

Appendix: Virological suppression and clinical management in response to viremia in South African HIV treatment program: A multicenter cohort study.

6. [bookmark: _GoBack]Cox Proportional Hazard Analysis
Table 1: Cox proportional hazards analysis for patients with rebound and subsequent follow-up.
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Assumption of proportionality was performed for all Cox proportional hazard models. Inspection of Schoenfeld residuals shows that for certain covariates (Sex, low-level viremia) the assumption of proportionality was not violated in any of the models, whereas for other covariates, particularly age and CD4 count at start of ART, the assumption was violated in most models. The latter covariates are subject to change over time on treatment, and non-proportionality is deemed to be contributable to the fact that these covariates may exert more influence in the early phases of follow-up.

Table 2: Testing of proportional hazard assumption.
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Table 3: Sensitivity analysis comparing all patients with subset of patients with two viral loads or more.
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Mixed-effects Cox proportional hazards models - Sensitivity analysis in patients with > 2 viral loads during follow-up
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Note: Sensitivity analysis of Cox proportional hazards models in patients with > 2 viral loads during follow-up. Results are
displaved as aHR [95% confidence intervals] of the outcome in the entire dataset and in the subset of patients with > 2 viral loads.
Models were adjusted for ART regimen. Province was entered as a random effect. ART = Antiretroviral therapy; CD4 = CD4+
T-lvmphocyte count; cells/uL = cells per microliter; aHR = adjusted hazard ratio; VL = viral load; (ns) = p=>0.05; *= p<0.05; =

p<0.01; ™** = p<0.001.
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Mixed-effects Cox proportional hazards analysis

Patients on first-line ART with rebound and subsequent follow-up (n = 11 505)
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Note: Analysis for patients on first-line ART and viral rebound and subsequent virological follow-up, with available data on all parameters
(n = 11 505). Due to missing data on CD4 at start ART, 1 705 out of 13 210 patients were not entered in the analysis. Results are displayed
as the prevalence of the outcome for each variable, and as HR/aHR [95% confidence intervals] of the outcome. Models were adjusted for
ART regimen. Province was entered as a random effect. Age was assessed in increments of 5 years. CD4-count was assessed in increments of
50 cells/uL. ART = Antiretroviral therapy; CD4 = CD4+ T-lymphocyte count; cells/uL = cells per microliter; HR = Hazard Ratio; aHR =
adjusted HR; (") = p>0.05; * = p<0.05; ** = p<0.01; *** = p<0.001.
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Mixed-effects Cox proportional hazards models - testing of proportional hazard assumption
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Note: Testing of proportional hazard assumption using Schoenfeld residuals. Rho: Pearson product-moment correlation coefficient
between transformed survival time and scaled Schoenfeld residuals. p: p-value for significance. ART = Antiretroviral therapy; CD4 =
CD4+ T-lvmphocyte count; cells/uL = cells per microliter.




