing
rates of PCP infection (very low-quality evidence).

Mortality

Trimethoprim—sulfamethoxazole or pentamidine aerosol compared with placebo We don't know whether primary
prophylaxis with trimethoprim—sulfamethoxazole or pentamidine aerosol is more effective at reducing all-cause
mortality (low-quality evidence).

Trimethoprim—sulfamethoxazole compared with pentamidine aerosol We don't know how effective trimethoprim—sul-
famethoxazole is at reducing all-cause mortality compared with aerosolised pentamidine (low-quality evidence).
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Trimethoprim—sulfamethoxazole compared with dapsone (with or without pyrimethamine) We don't know how effective
trimethoprim—sulfamethoxazole is at reducing all-cause mortality compared with dapsone (very low-quality evidence).

High-dose compared with low-dose trimethoprim—sulfamethoxazole We don't how primary prophylaxis with higher-
dose trimethoprim—sulfamethoxazole compares with lower-dose trimethoprim—sulfamethoxazole at reducing all-cause
mortality (very low-quality evidence).

Note

In general, trials of PCP prophylaxis were conducted before the advent and widespread use of highly active antiretro-
viral treatment (HAART) and thus their results should be interpreted with caution. Although this is unlikely to affect
the comparative results, HAART has resulted in a large decrease in the rate of PCP and other opportunistic infections;
therefore, the absolute benefits of these prophylactic regimens are probably smaller when used with HAART.

For GRADE evaluation of interventions for HIV: primary and secondary prophylaxis for opportunistic infec-
tions, see GRADE table, p 30 .

Benefits: Trimethoprim-sulfamethoxazole or pentamidine aerosol versus placebo for primary PCP
prophylaxis:
We found one systematic review ] analysing the effects of trimethoprim—sulfamethoxazole (TMP-
SMX; co-trimoxazole) or pentamidine aerosol versus placebo, and one subsequent RCT. Y

3

The systematic review (search date not reported) found that prophylaxis with TMP-SMX or pentami-
dine aerosol significantly reduced the incidence of Pneumocystis jirovecii pneumonia (PCP) com-
pared with placebo (6 RCTs [1 of TMP-SMX, 5 of pentamidine aerosol, some open label, no further
data on blinding reported], 823 people with advanced disease in total; P jirovecii events: RR 0.39,
95% CI 0.27 to 0.55; absolute numbers not reported so unclear how many people in the analysis
of this outcome). B! The review found no significant difference in all-cause mortality between TMP-
SMX or pentamidine aerosol and placebo (RR 0.87, 95% CI 0.60 to 1.25; absolute numbers not
reported so unclear how many people in the analysis of this outcome). The single open-label RCT
from the review that compared TMP-SMX versus placebo (60 HIV-positive people with a new diag-
nosis of Karposi's sarcoma) found that proportionately fewer people taking TMP-SMX than placebo
developed PCP over 24 months (0/30 [0%] with TMP-SMX v 16/30 [53%] with placebo; significance
not reported). ! The RCT found that TMP-SMX significantly reduced all-cause mortality over 3
years compared with placebo (18/30 [60%] with TMP-SMX v 28/30 [93%)] with placebo; P less than
0.002).

The subsequent double-blind RCT (545 people in sub-Saharan Africa with symptomatic disease;
second or third clinical stage disease in the WHO staging system; regardless of CD4 cell count)
compared TMP-SMX versus placebo and found no significant difference between groups in incidence
of PCP (no cases of PCP reported) or all-cause mortality over 12 months (41/245 [17%] with TMP-
SMX v 46/238 [19%] with placebo; HR 0.87, 95% CI 0.57 to 1.32; P = 0.51). 4

Trimethoprim—sulfamethoxazole versus pentamidine aerosol for primary PCP prophylaxis:
We found one systematic review (search date not reported), which found that TMP-SMX significantly
reduced the incidence of PCP compared with aerosolised pentamidine (14 RCTs of both primary
and secondary prophylaxis for PCP, some open label, no further data on blinding reported, 2248
people in total; P jirovecii events: RR 0.58, 95% CI 0.45 to 0.75; absolute numbers not reported
so unclear how many people included in the analysis of this outcome). Bl The review found no
significant difference in all-cause mortality between TMP-SMX and aerosolised pentamidine (2248
people; RR 0.99, 95% CI1 0.80 to 1.22; absolute numbers not reported so unclear how many people
included in the analysis of this outcome).

Trimethoprim—sulfamethoxazole versus dapsone (with or without pyrimethamine) for primary
PCP prophylaxis:

We found two systematic reviews. ¥ !

The first systematic review (search date not reported) found no significant difference in rates of
PCP between TMP-SMX and dapsone (with or without pyrimethamine), although the incidence of
PCP was lower in people taking TMP-SMX (8 RCTs of both primary and secondary prophylaxis
for PCP, some open label, no further data on blinding reported, 1957 people in total; RR 0.61, 95%
Cl10.34 to 1.10; absolute numbers not reported so unclear how many people in the analysis of this
outcome). Bl The review found no significant difference in all-cause mortality between TMP-SMX
and dapsone (RR 0.95, 95% CI 0.82 to 1.11; absolute numbers not reported so unclear how many
people in the analysis of this outcome).

The second systematic review (search date not reported) found that TMP-SMX was significantly
more effective in preventing PCP than dapsone/pyrimethamine (8 RCTs, 3 identified by the first
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review, Bl some of which were open label, 2087 people in total; RR 0.49, 95% CI 0.26 to 0.92;
absolute numbers not reported so unclear how many people in the analysis of this outcome). el
The review found no significant difference in all-cause mortality between TMP-SMX and dap-
sone/pyrimethamine (RR 0.98, 95% CI 0.80 to 1.08; absolute numbers not reported so unclear
how many people in the analysis of this outcome).

High-dose versus low-dose trimethoprim—-sulfamethoxazole for primary PCP prophylaxis:
We found one systematic review ) and one subsequent RCT. "}

The systematic review (search date not reported) found similar rates of PCP infection in people
taking lower-dose (160/800 mg 3 times/week or 80/400 mg/day) and higher-dose (160/800 mg/day)
TMP-SMX (failure rate per 100 person-years 1.8, 95% CI 1.0 to 3.3 with lower dose v 0.5, 95% CI
0 to 2.9 with higher dose; absolute numbers and significance not reported). ! The review did not
assess all-cause mortality for this comparison.

The subsequent open-label RCT (2625 people) also found no significant difference in the rate of
PCP infection in people who received TMP-SMX 160/800 mg daily compared with three times
weekly (3.5/100 person-years with daily dose v 4.1/100 person-years with 3 times-weekly dose;
RR 0.82, 95% CI 0.61 to 1.09; P = 0.16). I There was no significant difference in all-cause mor-
tality between groups (18.9/100 person-years with daily dose v 18.5/100 person-years with 3 times-
weekly dose; RR 0.96, 95% CI 0.04 to 1.01; P = 0.12).

Harms: Trimethoprim-sulfamethoxazole versus placebo for primary PCP prophylaxis:

One RCT in sub-Saharan Africa found that TMP-SMX reduced serious events (death or hospital
admission, irrespective of the cause) compared with placebo, regardless of their initial CD4 cell
count (HR 0.57, 95% C10.43to 0.75; P less than 0.001). 1t also found that TMP-SMX significantly
increased moderate neutropenia compared with placebo (AR: 62/271 [23%] with TMP-SMX v
26/244 [10%)] with placebo; RR 2.1, 95% 1.4 to 3.3; NNH 8, 95% CI 5 to 14). Two RCTs (largest
377 people) found that gradual initiation of TMP-SMX may improve tolerance of the regimen com-
pared with abrupt initiation. B ¥ Two RCTs (238 people, 50 people) found no significant benefit
Hﬁm acetylcysteine in preventing TMP-SMX hypersensitivity reactions in HIV-infected people. (ol

High-dose versus low-dose trimethoprim—sulfamethoxazole for primary PCP prophylaxis:

The systematic review found that severe adverse effects (predominantly rash, fever, and haema-

tological effects leading to discontinuation within 1 year) occurred in proportionately more people
taking higher doses of TMP-SMX than in those taking lower doses (25% with higher doses v 15%
with lower doses). B The subsequent RCT comparing high-dose with low-dose TMP-SMX found
significantly higher rates of discontinuation because of adverse effects in people taking high doses
of TMP-SMX (RR 2.14; P less than 0.001). /!

Pentamidine aerosol for primary PCP prophylaxis:
Bronchospasm occurred in 3% of people taking aerosolised pentamidine 300 mg monthly. Bl

Comment: Clinical guide:
Role of highly active antiretroviral treatment (HAART):
We found more than 50 RCTs on the prophylaxis of PCP, toxoplasmosis, or both, but their results
should be interpreted with caution because they were conducted mostly before the advent and
widespread use of HAART. Although this is unlikely to affect the comparative results, HAART has
resulted in a large decrease in the rate of PCP, toxoplasmosis, and other opportunistic infections;
therefore, the absolute benefits of these prophylactic regimens are probably smaller when used
with HAART.

Prophylaxis in Africa:
Beneficial effects of TMP-SMX in Africa may be largely because of prophylaxis for bacterial infections
rather than PCP.

OPTION TRIMETHOPRIM-SULFAMETHOXAZOLE FOR PRIMARY TOXOPLASMOSIS PREVENTION

Toxoplasmosis

Trimethoprim—sulfamethoxazole compared with placebo We don't know whether primary prophylaxis with trimetho-
prim—sulfamethoxazole is more effective at reducing the incidence of toxoplasmosis in people in sub-Saharan Africa
with symptomatic (second or third clinical stage in WHO staging system) disease (low-quality evidence).

Trimethoprim—sulfamethoxazole compared with dapsone (with or without pyrimethamine) We don't know how effective
trimethoprim—sulfamethoxazole is at preventing toxoplasmosis compared with dapsone (with or without pyrimethamine);
however, the analysis included data from both primary and secondary prophylaxis (low-quality evidence).
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High-dose compared with low-dose trimethoprim—sulfamethoxazole We don't know whether primary prophylaxis with
higher-dose trimethoprim—sulfamethoxazole is more effective than lower-dose trimethoprim—sulfamethoxazole at
reducing rates of toxoplasmosis infection (very-low-quality evidence).

Mortality

Trimethoprim—-sulfamethoxazole compared with placebo We don't know whether primary prophylaxis with trimetho-
prim—sulfamethoxazole is more effective at improving overall survival in people in sub-Saharan Africa with symp-
tomatic (second or third clinical stage in WHO staging system) disease (low-quality evidence).

Trimethoprim—sulfamethoxazole compared with dapsone (with or without pyrimethamine) We don't how effective
primary prophylaxis with trimethoprim—sulfamethoxazole is at reducing all-cause mortality compared with dapsone
(with or without pyrimethamine); however, the analysis included data from both primary and secondary prophylaxis
(low-quality evidence).

High-dose compared with low-dose trimethoprim—sulfamethoxazole We don't know how primary prophylaxis with
higher-dose trimethoprim—sulfamethoxazole compares with lower-dose trimethoprim—sulfamethoxazole at reducing
all-cause mortality (very low-quality evidence).

Note

In general, trials of toxoplasmosis prophylaxis were conducted before the advent and widespread use of highly active
antiretroviral treatment (HAART) and thus their results should be interpreted with caution. Although this is unlikely
to affect the comparative results, HAART has resulted in a large decrease in the rate of toxoplasmosis and other
opportunistic infections; therefore, the absolute benefits of these prophylactic regimens are probably smaller when
used with HAART.

For GRADE evaluation of interventions for HIV: primary and secondary prophylaxis for opportunistic infec-
tions, see GRADE table, p 30 .

Benefits: Trimethoprim—sulfamethoxazole versus placebo for primary toxoplasmosis prophylaxis:
We found one systematic review (search date not reported) Bl analysing the effects of trimetho-
prim—sulfamethoxazole (TMP-SMX; co-trimoxazole) or pentamidine aerosol versus placebo, and
one subsequent RCT. “I The review did not assess rates of toxoplasmosis for this comparison. 3]
The subsequent double-blind RCT (545 people in sub-Saharan Africa with symptomatic disease;
second or third clinical stage disease in the WHO staging system; regardless of CD4 cell count)
compared TMP-SMX versus placebo, and found no significant difference in incidence of toxoplas-
mosis between groups (1/271 [0.4%] with TMP-SMX v 6/270 [2%] with placebo; P = 0.20). “ The
RCT also found no significant difference between groups in all-cause mortality over 12 months
(41/245 [17%)] with TMP-SMX v 46/238 [19%] with placebo; HR 0.87, 95% CI 0.57 to 1.32; P = 0.51).
However, the RCT may have been underpowered to detect a clinically important difference in out-
comes between groups.

Trimethoprim—sulfamethoxazole versus dapsone (with or without pyrimethamine) for primary
toxoplasmosis prophylaxis:

We found one systematic review. " The review (search date not reported) found no significant
difference between TMP-SMX and dapsone/pyrimethamine in preventing toxoplasmosis (8 RCTs,
of both primary and secondary prophylaxis, some open label, no further data on blinding reported,
1618 people in total; RR 1.17, 95% CI 0.68 to 2.04; absolute numbers not reported so unclear how
many people in the analysis of this outcome). The review found no significant difference in all-cause
mortality between TMP-SMX and dapsone (RR 0.95, 95% CI 0.82 to 1.11; absolute numbers not
reported so unclear how many people in the analysis of this outcome).

High-dose versus low-dose trimethoprim—sulfamethoxazole for primary toxoplasmosis
prophylaxis:

We found one open-label RCT (2625 people). ' The RCT found no significant difference in the
rate of toxoplasmosis in people who received TMP-SMX 160/800 mg daily compared with three
times weekly (1.8/100 person-years with daily dose v 1.8/100 person-years with 3 times-weekly
dose; RR 1.02, 95% CI 0.39 to 2.63). There was no significant difference in all-cause mortality
between groups (18.9/100 person-years with daily dose v 18.5/100 person-years with 3 times-
weekly dose; RR 0.96, 95% CI1 0.04 to 1.01; P = 0.12).

Harms: See harms of trimethoprim-sulfamethoxazole for PCP, p 4.
Comment: Clinical guide:
Concomitant coverage for toxoplasmosis and PCP:

Standard TMP-SMX prophylaxis or dapsone should offer adequate coverage for toxoplasmosis.
Pentamidine aerosol has no intrinsic activity against Toxoplasma gondii. It is advisable to assess
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toxoplasmosis risk if the CD4 count is less than 100/mm? and there is positive toxoplasma serology.
[1]

Role of highly active antiretroviral treatment (HAART):

We found more than 50 RCTs on the prophylaxis of PCP, toxoplasmosis, or both, but their results
should be interpreted with caution because they were conducted mostly before the advent and
widespread use of HAART. Although this is unlikely to affect the comparative results, HAART has
resulted in a large decrease in the rate of PCP, toxoplasmosis, and other opportunistic infections;
therefore, the absolute benefits of these prophylactic regimens are probably smaller when used
with HAART.

OPTION ATOVAQUONE FOR PRIMARY PNEUMOCYSTIS JIROVECII PNEUMONIA (PCP) OR TOXO-
PLASMOSIS PREVENTION

Pneumocystis jirovecii pneumonia (PCP)

Atovaguone compared with pentamidine aerosol We don't know how primary prophylaxis with atovaquone compares
with aerosolised pentamidine at reducing the incidence of PCP at 11 months in people intolerant of trimethoprim-sul-
famethoxazole; however, the analysis included data from both primary and secondary prophylaxis (very low-quality
evidence).

Atovaquone compared with dapsone We don't know how primary prophylaxis with atovaquone compares with dapsone
at reducing the incidence of PCP in people aged over 13 years who are intolerant of trimethoprim—sulfamethoxazole
(low-quality evidence).

Mortality

Atovaquone compared with dapsone We don't know how primary prophylaxis with atovaquone compares with dapsone
at reducing all-cause mortality in people aged over 13 years who are intolerant of trimethoprim—sulfamethoxazole
(low-quality evidence).

Note

We found no direct information from RCTs about whether primary prophylaxis with atovaquone is better than no
active treatment at preventing PCP or toxoplasmosis. In clinical practice, atovaquone is usually used in people who
are either intolerant of or fail to respond to trimethoprim—sulfamethoxazole. It would be considered unethical to perform
a trial comparing atovaquone versus placebo. In general, trials of toxoplasmosis prophylaxis were conducted before
the advent and widespread use of highly active antiretroviral treatment (HAART) and thus their results should be
interpreted with caution. Although this is unlikely to affect the comparative results, HAART has resulted in a large
decrease in the rate of toxoplasmosis and other opportunistic infections; therefore, the absolute benefits of these
prophylactic regimens are probably smaller when used with HAART.

For GRADE evaluation of interventions for HIV: primary and secondary prophylaxis for opportunistic infec-
tions, see GRADE table, p 30 .

Benefits: Atovaguone versus placebo for primary PCP prophylaxis:
We found no RCTs (see comment below).

