Since 1996, in the HAART era:

- Mortality of HIV-infected patients has decreased due to the reduction of occurrence of AIDS-defining
illnesses.

- Nowadays, non-AIDS non-HAART-related (NANHR) events have become the most frequent clinical
events in HIV-infected patients with HAART and are the first cause of death in HAART-treated
patients.

- Few data are available in the literature about risk factors for developing NANHR events.

- To determine the incidence of NANHR events in the French national cohort ANRS CO8 APROCO/COPILOTE
- To study risk factors of NANHR events (especially immunological and virological response to HAART)

Patients. APROCO/COPILOTE (prospective observational multicenter cohort study in France) enrolled
1281 patients in 1997-1999 at the initiation of a protease inhibitor-containing antiretroviral regimen. The
1231 patients who had at least one follow-up visit after M4 were selected for the present study.

Definitions of severe clinical events and NANHR events. Each event was categorized and scored
independently by two experts from the Events Validation Comittee. A clinical event was considered to be
severe when:
- It required hospitalization or an extension of hospitalization,
- It led to a life-threatening condition (grade 3 or grade 4 of the standardized classification of the
Agence Nationale de Recherche contre le SIDA,
- It led to death.
Clinical NANHR events were considered after exclusion of:
- AIDS-defining events
- Solely HAART-related events (lipodystrophy, hypersensitivity in patients treated with abacavir or
nevirapine, symptomatic liver or pancreas toxicity, symptomatic anemia in patients treated with
zidovudine, indinavir-related nephrolithiasis or renal colic, lactic acidosis)
- Asymptomatic biological events.

Median follow-up was 88 months (IQR, 52-
102 months) and the total follow up was
7664 patients-years. During the follow up,
a total of 713 severe NANHR-events were
recorded in 385 patients (Table 2), leading
to an incidence of NANHR events of
10.5/100  patients-years,  while  the
incidence of AIDS-related events was
2.71100 patients-years. Variables
independently associated with a higher risk
of occurrence of a first NANHR event are
detailed in Table 3.

NANHR severe clinical events:
- Have a high incidence in HAART-treated patients.
- Are independently associated with both persistent immunosuppression and virological
failure (plasma HIV RNA > 10 000 copies/ml).
Along with all its other beneficial effects, the control of HIV replication may protect
against the occurrence of non AIDS-events, notably bacterial infections in HAART-
treated patients. These results give further arguments against interruptions of
antiretroviral treatment.

Figure 1. Probability (Kaplan-Meier
estimation) of occurrence of a first
NANHR event during follow-up.




