Supplementary Figures
[bookmark: _Hlk35873517]Figure S1.  Env induces an oxidative stress in bystander CD4+ T cells. (A and B) Target CD4+ T cells were co-cultured for 48 h with HEK293 or HEK.Env. The level of ROS was analyzed in the target cells using the DHR123 probe (A) or using an Oxyblot assay (B). The oxyblot assay is based on the recognition of carbonyl groups in protein side chains that are derivatized to DNP-hydrazone by reaction with DNPH. The same quantity of total lysates is loaded on a PAGE-SDS gel and the DNP moieties are detected using an anti-DNP antibody by western blotting. The graph represents semi-quantitative densitometries of oxyblots. Results are from at least 3 independent experiments. ***p < 0.001. (C) Env-induced autophagy participated in ROS production that is responsible for uninfected CD4+ T cell death. Target CD4+ T cells were co-cultured for 48 h with HEK or HEK.Env in the presence or absence of NAC (10 mM). Target cells were harvested and fold increase in Env-mediated cell death was monitored by propidium iodide staining. Data are representative of at least three independent experiments. **p < 0.01; ***p < 0.001.

[bookmark: _GoBack]Figure S2. CAT is a target of Env-mediated autophagy. (A) CAT expression level was analyzed in target CD4+ T cells after 48 h of co-culture with effector HEK293 cells expressing or not Env, in the presence or absence of AMD3100 (1 µg/ml). The expression level ratio of CAT was calculated between the conditions with or without Env and normalized to that obtained with anti-GAPDH Ab. (B) CAT expression level was analyzed in target CD4+ T cells after 48 h of co-culture with effector HEK293 cells expressing or not Env, in the presence or absence of AP (E64d + pepstatin A, 10 µM each). The expression level ratios of CAT were calculated between the conditions with or without Env and normalized to that obtained with anti-GAPDH Ab. (C) PEX14 mRNA level was analyzed by RT-PCR in target CD4+ T cells after 48 h of co-culture with effector HEK293 cells expressing or not Env, in the presence or absence of AP (E64d + pepstatin A, 10 µM each). GAPDH mRNA was used as a control. (D) HEK/CD4.403/CXCR4 cells were co-cultured during 48 h with effector cells expressing or not Env (8.E5 or CEM, respectively) after their transfection with BECN1 (siBECN1) or control (siCT) siRNAs. The expression level ratios of CAT were calculated between the conditions with or without Env and normalized to that obtained with anti-GAPDH Ab.

