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. . . : : : : itment period is 2. ollo p is to extend to 1 year after the Iast patien Trial management is shared between the three countries. The study is being conducted according to country-specific Good Clinical Practice (GCP) guidelines and standard operating
Highly-active antiretroviral therapy (HAART) has resulted in a substantial decrease in the 2 procedures.

incidence of AIDS and death in persons with the human immunodeficiency virus (HIV)

infection. However, there are certain limitations of HAART: The OPTIMA organizational/management structure is described below.

Trial Steering Committee (TSC): General oversight of the trial conduct, accrual, retention, quality and data systems, and management

(a) Duration of response to HAART regimens is usually limited by either the

emergence of viral resistance or the development of toxicity. Initial Inclusion Criteria Seviised el Chiaia Trial Management Committee (TMC): Day-to-day management of the trial, eligibili

(b) Subsequent treatment options are narrowed by the problem of drug resistance and
cross-resistance within each of the three main classes of anti-retroviral drugs.

Two novel approaches have been recently tried in patients for whom first and second line
HAART regimens have failed: (a) a strategy of mega-ART (comprised of 5 to 9 drugs) and
(b) a temporary cessation of anti-retroviral therapy (known variously as ‘drug-free period’,
‘drug-holiday’, ‘structured treatment interruption’).

Mega-ART, is an experimental treatment strategy that has met at least some success, as
defined by virologic response. Essentially, the strategy is to treat with as many anti-
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3. Loss to follow-up at 3.5 years will be 10%
4

. Drop-in (Standard to Mega) is 5% Year 1; increases 10% every year thereafter There will be 2 full interim analyses for the primary endpoint, when 250 and 500 events have accumulated. The

El|g|b|e Haybittle-Peto method will be used for monitoring with a p-value of 0.001.
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Analysis will be done according to original treatment assignment, regardless of adherence (intent-to-treat), to
compare (using stratified log-rank test; p-value of 0.05) the main effects of

(a) Standard-ART vs Mega-ART and
(b) Antiretroviral Drug-free Period (ARDFP) vs No Antiretroviral Drug-Free Period (No ARDFP).
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