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Objective

Entry Criteria

Study Design

Study Treatment

To assess the long-term safety and efficacy of a once-daily combination of FTC + ddI + EFV in patients randomized to the once-daily arm of 
the ALIZE trial and willing to continue therapy with the same combination after week 48 of the trial.  

Patients randomized to the once-daily regimen (FTC + ddI + EFV) of the ALIZE trial and willing to continue follow-up after week 48

At trial entry: Patients receiving a PI-based HAART Plasma HIV-RNA levels < 400 cp/mL in the 6 previous months

Non nucleoside reverse transcriptase inhibitor naïve CD4+ T-lymphocyte cell count ≥ 100/mm3

No previous use of ddI monotherapy

3TC-based HAART if treated with NRTIs alone before PI-based regimen

Method open-label multicentric cohort

Accrual 178 patients in 58 French centers who reached week 48 of the ALIZE trial

Follow-up 2 years after week 48, i.e. 3 years after trial randomization

Endpoints virological efficacy virological failure : first occurrence of HIV-1 RNA ≥ 400 cp/mL

immunological efficacy median change of CD4+ T-lymphocyte cell count from baseline

tolerance grade 4 adverse events
lipodystrophy and metabolic disorders

Analysis strategy on available data only
for virological efficacy analysis intent to treat analysis and on study treatment analysis
for other analyses on study treatment analysis

Once-daily combination of FTC (200 mg per day) + ddI (< 60 kg: 250 mg per day / ≥ 60 kg: 400 mg per day) + EFV (600 mg per day) : 5 pills
taken all together, at bedtime, at least two hours after dinner. 
During study, the new formulation of EFV became available and patients received one 600 mg capsule of EFV, making the once-daily regimen
only 3 pills/day. 

This study was supported by a grant from ANRS – ALIZE study ANRS trial 099. 
We thank Dr. F. Rousseau from Gilead who provided FTC up to the end of the trial. 
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N 178

Gender men n (%) 152 (85)

Age years median (IQR) 41 (36 - 47)

HIV risk factors homosexual n (%) 86 (47)
intravenous drug use  17 (10)
heterosexual 60 (34)
others or unknown 14 (8)

CDC Disease stage AIDS n (%) 50 (28)

Plasma HIV-1 RNA ultra-sensitive assay n < 400 cp/mL (%) 178 (100)

Lymphocyts CD4+ count cells/mL median (IQR) 509 (375 - 756)

Glucose mg/dL median (IQR) 88 (79 - 95)
Cholesterol mg/dL median (IQR) 216 (191 - 243)
HDL cholesterol mg/dL median (IQR) 45 (38 - 56)
LDL cholesterol mg/dL median (IQR) 3.7 (3.0 - 4.3)
Triglycerides mg/dL median (IQR) 137 (89 - 218)

IQR: interquartile range

Baseline Characteristics of Patients Randomized to the Once-Daily Group of the ALIZE TrialWe have demonstrated in the ANRS 099 ALIZE trial that simplification therapy with once-daily efavirenz (EFZ), didanosine (ddI), and
emtricitabine (FTC) in HIV-1 infected adults with viral suppression receiving a protease inhibitor-based regimen was well tolerated and
associated with sustained virologic suppression and immunological benefit during 48 weeks (Molina et al, JID, March 2005). Also, adherence
to study medications was better with the once-daily regimen than with the PI-based regimen. Finally, there was a significant increase in HDL-
cholesterol levels in the once-daily group compared with the PI group. 

Because FTC was not available at the end of the trial, patients were offered to continue the study, which was extended for 3 years, and to 
receive the same once-daily combination

The substitution of a PI-based regimen by a simple and convenient once-daily combination of emtricitabine, 
didanosine and efavirenz maintained a good suppression of plasma HIV-1 RNA levels and continued 
increases in lymphocytes CD4+ cell counts for 3 years without worsening of lipodystrophy or metabolic 
abnormalities. 