Atovaquone versus pentamidine aerosol for primary PCP prophylaxis:

We found one open-label RCT (549 people intolerant of trimethoprim—sulfamethoxazole, 42% of
whom had a history of Pneumocystis jirovecii pneumonia [PCP]), which compared three treatments:
high-dose atovaquone (1500 mg/day), low-dose atovaquone (750 mg/day), and aerosolised pen-
tamidine (300 mg monthly). 2 The RCT did not report results for primary and secondary prophy-
laxis separately. It was designed to detect a 50% difference in rates of PCP between either ato-
vaquone regimen and pentamidine aerosol and made adjustments for multiple comparisons when
assessing between group differences. It found no significant difference between treatments in the
incidence of PCP or mortality after a median follow-up of 11.3 months (incidence of PCP: 47/188
[26%] with low-dose atovaquone v 39/175 [22%] with high-dose atovaquone v 31/186 [17%)] with
pentamidine aerosol; low-dose atovaquone v pentamidine aerosol: RR 1.41, 95% CI 0.90 to 2.22;
high-dose atovaquone v pentamidine aerosol: RR 1.26, 95% CI 0.78 to 2.03; mortality: 42/188
[22%] with low-dose atovaquone v 27/175 [15%] with high-dose atovaquone v 36/186 [19%)] with
pentamidine aerosol; low-dose atovaquone v pentamidine aerosol: RR 1.12, 95% CI 0.72 to 1.75;
high-dose atovaquone v pentamidine aerosol: RR 0.75, 95% CI 0.46 to 1.24).

Atovaquone versus dapsone for primary PCP prophylaxis:

One open-label RCT found no significant difference between atovaquone 1500 mg daily and dapsone
100 mg daily in the incidence of PCP infection (1057 people aged over 13 years, intolerant of
trimethoprim—sulfamethoxazole, of whom 298 had a history of PCP; cases of PCP per 100 person-
years in people receiving primar?/ prophylaxis: 11.3 with atovaquone v 14.1 with dapsone; RR 0.81,
95% Cl 0.58 to 1.12; P = 0.20). ") The RCT also found no significant difference in all-cause mor-
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tality between groups (mortality per 100 person-years in people receiving primary prophylaxis: 23.2
with atovaquone v 18.6 with dapsone; RR 1.25, 95% CI 0.98 to 1.59; P = 0.07).

Atovaguone for primary toxoplasmosis prophylaxis:
We found no systematic review or RCTSs.

Harms: Atovaquone versus placebo for primary PCP prophylaxis:
We found no RCTSs.

Atovaguone versus pentamidine aerosol for primary PCP prophylaxis:

In one open-label RCT, treatment-limiting adverse events were more common with atovaquone
than with pentamidine aerosol (16% with low-dose atovaquone v 25% with high-dose atovaquone
v 7% with pentamidine aerosol; P less than 0.01). =

Atovaquone versus dapsone for primary PCP prophylaxis:
One open-label RCT comparing atovaquone versus dapsone found no significant difference between
treatments in the overall risk of stopping treatment owing to adverse effects (RR 0.94, 95% CI 0.74
to 1.19). = Atovaquone was stopped significantly more frequently than dapsone in people receiving
dapsone at baseline (RR 3.78, 95% CI 2.37 to 6.01), and significantly less frequently in people not
receiving dapsone at baseline (RR 0.42, 95% CI 0.30 to 0.58).

Atovaquone for primary toxoplasmosis prophylaxis:
We found no RCTSs.

Comment: Clinical guide:
In clinical practice, atovaquone is usually used in people who are either intolerant of or fail to respond
to trimethoprim—sulfamethoxazole. It would be considered unethical to perform a trial comparing
atovaquone versus placebo.

Role of highly active antiretroviral treatment (HAART):

We found more than 50 RCTs on the prophylaxis of PCP, toxoplasmosis, or both, but their results
should be interpreted with caution because they were conducted mostly before the advent and
widespread use of HAART. Although this is unlikely to affect the comparative results, HAART has
resulted in a large decrease in the rate of PCP, toxoplasmosis, and other opportunistic infections;
therefore, the absolute benefits of these prophylactic regimens are probably smaller when used
with HAART.

(el8]=S3N[e]NIll \What are the effects of primary antituberculosis prophylaxis in people with HIV infection?

OPTION ANTITUBERCULOSIS PROPHYLACTIC REGIMENS VERSUS PLACEBO

Tuberculosis

Antituberculosis prophylactic regimens compared with placebo Primary prophylaxis with antituberculosis regimens
seems more effective at reducing the incidence of active tuberculosis at 1 to 3 years in adults who are HIV and tu-
berculin skin test positive, but we don't know whether it is more effective in adults with HIV who are tuberculin skin
test negative. Primary prophylaxis with isoniazid seems more effective at reducing the incidence of tuberculosis at
6 months in children of average age 2 years who are tuberculin skin test negative (moderate-quality evidence).

Mortality

Antituberculosis prophylactic regimens compared with placebo We don't know whether primary prophylaxis with
antituberculosis regimens is more effective at reducing mortality (death from any cause) in adults with HIV who are
tuberculin skin test positive or negative. Primary prophylaxis with isoniazid may be more effective at reducing mor-
tality at 6 months in children of average age 2 years who are tuberculin skin test negative (low-quality evidence).

For GRADE evaluation of interventions for HIV: primary and secondary prophylaxis for opportunistic infec-
tions, see GRADE table, p 30 .

Benefits: Antituberculosis regimens versus placebo:
We found one systematic review (search date 2002, 13 RCTs, most single blind, 5664 HIV-positive
adults from Haiti, Kenya, Spain, Uganda, the USA, and Zambia) 14 and two subsequent RCTs
comparing antituberculosis regimens versus placebo. (s 18]

The RCTs identified by the review compared isoniazid (6—12 months) or combination treatment
(rifampicin plus pyrazinamide, isoniazid plus rifampicin, or isoniazid plus rifampicin plus pyrazi-
namide, for 2—-3 months) versus placebo. Mean follow-up varied from 1 to 3 years. The main out-
comes, stratified by tuberculin skin test positivity, were tuberculosis (TB; either microbiological or
clinical) and death (from any cause). The review found that antituberculosis prophylaxis significantly
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reduced the incidence of active TB in tuberculin skin test-positive adults compared with placebo
(4 RCTs, 2378 people; incidence of active TB: 39/1760 [2%)] with treatment v 46/618 [7%)] with
placebo; RR 0.38, 95% CI 0.25 to 0.57). ™ 1n tuberculin skin test-positive people, it also found
no significant difference between prophylaxis and placebo in the risk of death from any cause (4
RCTs, 2378 people; 195/1760 [11%] with treatment v 84/618 [14%)] with placebo; RR 0.80, 95%
Cl1 0.63 to 1.02). In tuberculin skin test-negative adults the review found no significant difference
between antituberculosis prophylaxis and placebo in the risk of TB or death from any cause (TB;
7 RCTs, 2822 people: 66/1629 [4.1%)] with treatment v 54/1193 [4.5%] with placebo; RR 0.83, 95%
Cl1 0.58 to 1.18; death from any cause: 373/1629 [23%)] with treatment v 298/1193 [25%] with
placebo; RR 1.02, 95% Cl 0.89 to 1.15). **

Two RCTs included in the systematic review reported the results of long-term follow-up of antitu-

berculosis prophylaxis on the risk of TB infection. ™" ™ The first RCT (open-label design) com-
pared isoniazid or rifampicin plus pyrazinamide versus placebo after a mean of 3 years' follow-up
(see comment below). 71 Intention-to-treat analysis found that, overall, isoniazid or rifampicin plus
pyrazinamide significantly reduced the overall risk of TB at 2.5 years compared with placebo (1053
Zambian adults; 161 tuberculin skin test positive, 517 negative, the rest unknown; cumulative RR
of TB 0.55, 95% CI 0.32 to 0.93), although the benefit diminished over this time. ™

The second RCT (single-blind design) compared four treatments: isoniazid, isoniazid plus rifampicin,
isoniazid plus rifampicin plus pyrazinamide, and placebo. ™ It found no significant difference be-
tween isoniazid (given for 6 months) and placebo in the risk of active TB in tuberculin-positive
people at 3 years (2736 Ugandan adults, 2018 tuberculin skin test positive and 718 negative; RR
0.67,95% Cl 0.42 to 1.07). However, it found that isoniazid plus rifampicin (for 3 months), or isoniazid
plus rifampicin plus pyrazinamide (for 3 months) significantly reduced the risk of active TB infection
in tuberculin-positive people compared with placebo at 3 years (isoniazid plus rifampicin v placebo
adjusted RR 0.49, 95% CI 0.29 to 0.82; isoniazid plus rifampicin plus pyrazinamide v placebo ad-
justed RR 0.41, 95% CI 0.22 to 0.76). It found no significant difference between isoniazid (given
for 6 months) and placebo in people with a negative tuberculin skin test at 1 or 2 years' follow-up
(at 1 year: RR 0.74, 95% CI 0.30 to 1.79; at 2 years: adjusted RR 0.61, 95% CI 0.32 to 1.16). (el
The RCT did not assess all-cause mortality in people taking antituberculosis drugs compared with
placebo.

The first subsequent double-blind RCT (118 adults in South Africa with WHO stage 3 or 4 HIV, 98
tuberculin skin test negative) compared isoniazid versus placebo for 12 months. B2 Al participants
received pyridoxine 25 mg twice weekly. The RCT found no significant difference in rates of TB
infection between isoniazid and placebo at 2 years (analysis of 98 TB skin test-negative people:
18/100 person-years with isoniazid v 11.6/100 person-years with placebo; P = 0.42). It also found
no significant difference between groups in all-cause mortality but was underpowered to detect
clinically important differences in this outcome (14/48 [29%] with isoniazid v 18/50 [36%] with
placebo; P = 0.32). Compliance with treatment as measured by pill counts and patient-nominated
supervisor records was high (median 85% of all participants), with no significant difference in
compliance between groups.

The second subsequent double-blind RCT (277 children in South Africa with HIV, median age 24.7
months, 235 tuberculin skin test negative) compared isoniazid versus placebo for a mean 5.7
months. *® The RCT was stopped early owing to a significant increase in mortality for any cause,
primarily sepsis (P = 0.0002), in children receiving placebo. It found that isoniazid significantly re-
duced the incidence of TB at a mean 5.7 months compared with placebo (proportion with TB: 5/132
[4%)] with isoniazid v 13/131 [10%] with placebo; HR 0.28, 95% CI1 0.10 to 0.78).

Harms: Antituberculosis regimens versus placebo:
The systematic review found that antituberculosis prophylaxis significantly increased the risk of
adverse events resulting in stopping of treatment compared with placebo (7 RCTs; 5427 people:
137/3554 [4%! with antituberculosis prophylaxis v 33/1873 [2%)] with placebo; RR 2.49, 95% CI
1.64 to 3.77). ™

The first subsequent RCT gave no information on adverse effects. 18]

The second subsequent RCT found similar rates of grade 3 or 4 toxicity in both grouPs (5/132 [4%]
with isoniazid v 8/131 [6%] with placebo; significance assessment not reported). e
Comment: In one of the RCTs included in the review, ™

el many people taking placebo were offered isoniazid
after randomisation. "
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Clinical guide:

Without prophylaxis, people who are HIV and tuberculin skin test positive have a 50% or more
lifetime risk of developing tuberculosis compared with a 10% lifetime risk in people who are HIV
positive but tuberculin skin test negative. 190 Clinical features of TB may be atypical in people with
HIV infection and diagnosis may be more difficult, disease progression more rapid, and outcome
worse.

OPTION DIFFERENT ANTITUBERCULOSIS PROPHYLACTIC REGIMENS VERSUS EACH OTHER

Tuberculosis

Different antituberculosis prophylactic regimens compared with each other We don't know how primary prophylaxis
with isoniazid monotherapy for 6 to 12 months compares with combination treatment (isoniazid plus rifampicin, ri-
fampicin plus pyrazinamide, or isoniazid plus rifampicin plus pyrazinamide) for 2 to 3 months at reducing the risk of
active tuberculosis in people who are HIV positive (low-quality evidence).

Mortality

Different antituberculosis prophylactic regimens compared with each other We don't know how primary prophylaxis
with isoniazid monotherapy for 6 to 12 months compares with combination treatment (isoniazid plus rifampicin, ri-
fampicin plus pyrazinamide, or isoniazid plus rifampicin plus pyrazinamide) for 2 to 3 months at reducing mortality
(death from any cause) in people who are HIV positive (low-quality evidence).

Adverse effects

Different antituberculosis prophylactic regimens compared with each other Primary prophylaxis with combination
treatment (isoniazid plus rifampicin, rifampicin plus pyrazinamide, or isoniazid plus rifampicin plus pyrazinamide) for
2 to 3 months may be associated with an increase in the proportion of people who discontinue treatment because
of adverse effects compared with isoniazid monotherapy for 6 to 12 months (low-quality evidence).

For GRADE evaluation of interventions for HIV: primary and secondary prophylaxis for opportunistic infec-
tions, see GRADE table, p 30 .

Benefits: Different antituberculosis prophylactic regimens versus each other:
We found one systematic review (search date 2002, 13 RCTs, most single blind, 5664 HIV-positive
adults from Haiti, Kenya, Spain, Uganda, the USA, and Zambia). 1 The review found no significant
difference in the risk of active tuberculosis (TB) or death (any cause) between isoniazid
monotherapy for 6 to 12 months and combination treatment (isoniazid plus rifampicin, rifampicin
plus pyrazinamide, or isoniazid plus rifampicin plus pyrazinamide) for 2 to 3 months (TB: 3 RCTSs,
1390 people; 14/683 [2.05%)] with isoniazid v 14/707 [1.98%)] with isoniazid plus rifampicin; RR
1.05, 95% CI 0.51 to 2.17; death: 4 RCTs, 1385 people; 71/683 [10.4%)] with isoniazid v 67/702
[10.0%] with isoniazid plus rifampicin; RR 1.09, 95% CI 0.80 to 1.50; TB: 6 RCTs, 3196 people;
7311597 [4.57%)] with isoniazid v 73/1599 [4.56%] with rifampicin plus pyrazinamide: RR 1.00, 95%
Cl10.73 to 1.38; death: 6 RCTs, 3137 people; 299/1597 [18.7%] with isoniazid v 283/1540 [18.4%)]
with rifampicin plus pyrazinamide; RR 1.03, 95% CI 0.89 to 1.19; TB: 1 RCT, 998 people; 7/536
[1%)] with isoniazid v 10/462 [2%] isoniazid plus rifampicin plus pyrazinamide; RR 0.60, 95% ClI
0.23 to 1.57; death: 1 RCT, 998 people; 58/536 [11%] with isoniazid v 58/462 [13%] isoniazid plus
rifampicin plus pyrazinamide; RR 0.86, 95% Cl 0.61 to 1.21). *

Harms: Different antituberculosis prophylactic regimens versus each other:

The review found that combination treatment (for 2—-3 months) increased the risk of treatment dis-
continuation due to adverse effects compared with isoniazid monotherapy for 6 to 12 months (3
RCTs, 1390 people; 24/683 [4%)] with isoniazid v 33/707 [5%)] with isoniazid plus rifampicin; RR
0.75, 95% CI 0.46 to 1.24; 4 RCTs, 3196 people; 66/1597 [4%)] with isoniazid v 102/1599 [6%)] with
rifampicin plus pyrazinamide; RR 0.64, 95% CI 0.48 to 0.86; 1 RCT, 998 people; 3/536 [1%] with
isoniaz[ig] v 26/462 [6%] with isoniazid plus rifampicin plus pyrazinamide; RR 0.10, 95% CI 0.03 to
0.33).

Comment: The review did not find significant heterogeneity in outcomes in people whose tuberculin skin test
result at baseline was positive, negative, or unknown. (41 | ess than half of the RCTs included in
the systematic review reported on adherence to treatment and the definition of adherence varied
between studies. One RCT identified by the review found higher rates of adherence with a 2-month
course of rifampicin plus pyrazinamide compared with 6 months of isoniazid. A second RCT iden-
tified by the review reported better adherence with 3 months of isoniazid plus rifampicin compared
with 12 months of isoniazid. The remaining RCT identified by the review found no difference in
adherence among individuals receiving isoniazid for 6 months, isoniazid plus rifampicin for 3 months,
and isoniazid plus rifampicin plus pyrazinamide for 3 months.
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Clinical guide:

There is concern about emergence of rifampicin resistance if this drug is used in antituberculosis
prophylaxis, although we found no reports of this. There is a theoretical risk that widespread, unsu-
pervised use of isoniazid alone could promote resistance to this drug, although we found no evidence
that this has happened.

(elS]SS3R[e\Il \What are the effects of primary prophylaxis for disseminated Mycobacterium avium complex
(MAC) disease in people with HIV infection without previous MAC disease?

OPTION AZITHROMYCIN FOR PRIMARY PROPHYLAXIS FOR M AVIUM COMPLEX (MAC)

Mycobacterium avium complex (MAC)
Azithromycin compared with placebo Primary prophylaxis with azithromycin may be more effective at reducing the
incidence of MAC at 30 days in people with AIDS and CD4 count less than 100/mm® (low-quality evidence).

