Alessandra Vigano, M.D.
L. Sacco Hospital, via GB Grassi 74,

R-105 20157 Milan, Italy

Phone: +39-0239042253
Fax: +39-0239042254
E-mail: alessandra.vigano@unimi.it

Switching,stavudine.to tenofoyvir.-and|protease. inhibitor, to efavirenz results.in
a,favorable.clinicaljoutcome.in, HIV:infected children

Alessandra Vigano!, Vania Giacomet', Silvia Beretta', Marzia Merlo', Laura Cafarelli', Stefano MoraZ
1Chair of Paediatrics, L.Sacco Hospital, University of Milan and, 2Laboratory of Pediatric Endocrinology, IRCCS H S. Raffaele, Milan, Italy

1. INTRODUCTION: Pl-based therapies require complex regimens with high pill burden and dosing schedule constraint. These features may decrease o eI E D
adherence in HIV-infected children and adolescents. Pl and NRTIs therapy, expecially stavudine (d4T), have been associated with morphologic changes and Switehing ARV at study entry and

e <002 Changes in % of subjects with total cholesterol >95" percentile
metabolic abnormalities that could increase the risk of cardiovascular disease. These side effects are particulary worrisome in HIV-infected children and adolescent

in children switching ARV at study entry and
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due to long-term expected survival.
2. SUBJECTS AND METHODS: We planned a 96-week prospective trial to evaluate the impact on virologic, immunologic, metabolic and body composition
parameters of replacing Pl with EFV and d4T with tenofovir (TDF) in HIV-infected children and adolescents who had been receiving an HAART regimen containing

mgldL

lamivudine (3TC) + d4T + 1PI. Current report decribes the virologic, immunologic and metabolic parameters observed after 48 weeks of the new antiretroviral regimen.
Entry criteria were: HIV-RNA < 50 copies/ml for the 48 weeks prior to enrollment in the study, absence of an active acquired immunodeficiency syndrome (AIDS)-
defining condition in the preceding 48 weeks and no prior treatment with EFV and TDF. Twenty-seven patients were randomized to switch d4T to TDF and PI to EFV

at study entry (n=14) or at week 24 (n=13). All of the patients maintained 3TC. EFV was administered once daily, at weight-dependent doses, as recommended by the

manufacturer. TDF was administered once daily at body surface area-dependent doses (150 mg for 0,5-0,84 m?; 225 mg for 0,84-1,29 m? 300 mg for > 1,3 m?). Lo AL ki ) L SO 24 wks 3wk 48 ks
Children were well matched for demographic, clinical characteristics and HIV disease markers, duration of previous exposure to AZT and duration of current exposure
to HAART (Table1). DI DG D
Clinical evaluation, viral load and CD4+ cells count were obtained at study entry and at weeks 4, 12, 24, 36 and 48. Fasting blood samples were drawn at study entry, . T :
b0

weeks 12, 24, 36 and 48 for measurements of total cholesterol, low-density lipoprotein (LDL) cholesterol, triglycerides and at study entry, weeks 24 and 48 for "1 r 1T 1

measurements of creatinine and ph
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3. RESULTS:
Changes in Triglycerides levels (mean, SD) in children

Table 2: immunologic and virologic parameters in children switching ARV Table 3: renal parameters in children switching ARV e e Changes n 2 Tglycerdes 35" ercantle i ciren
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Tyt 4, CONCLUSIONS: The replacement of Pl by EFV and of d4T by TDF in HIV-infected children who had been receiving an
creatinine ) - A U ) ) )
36 weeks HAART regimen containing lamivudine (3TC) + d4T + 1Pl and who had long lasting viral suppression provides continued
virological suppression, stable CD4+ response, significant improvement of lipid profile and reversion of lipid abnormalities.
R . Urine aioumine! Overall the new antiretroviral regimen was well tolerated and not associated with signs of renal dysfunction.

Data are as mean (SD)

* Using Schwartz formula



