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ACTG 5175

A Phase III, Randomized, Open-Label Evaluation Of The Efficacy Of Once-Daily Protease Inhibitor And Once-Daily Non-Nucleoside Reverse Transcriptase Inhibitor-Containing Combinations For Initial Treatment Of HIV-1 Infected Individuals From

Diverse Areas Of The World

Study Design

A5175 is a phase III, randomized; open-label, three-arm study of antiviral efficacy in 1520 HIV-infected subjects with CD4+ cell counts < 300 cells/mm3 and naïve to antiretroviral treatment.  It is designed to evaluate the efficacy of three antiretroviral regimen combinations consisting of two NRTIs + PI and two NRTIs + NNRTI administered once daily as compared to a regimen containing two NRTIs + NNRTI administered twice daily. The primary objective is to compare once daily PI and once-daily NNRTI-containing regimens with standard twice-daily antiretroviral therapy.  Study duration will be until 30% of subjects reach a primary endpoint (expected to be approximately 3 years from randomization of the first subject) or 2.5 years after the initial randomization, whichever occurs later.  A minimum study duration of 2.5 years will ensure not only an adequate number of events for the primary endpoint, but it will also provide adequate duration of follow-up to infer non-inferiority of one treatment arm as compared with another.

Step 1: Initial Study Regimen

At study entry subjects will be randomized (1:1:1) to one of the following treatment arms.

· Arm 1A:
3TC/ZDV 150/300 mg 1 tablet BID + EFV 600 mg QHS

· Arm 1B:
FTC 200 mg QD + ATV 400 mg QD + d4T-XR 100 mg QD for subjects who weigh > 60 kg or 75 mg QD day for subjects who weigh < 60 kg

· Arm 1C:
FTC 200 mg QD + TDF 300 mg QD + EFV 600 mg QHS

Inclusion Criteria

· Men and women age 18 years or older.
·  HIV-1 infection, documented by a rapid HIV test or any licensed ELISA test kit, and confirmed by either a repeat ELISA, an IFA, a Western blot, or plasma HIV-1 RNA.

· Less than 7 days of cumulative prior antiretroviral therapy at any time prior to study entry. NOTE: The use of single-dose NVP or ZDV for any period of time during pregnancy to prevent MTCT of HIV is allowed.  Prior use of any 2 or more antiretroviral drugs in combination for any period of time to prevent MTCT is not allowed.

· CD4+ cell count less than 300 cells/mm3 obtained within 90 days prior to study entry.

·  Laboratory values obtained within 45 days prior to study entry that fall within normal ranges.

· All participants must practice approved forms of birth control for the duration of the study.

· No intent to relocate away from current geographical area of residence for the duration of study participation.

· Willingness to adhere to on study follow-up schedule.

Exclusion Criteria

· Acute therapy for serious medical illnesses (in the opinion of the site investigator) within 14 days prior to study entry, unless subject has completed 7 days of therapy and is clinically stable.

· Any condition that, in the opinion of the site investigator, would compromise the subject’s ability to participate in the study.

· Radiation or systemic chemotherapy within 45 days prior to study entry. NOTE: Systemic chemotherapy for treatment of Kaposi’s sarcoma during the period 45 days prior to study entry is acceptable.  Anticipated need for systemic chemotherapy while on study is not permitted.

· Any immunomodulator, HIV vaccine, or other investigational therapy within 30 days prior to study entry with the exception of a tapering course of corticosteroids as acute therapy for Pneumocystis carinii pneumonia (PCP).  Antipneumocystic treatment should meet the requirement of section 4.2.1.

· Active drug or alcohol use or dependence that, in the opinion of the site investigator, would interfere with adherence to study requirements.

· Current pancreatitis.

· Pregnancy.  NOTE: Breast-feeding is not a restriction to eligibility.
· Allergy/sensitivity to any study drugs or their formulations.

Principal Investigator:  Judith Currier, MD        For more information, please call (310) 557-1891
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