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OBJECTIVE:

(a) To evaluate the feasibility of implementing a pilot antiretroviral clinical trial / HIV treatment program for HIV-infected infants and children at a single site in Gabarone, Botswana.

(b) To evaluate toxicity, intolerance, HIV disease progression (growth failure and death), changes in CD4+ lymphocyte counts, and changes from baseline in plasma HIV RNA concentrations in a cohort of HIV-infected Botswana children treated with once-daily stavudine plus didanosine.

(c) To evaluate the safety and activity of hydroxyurea, given in addition to stavudine plus didanosine, in children failing initial therapy.

TIME LINE: 36 months

STUDY DESIGN:

Subjects will be HIV-infected according to standard definitions employed by the U.S. Centres for Disease Control and Prevention. They must be antiretroviral treatment-naïve (cumulative duration of prior antiretroviral therapy of six weeks of less). Children will be excluded from study if they have an active opportunistic infection (exclusive of tuberculosis) or malignancy, chronic diarrhea, history of peripheral neuropathy or pancreatitis, or current grade 3 or greater abnormality of any toxicity monitoring laboratory test( CBC, liver and renal function tests). Study drugs will be administered once-daily in doses twice those of the standard twice-daily doses. Each study subject also will receive a multivitamin once-daily. Subjects will be evaluated clinically and with routine toxicity monitoring laboratory tests at least every three months. Specimens from a subset of subjects will be collected every six months and analyzed for changes from baseline in CD4+ lymphocyte counts and HIV RNA concentrations. Study endpoint will be defined by the occurrence of grade 4 or recurrent grade 3 treatment-associated toxicity or intolerance, or death.

Children who exhibit treatment failure (e.g., growth failure, clinical neurodevelopmental regression, occurrence of new AIDS-defining conditions) after receiving stavudine plus didanosine for at least 24 weeks will be permitted to add once-daily hydroxyurea to the existing treatment regimen. All such children will be followed using an enhanced schedule of clinical monitoring, toxicity monitoring laboratory tests, and activity measures (e.g., CD4+ lymphocyte counts and HIV RNA concentrations).