Azithromycin alone compared with rifabutin alone or compared with azithromycin plus rifabutin Primary prophylaxis
with azithromycin alone seems more effective than rifabutin alone at reducing the incidence of MAC at 1 year in HIV-
positive people. Primary prophylaxis with azithromycin alone and rifabutin alone seems less effective than azithromycin
plus rifabutin at reducing the incidence of MAC at 1 year in HIV-positive people (moderate-quality evidence).

Mortality

Azithromycin compared with placebo We don't know whether primary prophylaxis with azithromycin is more effective
at reducing all-cause mortality at 12 months in people with AIDS and CD4 count less than 100/mm? (very low-quality
evidence).

Azithromycin alone compared with rifabutin alone or compared with azithromycin plus rifabutin Primary prophylaxis
with azithromycin alone, rifabutin alone, and with azithromycin plus rifabutin, seems equally effective at reducing all-
cause mortality in HIV-positive people (moderate-quality evidence).

Adverse effects
Azithromycin alone compared with rifabutin alone or compared with azithromycin plus rifabutin Dose-limiting toxicity
may be less likely with azithromycin alone than with azithromycin plus rifabutin (low-quality evidence).

For GRADE evaluation of interventions for HIV: primary and secondary prophylaxis for opportunistic infec-
tions, see GRADE table, p 30.

Benefits: Azithromycin versus placebo:
One double-blind RCT (174 people with AIDS and CD4 count less than 100/mm3) found that
azithromycin significantly reduced the incidence of Mycobacterium avium complex (MAC) at 30
days after completion of treatment compared with placebo (9/85 [11%] with azithromycin v 22/89
[25%)] with placebo; P = 0.004). *” The RCT found no significant difference in all-cause mortality
between groups but was underpowered to detect a clinically important difference in this outcome
(at 12 months: 16% with azithromycin v 22% with placebo; reported as not significant, absolute
numbers not reported).

Azithromycin versus rifabutin or versus azithromycin plus rifabutin:
We found one RCT, which compared three treatments: azithromycin alone, rifabutin alone, and
azithromycin plus rifabutin. 1 See benefits of macrolides plus rifabutin, p 13 .

Harms: Azithromycin versus placebo:
Gastrointestinal adverse effects were more likely with azithromycin than with placebo (71/90 [79%)]
with azithromycin v 25/91 [28%] with placebo; NNH 2, CI not reported), but they were rarely severe
g(r)}ough to cause discontinuation of treatment (8% with azithromycin v 2% with placebo; P = 0.14).

Azithromycin versus rifabutin or versus azithromycin plus rifabutin:
See harms of macrolides plus rifabutin, p 13 .

Comment: Prospective cohort studies found that the risk of disseminated MAC disease increased substantially

with a lower CD4 count and was clinically important only for CD4 counts less than 50/mm°. ™

Clinical guide:
Role of highly active antiretroviral treatment (HAART):
Most of the RCTs of MAC prophylaxis were conducted before the widespread use of HAART.

HAART reduces the absolute risk of MAC infection. The absolute risk reduction of prophylactic
regimens may be smaller when used in people treated with HAART.
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OPTION CLARITHROMYCIN FOR PRIMARY PROPHYLAXIS FOR MYCOBACTERIUM AVIUM COMPLEX
(MAC)

Mycobacterium avium complex (MAC)
Clarithromycin compared with placebo Primary prophylaxis with clarithromycin is more effective at reducing the inci-
dence of MAC at a mean of 10 months in people with advanced AIDS (high-quality evidence).

Clarithromycin alone compared with rifabutin alone or compared with clarithromycin plus rifabutin Primary prophy-
laxis with clarithromycin alone or clarithromycin plus rifabutin seems more effective than rifabutin alone at reducing
the incidence of MAC in people with AIDS, but we don't know whether clarithromycin alone is more effective than
clarithromycin plus rifabutin (moderate-quality evidence).

Mortality
Clarithromycin compared with placebo Primary prophylaxis with clarithromycin seems more effective at reducing all-
cause mortality in people with advanced AIDS (moderate-quality evidence).

Clarithromycin alone compared with rifabutin alone or compared with clarithromycin plus rifabutin Primary prophylaxis
with clarithromycin alone, clarithromycin plus rifabutin, and rifabutin alone seems equally effective at reducing all-
cause mortality in people with AIDS (moderate-quality evidence).

Adverse effects

Clarithromycin alone compared with rifabutin alone or compared with clarithromycin plus rifabutin Primary prophylaxis
with clarithromycin alone or rifabutin alone may be associated with a decrease in the proportion of people who have
adverse effects compared with clarithromycin plus rifabutin (low-quality evidence).

For GRADE evaluation of interventions for HIV: primary and secondary prophylaxis for opportunistic infec-
tions, see GRADE table, p 30.

Benefits: Clarithromycin versus placebo:

We found one systematic review (search date 1997) of prophylaxis and treatment of Mycobacterium
avium complex (MAC). “? It identified one double-blind RCT (682 people with advanced AIDS),
3 which found that clarithromycin significantly reduced the incidence of MAC over a mean 10.5
months compared with placebo (19/333 [6%] with clarithromycin v 53/334 [16%)] with placebo; ad-
justed HR to allow for shorter (9.5 months) follow-up of people taking placebo 0.31, 95% CI1 0.18
to 0.53). The RCT also found that clarithromycin significantly reduced all-cause mortality compared
with placebo (107/333 [32%] with clarithromycin v 137/334 [41%] with placebo; HR 0.75, 95% CI
0.58 to 0.97; P = 0.03). **

Clarithromycin versus rifabutin or versus clarithromycin plus rifabutin:
We found one RCT comparing three treatments: clarithromycin alone, rifabutin alone, and clar-
ithromycin plus rifabutin. 24 See benefits macrolides plus rifabutin, p 13 .

Harms: Clarithromycin versus placebo:
Adverse effects led to discontinuation of treatment in a slightly larger proportion of people taking
clarithromycin than placebo (8% with clarithromycin v 6% with placebo; P = 0.45). Proportionately
more people taking clarithromycin suffered altered taste or rectal disorders (altered taste: 11% with
clarithromycin v 2% with placebo; rectal disorders: 8% with clarithromycin v 3% with placebo). (0]

Clarithromycin versus rifabutin or versus clarithromycin plus rifabutin:
See harms of macrolides plus rifabutin, p 13 .

Comment: Prospective cohort studies found that the risk of disseminated MAC disease increased substantially
with a lower CD4 count and was clinically important only for CD4 counts less than 50/mm°>. ™ see
role of highly active antiretroviral treatment in comment on azithromycin, p 12 .

OPTION MACROLIDES PLUS RIFABUTIN VERSUS EITHER ALONE FOR PRIMARY PROPHYLAXIS
FOR MYCOBACTERIUM AVIUM COMPLEX (MAC)

Mycobacterium avium complex (MAC)

Clarithromycin plus rifabutin compared with clarithromycin alone or compared with rifabutin alone Primary prophylaxis
with clarithromycin plus rifabutin or clarithromycin alone seems more effective than rifabutin alone at reducing the
incidence of MAC in people with AIDS, but we don't know whether clarithromycin plus rifabutin is more effective than
clarithromycin alone (moderate-quality evidence).

Azithromycin plus rifabutin compared with azithromycin alone or compared with rifabutin alone Primary prophylaxis
with azithromycin plus rifabutin seems more effective than azithromycin alone or rifabutin alone at reducing the inci-
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dence of MAC at 1 year in HIV-positive people. Primary prophylaxis with azithromycin alone seems more effective
than rifabutin alone at reducing the incidence of MAC at 1 year in HIV-positive people (moderate-quality evidence).

Mortality

Clarithromycin plus rifabutin compared with clarithromycin alone or compared with rifabutin alone Primary prophylaxis
with clarithromycin plus rifabutin, clarithromycin alone, and rifabutin alone seems equally effective reducing all-cause
mortality in people with AIDS (moderate-quality evidence).

Azithromycin plus rifabutin compared with azithromycin alone or compared with rifabutin alone Primary prophylaxis
with azithromycin plus rifabutin, azithromycin alone, or rifabutin alone seems equally effective at reducing all cause
mortality in HIV-positive people (moderate-quality evidence).

Adverse effects

Clarithromycin plus rifabutin compared with clarithromycin alone or compared with rifabutin alone Primary prophylaxis
with clarithromycin plus rifabutin may be associated with an increase in the proportion of people who have adverse
effects compared with clarithromycin alone or rifabutin alone (low-quality evidence).

Azithromycin plus rifabutin compared with azithromycin alone or compared with rifabutin alone Dose-limiting toxicity
may be more likely with azithromycin plus rifabutin than with azithromycin alone (low-quality evidence).

For GRADE evaluation of interventions for HIV: primary and secondary prophylaxis for opportunistic infec-
tions, see GRADE table, p 30 .

Benefits: Clarithromycin plus rifabutin versus clarithromycin alone or versus rifabutin alone:

We found one double-blind RCT (1178 people with AIDS), which compared three interventions:
clarithromycin plus rifabutin, clarithromycin alone, or rifabutin alone. 41t found no significant dif-
ference in the risk of Mycobacterium avium complex (MAC) between the combination and clar-
ithromycin alone (RR 0.79, 95% CI 0.48 to 1.31 for combination v clarithromycin; P = 0.36). It found
that both the combination treatment and clarithromycin alone significantly reduced the risk of MAC
compared with rifabutin alone (RR 0.43, 95% CI 0.27 to 0.69; P = 0.0003 for combination v rifabutin;
RR 0.56, 95% CI 0.37 to 0.84; P = 0.005 for clarithromycin alone v rifabutin). The RCT found no
significant difference in all-cause mortality between combination treatment and clarithromycin alone
or rifabutin alone or between clarithromycin alone and rifabutin alone (RR 0.89, 95% CI 0.72 to
1.10 for combination v clarithromycin; P = 0.79; RR 0.92, 95% CI 0.74 to 1.13; P = 0.42 for combi-
nation v rifabutin; RR 0.97, 95% CI 0.78 to 1.20; P = 0.79 for clarithromycin alone v rifabutin).

Azithromycin plus rifabutin versus azithromycin alone or versus rifabutin alone:

One double-blind RCT (693 HIV-positive people) found that the combination of azithromycin plus
rifabutin compared with azithromycin alone or rifabutin alone reduced the incidence of MAC at 1
year (15% with rifabutin v 8% with azithromycin v 3% with rifabutin plus azithromycin; P less than
0.001 for combination v rifabutin; P = 0.03 for combination v azithromycin). 1) Azithromycin alone
also significantly reduced the incidence of MAC at 1 year compared with rifabutin alone (P = 0.008).
There was similar all-cause mortality in all groups over the study period (median 514 days' follow-
up: 81/224 [36%] with combination v 83/233 [37%)] with azithromycin alone v 81/236 [34%] with ri-
fabutin alone; significance not assessed).

Harms: Rifabutin plus clarithromycin versus rifabutin alone or clarithromycin alone:
The RCT found that adverse events occurred in 31% of people receiving the combination of clar-
ithromycin plus rifabutin compared with 16% with clarithromycin alone and 18% with rifabutin alone
(P less than 0.001). 4 Uveitis occurred in 42 people: 33 with clarithromycin plus rifabutin, seven
with rifabutin alone, and two with clarithromycin alone.

Uveitis:

We found one s%/stematic review of case reports (search date 1994, 54 people with rifabutin-asso-
ciated uveitis). *I' 1t found that uveitis was dose dependent. It occurred from 2 weeks to more than
7 months after initiation of rifabutin treatment, and was more likely in people taking rifabutin plus
clarithromycin. In most people, uveitis resolved 1 to 2 months after discontinuation of rifabutin.

Rifabutin plus azithromycin versus rifabutin alone or azithromycin alone:
One RCT found that dose-limiting toxicity was more likely with azithromycin plus rifabutin compared
with azithromycin alone (HR 1.67; P = 0.03). *!!

Comment: Prospective cohort studies found that the risk of disseminated MAC disease increased substantially
with a lower CD4 count and was clinically important only for CD4 counts less than 50/mm?>.
Clarithromycin may inhibit rifabutin metabolism; rifabutin may decrease levels of delavirdine and
saquinavir. See role of highly active antiretroviral treatment in comment on azithromycin, p 12 .
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(o]8]SSyR[6\Il \What are the effects of secondary prophylaxis for disseminated Mycobacterium avium
complex (MAC) disease in people with HIV infection and previous MAC disease?

OPTION MACROLIDES PLUS ETHAMBUTOL FOR SECONDARY PROPHYLAXIS FOR MYCOBACTERI-
UM AVIUM COMPLEX (MAC)

Mycobacterium avium complex (MAC)

Clarithromycin plus ethambutol compared with clarithromycin plus ethambutol plus rifabutin We don't know how
secondary prophylaxis with clarithromycin plus ethambutol compares with clarithromycin plus ethambutol plus rifabutin
at reducing rates of MAC (very low-quality evidence).

Mortality
Clarithromycin plus ethambutol compared with clarithromycin plus ethambutol plus rifabutin Secondary prophylaxis
with clarithromycin plus ethambutol may be less effective at reducing all-cause mortality (very low-quality evidence).

Note
There is consensus that clarithromycin plus ethambutol is effective for secondary prophylaxis of MAC. We found no
direct information from RCTs about the effects of azithromycin plus ethambutol.

For GRADE evaluation of interventions for HIV: primary and secondary prophylaxis for opportunistic infec-
tions, see GRADE table, p 30 .

Benefits: Clarithromycin plus ethambutol versus clarithromycin plus ethambutol plus rifabutin:
We found one RCT (160 people, open-label design) comparing three interventions: clarithromycin
plus ethambutol, clarithromycin plus rifabutin, or all three drugs. %11t found no significant difference
among groups in the proportion of people with microbiological and clinical response at 12 weeks
(14/53 [26%] with clarithromycin plus ethambutol v 13/50 [26%] with clarithromycin plus rifabutin
v 17/57 [30%] with all three drugs; P = 0.9). It found no significant difference in relapse rates between
the combination of all three drugs and clarithromycin plus ethambutol (proportion who relapsed:
7% with clarithromycin plus ethambutol v 6% with all 3 drugs; P = 0.6, absolute numbers not report-
ed). It found that the combination of all three drugs significantly reduced relapse over 48 weeks in
those who had responded compared with clarithromycin plus rifabutin (proportion who relapsed:
24% with clarithromycin plus rifabutin v 6% with all 3 drugs; P = 0.03, absolute numbers not reported.
It also found that the combination of all three drugs significantly increased survival at 48 weeks
compared with either two-drug combination (HR 0.44, 95% CI 0.23 to 0.83 for all 3 drugs v clar-
ithromycin plus ethambutol; HR 0.49, 95% CI 0.26 to 0.92 for all 3 drugs v clarithromycin plus ri-
fabutin, absolute numbers not reported). These differences in survival remained significant when
adjustments for protease inhibitor use and other prognostic factors were made.

Azithromycin plus ethambutol:
We found no RCTSs.

Harms: Combinations of drugs may lead to increased toxicity. Optic neuropathy may occur with ethambutol,
but has not been reported in RCTs in people with HIV, where the dose and symptoms were care-
fully monitored.

Clarithromycin plus ethambutol versus clarithromycin plus ethambutol plus rifabutin:

The RCT found no significant difference among groups in the proportion of people who withdrew
owing to adverse effects (7/53 [13%] with clarithromycin plus ethambutol v 12/50 [24%] with clar-
ithromycin plus rifabutin v 8/57 [14%] with all 3 drugs; P = 0.3). ) Adverse effects were primarily
gastrointestinal.

Azithromycin plus ethambutol:
We found no RCTSs.

Higher-dose versus lower-dose clarithromycin:

One open-label RCT (85 people), which compared clarithromycin 500 mg twice daily versus 1000 mg
twice daily, found that, after a median follow-up of 4.5 months, mortality was significantly higher
with the higher dose (85 people; 17/40 [43%] with 1000 mg twice daily v 10/45 [22%)] with 500 mg
twice daily; ARI 20%, 95% CI 0.2% to 33%; NNH 5, 95% CI 3 to 470). *"! A similar difference was
seen in another double-blind RCT (154 people). *

Comment: Clinical guide:
Prospective cohort studies found that the risk of disseminated MAC disease increased substantially
with a lower CD4 count and was clinically important only for CD4 counts less than 50/mm?. %%
Clarithromycin may inhibit rifabutin metabolism; rifabutin may decrease levels of delavirdine and
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saquinavir. Although the combination of all three drugs showed survival benefit over a two-drug
combination in one RCT, in the era of highly active antiretroviral treatment (HAART), most clinicians
prescribe clarithromycin plus ethambutol because of toxicity and drug interactions with rifabutin.

(els]SSy[6\Il \What are the effects of secondary prophylaxis for cytomegalovirus (CMV), herpes simplex
virus (HSV), and varicella zoster virus (VZV) in people with HIV infection?

OPTION ACICLOVIR FOR SECONDARY PROPHYLAXIS FOR HSV OR VzZV

Herpes simplex virus (HSV), varicella zoster virus (VZV)

Aciclovir compared with valaciclovir Secondary prophylaxis with aciclovir or valaciclovir may be equally effective at
reducing recurrence of HSV at 48 weeks in CMV-seropositive people with CD4 count greater than 100/mm?® (moderate-
quality evidence).

For GRADE evaluation of interventions for HIV: primary and secondary prophylaxis for opportunistic infec-
tions, see GRADE table, p 30 .