HIV-1 RNA – Kaplan-Meier Estimate of the Probability of Virological Failure (%)

intent to treat analysis on study treatment analysis

Lymphocytes CD4+ Cells Count - Median Change From Baseline (/mm3)

Glucose – Median Change From Baseline (mg/dL)

178 164 158 151 148 144 142 139 138 133Patients at
Risk 178 173 171 170 169 169 168 168 167 115

174 161 156 152 148 139 139 127 114

# / N % # / N % # / N %

M00 76 / 174 44 53 / 174 30 91 / 174 52

M06 64 / 161 40 50 / 161 31 79 / 161 49

M12 67 / 150 45 45 / 150 30 78 / 150 52

M24 58 / 141 41 42 / 141 30 73 / 141 52

M36 48 / 120 40 31 / 119 26 59 / 120 49

n: at least one dystrophy; N: available data

lipoatrophy lipohypertrophy lipodystrophy

Lipodystrophies - n (%)

152 131 134 131 123 98

Among the 152 patients (85%) who continued the once-daily combination of FTC+ddI+EFV up to week 48, 147 (83%) were
followed until year 3 and 125 (70%) remained on study treatment after 36 months.

During follow-up, the proportion of patients with virologic failure (plasma HIV RNA above 400 copies/mL) at month 36 reached
only 6% in the on-treatment analysis and 23% in the intent-to-treat analysis.

Median increase from baseline in CD4+ cell count was +44 cells/mm3 (vs 0: p<0.05) at month 36, in patients with a CD4+ cell
count at study entry of 535 cells/mm3. Immune reconstitution was therefore slow.

The incidence of grade 4 adverse events stabilized after the first 48 weeks of follow-up, since 29 patients (16%) encountered a 
serious adverse event before week 48, and only 17 (10%) up to 36 months. No patient discontinued study treatment because of 
worsening of lipoatrophy.

There was a slightly statistically significant increase in plasma glucose level (p<0.05), but the proportion of patients meeting the
diabetes melitus definition (glucose > 126 mg/dL) remained very low, between 2 to 5% during follow-up. Interestingly, there was
no increase in total cholesterol level or LDL cholesterol after 36 months with this combination. Yet, a significant increase in HDL 
cholesterol level already observed at week 48 was sustained up to month 36 (+11.6 mg/dL), and 42% of patients (20% at baseline) 
had a plasma HDL cholesterol level > 60 mg/dL at month 36, a level which is associated with protection against cardiovascular
risk.

Of note, the incidence of lipodystrophy (both lipoatrophy and lipohypertrophy) remained unchanged after 36 months of therapy as 
compared to baseline. This is an interesting result with this new combination.

MedDRA System Organ Class Description ]M00-M12] ]M12-M36]

Infections and infestations 7 3

Neoplasms benign, malignant and unspecified 1 1

Musculoskeletal and connective tissue disorders 2 2

Nervous System disorders closed head injury + loss of consciousness 1

Gastrointestinal disorders pancreatitis, blood amylase increase 1 1
others 2 2

Hepatobiliary disorders hepatitic cytolysis 3

Renal and urinary disorders nephrolithiasis 1

Respiratory, thoracic and mediastinal disorders 2

Cardiac disorders myocardial infarction 2
pericardial effusion 1

Pregnancy, puerperium and perinatal conditions abortion 1 1

Psychiatric disorders depression, suicide attempt 2 2
hallucination 1

Investigations (biology) CPK increase 3 2
triglyceride increase 1
neutropenia 3

Overall 29 17

Serious (grade 4) adverse events – patients with at least one event (n)

Continued
on trial follow-up 178 175 147
on study treatment 178 152 125

Discontinued study treatment - 23 0 27
dead 0 0 0 0
withdrew consent at baseline 3 - - -
stopped study treatment 23 27

for treatment adaptation - - - 5
for patient's choice - 3 - 5
for treatment failure - 5 - 2
for adverse effect - 15 - 8
for unknown reason - - - 7
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173 160 153 153 138 110

171 150 149 142 126 101 161 137 133 126 111 95

Cholesterol – Median Change From Baseline (mg/dL)

HDL Cholesterol – Median Change From Baseline (mg/dL) LDL Cholesterol – Median Change From Baseline (mg/dL)

Triglycerides – Median Change From Baseline (mg/dL)

173 160 154 152 136 109

+5.4 mg/dL
p<10-4

+11.6 mg/dL
p<10-4

−21.9 mg/dL
p=0.004

−1.7 mg/dL
p=0.77

−0.10 mg/dL
p=0.12

6%

+44/mm3

p=0.049

23%
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