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Abstract
Background: Week 96 data of the GEMINI-1 and GEMINI-2 trials showed that the efficacy of the 2-drug
regimen (2DR) including 3TC-DTG is non-inferior to triple DTG-containing regimens as first-line therapy.
However, concerns were expressed on the regimen efficacy in PLWH starting with CD4 counts
<200/mm3. More in general, real-life long-term estimates of the effectiveness of first line treatment with
3TC-DTG are sparse.
Methods: We included PLWH enrolled in ICONA cohort who started first-line ART with 3TC-DTG. Primary
endpoint: time to treatment failure (TF, i.e. time of the first of 2 consecutive viral load-VL>50 copies/mL
after 6 months, or discontinuation of the regimen regardless of the reason). A sensitivity analysis was
conducted in which only discontinuations due to toxicity/failure were counted as events. Main exposure
of interest was CD4 count at ART initiation. We identified geographical location of attending site, age and
HIV-RNA at ART initiation as time-fixed confounders. Participants’ characteristics were compared
according to CD4 count at ART initiation using non-parametric tests. Standard survival analysis by Kaplan-
Meier curves and Cox regression model was used.
Results: A total of 281 PLWH started 3TC-DTG as first-line: 10.6% females, 27% born outside Italy,
median CD4 458/mm3, 6% with CD4<200/mm3, 20.6% with HIV-RNA >100,000 copies/mL, only 2.0%
with HIV-RNA >=500,000 copies/mL. PLWH with CD4<200/mm3 were more frequently males, older and
with higher HIV-RNA copies (Table 1). Over a median follow-up of 19 months (IQR:3-30), 21 PLWH
experienced TF (3 viral load>50 -of which 2 discontinuations- and other 18 discontinuations). Reported
reasons for the latter were: allergic reactions (n=2), CNS toxicity (n=2), liver toxicity (n=1), switch to
Long-acting regimens (n=2), patient’s choice/simplification (n=5), other/unknown (n=4), lack of
virological control (n=4). In the main analysis, the 2-year probability of TF was of 23% (00-46) in PLWH
with CD4 <200/ mm3and 7.8% (3.7-11.9) in CD4>=200/mm3 (log-rank test p=0.04). This difference was
attenuated after adjusting for age, HIV-RNA and geographical region (aRH=1.65 95% CI:0.42-6.48,
p=0.47, Table2). In the sensitivity analysis including 12 true failure events, the 2 years estimate of the
risk of TF was 4.0% (95% CI:1.4-6.7%). The results from the multivariable analysis showed an even larger
aHR of TF according to CD4 count strata (>2-fold difference), although still with large uncertainty around
the estimates (Table 2).
Conclusions: In our real-life setting, rate of TF of first line 3TC-DTG was even lower than that observed
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in randomized studies (<10% of individuals by 2 years, 4% in analysis excluding discontinuations for
simplification). Also, after adjusting for potential confounders including HIV-RNA, we found little evidence
that a CD4 count<200 cells/mm3 at ART initiation was associated with increased risk of TF, but longer
follow-up is needed to obtain robust estimates.
This study was funded by ViiV Healthcare. The authors are solely responsible for final content and
interpretation.
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