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¢ Although HAART therapy has improved drastically the prognosis of patients
infected by HIV, the eradication of the infection is not possible with the therapies
available at the present time. For this reason, HAART contemplates the very
long term, often with complex regimens.

¢ Adherence is one of the fundamental factors of therapeutic effectiveness.
Simplicity, as well as a low number of tablets, good tolerability and little toxicity
has been related to therapeutic success and reduction of mortality. All these
reasons justify the present tendency towards a simplification of antirretroviral
treatment with effective but convenient regimen for the patient.

¢ This study began when experience with QD antiretroviral therapies was still
limited, so the principal aim was to describe and evaluate treatment satisfaction
and adherence, as well as effectiveness, of a number of QD and BID therapies
in real life conditions.

* Non-interventional, multicenter, prospective and longitudinal cohort study that
compares two antiretroviral treatment schedules: administration of HAART
once daily (QD) vs. twice daily (BID). Inclusion period: May-December of 2002.
Patients made three visits (baseline, three and six months) in which clinical,
analytical and adherence data where collected. To assess adherence a structured
validated questionnaire was used (GEEMA test), and to assess treatment
satisfaction a visual analogical scale was used by independent consultants who
interviewed all patients at six months.

Multivariate models were fitted on observed data to find factors predictive of
adherence, treatment satisfaction and treatment effectiveness.

* 88 investigators in 55 hospitals participated and collected information from
978 patients.
Table 1. Baseline characteristics

Treatment after
virological failure

Simplification
therapy

Basal characteristics AT naive patients

Pt distribution (n=978)

Male sex (%)

Median age (year)

Risk behaviour (%)
IVDU 39.8 30.6
Heterosexual 27.6 37.1
Homo/bisexual 22.8 20.2
IVDU+sexual 5.7 8.1
Other/Unknown 4.1 4.0

AIDS diagnosis at
baseline (%) 28.5 339

Baseline CD4 pL 210 176
Baseline viral load Log 5.36 5.53

Chart 1. Median number of pills in QD/BID HAART
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* This study was carried out when new formulations for some antiretrovirals
were still unavailable (e.g.: efavirenz or lamivudine formulated in one pill, once
daily), or tenofovir was not approved in first line therapy. This drove median
number of pills higher than in current practice.

* Most frequent therapies in QD and BID schedules were:
- QD: ddI+3TC+EFV (30.2%), TDF+3TC+EFV (25.7%) and ddI+TDF+EFV (11.1%).

- BID: ddI+d4T+EFV (25.8%), d4T+3TC+EFV (15.9%), ddI+3TC+EFV (9.8%),
ddI+TDF+LPV/r (7.6%), ZDV+3TC+LPV/r (6.8%) and 3TC+d4T+LPV/r (6.1%).

Table 2. Imnmunovirological outcome at six months (on treatment analysis)

AT naive patients

% below 400 cop/ml

Average decrease in viral load

Average increase in CD4 count

Simplification therapy*

% below 400 cop/ml

Average decrease in viral load

Average increase in CD4 count

Treatment after virological failure
% below 400 cop/ml 57.1 57.8
-0.8 log -0.8 log

Average increase in CD4 count +52 +79

Average decrease in viral load

*Simplification therapy was allowed for those patients with less than 2,000 cop/ml.

Chart 2. Adherence

Regimen and treatment adherence

ab BID aD BID
Simplification Failure

M Adherent |4 Non-Adherent

¢ Adherence was significantly better in QD than in BID therapies (p<0.05).

* The proportion of patients with viral load <400 copies/ml at six months was higher
in those defined as adherent compared to non-adherent patients:
- AT naive patients: 86.2% vs. 78.9% (p non significant).
- Simplification: 91.4% vs. 83.4% (p<0.05).
- Treatment after virological failure: 64.4% vs. 49.4% (p<0.05)

Table 3. Quality of life. Patient's treatment evaluation

Treatment evalu:
(Median value:

In general

Efficacy against HIV

Convenient and simplicity to
fulfil treatment

Tolerance

Effort needed

Able to continue correctly

Satisfaction index

Chart 3. Patient’s treatment satisfaction
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* The proportion of patients over the median satisfaction index was significantly
better for QD than BID therapies (p<0.05).

Multivariate anal

Factors related to treatment adherence (GEEMA Test)

Treatment satisfaction

Constant = 0.1775

<0.0001

Family support

0.0769

Years of HIV infection (per year)

0.0763

IVDU

0.0384

Factors related to treatment satisfaction

Simplification therapy

Constant = 0.5403

95% CI

QD therapy

Years of HIV infection (per year)

AIDS at baseline

Factors related to viral load <400 copies/ml at 6 months

AT naive patient

Constant = -0.074

<0.0001

Treatment adherent

0.0069

Conclusions

* "Early" once-daily antiretroviral therapies appear as effective as BIDs, improving
significantly adherence and treatment satisfaction. This could positively affect
treatment efficacy given that these features are the cornerstone for HAART

success in the long term.

* The improvement in treatment adherence and quality of life, was mainly due
to the QD nature of the therapy, given that these “early” once-daily AR therapies
did not differ substantially with BID therapies in pill burden.

* The reduction in pill burden with the new formulations will make antiretroviral
therapy easier, probably improve adherence and even efficacy.
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