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BACKGROUND

Convenience is an important factor to improve adherence to
HAART. Many antiretroviral drugs can be given in once-daily
(QD) doses. Nevirapine (NVP) QD was associated with a higher
risk of hepatotoxicity as compared with the standard BID
regimen in ARV-naive patients enrolled in the 2NN trial (Van Leth
F. Lancet 2004; 363: 1253-63). A great proportion of patients
with NVP-related hepatotoxicity present the event in the first 12-
18 weeks as part of a hypersensitivity reaction.

OBJECTIVE

To compare hepatotoxicity, other safety parameters,
and efficacy in stable patients tolerating a standard
BID NVP-containing regimen who switched to QD
NVP.

PATIENTS AND METHODS

Design: Randomised, open, multicenter trial

Setting: 24 Hospitals in Spain with extensive experience in HIV
management

Patients: Adult HIV-infected pts receiving a standard BID NVP-
containing HAART regimen, for at least 12 weeks (18 if women with
CD4 >250 cells/uL), with undetectable plasma viral load and ALT <2.5
times the upper normal limit (UNL).

Intervention: After stratification by CD4 count (> or <200 cells/uL)
and HCV (+ or -), patients were centrally randomised to 1) switch to
NVP 400 mg QD or 2) continue with NVP 200 mg BID.

Follow-up: Clinical status (adverse effects, HIV-related symptoms,
adherence) and laboratory parameters (blood cells, ALT, AST, alkaline
phosphatase, GGT, creatinine, glucose, total cholesterol, triglycerides,
HDLc, LDLc, CD4 count and viral load) were assessed at baseline, and
months 1, 3, 6, 9 and 12.

Primary outcome: Time to ALT and/or AST Grade > 3 (>5 times
above normal values, or >3.5 times the baseline value if grade >0 at
baseline).

Statistical analysis: The primary endpoint was analysed using
intent—to-treat Switch=Toxicity (ITT S=T) and intent-to-treat observed
(ITT observed) approaches:

o In the ITT S=T analysis, switch of treatment or loss to follow-up was
considered as toxicity.

« In the ITT observed analysis, loss to follow-up was censored.
Predictive factors of ALT and/or AST toxicity were assessed using a
logistic regression model for dichotomous responses. A 2-sided p-value
of 0.05 was considered statistically significant.
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hepatotoxicity while viral suppression is mantained.

« HCV+ and increased ALT levels at baseline were independently associated with hepatotoxicity in this cohort.

CONCLUSIONS

« In patients under standard NVP-containing regimens for at least 12-18 weeks, switching to a QD NVP regimen is associated with a low frequency of
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