AND ART

USING ANTIRETROVIRAL THERAPY IN
PATIENTS WITH TUBERCULOSIS
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With increasing access to antiretroviral therapy in the
region, it is inevitable that large numbers of patients will

either develop tuberculosis while on antiretroviral therapy
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his article reviews these complex
interactions and provides recommendations for using
antiretroviral and tuberculosis therapy in the southern

African context.

SHARED TOXICITY

kared oF avaHanning taviety e rammon and leade #0
SNarea or overiapping toxicity is ¢ and ieads 1o
difficuit manaagement decisions 1T the toxicit Irranis
U Cull allagCImChL Qcuisions C LOXICILY Wallallls

nausea, rash and

neral neuropathy,

UG INTE ONS

This is discussed fully in the next issue in an article by
Cohen et al. The problem is that rifampicin is a powerful
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Suitable antiretroviral regimens for patients on rifampicin
therefore include:

B Triple nucleoside RTI (effective provided the viral load is

< 50 000 copies/ml or < 100 000 copies/m! if abacavir
is used)

B Dual nucleoside RTI plus efavirenz

B Duzl nucleoside RTl pius ritonavir (or ritonavir plus

Rifabutin is a less potent enzyme inducer than rifampicin,

and certain protease inhibitars affect its levels. Rifabutin

ot eonsidered
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’ All other protease inhibitars

TABLE II. DRUG INTERACTIONS BETWEEN RIFAMPICIN AND ANTIRETROVIRAL THERAPY :

Mild reduction in efavirenz levels — some experts increase the dose to 800 mg

PARADOXICAL WORSENING OF TUBERCULOSIS

Paradoxical deterioration of tuberculosis despite effective

antituberculosis therapy was well documented in the pre-

HIV era. Typical cases observed were enlargement of lymph

WCrsening or new
series the paradoxical reactions are temporally related to
the initiation of antiretroviral therapy (especially when this

is commenced within the first 2 months of antituberculosis
third of pati
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The mechanism of the paradoxical reactions is believed to
be due to the host immune response — either because of

following antituberculosis

of immune reconstitution from
The s known as immune

restaration syndrome and typically occurs in patients who
initiate highly active antiretroviral therapy with low CD4+
I
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ymphocyte

counts. The other pathogens tha

y associateéd with immune restoration syndrome:
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TREATING TUBERCULOSIS DEVELOPING ON
ANTIRETROVIRAL THERAPY

There are limited data on treating tuberculosis in HIV-
infected patients without using rifamycins. Regimens
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it is therefore extremely important to

try to switch the patient to an antiretroviral regimen that

with rifampicin. In

ther
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audiograms should be done to check for ototoxicity, which
is often irreversible.

STARTING ANTIRETROVIRAL THERAPY WITH NEWLY

DIAGNOSED TUBERCULOSIS

In areas where tuberculosis is endemic, like southern Africa,
HIV-infected patients develop tuberculosis with & wide

range of immune suppression. Tuberculosis per se should
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nereroré not beE cons Tor starting

antiretroviral therapy. Because of the proolems of

paradoxical reactions, drug interactions and shared toxicity
discussed above, antiretroviral therapy should not be

commenced at the same time as antituberculo
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CD4+ lymphocyte count and other serious HIV-related
co-morbidity:
B CD4 > 20

0 cells/pl. Defer antiretroviral therapy unti

i Gl R
after antituberculosis therapy. As CD4 counts tend to
ncrease when tuberculosis is treated, these should be

after antituberculosis therapy to see if the

1T neéeas antiretroviral tnerapy.

B CD4 50 - 200 cells/pl. Defer antiretroviral therapy

ntil after months) of
antituberculos the number of
antituberculosis drugs is reduced, with less chance of
shared toxicity, and the risk of paradoxical reactions is

OWEr.
B Serious HIV-related co-morbidity or CD4 < 50
cells/pl. Start antiretrovir it