Benefits: Aciclovir versus placebo:
We found no systematic review or RCTSs.

Aciclovir versus valaciclovir:

We found one double-blind RCT (1062 HIV-positive people with history of recurrent genital or
anogenital HSV, and a median CD4 count of 320/mm®) compared aciclovir (400 mg twice daily)
versus valaciclovir (500 mg twice daily or 1000 mg once daily). 91t found no significant difference
between aciclovir and either dose of valaciclovir in HSV recurrence at 48 weeks (valaciclovir 500 mg
twice daily v aciclovir: HR for recurrence 0.73, 95% CI 0.50 to 1.06; valaciclovir 1000 mg daily v
aciclovir: HR for recurrence 1.31, 95% CI 0.94 to 1.82; absolute results presented graphically). **
The RCT did not assess differences between groups in all-cause mortality.

Harms: Aciclovir versus placebo:
We found no RCTSs.

Aciclovir versus valaciclovir:

The second RCT found a similar frequency of adverse events (including headache and nausea)
with aciclovir (400 mg twice daily) and valaciclovir (500 mg twice daily or 1000 mg once daily; AR
for treatment limiting adverse events: 11% with valaciclovir [dose regimens pooled] v 9% with aci-
clovir; significance assessment not performed). [29)

Comment: The survival benefit with aciclovir and valaciclovir is unclear. The absolute risk reduction may be
higher in people who have frequent HSV or VZV infections. Aciclovir is no longer used as prophy-
laxis for CMV.

OPTION GANCICLOVIR FOR SECONDARY PROPHYLAXIS FOR CMV, HSV, OR VZV

We found no clinically important results from RCTs about the effects of ganciclovir for secondary prophy-
laxis against CMV, HSV, or VZV.

Note
There is consensus, based on the benefits of aciclovir in this population and clinical experience of use of
ganciclovir, that ganciclovir is effective as secondary prophylaxis for CMV, HSV, or VZV.

For GRADE evaluation of interventions for HIV: primary and secondary prophylaxis for opportunistic infec-
tions, see GRADE table, p 30.

Benefits: We found no systematic review or RCTSs.
Harms: We found no RCTs.
Comment: Clinical guide:

There is consensus, based on the benefits of aciclovir in people with HSV or VZV, and clinical ex-
perience of use of ganciclovir, that ganciclovir is effective as secondary prophylaxis for CMV, HSV,
or VZV. Ganciclovir is currently used in preference to aciclovir, valaciclovir, or famciclovir for primary
prophylaxis of CMV.
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OPTION VALACICLOVIR FOR SECONDARY PROPHYLAXIS FOR HSV OR VzZV

Herpes simplex virus (HSV), varicella zoster virus (VZV)
Valaciclovir compared with placebo Secondary prophylaxis with valaciclovir seems more effective at reducing genital
and oral HSV infection at 6 months in HIV-positive people with history of recurrent genital herpes and a median CD4
count of 313/mm?® to 336/mm? (moderate-quality evidence).

Different valaciclovir dosage schedules compared with each other Secondary prophylaxis with valaciclovir 500 mg
twice daily seems more effective than valaciclovir 1000 mg once daily at reducing anogenital HSV at 48 weeks in
HIV-positive people with history of recurrent genital or anogenital HSV and a median CD4 count of 320/mm? (mod-
erate-quality evidence).

Valaciclovir compared with aciclovir Secondary prophylaxis with valaciclovir or aciclovir may be equally effective at
reducing the incidence of HSV disease at 48 weeks in CMV-seropositive people with CD4 count less than 100/mm?®
(moderate-quality evidence).

Note
Valaciclovir has been associated with increased risk of anaemia and neutropenia.

For GRADE evaluation of interventions for HIV: primary and secondary prophylaxis for opportunistic infec-
tions, see GRADE table, p 30 .

Benefits: Valaciclovir versus placebo:

We found one double-blind RCT (293 HIV-positive people with history of recurrent genital herpes;
median CD4 count 336/mm? in the valaciclovir group and 313/mm? in the placebo group) comparing
valaciclovir 500 mg twice daily versus placebo. B9 1t found that valaciclovir significantly reduced
genital herpes simplex virus (HSV) recurrence compared with placebo at 6 months (AR for being
genital HSV-recurrence free: 65% with valaciclovir v 26% with placebo; RR 2.5, 95% CI 1.8 to 3.5).
There was a significant reduction in oral herpes with valaciclovir compared with placebo at 6 months
(AR for being oral HSV-recurrence-free: 76% with valaciclovir v 62% with placebo; RR 1.24, 95%
Cl1 1.04 to 1.48). The RCT did not assess all-cause mortality.

Different valaciclovir dosage schedules:

We found one double-blind RCT comparing three treatments: valaciclovir 500 mg twice daily,
valaciclovir 1000 mg once daily, and aciclovir 400 mg twice daily. * It found that valaciclovir
500 mg twice daily significantly reduced anogenital HSV recurrence at 48 weeks compared with
valaciclovir 1000 mg daily (HR 0.56, 95% CI 0.39 to 0.79; absolute results presented graphically).
The RCT did not assess differences between groups in all-cause mortality. [29)

Valaciclovir versus aciclovir:
See benefits of aciclovir, p 17 .

Harms: Valaciclovir versus placebo:
The RCT found that valaciclovir increased the risk of adverse effects (including headache, diarrhoea,
fatigue, and nausea) compared with placebo (overall adverse effects: 75% with valaciclovir v 58%
with placebo; significance assessment not performed). (=0l

Different valaciclovir dosage schedules:

Adverse effects were similar with the different dosage schedules (diarrhoea: 19% with valaciclovir
500 mg twice daily v 21% with valaciclovir 1000 mg once daily; headache: 18% in each group;
significance assessment not performed).

Valaciclovir versus aciclovir:
See harms of aciclovir, p 16 .

Comment: Valaciclovir is associated with anaemia and neutropenia.
OPTION FAMCICLOVIR FOR SECONDARY PROPHYLAXIS FOR HSV OR VzZV

Herpes simplex virus (HSV), varicella zoster virus (VZV)

Famciclovir compared with placebo Secondary prophylaxis with famciclovir may be more effective at suppressing
viral shedding of HSV in people with frequent recurrences, but we don't know about clinical outcomes (very low-
quality evidence).

Note
There is consensus, based on the benefits of aciclovir in people with HSV or VZV, and clinical experience of use of
famciclovir, that famciclovir is effective as secondary prophylaxis for HSV or VZV.
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For GRADE evaluation of interventions for HIV: primary and secondary prophylaxis for opportunistic infec-
tions, see GRADE table, p 30 .

Benefits: Famciclovir versus placebo:
We found no systematic review. One double-blind crossover placebo-controlled RCT (48 people)
found that secondary famciclovir suppressed viral shedding of herpes simplex virus (HSV) in people
with frequent recurrences (in an intention-to-treat analysis before crossover HSV was isolated in
9/1071 [1%)] famciclovir days v 122/1114 [11%] placebo days; P less than 0.001). " Breakthrough
reactivations on famciclovir were short lived and often asymptomatic. The RCT did not assess all-
cause mortality.

Harms: Famciclovir versus placebo:
Famciclovir was well tolerated, and the incidence of adverse effects was similar in both groups. (51

Comment: The conclusions of this RCT are difficult to interpret. The randomisation process allocated partici-
pants to groups, but the intention-to-treat analysis involved the number of days with symptoms
rather than the number of participants who improved. There was no assessment of statistical sig-
nificance of clinical outcomes. The analysis of the trial was impeded by a high withdrawal rate.
There is consensus, based on the benefits of aciclovir in people with HSV or VZV, and clinical ex-
perience of use of famciclovir, that famciclovir is effective as secondary prophylaxis for HSV or
VZV.

(elU]=S3N[e]VIll \What are the effects of primary prophylaxis for invasive fungal disease in people with HIV
infection without previous fungal disease?

OPTION AZOLES FOR PRIMARY PROPHYLAXIS FOR INVASIVE FUNGAL DISEASE

Invasive fungal disease

Fluconazole compared with placebo We don't know whether primary prophylaxis with fluconazole is more effective
at reducing the incidence of invasive cryptococcal disease at 4.7 months in people in Thailand with CD4 counts less
than 100/mm? (very low-quality evidence).

Itraconazole compared with placebo Primary prophylaxis with itraconazole is more effective at reducing the incidence
of invasive fungal disease at 16 months in people in both developed and developing countries with CD4 counts
ranging from less than 300/mm? to less than 100/mm? (high-quality evidence).

High-dose fluconazole compared with low-dose fluconazole We don't know how primary prophylaxis with fluconazole
200 mg daily compares with fluconazole 400 mg once weekly at reducing the rate of invasive fungal infections over
74 weeks (low-quality evidence).

Fluconazole compared with clotrimazole troches Primary prophylaxis with fluconazole may be more effective at re-
ducing the incidence of invasive fungal infections at 35 months in people in the US with CD4 counts less than 200/mm?
(low-quality evidence).

Mortality
Fluconazole compared with placebo We don't know whether fluconazole is more effective at reducing all-cause
mortality at 4.7 months in people in Thailand with CD4 counts less than 100/mm?® (very low-quality evidence).

Itraconazole compared with placebo Primary prophylaxis with itraconazole seems no more effective at reducing all-
cause mortality at 16 months in people in both developed and developing countries with CD4 counts ranging from
less than 300/mm?® to less than 100/mm? (high-quality evidence).

High-dose fluconazole compared with low-dose fluconazole We don't know how primary prophylaxis with fluconazole
200 mg daily compares with fluconazole 400 mg once weekly at reducing all-cause mortality over 74 weeks (low-
quality evidence).

Fluconazole compared with clotrimazole troches We don't know how primary prophylaxis with fluconazole compares
with clotrimazole troches at reducing all-cause mortality at 35 months in people in the US with CD4 counts less than
200/mm? (low-quality evidence).

Note
Azoles have been associated with congenital anomalies and potentially serious interactions with other drugs.

For GRADE evaluation of interventions for HIV: primary and secondary prophylaxis for opportunistic infec-
tions, see GRADE table, p 30 .
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Benefits: Fluconazole versus placebo:

We found one systematic review (search date 2004), which identified one double-blind RCT (90
Bzeople in Thailand with CD4 counts less than 100/mm3) comparing fluconazole versus placebo.

! The RCT found no significant difference between fluconazole and placebo in the incidence of
invasive cryptococcal disease over a median 4.7 months, but it may have lacked power to detect
a clinically important difference between groups (3/44 [7%] with fluconazole v 7/46 [15%] with
placebo; RR 0.45, 95% CI 0.12 to 1.62). The RCT also found no significant difference between
fluconazole and placebo in all-cause mortality over a median 4.7 months, but it may have lacked
power to detect a clinically important difference between groups (2/44 [5%)] with fluconazole v 9/46
[20%] with placebo; RR 0.23, 95% CI 0.05 to 1.02).

Itraconazole versus placebo:

We found one systematic review (search date 2004), which identified three double-blind RCTs
(798 people in both developed and developing countries with CD4 counts ranging from less than
300/mm?® to less than 100/mm?®) comparing itraconazole versus placebo. *? The review found that
itraconazole significantly reduced the incidence of invasive fungal infections over about 16 months
(1/399 [0.3%)] with itraconazole v 17/399 [2%)] with placebo; RR 0.12, 95% CI 0.03 to 0.51). How-
ever, the review found no significant difference in all-cause mortality over about 16 months between
itraconazole and placebo (53/399 [13%] with itraconazole v 46/399 [11%)] with placebo; RR 1.12,
95% CI 0.70 to 1.80).

High-dose versus low-dose fluconazole:

One double-blind multicentre RCT (636 people) compared fluconazole 200 mg daily versus 400 mg
once weekly and found no significant difference in the rate of invasive fungal infections over a follow-
up of 74 weeks (8% with 200 mg daily v 6% with 400 mg once weekly; ARR +2.2%, 95% CI —-1.7%
to +6.0%). °*) The RCT found no significant difference between groups in all-cause mortality at 74
weeks (36.7% with 200 mg daily v 37.2% with 400 mg once weekly; HR 0.98, 95% CI1 0.76 to 1.26).

Fluconazole versus clotrimazole troches:

We found one systematic review (search date 2004), I which identified one open-label RCT
(428 people in the US with CD4 counts less than 200/mm3) comparing fluconazole 200 mg daily
versus clotrimazole troches 10 mg five times daily. The RCT found that fluconazole 200 mg daily
significantly reduced the incidence of invasive fungal infections compared with clotrimazole troches
(10 mg 5 times/day) after a median follow-up of 35 months ﬁ4% with fluconazole v 11% with clotri-
mazole; HR of developing infection 3.3, 95% CI 1.5 to 7.6). *I The RCT found no significant dif-
ference between groups in all-cause mortality, but it may have been underpowered to detect a
clinically important difference between groups (98/217 [45%)] with fluconazole v 89/211 [42%)] with
clotrimazole; HR for death 0.9, 95% CI 0.6 to 1.1; P = 0.26).

132 [34]

Harms: Congenital anomalies have occurred in a few children born to mothers receiving fluconazole. Itra-
conazole is embryotoxic and teratogenic in animals. Trials have therefore excluded pregnant
women. Azoles may interact with antiretroviral regimens, although the effects tend to be modest
and most do not require dose adjustments. 351 Azoles inhibit the metabolism of some drugs such
as terfenadine. Theoretically they may increase the risk of sudden death due to ventricular tachy-
cardia.

Fluconazole versus placebo:

The RCT identified by the review gave no information on adverse effects. *!

Itraconazole versus placebo:

The review reported that the data on adverse effects provided by the RCTs assessing itraconazole
versus placebo were insufficient to perform any meaningful statistical analyses. 2 The first RCT
identified by the review found that itraconazole significantly increased the proportion of people with
skin rash compared with placebo (10% with itraconazole v 2% with placebo; P = 0.02). B The
second RCT identified by the review found no significant difference between treatments in overall
adverse effects, including skin rashes (skin rashes: 25% with itraconazole v 23% with placebo;
overall adverse effects; P greater than 0.5). 7 The third RCT identified by the review found a
similar frequency of adverse effects in both treatment groups. B8 It also found that early medication
discontinuations were similar between treatment groups (20% with itraconazole v 23% with placebo).

High-dose versus low-dose fluconazole:

The RCT found that a similar proportion of people experienced gastrointestinal symptoms in both
treatment groups (73% with 200 mg daily v 70% with 400 mg once weekly). It found that 3.1% of
people in the fluconazole 200 mg-daily group and 2.5% of people in the fluconazole 400 mg once-
weekly group withdrew from treatment because of adverse effects (increased liver function tests
or haematological abnormalities). !
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Fluconazole versus clotrimazole troches:

The RCT identified by the review 132 found a similar frequency of adverse effects in both treatment
groups. It also found that fluconazole did not significantly increase the proportion of people who
discontinued treatment compared with clotrimazole (13 people with fluconazole v 6 people with
clotrimazole; P = 0.11). (24

Comment: Azoles effectively reduce invasive fungal disease. Any absolute benefit is probably even lower in
people treated with highly active antiretroviral treatment. Lack of evidence of any survival benefit,
potential for complex drug interactions with current antiretroviral regimens, and potential for devel-
oping resistant fungal isolates means that there is doubt about routine antifungal prophylaxis in
HIV-infected people without previous invasive fungal disease, although one large open-label RCT
(829 people with oral candidiasis) found no significant difference in rates of fluconazole-resistant
infections over 42 months between continuous and episodic fluconazole (proportion of people with
azole-resistant cgggdidiasis: 17/413 [4.1%)] with continuous v 18/416 [4.3%)] with episodic prophy-
laxis; P = 0.88).

(olSI=SyN[e]NIll \What are the effects of secondary prophylaxis for invasive fungal disease in people with
HIV infection and previous invasive fungal disease?

OPTION AZOLES FOR SECONDARY PROPHYLAXIS FOR PENICILLIUM MARNEFFEI

Penicillium marneffei
Itraconazole compared with placebo Secondary prophylaxis with itraconazole seems more effective at reducing the
relapse of Penicillium marneffei infection in people with AIDS in Asia (moderate-quality evidence).

Mortality
Itraconazole compared with placebo We don't know whether secondary prophylaxis with itraconazole is more effective
at reducing all-cause mortality in people with AIDS in Asia (moderate-quality evidence).

For GRADE evaluation of interventions for HIV: primary and secondary prophylaxis for opportunistic infec-
tions, see GRADE table, p 30 .

Benefits: We found no systematic review.

Itraconazole versus placebo:

We found one double-blind RCT (71 people with AIDS in Asia), which found that itraconazole sig-
nificantly reduced the relapse of Penicillium marneffei infection compared with placebo (AR for
relapse within 1 year: 0/36 [0%] with itraconazole v 20/35 [57%)] with placebo; P less than 0.001).
I The RCT found no significant difference between groups in all-cause mortality, but it may have
been underpowered to detect a clinically important difference (11/36 [31%] with itraconazole v
15/35 [43%] with placebo; P = 0.27).

Fluconazole:
We found no systematic review or RCTSs.

Harms: Itraconazole versus placebo:

The RCT gave no information on adverse effects. t40)
Fluconazole:
We found no RCTSs.

