GRADE Table: Atazanavir/ritonavir vs. Lopinavir/ritonavir

Question: Should Atazanavir/ritonavir vs. Lopinavir/ritonavir be used for patients failing first line therapy?
Settings:
Bibliography: Molina JM, Andrade-Villanueva J, Echevarria J, et al. Once daily atazanavir/ritonavir versus twice daily lopinavir/ritonavir, each in combination with tenofovir and
emtricitabine, for management of antiretroviral-naive HIV-1-infected patients: 48 week efficacy and safety results of the CASTLE study. Lancet 2008;372:646-55. Molina JM, Andrade-
Villanueva J, Echevarria J, et al. Atazanavir/ritonavir vs. Lopinavir/ritonavir in antiretroviral naive HIV-1-infected patients: CASTLE 96 week Efficacy and Safety. 48" Annual
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' Open-label study, sponsored by industry. Not down-graded for being open-label unless outcome is "severe adverse events" or "adherence" where non-blinded treatment could bias
outcome.

2 Study evaluates ART-naive population, which is indirect population from Pl-naive patients who would use Pl in second line after failure on NNRTI based regimen.

% Low number of events, <300 and Cl indicates potential for appreciable benefit and harm.

* Reported as, “Serious adverse events.” Of note, even subjects discontinued due to diarrhoea in LPV/r arm and 3 subjects discontinued due to jaundice/hyperbilirubinemia in ATV/r
arm.

®|TT analysis where non-completer or rebound=failure (TLOVR). At 48 week outcomes, numbers for TLOVR and confirmed virologic response (CVR) were similar: for ATV/r 343/440
and LPV/r 338/443 (CVR) compared to ATV/r 343/440 and LPV/r 337/443 (TOLVR). CVR classifies rebounders who are re-suppressed as responders. TLOVR classifies response as
2 measurements < 50 copies/ml and maintained (without discontinuation or rebound).

® Mean increase from baseline of CD4 cell count similar between groups: 268 cells/ul in ATV/r versus 290 cells/ul in LPV/r group at 96 weeks.