Comment: Clinical guide:
Recurrent infection is common in people with previous Cryptococcus neoformans, Histoplasma
capsulatum, and Penicillium marneffei infections. Lifelong maintenance may be needed in the
presence of immune impairment, but it appears safe to discontinue in the setting of immune recon-
stitution.

OPTION AZOLES FOR SECONDARY PROPHYLAXIS FOR CRYPTOCOCCAL MENINGITIS

Cryptococcal meningitis
Itraconazole compared with fluconazole Secondary prophylaxis with itraconazole is less effective in reducing relapses
of successfully treated cryptococcal meningitis over 12 months in people with HIV infection (high-quality evidence).

Mortality
Itraconazole compared with fluconazole We don't know how secondary prophylaxis with itraconazole compares with
fluconazole at reducing all-cause mortality in people with HIV infection (low-quality evidence).
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For GRADE evaluation of interventions for HIV: primary and secondary prophylaxis for opportunistic infec-
tions, see GRADE table, p 30 .

Benefits: We found no systematic review.

Itraconazole versus fluconazole:

One double-blind RCT (108 people with HIV infection) found that fluconazole significantly reduced
relapses of successfully treated cryptococcal meningitis over 12 months compared with itraconazole
(AR for relapse: 13/57 [23%)] with itraconazole v 2/51 [4%)] with fluconazole; ARR 19.0%, 95% CI
6.2% to 31.7%; RR 0.17, 95% CI 0.04 to 0.71; NNT 5, 95% CI 3 to 16). “" The trial was stopped
early because of the higher rate of relapse with itraconazole. It found no significant difference in
all-cause mortality between groups (6/57 [10%] with itraconazole v 8/51 [16%] with fluconazole;
P =0.81).

Harms: The RCT reported that two people discontinued itraconazole because of skin rashes, one discon-
tinued because of severe anaemia, and one discontinued because of gastrointestinal effects,
compared with no discontinuations in people taking fluconazole. (1

Comment: Clinical guide:
Recurrent infection is common in people with previous Cryptococcus neoformans, Histoplasma
capsulatum, and P marneffei infections. Lifelong maintenance may be needed in the presence of
immune impairment but it appears safe to discontinue in the setting of immune reconstitution.

(els]=S3N[e]NVIll \What are the effects of discontinuing primary prophylaxis against opportunistic pathogens
in people with HIV infection taking highly active antiretroviral treatment (HAART)?

OPTION DISCONTINUING PRIMARY PROPHYLAXIS FOR P JIROVECII PNEUMONIA (PCP) AND
TOXOPLASMOSIS

Pneumocystis jirovecii pneumonia (PCP)

Discontinuation compared with continuation of primary prophylaxis Discontinuing primary prophylaxis for PCP does
not seem to increase rates of PCP at 20 months in adults aged over 18 years with HIV and an increase of CD4 cell
count to greater than 200/mm® for at least 3 months after taking highly active antiretroviral treatment (HAART)
(moderate-quality evidence).

Toxoplasmosis

Discontinuation compared with continuation of primary prophylaxis Discontinuing primary prophylaxis for toxoplas-
mosis may not increase rates toxoplasma encephalitis at 6 months or toxoplasmosis at 12 months in adults aged
over 18 years with HIV and an increase of CD4 cell count to greater than 200/mm?® for at least 3 months after taking
HAART (low-quality evidence).

Note
In the Rg:Ts, in all participants randomised to discontinuation, prophylaxis was re-started if CD4 counts fell below
200/mm°.

For GRADE evaluation of interventions for HIV: primary and secondary prophylaxis for opportunistic infec-
tions, see GRADE table, p 30 .

Benefits: Pneumocystis jirovecii pneumonia (PCP):

We found one systematic review (search date 2001 I which identified one open-label RCT
comparing discontinuation versus continuation of either primary or secondary prophylaxis (primar-
ily trimethoprim—sulfamethoxazole) for PCP. 41 n people who had been receiving primary prophy-
laxis (474 adults aged over 18 years with HIV from 19 Spanish hospitals and an increase of CD4
cell count to greater than 200/mm?® for at least 3 months after taking highly active antiretroviral
treatment [HAART]), there were no episodes of PCP in either group after a median follow-up of 20
months; in all participants randomised to discontinuation, prophylaxis was re-started if CD4 counts
fell below 200/mm°. None of the participants was lost to follow-up.

42
), !

Toxoplasmosis:
We found one systematic review (search date 2001), 42 which identified two RCTs,
of which ! was published only as abstract at the time of the review.

[44] [45] one

The first RCT identified by the review found no cases of Toxoplasma encephalitis at 6 months in
people discontinuing prophylaxis. [a4]

The second RCT identified by the review, later published in full, was open label and compared
discontinuation versus continuation of either primary or secondary prophylaxis (prophylaxis not
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specified) for toxoplasmic encephalitis. 191 In people who had been receiving primary prophylaxis
(381 adults aged over 18 years with HIV from 22 Spanish hospitals, no history of toxoplasmosis,
and an increase of CD4 cell count to greater than 200/mm? for at least 3 months after taking
HAART), there were no episodes of toxoplasmosis in either group at 12 months; in all participants
randomised to discontinuation, prophylaxis was re-started if CD4 counts fell below 200/mm°. None
of the participants was lost to follow-up.

Harms: The review found no direct harms from discontinuing prophylaxis. 42

Comment: The review performed a meta-analysis about the effects of discontinuing prophylaxis including the
two RCTs plus two non-randomised controlled trials and 10 studies with other designs (3584 people,
3035 discontinuing primary prophylaxis, 549 discontinuing secondary prophylaxis). ““ The review
found a low incidence of PCP in people discontinuing both primary and secondary prophylaxis after
a mean of 1.5 years (7/3035 [0.23%] with discontinuing primary prophylaxis v 1/549 [0.18%] with
discontinuing secondary prophylaxis; mean annual incidence over 1.5 years 0.23%, 95% CI 0.10%
to 0.46%; no statistical heterogeneity among studies).

Clinical guide:

The risk of PCP may increase after discontinuing prophylaxis in people who do not respond to
antiretroviral treatment. We found no direct evidence of the effects of different HAART regimens
on the risk of PCP or toxoplasmosis. Antiretroviral regimens with different mechanisms of action
may have different clinical effects on opportunistic infections and HIV disease progression, despite
inducing satisfactory suppression of HIV-1 replication and adequate CD4 responses. Also, CD4
cell count is an incomplete marker of immune reconstitution. It is possible that people with the same
CD4 count may have different immune deficits regarding control of PCP and other opportunistic
pathogens. An extensive amount of research is being conducted on other parameters of immune
reconstitution, but the clinical implications are uncertain at present. One decision analysis based
on the systematic review suggested that, in the long term, discontinuation of PCP prophylaxis in
people who respond to HAART should result in fewer PCP episodes and fewer prophylaxis-related
adverse effects. ?

OPTION DISCONTINUING PRIMARY PROPHYLAXIS FOR M AVIUM COMPLEX (MAC)

Mycobacterium avium complex (MAC)

Discontinuation compared with continuation of primary prophylaxis Discontinuing primary prophylaxis with azithromycin
for MAC does not seem to increase rates of MAC at 12 to 16 months in people with CD4 count greater than 100/mm?®
in response to highly active antiretroviral treatment (HAART) (moderate-quality evidence).

For GRADE evaluation of interventions for HIV: primary and secondary prophylaxis for opportunistic infec-
tions, see GRADE table, p 30 .

Benefits: We found two RCTs. “" ¥l The first RCT (520 people without previous Mycobacterium avium
complex (MAC) disease, with CD4 count greater than 100/mm®in response to highly active an-
tiretroviral treatment [HAART]) compared azithromycin versus placebo. " It found no episodes
of confirmed MAC disease in either group over a median follow-up of 12 months. The second RCT
(643 people with CD4 count greater than 100/mm®in response to HAART) compared azithromycin
1200 mg once weekly versus placebo. Over a median follow-up of 16 months there was no signif-
icant difference in the incidence of MAC between the groups (0/322 [0%)] with azithromycin v 2/321
[1%)] with placebo; difference +0.5 events/100 person-years, 95% Cl —0.2 events/100 person-years
to +1.2 events/100 person-years). [4)

Harms: In both RCTSs, adverse effects leading to discontinuation of treatment were more common with
azithromycin than with placebo (first RCT: 7% with azithromycin v 1% with placebo; P = 0.002; 47)
second RCT: 8% with azithromycin v 2% with placebo; P less than 0.001). 148)

Comment: Itis not clear whether different antiretroviral regimens have different clinical effects on opportunistic
infections and on the need for specific prophylaxis.

OPTION DISCONTINUING PRIMARY PROPHYLAXIS FOR INVASIVE FUNGAL DISEASE

We found no clinically important results from RCTs about the effects of discontinuing primary prophylaxis
for invasive fungal disease.

Note

© BMJ Publishing Group Ltd 2010. All rights reserved. 22



Consensus suggests it may be safe to discontinue primary prophylaxis for invasive fungal disease among
those who have had a CD4 count greater than 100/mm?® for at least 6 months while on highly active antiretro-
viral treatment (HAART).

For GRADE evaluation of interventions for HIV: primary and secondary prophylaxis for opportunistic infec-
tions, see GRADE table, p 30.

Benefits: We found no systematic review or RCTs.
Harms: We found no RCTSs.
Comment: There is consensus that primary prophylaxis can be discontinued in people who receive effective

antiretroviral treatment and have sustained rises in CD4 counts (stable CD4 count of greater than
100/mm?® for at least 6 months).

(els]=SyN[e]VIll \What are the effects of discontinuing secondary prophylaxis against opportunistic pathogens
in people with HIV infection on highly active antiretroviral treatment (HAART)?

OPTION DISCONTINUING SECONDARY PROPHYLAXIS FOR PNEUMOCYSTIS JIROVECI PNEUMONIA
(PCP) OR TOXOPLASMOSIS

Pneumocystis jirovecii pneumonia (PCP)

Discontinuation compared with continuation of secondary prophylaxis Discontinuing secondary prophylaxis for PCP
does not seem to increase rates of PCP at 20 to 24 months in adults aged over 18 years with HIV and an increase
of CD4 cell count to greater than 200/mm?® for at least 3 months after taking highly active antiretroviral treatment
(HAART) (moderate-quality evidence).

Toxoplasmosis

Discontinuation compared with continuation of primary prophylaxis Discontinuing secondary prophylaxis for toxoplas-
mosis does not seem to increase rates of toxoplasma encephalitis at 12 months in adults aged over 18 years with
HIV and an increase of CD4 cell count to greater than 200/mm? for at least 3 months after taking HAART (low-qual-
ity evidence).

Note

In the RCTs, in all participants randomised to discontinuation, prophylaxis was re-started if CD4 counts fell below
200/mm°. RCT evidence is supported by multiple observational studies suggesting discontinuation is safe once the
CD4 cell count has risen to greater than 200/mm°® on HAART. In people who developed PCP at a time with CD4
counts greater than 200/mm?°, it is recommended that PCP prophylaxis be considered for life.

For GRADE evaluation of interventions for HIV: primary and secondary prophylaxis for opportunistic infec-
tions, see GRADE table, p 30 .

Benefits: Pneumocystis jirovecii pneumonia (PCP):
We found one systematic review (search date 2001), 2 which identified two open-label RCTs.
431 9 Neither found an increase in rates of PCP with discontinuation of secondary prophylaxis.

The first RCT compared discontinuation versus continuation of either primary or secondary prophy-
laxis (primarily trimethoprim—sulfamethoxazole [TMP-SMX; co-trimoxazole]) for PCP. 3 people
who had been receiving secondary prophylaxis (113 adults aged over 18 years with HIV from 19
Spanish hospitals and a history of PCP and an increase of CD4 cell count to greater than 200/mm?
for at least 3 months after taking highly active antiretroviral treatment [HAART]), there were no
episodes of PCP in either group after a median follow-up of 20 months; in all participants randomised
to discontinuation, prophylaxis was re-started if CD4 counts fell below 200/mm?. None of the par-
ticipants was lost to follow-up.

The second RCT (146 adults aged over 18 years with HIV in Italy and a history of PCP and an in-
crease of CD4 cell count to greater than 200/mm? for at least 3 months after taking HAART) com-
pared discontinuation (77 people? versus continuation (69 people) of secondary prophylaxis for
PCP (prophylaxis not specified). “I' |t found no significant difference in rates of PCP over 2 years
(2 cases, both in people who had discontinued prophylaxis, incidence per 100 person-years: 4.3
with discontinuation v 2.7 with continuation; P = 0.30, intention-to-treat analysis). All participants
randomised to discontinuation were offered the option to re-start prophylaxis if CD4 counts fell
below 200/mm?® and were closely observed for the duration of the trial. None of the participants
was lost to follow-up.
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Toxoplasmosis:

We found one open-label RCT comparing discontinuation versus continuation of either primary or
secondary prophylaxis (prophylaxis not specified) for toxoplasmic encephalitis. 40 In people who
had been receiving secondary prophylaxis (57 adults aged over 18 years with HIV from 22 Spanish
hospitals and a previous episode of toxoplasmosis and an increase of CD4 cell count to greater
than 200/mm? for at least 3 months after taking HAART), there were no episodes of toxoplasmosis
in either group at 12 months; in all particifants randomised to discontinuation, prophylaxis was re-
started if CD4 counts fell below 200/mm®. All participants discontinued prophylaxis at 1 year and
there were no episodes of toxoplasmosis over further follow-up over 2 years. None of the participants
was lost to follow up.

Harms: None of the RCTs assessed adverse effects. ¥ 19 146

Comment: Clinical guide:

The review performed a meta-analysis about the effects of discontinuing prophylaxis including two
RCTs plus two non-randomised controlled trials and 10 studies with other designs §3584 people,
3035 discontinuing primary prophylaxis, 549 discontinuing secondary prophylaxis). ““ The review
found a low incidence of PCP in people discontinuing both primary and secondary prophylaxis after
a mean of 1.5 years (7/3035 [0.23%] with discontinuing primary prophylaxis v 1/549 [0.18%)] dis-
continuing secondary prophylaxis; mean annual incidence over 1.5 years 0.23%, 95% CI 0.10%
to 0.46%; no statistical heterogeneity among studies).

Overall, clinical experience suggests that discontinuing secondary prophylaxis seems safe without
risk for relapse, and that it decreases pill burden, potential drug toxicity, drug interactions, and cost.
In addition to the RCTs reported above, (31 14911481 giscontinuation of secondary prophylaxis for
PCP and toxoplasmosis once the CD4 cell count has risen to greater than 200/mm® on HAART
has been shown to be safe in multiple observational studies of which we reference a sample. [s01
B B2 B3, people who developed PCP at a time with CD4 counts greater than 200/mm?, it is
recommended that PCP prophylaxis be considered for life.

OPTION DISCONTINUING SECONDARY PROPHYLAXIS FOR CYTOMEGALQOVIRUS

We found no direct evidence from RCTs on the effects of discontinuing secondary prophylaxis for cy-
tomegalovirus compared with continuing secondary prophylaxis in people who had responded to taking
highly active antiretroviral treatment (HAART).

Note

Although we found no RCTs, there is consensus that discontinuation of secondary prophylaxis (chronic
suppression) for CMV retinitis is safe to consider in people whose CD4 cell count is greater than 100/mm?
to 150/mm? for more than 6 months and who had a non-sight-threatening lesion, adequate vision in the
other eye, and the ability to undergo regular ophthalmological examinations. All people discontinuing pro-
phylaxis should have regular fundoscopic monitoring to detect early recurrence and immune-reconstitution
uveitis.

For GRADE evaluation of interventions for HIV: primary and secondary prophylaxis for opportunistic infec-
tions, see GRADE table, p 30 .

Benefits: We found no systematic review or RCTSs.
Harms: We found no RCTSs.
Comment: Clinical guide:

Observational evidence suggest that discontinuation of secondary prophylaxis (chronic suppressiong
for CMV retinitis is safe to consider in people whose CD4 cell count is greater than 100 to 150/mm
for more than 6 months and who had a non-sight-threatening lesion, adequate vision in the other
eye, and the ability to undergo regular ophthalmological examinations. °* 51 561 57 1581 [59]
5016192 Eor full detalils of case series see table 1, p 29 . All patients discontinuing prophylaxis
should have regular fundoscopic monitoring to detect early recurrence and immune-reconstitution
uveitis.

OPTION DISCONTINUING SECONDARY PROPHYLAXIS FOR M AVIUM COMPLEX (MAC)

We found no direct evidence from RCTs on the effects of discontinuing secondary prophylaxis for Mycobacterium
avium complex (MAC) disease compared with continuing prophylaxis in people who had responded to taking highly
active antiretroviral treatment (HAART).

Note
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Consensus suggests it is safe to discontinue secondary prophylaxis for MAC among those who have completed at
least 12 months of antimycobacterial therapy, are asymptomatic, and have had a CD4 count greater than 100/mm?®
for at least 3 to 6 months on HAART. In people with increased CD4 counts on HAART who develop atypical mani-
festations of MAC, it may be prudent to treat for a prolonged period of 12 to 18 months and then continue chronic
suppressive treatment for life.

For GRADE evaluation of interventions for HIV: primary and secondary prophylaxis for opportunistic infec-
tions, see GRADE table, p 30.

Benefits: We found no systematic review or RCTs.
Harms: We found no RCTs.
Comment: Clinical guide:

It is safe to discontinue secondary prophylaxis for Mycobacterium avium complex (MAC) disease
among those who have completed at least 12 months of antimycobacterial treatment, are asymp-
tomatic, and have had a CD4 count greater than 100/mm?® for at least 3 to 6 months on HAART.
Observational data suggest that, in most people with MAC who have received secondary prophy-
laxis for at least 12 months and have a CD4 count greater than 100/mm?, discontinuing prophylaxis
does not lead to recurrence within 8 to 30 months, % 4 B0 B B3 163 poaver, atP/picaI
manifestations of MAC may occur in people having sustained elevations of CD4 T cells. * 5% n
people with increased CD4 counts on HAART who develop atypical manifestations of MAC, it may
be prudent to treat for a prolonged period of 12 to 18 months and then continue chronic suppressive
treatment for life.

OPTION DISCONTINUING SECONDARY PROPHYLAXIS FOR INVASIVE FUNGAL DISEASE

Invasive fungal disease

Discontinuation compared with continuation of secondary prophylaxis Discontinuing secondary prophylaxis for
cryptococcal meningitis does not seem to increase rates of cryptococcal meningitis at 48 weeks in people whose
CD4 cell count had increased to greater than 100/mm? and whose HIV RNA level had been undetectable for 3 months
on potent antiretroviral treatment (very low-quality evidence).

Note
We found no RCTs on the effects of discontinuing secondary prophylaxis in other forms of invasive fungal disease.

For GRADE evaluation of interventions for HIV: primary and secondary prophylaxis for opportunistic infec-
tions, see GRADE table, p 30 .

Benefits: We found one RCT (60 people who had been successfully treated for acute cryptococcal meningitis),
which randomised 42 people to continuation (22 people) versus discontinuation (20 peogle) of
secondary prophylaxis when their CD4 cell count had increased to greater than 100/mm™ and HIV
RNA level had been undetectable for 3 months when receiving zidovudine, lamivudine, and efavirenz.
%6 pre-randomisation, the trial excluded 18 people owing to loss to follow-up (9 people), death (2
people), or failure to achieve CD4 count of greater than 100/mm?® (7 people). The RCT found that,
at a median of 48 weeks after randomisation, there were no episodes of cryptococcal meningitis
in either group (no further data reported). !

Harms: The RCT gave no information on adverse effects. [*®

Comment: Clinical guide:

Discontinuation of secondary prophylaxis for cryptococcosis and histoplasmosis has been shown
to be safe and effective in (!Jatients whose CD4 counts remain greater than 150 to 200/mm?® for at
least 6 months. The RCT °% s supported by observational data, including two small prospective
case series, © ¥ four small " 9 1 T2 504 one larger (100 people who at the time main-
tenance therapy was discontinued had a median CD4 cell count of 259 cells and median plasma
HIV viral load less than 2.30 log10 copies/mL) [73) retrospective studies, which found no recurrence
of cryptococcosis in participants discontinuing secondary prophylaxis once they had responded to
highly active antiretroviral treatment (HAART). A small prospective observational study (32 HIV-
positive people) found no relapses of disseminated histoplasmosis at 24 months in people discon-
tinuing secondary prophylaxis. [r4)

WHO staging system for HIV infection and disease consists of a “clinical axis” that is represented by a sequential
list of clinical conditions believed to have prognostic significance, which subdivides the course of HIV infection into
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four clinical stages; and a “laboratory axis” that subdivides each clinical stage into three strata according to CD4 cell
count or total lymphocyte count.

High-quality evidence Further research is very unlikely to change our confidence in the estimate of effect.

Low-quality evidence Further research is very likely to have an important impact on our confidence in the estimate
of effect and is likely to change the estimate.

Moderate-quality evidence Further research is likely to have an important impact on our confidence in the estimate
of effect and may change the estimate.

Penicillium marneffei infection A common opportunistic infection in South East Asia.

Very low-quality evidence Any estimate of effect is very uncertain.

Discontinuing secondary prophylaxis for PCP or toxoplasmosis New option for which we found three RCTs.
(431 1491 61 categorised as Likely to be beneficial based both on RCTs and observational evidence.

Discontinuing secondary prophylaxis for CMV New option for which we found no RCTs. However, categorised
as Likely to be beneficial as there is consensus that discontinuation is safe in ?eople receiving highly active antiretro-
viral treatment (HAART) if the CD4 cell count is greater than 100 to 150/mm* for more than 6 months and regular
eye tests are undertaken.

Discontinuing secondary prophylaxis for MAC New option for which we found no RCTs. However, categorised
as Likely to be beneficial as there is consensus that discontinuation is safe in people who have completed at least
12 months of antimycobacterial treatment, are asymptomatic, and have had a CD4 count greater than 100/mm? for
at least 3 to 6 months on highly active antiretroviral treatment (HAART).

Discontinuing secondary prophylaxis for invasive fungal disease New option for which we found one small
RCT, ®® which found that, in people with stable CD4 count of greater than 100/mm?®, there were no cases of crypto-
coccal meningitis over 1 year after secondary prophylaxis was discontinued. This is supported by observational evi-
dence that discontinuation of secondary prophylaxis for cryptococcosis and histoplasmosis is safe and effective in
people whose CD4 counts remain greater than 100 to 200/mm?® for at least 3 to 6 months. Categorised as Likely to
be beneficial by consensus.

Antituberculosis prophylactic regimens versus placebo Two RCTs added. (51 81 ope RCT found no significant

difference in rates of tuberculosis between isoniazid and placebo in people with HIV who were tuberculin skin negative.
%I The other RCT found that isoniazid reduced rates of tuberculosis compared with placebo in children, 85% of
whom were tuberculin-skin negative but these results need to be interpreted with caution as the trial was terminated
early. el Categorisation unchanged (Beneficial).

Azoles for primary prophylaxis for invasive fungal disease One systematic review added, which identified the
same RCTs as those previously included in Clinical Evidence. 52 Categorisation unchanged (Trade-off between
benefits and harms).

1.  Gallant JE, Moore RD, Chaisson RE. Prophylaxis for opportunistic infections in 11. Akerlund B, Tynell E, Bratt G, et al. N-acetylcysteine treatment and the risk of
patients with HIV infection. Ann Intern Med 1994;120:932-944.[PubMed] toxic reactions to trimethoprim-sulphamethoxazole in primary Pneumocystis

2. Detels R, Tarwater P, Phair JP, et al. Effectiveness of potent antiretroviral thera- carinii prophylaxis in HIV-infected patients. J Infect 1997;35:143-147.[PubMed]
pies on the incidence of opportunistic infections before and after AIDS diagnosis.  12. Chan C, Montaner J, Lefebre EA, et al. Atovaquone suspension compared with
AIDS 2001;15:347-355.[PubMed] aerosolized pentamidine for prevention of Pneumocystis carinii in human immun-

3. loannidis JPA, Cappelleri JC, Skolnik PR, et al. A meta-analysis of the relative odeficiency virus-infected subjects intolerant of trimethoprim or sulfonamides. J
efficacy and toxicity of Pneumocystis carinii prophylactic regimens. Arch Intern Infect Dis 1999;180:369-376.[PubMed]
Med 1996;156:177-188. Search date not reported.[PubMed] 13. El Sadr WM, Murphy RL, Yurik TM, et al. Atovaquone compared with dapsone

4. Anglaret X, Chene G, Attia A, et al. Early chemoprophylaxis with trimethoprim- for the prevention of Pneumocystis carinii pneumonia in patients with HIV infection
sulphamethoxazole for HIV-1-infected adults in Abidjan, Cote d'lvoire: a random- who cannot tolerate trimethoprim, sulfonamides, or both. Community Programs
ized trial. Lancet 1999;353:1463-1468.[PubMed)] for Clinical Research on AIDS and the AIDS Clinical Trials Group. N Engl J Med

5. Fischl MA, Dickinson GM, La Voie L. Safety and efficacy of sulfamethoxazole 19985339:1889—1895.[PubMed] . L .
and trimethoprim chemoprophylaxis for Pneumocystis carinii pneumonia in AIDS. 14. Volmink J, Woldehanna S. Treatment of latent tuberculosis infection in HIV infect-
JAMA 1988:259:1185-1189. ed persons. In: The Cochrane Library 2008, Issue 1. Chichester: John Wiley &

. ) ) Sons, Ltd. Search date 2002.
6.  Bucher HC, Griffith L, Guyatt GH, et al. Meta-analysis of prophylactic treatments ) . ) o
against Pneumocystis carinii pneumonia and toxoplasma encephalitis in Hiv-in- ~ 15.  Mohammed A, Myer L, Ehrlich R, et al. Randomised controlled trial of isoniazid

fected patients. J Acquir Immune Defic Syndr Hum Retrovirol 1997;15:104-114. preventive therapy in South African adults with advanced HIV disease. Int J Tuberc
Search date not reported.[PubMed] Lung Dis 2007;11:1114-1120.[PubMed]

7. El-SadrW, Luskin-Hawk R, Yurik TM, et al. A randomized trial of daily and thrice ~ 16-  Zar HJ, Cotton MF, Strauss S, et al. Effect of isoniazid prophylaxis on mortality
weekly trimethoprim-sulfamethoxazole for the prevention of Pneumocystis carinii and incidence of tuberculosis in children with HIV: randomised controlled trial.
pneumonia in HIV-infected individuals. Clin Infect Dis 1999;29:775-783.[PubMed] BMJ 2007;334:136-139.[PubMed]

8. Leoung GS, Stanford JF, Giordano MF, et al. Trimethoprim-sulfamethoxazole 17. Quigley MA, Mwinga A, Hosp M, et al. Long-term effect of preventive therapy for
(TMP-SMZ) dose escalation versus direct rechallenge for Pneumocystis carinii tuberculosis in a cohort of HIV infected Zambian adults. AIDS
pneumonia prophylaxis in human immunodeficiency virus-infected patients with 2001;15:215-222.[PubMed]
previous adverse reaction to TMP-SMZ. J Infect Dis 2001;184:992-997.[PubMed] 18. Johnson JL, Okwera A, Hom DL, et al. Duration of efficacy of treatment of latent

9.  Para MF, Finkelstein D, Becker S, et al. Reduced toxicity with gradual initiation tuberculosis infection in HIV-infected adults. AIDS 2001;15:2137-2147.
of trimethoprim-sulfamethoxazole for Pneumocystis carinii pneumonia. J Acquir ~ 19.  Selwyn PA, Hartel D, Lewis VA, et al. A prospective study of the risk of tubercu-
Immune Defic Syndr 2000;24:337-343.[PubMed)] losis among intravenous drug users with human immunodeficiency virus infection.

10. Walmsley SL, Khorasheh S, Singer J, et al. A randomized trial of N-acetylcysteine N Engl J Med 1989;320:545-550.[PubMed]
for prevention of trimethoprim-sulfamethoxazole hypersensitivity reactions in 20. Oldfield EC, Fessel WJ, Dunne MW, et al. Once weekly azithromycin therapy for
Pneumocystis carinii pneumonia prophylaxis (CTN057). Canadian HIV Trials prevention of Mycobacterium avium complex infection in patients with AIDS: a
Network 057 Study Group. J Acquir Immune Defic Syndr Hum Retrovirol randomized, double-blind, placebo-controlled multicenter trial. Clin Infect Dis
1998;19:498-505.[PubMed)] 1998;26:611-619.[PubMed]

© BMJ Publishing Group Ltd 2010. All rights reserved. 26


http://www.ncbi.nlm.nih.gov/pubmed/8172439
http://www.ncbi.nlm.nih.gov/pubmed/11273215
http://www.ncbi.nlm.nih.gov/pubmed/8546551
http://www.ncbi.nlm.nih.gov/pubmed/10232311
http://www.ncbi.nlm.nih.gov/pubmed/9241108
http://www.ncbi.nlm.nih.gov/pubmed/10589887
http://www.ncbi.nlm.nih.gov/pubmed/11574913
http://www.ncbi.nlm.nih.gov/pubmed/11015150
http://www.ncbi.nlm.nih.gov/pubmed/9859964
http://www.ncbi.nlm.nih.gov/pubmed/9354348
http://www.ncbi.nlm.nih.gov/pubmed/10395851
http://www.ncbi.nlm.nih.gov/pubmed/9862944
http://www.ncbi.nlm.nih.gov/pubmed/17945069
http://www.ncbi.nlm.nih.gov/pubmed/17085459
http://www.ncbi.nlm.nih.gov/pubmed/11216930
http://www.ncbi.nlm.nih.gov/pubmed/2915665
http://www.ncbi.nlm.nih.gov/pubmed/9524832

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

42.

43.

44.

45.

46.

Havlir DV, Dube MP, Sattler FR, et al. Prophylaxis against disseminated Mycobac-
terium avium complex with weekly azithromycin, daily rifabutin, or both. California
Collaborative Treatment Group. N Engl J Med 1996;335:392—-398.[PubMed]

Faris MA, Raasch RH, Hopfer RL, et al. Treatment and prophylaxis of dissemi-
nated Mycobacterium avium complex in HIV-infected individuals. Ann Pharma-
cother 1998;32:564-573. Search date 1997.[PubMed]

Pierce M, Crampton S, Henry D, et al. A randomized trial of clarithromycin as
prophylaxis against disseminated Mycobacterium avium complex infection in
patients with advanced immunodeficiency syndrome. N Engl J Med
1996;335:384—-391.[PubMed]

Benson CA, Williams PL, Cohn DL, et al. Clarithromycin or rifabutin alone or in
combination for primary prophylaxis of Mycobacterium avium complex disease
in patients with AIDS: a randomized, double-blind, placebo-controlled trial. J Infect
Dis 2000;181:1289-1297.[PubMed]

Tseng AL, Walmsley SL. Rifabutin-associated uveitis. Ann Pharmacother
1995;29:1149-1155. Search date 1994.[PubMed]

Benson CA, Williams PL, Currier JS, et al. A prospective, randomized trial exam-
ining the efficacy and safety of clarithromycin in combination with ethambutol,
rifabutin, or both for the treatment of disseminated Mycobacterium avium complex
disease in persons with acquired immunodeficiency syndrome. Clin Infect Dis
2003/11/1;37:1234-1243

Cohn DL, Fisher EJ, Peng GT, et al. A prospective randomized trial of four three-
drug regimens in the treatment of disseminated Mycobacterium avium complex
disease in AIDS patients: excess mortality associated with high-dose clar-
ithromycin. Terry Beirn Programs for Clinical Research on AIDS. Clin Infect Dis
1999;29:125-133.[PubMed]

Chaisson RE, Benson CA, Dube MP, et al. Clarithromycin therapy for bacteremic
Mycobacterium avium complex disease: a randomized, double-blind, dose-
ranging study in patients with AIDS. Ann Intern Med 1994;121:905-911.[PubMed]

Conant MA, Schacker TW, Murphy RL, et al. Valaciclovir versus aciclovir for
herpes simplex virus infection in HIV-infected individuals: two randomized trials.
IntJ STD AIDS 2002;13:12-21.

DelJesus E, Wald A, Warren T, et al. Valacyclovir for the suppression of recurrent
genital herpes in human immunodeficiency virus-infected subjects. J Infect Dis
2003;188:1009-1016. [Erratum in: J Infect Dis 2003;188:1404]

Schacker T, Hu HL, Koelle DM, et al. Famciclovir for the suppression of symp-
tomatic and asymptomatic herpes simplex virus reactivation in HIV-infected per-
sons: a double-blind, placebo-controlled trial. Ann Intern Med
1998;128:21-28.[PubMed]

Chang LW, Phipps WT, Kennedy GE, et al. Antifungal interventions for the pri-
mary prevention of cryptococcal disease in adults with HIV. In: The Cochrane
Library 2008, Issue 1. Chichester: John Wiley & Sons, Ltd. Search date 2004.

Havlir DV, Dube MP, McCutchan JA, et al. Prophylaxis with weekly versus daily
fluconazole for fungal infections in patients with AIDS. Clin Infect Dis
1998;27:253-256.

Powderly WG, Finkelstein DM, Feinberg J, et al. A randomized trial comparing
fluconazole with clotrimazole troches for the prevention of fungal infections in
patients with advanced human immunodeficiency virus infection. N Engl J Med
1995;332:700-705.[PubMed]

Tseng AL, Foisy MM. Management of drug interactions in patients with HIV. Ann
Pharmacother 1997;31:1040-1058.[PubMed]

McKinsey DS, Wheat LJ, Cloud GA, et al. Itraconazole prophylaxis for fungal in-
fections in patients with advanced human immunodeficiency virus infection: ran-
domized, placebo-controlled, double-blind study. National Institute of Allergy and
Infectious diseases Mycoses Study Group. Clin Infect Dis
1999;28:1049-1056.[PubMed]

Chariyalertsak S, Supperatpinyo K, Sirisanthana T, et al. A controlled trial of
itraconazole as primary prophylaxis for systemic fungal infections in patients with
advanced human immunodeficiency virus infection in Thailand. Clin Infect Dis
2002;34:277-284.[PubMed]

Smith DE, Bell J, Johnson M, et al. A randomized, double-blind, placebo-controlled
study of itraconazole capsules for the prevention of deep fungal infections in im-
munodeficient patients with HIV infection. HIV Med 2001;2:78-83.[PubMed]
Goldman M, Cloud GA, Wade KD, et al. A randomized study of the use of flucona-
zole in continuous versus episodic therapy in patients with advanced HIV infection
and a history of oropharyngeal candidiasis: AIDS Clinical Trials Group Study
323/Mycoses Study Group Study 40. Clin Infect Dis 2005;41:1473-1480.[PubMed)]
Supparatpinyo K, Perriens J, Nelson KE, et al. A controlled trial of itraconazole
to prevent relapse of Penicillium marneffei infection in patients with the human
immunodeficiency virus. N Engl J Med 1998;339:1739-1743.[PubMed]

Saag MS, Cloud GA, Graybill JR, et al. A comparison of itraconazole versus flu-
conazole as maintenance therapy for AIDS-associated cryptococcal meningitis.
Clin Infect Dis 1999;28:291-296.[PubMed]

Trikalinos TA, loannidis JPA. Discontinuation of Pneumocystis carinii prophylaxis
in patients infected with human immunodeficiency virus: a meta-analysis and
decision analysis. Clin Infect Dis 2001;33:1901-1909. Search date 2001.[PubMed]
Lopez Bernaldo de Quiros JC, Miro JM, Pena JM, et al. A randomized trial of the
discontinuation of primary and secondary prophylaxis against Pneumocystis
carinii pneumonia after highly active antiretroviral therapy in patients with HIV
infection. N Engl J Med 2001;344:159-167.[PubMed]

Mussini C, Pezzotti P, Govoni A, et al. Discontinuation of primary prophylaxis for
Pneumocystis carinii pneumonia and toxoplasmic encephalitis in human immun-
odeficiency virus type l-infected patients: the changes in opportunistic prophylaxis
study. J Infect Dis 2000;181:1635-1642.[PubMed]

Miro JM, Lopez JC, Podzamczer D, et al, and the GESIDA 04/98B study group.
Discontinuation of toxoplasmic encephalitis prophylaxis is safe in HIV-1 and T.
gondii co-infected patients after immunological recovery with HAART. Preliminary
results of the GESIDA 04/98B study. In: Abstracts of the 7th Conference on
Retroviruses and Opportunistic Infections, Alexandria, Virginia: Foundation for
Retrovirology and Human Health. Abstract no. 230.

Miro JM, Lopez JC, Podzamczer D, et al. Discontinuation of primary and sec-
ondary Toxoplasma gondii prophylaxis is safe in HIV-infected patients after im-
munological restoration with highly active antiretroviral therapy: results of an

© BMJ Publishing Group Ltd 2010. All rights reserved.

47.

48.

49.

50.

51.

52.

53.

54.

55.

56.

57.

58.

59.

60.

61.

62.

63.

64.

65.

66.

67.

68.

69.

70.

71.

72.

73.

open, randomized, multicenter clinical trial. Clin Infect Dis 2006;43:79-89. [Erratum
in: Clin Infect Dis 2006;43:671][PubMed]

El-Sadr WM, Burman WJ, Grant LB, et al. Discontinuation of prophylaxis for
Mycobacterium avium complex disease in HIV-infected patients who have a re-
sponse to antiretroviral therapy. N Engl J Med 2000;342:1085-1092.[PubMed]
Currier JS, Williams PL, Koletar SL, et al. Discontinuation of Mycobacterium
avium complex prophylaxis in patients with antiretroviral therapy-induced increases
in CD4+ cell count. A randomized, double-blind, placebo-controlled trial. Ann Intern
Med 2000;133:493-503.[PubMed]

Mussini C, Pezzotti P, Antinori A, et al. Discontinuation of secondary prophylaxis
for Pneumocystis carinii pneumonia in human immunodeficiency virus-infected
patients: a randomized trial by the CIOP Study Group. Clin Infect Dis
2003;36:645-651.[PubMed]

Zeller V, Truffot C, Agher R, et al. Discontinuation of secondary prophylaxis
against disseminated Mycobacterium avium complex infection and toxoplasmic
encephalitis. Clin Infect Dis 2002;34:662—667.[PubMed]

Kirk O, Reiss P, Uberti-Foppa C, et al. Safe interruption of maintenance therapy
against previous infection with four common HIV-associated opportunistic
pathogens during potent antiretroviral therapy. Ann Intern Med
2002;137:239-250.[PubMed]

Koletar SL, Heald AE, Finkelstein D, et al. A prospective study of discontinuing
primary and secondary Pneumocystis carinii pneumonia prophylaxis after CD4
cell count increase to >200 x 106/I. AIDS 2001;15:1509-1515.

Ledergerber B, Mocroft A, Reiss P, et al. Discontinuation of secondary prophy-
laxis against Pneumocystis carinii pneumonia in patients with HIV infection who
have a response to antiretroviral therapy. Eight European Study Groups. N Engl
J Med 2001;344:168-174.[PubMed]

Curi AL, Muralha A, Muralha L, et al. Suspension of anticytomegalovirus mainte-
nance therapy following immune recovery due to highly active antiretroviral
therapy. Br J Ophthalmol 2001;85:471-473.[PubMed]

Berenguer J, Gonzalez J, Pulido F, et al. Discontinuation of secondary prophy-
laxis in patients with cytomegalovirus retinitis who have responded to highly active
antiretroviral therapy. Clin Infect Dis 2002;34:394—-397.[PubMed)]

Jouan M, Saves M, Tubiana R, et al. Discontinuation of maintenance therapy for
cytomegalovirus in HIV-infected patients receiving highly active antiretroviral
therapy. RESTIMOP study team. AIDS 2001;15:23-31.[PubMed]

Postelmans L, Gerald M, Sommereijns B, et al. Discontinuation of maintenance
therapy for CMV retinitis in AIDS patients on highly active antiretroviral therapy.
Ocul Immunol Inflamm 1999;7:199-203.[PubMed]

Vrabec TR, Baldassano VF, Whitcup SM. Discontinuation of maintenance therapy
in patients with quiescent cytomegalovirus retinitis and elevated CD4+ counts.
Ophthalmology 1998;105:1259-1264.[PubMed)]

MacDonald JC, Torriani FJ, Morse LS, et al. Lack of reactivation of cy-
tomegalovirus (CMV) retinitis after stopping CMV maintenance therapy in AIDS
patients with sustained elevations in CD4 T cells in response to highly active
antiretroviral therapy. J Infect Dis 1998;177:1182-1187.[PubMed]

Tural C, Romeu J, Sirera G, et al. Long-lasting remission of cytomegalovirus re-
tinitis without maintenance therapy in human immunodeficiency virus-infected
patients. J Infect Dis 1998;177:1080-1083.[PubMed]

Torriani FJ, Freeman WR, MacDonald JC, et al. CMV retinitis recurs after stopping
treatment in virological and immunological failure of potent antiretroviral therapy.
AIDS 2000;14:173-180.[PubMed]

Whitcup SM, Fortin E, Lindblad AS, et al. Discontinuation of anticytomegalovirus
therapy in patients with HIV infection and cytomegalovirus retinitis. JAMA
1999;282:1633-1637.[PubMed)]

Aberg JA, Yajko DM, Jacobson MA. Eradication of AIDS-related disseminated
mycobacterium avium complex infection after 12 months of antimycobacterial
therapy combined with highly active antiretroviral therapy. J Infect Dis
1998;178:1446-1449.[PubMed)]

Aberg JAW. A study of discontinuing maintenance therapy in human immunode-
ficiency virus-infected subjects with disseminated Mycobacterium avium complex:
AIDS clinical trial group 393 study team. J Infect Dis 2003;187:1046-1052.
Shafran SD, Mashinter LD, Phillips P, et al. Successful discontinuation of therapy
for disseminated Mycobacterium avium complex infection after effective antiretro-
viral therapy. Ann Intern Med 2002;137:734-737.[PubMed]

Vibhagool A, Sungkanuparph S, Mootsikapun P, et al. Discontinuation of sec-
ondary prophylaxis for cryptococcal meningitis in human immunodeficiency virus-
infected patients treated with highly active antiretroviral therapy: a prospective,
multicenter, randomized study. Clin Infect Dis 2003;36:1329-1331.[PubMed)]
Aberg JA, Price RW, Heeren DM, et al. A pilot study of the discontinuation of
antifungal therapy for disseminated cryptococcal disease in patients with acquired
immunodeficiency syndrome, following immunologic response to antiretroviral
therapy. J Infect Dis 2002;185:1179-1182.[PubMed]

Martinez E, Garcia-Viejo MA, Marcos MA, et al. Discontinuation of secondary
prophylaxis for cryptococcal meningitis in HIV-infected patients responding to
highly active antiretroviral therapy. AIDS 2000;14:2615-2617.[PubMed]
Nwokolo NC, Fisher M, Gazzard BG, et al. Cessation of secondary prophylaxis
in patients with cryptococcosis. AIDS 2001;15:1438-1439.[PubMed]

Sheng WH, Hung CC, Chen MY, et al. Successful discontinuation of fluconazole
as secondary prophylaxis for cryptococcosis in AIDS patients responding to
highly active antiretroviral therapy. Int J STD AIDS 2002;13:702-705.[PubMed]

Negroni R, Helou SH, Lopez Daneri G, et al. Successful discontinuation of anti-
fungal secondary prophylaxis in AIDS-related cryptococcosis. [Spanish]. Rev
Argent Microbiol 2004;36:113-117.[PubMed]

Rollot F, Bossi P, Tubiana R, et al. Discontinuation of secondary prophylaxis
against cryptococcosis in patients with AIDS receiving highly active antiretroviral
therapy. AIDS 2001;15:1448-1449.[PubMed]

Mussini C, Pezzotti P, Miro JM, et al. Discontinuation of maintenance therapy
for cryptococcal meningitis in patients with AIDS treated with highly active an-
tiretroviral therapy: an international observational study. Clin Infect Dis
2004;38:565-571.[PubMed]

27


http://www.ncbi.nlm.nih.gov/pubmed/8676932
http://www.ncbi.nlm.nih.gov/pubmed/9606478
http://www.ncbi.nlm.nih.gov/pubmed/8663871
http://www.ncbi.nlm.nih.gov/pubmed/10762562
http://www.ncbi.nlm.nih.gov/pubmed/8573961
http://www.ncbi.nlm.nih.gov/pubmed/10433575
http://www.ncbi.nlm.nih.gov/pubmed/7978715
http://www.ncbi.nlm.nih.gov/pubmed/9424977
http://www.ncbi.nlm.nih.gov/pubmed/7854376
http://www.ncbi.nlm.nih.gov/pubmed/9296246
http://www.ncbi.nlm.nih.gov/pubmed/10452633
http://www.ncbi.nlm.nih.gov/pubmed/11740718
http://www.ncbi.nlm.nih.gov/pubmed/11737382
http://www.ncbi.nlm.nih.gov/pubmed/16231260
http://www.ncbi.nlm.nih.gov/pubmed/9845708
http://www.ncbi.nlm.nih.gov/pubmed/10064246
http://www.ncbi.nlm.nih.gov/pubmed/11692302
http://www.ncbi.nlm.nih.gov/pubmed/11172138
http://www.ncbi.nlm.nih.gov/pubmed/10823763
http://www.ncbi.nlm.nih.gov/pubmed/16758422
http://www.ncbi.nlm.nih.gov/pubmed/10766581
http://www.ncbi.nlm.nih.gov/pubmed/11015162
http://www.ncbi.nlm.nih.gov/pubmed/12594647
http://www.ncbi.nlm.nih.gov/pubmed/11810599
http://www.ncbi.nlm.nih.gov/pubmed/12186514
http://www.ncbi.nlm.nih.gov/pubmed/11188837
http://www.ncbi.nlm.nih.gov/pubmed/11264139
http://www.ncbi.nlm.nih.gov/pubmed/11753827
http://www.ncbi.nlm.nih.gov/pubmed/11192865
http://www.ncbi.nlm.nih.gov/pubmed/10611728
http://www.ncbi.nlm.nih.gov/pubmed/9663231
http://www.ncbi.nlm.nih.gov/pubmed/9593001
http://www.ncbi.nlm.nih.gov/pubmed/9534987
http://www.ncbi.nlm.nih.gov/pubmed/10708288
http://www.ncbi.nlm.nih.gov/pubmed/10553789
http://www.ncbi.nlm.nih.gov/pubmed/9780266
http://www.ncbi.nlm.nih.gov/pubmed/12416943
http://www.ncbi.nlm.nih.gov/pubmed/12746781
http://www.ncbi.nlm.nih.gov/pubmed/11930330
http://www.ncbi.nlm.nih.gov/pubmed/11101078
http://www.ncbi.nlm.nih.gov/pubmed/11504967
http://www.ncbi.nlm.nih.gov/pubmed/12396541
http://www.ncbi.nlm.nih.gov/pubmed/15559192
http://www.ncbi.nlm.nih.gov/pubmed/11504971
http://www.ncbi.nlm.nih.gov/pubmed/14765351

74. Goldman M, Zackin R, Fichtenbaum CJ, et al. Safety of discontinuation of main- antiretroviral therapy. Clin Infect Dis 2004;38:1485-1489.[PubMed]
tenance therapy for disseminated histoplasmosis after inmunologic response to

Judith Aberg

Associate Professor of Medicine

Director of Virology

Bellevue Hospital Center, New York University School of Medicine
New York

USA

William Powderly

Professor of Medicine and Therapeutics

Dean

UCD School of Medicine and Medical Sciences, University College Dublin
Dublin

Ireland

Competing interests: JAA is supported in part by National Institute of Allergy and Infectious Diseases AIDS Clinical Trials Group and New York AIDS Clinical Trial Unit. She
has also received honoraria for attending advisory board meetings or speaking at symposia from Abbott, Boehringer Ingelheim, Bristol Myers Squibb, Gilead, GlaxoSmithKline,
Merck, Pfizer, and Tibotec. Although she does not receive salary support, she has conducted or is conducting studies supported by the above and others over past 5 years.
WP has received consulting and speaking fees from Bristol Myers Squibb, Boehringer Ingelheim, Gilead Sciences, GlaxoSmithKline, Pfizer, Roche Pharmaceuticals, and Tibotec.
We would like to acknowledge the previous contributors of this review, including John loannidis, Taryn Young, Jimmy Volmink, David Wilkinson, Margaret Johnson, and Andrew

Phillips.
Disclaimer

The information contained in this publication is intended for medical professionals. Categories presented in Clinical Evidence indicate a
judgement about the strength of the evidence available to our contributors prior to publication and the relevant importance of benefit and
harms. We rely on our contributors to confirm the accuracy of the information presented and to adhere to describe accepted practices.
Readers should be aware that professionals in the field may have different opinions. Because of this and regular advances in medical research
we strongly recommend that readers' independently verify specified treatments and drugs including manufacturers' guidance. Also, the
categories do not indicate whether a particular treatment is generally appropriate or whether it is suitable for a particular individual. Ultimately
it is the readers' responsibility to make their own professional judgements, so to appropriately advise and treat their patients. To the fullest
extent permitted by law, BMJ Publishing Group Limited and its editors are not responsible for any losses, injury or damage caused to any
person or property (including under contract, by negligence, products liability or otherwise) whether they be direct or indirect, special, inci-
dental or consequential, resulting from the application of the information in this publication.

© BMJ Publishing Group Ltd 2010. All rights reserved. 28


http://www.ncbi.nlm.nih.gov/pubmed/15156489

HIV: primary and secondary prophylaxis for opportunistic infections

TABLE 1

© BMJ Publishing Group Ltd 2010. All rights reserved. 29

Sdlv pue AlH



TABLE GRADE evaluation of interventions for HIV: primary and secondary prophylaxis for opportunistic infections

Important out- Pneumocystis jirovecii pneumonia (PCP), toxoplasmosis, tuberculosis, Mycobacterium avium complex (MAC), cytomegalovirus (CMV)/herpes simplex virus (HSV)/or varicella

comes zoster virus (VZV), invasive fungal disease, Penicillium marneffei, cryptococcal meningitis, mortality
Type
Number of stud- of evi- Consis- Direct- Effect

ies (participants) Outcome Comparison dence  Quality tency ness size GRADE Comment

What are the effects of primary prophylaxis for Pneumocystis jirovecii pneumonia (PCP) and toxoplasmosis?

7, (@t least 605) Bl pcp

7, (@t least 543) Bl Mortality

14 (unclear) Bl PCP
14 (unclear) (] Mortality
Eé:]s (unclear) £ PCP
[16? (unclear) (1 Mortality

At Ieast32 (a7t least PCP

2625) Pl

1 (2625) [ Mortality

1 (545) ] Toxoplasmosis
1 (545) B Mortality

8 (unclear) (61 Toxoplasmosis
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Trimethoprim—sulfamethoxazole or pentami-
dine aerosol v placebo for primary prophylax-
is against PCP

Trimethoprim—sulfamethoxazole or pentami-
dine aerosol v placebo for primary prophylax-
is against PCP

Trimethoprim—sulfamethoxazole v pentami-
dine aerosol for primary prophylaxis against
PCP

Trimethoprim—sulfamethoxazole v pentami-
dine aerosol for primary prophylaxis against
PCP

Trimethoprim—sulfamethoxazole v dapsone
(with or without pyrimethamine) for primary
prophylaxis against PCP

Trimethoprim—sulfamethoxazole v dapsone
(with or without pyrimethamine) for primary
prophylaxis against PCP

High-dose dose trimethoprim—sulfamethoxa-
zole v low-dose trimethoprim—sulfamethoxa-
zole for primary prophylaxis against PCP

High-dose trimethoprim—sulfamethoxazole v
low-dose trimethoprim—sulfamethoxazole for
primary prophylaxis against PCP
Trimethoprim—sulfamethoxazole v placebo
for primary prophylaxis against toxoplasmosis

Trimethoprim—sulfamethoxazole v placebo
for primary prophylaxis against toxoplasmosis

Trimethoprim—sulfamethoxazole v dapsone
(with or without pyrimethamine) for primary
prophylaxis against toxoplasmosis

4

-1

-2

-1

-2

-2

-1

-1

-2

-1

-1

-2

-2

-1

Low

Low

Low

Low

Very low

Very low

Very low

Very low

Low

Low

Low

Quiality point deducted for weak methods (incomplete
reporting of results, blinding). Directness point de-
ducted for small number of events in 1 RCT (no
cases of PCP)

Quality points deducted for weak methods (incom-
plete reporting of results, blinding) and no intention-
to-treat analysis in 1 RCT

Quiality point deducted for weak methods (incomplete
reporting of results, blinding). Directness point de-
ducted for inclusion of data on secondary prophylaxis

Quiality point deducted for weak methods (incomplete
reporting of results, blinding). Directness point de-
ducted for inclusion of data on secondary prophylaxis

Quiality point deducted for weak methods (incomplete
reporting of results, blinding). Directness points de-
ducted for inclusion of data on secondary prophylaxis
and variable intervention (with or without
pyrimethamine)

Quiality point deducted for weak methods (incomplete
reporting of results, blinding). Directness points de-
ducted for inclusion of data on secondary prophylaxis
and variable intervention (with or without
pyrimethamine)

Quality points deducted for incomplete reporting of
results and open-label RCT. Directness point deduct-
ed for no direct statistical analysis between groups
in one review

Quality points deducted for incomplete reporting of
results and open-label RCT. Directness point deduct-
ed for small number of comparators

Directness points deducted for small number of
events (7 events in total) and for restricted population

Directness points deducted for restricted population
and no intention to treat analysis

Quiality point deducted for weak methods (incomplete
reporting of results, blinding). Directness point de-
ducted for inclusion of data on secondary prophylaxis
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Important out-
comes

Number of stud-

ies (participants) Outcome

8 (unclear) (61 Mortality

1 (2625) 71 Toxoplasmosis
1 (2625) [/ Mortality

1 (549) 12 PCP

1 (1057) ¥ PCP

1 (2057) *¥ Mortality

What are the effects of primary antituberculosis prophylaxis in people with HIV infection?

At least 13 ([at Tuberculosis

least 5595)

[15] [16]

6 (at least Mortality
5208) [14] [15]

[16]

10 (5584) L] Tuberculosis

11 (5520) 4 Mortality
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Comparison

Trimethoprim—sulfamethoxazole v dapsone
(with or without pyrimethamine) for primary
prophylaxis against toxoplasmosis

High-dose trimethoprim—sulfamethoxazole v
low-dose trimethoprim—sulfamethoxazole for
primary prophylaxis against toxoplasmosis

High-dose trimethoprim—sulfamethoxazole v
low-dose trimethoprim—sulfamethoxazole for
primary prophylaxis against toxoplasmosis

Atovaquone v pentamidine aerosol for prima-
ry prophylaxis against PCP

Atovaquone v dapsone for primary prophylax-
is against PCP

Atovaquone v dapsone for primary prophylax-
is against PCP
Antituberculosis regimens v placebo for pri-

mary prophylaxis against TB

Antituberculosis regimens v placebo for pri-
mary prophylaxis against TB

Antituberculosis regimens v each other for
primary prophylaxis against TB

Antituberculosis regimens v each other for
primary prophylaxis against TB

Type
of evi-
dence

4

4

4

Quality

1

-2

-2

-1

-1

-1

-1

-1

=il

Consis-
tency

0

-1

Direct-
ness

—1

-1

-1

-1

-1

-1

=il

Effect
size

0

GRADE

Low

Very low

Very low

Very low

Low

Low

Moderate

Low

Low

Low

Pneumocystis jirovecii pneumonia (PCP), toxoplasmosis, tuberculosis, Mycobacterium avium complex (MAC), cytomegalovirus (CMV)/herpes simplex virus (HSV)/or varicella
zoster virus (VZV), invasive fungal disease, Penicillium marneffei, cryptococcal meningitis, mortality

Comment

Quality point deducted for weak methods (incomplete
reporting of results, blinding). Directness point de-
ducted for inclusion of data on secondary prophylaxis

Quality points deducted for incomplete reporting of
results and open-label RCT. Directness point deduct-
ed for small number of dose comparators

Quality points deducted for incomplete reporting of
results and open-label RCT. Directness point deduct-
ed for small number of dose comparators

Quality point deducted for open-label RCT. Direct-
ness points deducted for restricted population (peo-
ple intolerant of trimethoprim—sulfamethoxazole) and
for inclusion of data on secondary prophylaxis

Quality point deducted for open-label RCT. Direct-
ness points deducted for restricted population (peo-
ple intolerant of trimethoprim—sulfamethoxazole)

Quality point deducted for open-label RCT. Direct-
ness points deducted for restricted population (peo-
ple intolerant of trimethoprim—sulfamethoxazole)

Quality point deducted for weak methods in some
RCTs (blinding, placebo group received active
treatment in 1 RCT, 1 RCT terminated early)

Quality point deducted for weak methods in some
RCTs (blinding, placebo group received active
treatment in 1 RCT, 1 RCT terminated early, 1 RCT
no intention-to-treat analysis). Consistency point
deducted for inconsistent effects between population
groups (adults, children)

Quiality point deducted for weak methods (unclear
rates of adherence, definitions varying between
RCTSs). Directness point deducted for different rates
of adherence between regimens affecting interpreta-
tion of results

Quality point deducted for weak methods (unclear
rates of adherence, definitions varying between
RCTs). Directness point deducted for different rates
of adherence between regimens affecting interpreta-
tion of results
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Important out-
comes

Number of stud-
ies (participants)

Pneumocystis jirovecii pneumonia (PCP), toxoplasmosis, tuberculosis, Mycobacterium avium complex (MAC), cytomegalovirus (CMV)/herpes simplex virus (HSV)/or varicella
zoster virus (VZV), invasive fungal disease, Penicillium marneffei, cryptococcal meningitis, mortality

8 (5584) 14

primary prophylaxis against TB

What are the effects of primary prophylaxis for disseminated Mycobacterium avium complex (MAC) disease for people without previous MAC disease?

1 (174) 20 MAC

1 (174) % Mortality

1 (667) 2 MAC

1 (667) Mortality

1 (1178) 24 MAC

1 (1178) 24 Mortality
1(1178) 24] Adverse effects

1 (693) 1?4 MAC
1 (693) 24 Mortality

1 (unclear) (1] Adverse effects

Azithromycin v placebo for primary prophylax-
is against MAC

Azithromycin v placebo for primary prophylax-
is against MAC

Clarithromycin v placebo for primary prophy-
laxis against MAC

Clarithromycin v placebo for primary prophy-
laxis against MAC

Clarithromycin plus rifabutin v clarithromycin
alone or v rifabutin alone primary prophylaxis
against MAC

Clarithromycin plus rifabutin v clarithromycin
alone or v rifabutin alone primary prophylaxis
against MAC

Clarithromycin plus rifabutin v clarithromycin
alone or v rifabutin alone primary prophylaxis
against MAC

Azithromycin plus rifabutin v azithromycin
alone or v rifabutin alone for primary prophy-
laxis against MAC

Azithromycin plus rifabutin v azithromycin
alone or v rifabutin alone for primary prophy-
laxis against MAC

Azithromycin plus rifabutin v azithromycin
alone or v rifabutin alone primary prophylaxis
against MAC

4

-1

-2

-1

-1

-2

0

-1

-1

=il

-1

-1

0

+1

Low

Very low

High

Moderate

Moderate

Moderate

Low

Moderate

Moderate

Low

What are the effects of secondary prophylaxis for disseminated Mycobacterium avium complex (MAC) disease for people with previous MAC disease?

1 (160) 2% MAC
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Clarithromycin plus ethambutol v clar-
ithromycin plus ethambutol plus rifabutin for
secondary prophylaxis against MAC

4

—3

0

0

0

Very low

Type
of evi- Consis- Direct- Effect
Outcome Comparison dence  Quality tency ness size GRADE Comment
Adverse effects Antituberculosis regimens v each other for 4 -1 0 -1 0 Low Quiality point deducted for weak methods (unclear

rates of adherence, definitions varying between
RCTSs). Directness point deducted for different rates
of adherence between regimens affecting interpreta-
tion of results

Quality point deducted for sparse data. Directness
point deducted for restricted population

Quality points deducted for sparse data and incom-
plete reporting of results. Directness point deducted
for restricted population

Directness point deducted for restricted population
(advanced AIDS). Effect-size point added for HR
less than 0.5

Directness point deducted for restricted population
(advanced AIDS)

Quality point deducted for incomplete reporting of
results

Quality point deducted for incomplete reporting of
results

Quality point deducted for incomplete reporting of
results. Directness point deducted for no direct sta-
tistical analysis between individual groups for overall
adverse effects or uveitis

Quiality point deducted for incomplete reporting of
results

Quality point deducted for no direct statistical analy-
sis between groups

Quality points deducted for incomplete reporting of
results and for unclear outcome

Quality points deducted for sparse data, open-label
RCT, and incomplete reporting of results
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Important out-
comes

Number of stud-
ies (participants)

1 (160) 2%

QOutcome
Mortality

What are the effects of secondary prophylaxis for cytomegalovirus (CMV), herpes simplex virus (HSV), and varicella zoster virus (VZV)?

1 (unclear) =) Herpes simplex
virus (HSV), vari-
cella zoster virus
(vVzv)

1(293) (50 Herpes simplex

virus (HSV), vari-
cella zoster virus
(vVzv)

Herpes simplex
virus (HSV), vari-
cella zoster virus
(vzv)

Herpes simplex
virus (HSV), vari-
cella zoster virus
(vzv)

1 (unclear) 29]

1 (48) BV

What are the effects of primary prophylaxis for invasive fungal disease in people without previous fungal disease?

1 (90) 12 Invasive fungal
disease

1 (90) 2 Mortality

3(808) 221 Invasive fungal
disease

3 (808) 17 Mortality

1 (636) L32] Invasive fungal
disease

1 (636) Mortality

1(428) (4] Invasive fungal

disease
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Comparison

Clarithromycin plus ethambutol v clar-
ithromycin plus ethambutol plus rifabutin for
secondary prophylaxis against MAC

Aciclovir v valaciclovir for secondary prophy-
laxis against HSV or VZV

Valaciclovir v placebo for secondary prophy-
laxis against CMV, HSV, VZV

Different valaciclovir dosage schedules v
each other for secondary prophylaxis against
CMV, HSV, VZV

Famciclovir v placebo for secondary prophy-
laxis against CMV, HSV, VZV

Fluconazole v placebo for primary prophylaxis
against invasive fungal disease

Fluconazole v placebo for primary prophylaxis
against invasive fungal disease

Itraconazole v placebo for primary prophylax-
is against invasive fungal disease

Itraconazole v placebo for primary prophylax-
is against invasive fungal disease

High-dose fluconazole v low-dose fluconazole
for primary prophylaxis against invasive fun-
gal disease

High-dose fluconazole v low-dose fluconazole
for primary prophylaxis against invasive fun-
gal disease

Fluconazole v clotrimazole troches for prima-
ry prophylaxis against invasive fungal disease

Type
of evi-
dence

4

4

4

Quality

-3

-1

-1

-3

-1

-1

-1

-1

Consis-
tency

0

0

0

Direct-
ness

0

0

-2

-1

-1

-1

Effect
size

0

0

+2

GRADE

Very low

Moderate

Moderate

Moderate

Very low

Very low

Very low

High

High

Low

Low

Low

Pneumocystis jirovecii pneumonia (PCP), toxoplasmosis, tuberculosis, Mycobacterium avium complex (MAC), cytomegalovirus (CMV)/herpes simplex virus (HSV)/or varicella
zoster virus (VZV), invasive fungal disease, Penicillium marneffei, cryptococcal meningitis, mortality

Comment

Quiality points deducted for sparse data, open-label
RCT, and incomplete reporting of results

Quality point deducted for incomplete reporting of
results

Quality point deducted for incomplete reporting of
results

Quality point deducted for incomplete reporting of
results

Quality points deducted for sparse data, high with-
drawal rate, and analysis by number of days with
symptoms rather than by randomised groups. Direct-
ness point deducted for surrogate non-clinical out-
come and inclusion of people with recurrent HSV

Quality point deducted for sparse data. Directness
points deducted for small number of events (10 in
total) and restricted population

Quiality point deducted for sparse data. Directness
points deducted for small number of events (10 in
total) and restricted population

Effect-size points added for RR less than 0.2

Quality point deducted for incomplete reporting of
results. Directness point deducted for small number
of comparators

Quality point deducted for incomplete reporting of
results. Directness point deducted for small number
of comparators

Quality point deducted for open-label RCT. Direct-
ness point deducted for restricted population

33



Important out-

comes zoster virus (VZV), invasive fungal disease, Penicillium marneffei, cryptococcal meningitis, mortality
Type
Number of stud- of evi- Consis- Direct- Effect
ies (participants) Outcome Comparison dence  Quality tency ness size GRADE
1 (428) (4] Mortality Fluconazole v clotrimazole troches for prima- 4 -1 0 -1 0 Low
ry prophylaxis against invasive fungal disease
What are the effects of secondary prophylaxis for invasive fungal disease in people with previous invasive fungal disease?
1(71) ] Penicillium marnef-  Itraconazole v placebo for secondary prophy- 4 -1 0 0 0 Moderate
fei laxis against invasive fungal disease
1(71) [£2) Mortality Itraconazole v placebo for secondary prophy- 4 -1 0 0 0 Moderate
laxis against invasive fungal disease
1 (108) [41] Cryptococcal Itraconazole v fluconazole for secondary 4 -1 0 -1 +2 High
meningitis prophylaxis against invasive fungal disease
1(108) (41 Mortality Itraconazole v fluconazole for secondary 4 -1 0 -1 0 Low

prophylaxis against invasive fungal disease
What are the effects of discontinuing primary prophylaxis against opportunistic pathogens in people on highly active antiretroviral treatment (HAART)?

1(474) [43] Pneumocystis Discontinuation v continuation of primary 4 -1 0 0 0 Moderate
jirovecii pneumo- prophylaxis for PCP
nia (PCP)

2 (at least Toxoplasmosis Discontinuation v continuation of primary 4 -2 0 0 0 Low

[3:185]1) FAy R prophylaxis for toxoplasmosis

2 (1163) Fa [ Mycobacterium Discontinuation v continuation of primary 4 0 0 -1 0 Moderate

avium complex
(MAC)

What are the effects of discontinuing secondary prophylaxis against opportunistic pathogens in people on highly active antiretroviral treatment (HAART)?
[43] [49]

prophylaxis for MAC

2 (259) Pneumocystis Discontinuation v continuation of secondary 4 -1 0 0 0 Moderate
jirovecii pneumo- prophylaxis for PCP
nia (PCP)
1 (57) £ Toxoplasmosis Discontinuation v continuation of secondary 4 -2 0 0 0 Low
prophylaxis for toxoplasmosis
1(42) (661 Invasive fungal Discontinuation v continuation of secondary 4 -2 0 -1 0 Very low

disease prophylaxis for invasive fungal disease

Type of evidence: 4 = RCT Consistency: similarity of results across studies
Directness: generalisability of population or outcomes
Effect size: based on relative risk or odds ratio

© BMJ Publishing Group Ltd 2010. All rights reserved.

Pneumocystis jirovecii pneumonia (PCP), toxoplasmosis, tuberculosis, Mycobacterium avium complex (MAC), cytomegalovirus (CMV)/herpes simplex virus (HSV)/or varicella

Comment

Quiality point deducted for open-label RCT. Direct-
ness point deducted for restricted population

Quality point deducted for sparse data

Quality point deducted for sparse data

Quiality point deducted for sparse data. Effect-size
points added for RR less than 0.2. Directness point
deducted for small number of events

Quality point deducted for sparse data. Directness
point deducted for small number of events

Quiality point deducted for open-label RCT

Quiality points deducted for open-label RCT and for
incomplete reporting of results

Directness point deducted for small number of com-
parators (azithromycin only)

Quality point deducted for open-label RCTs

Quiality points deducted for sparse data and open-
label RCT

Quality points deducted for sparse data and incom-
plete reporting of results. Directness point deducted
for small number of comparators (cryptococcus only)
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