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Background

•Managing HIV-infected patients undergoing solid-organ transplantation (SOT) represents a major
challenge due to the potential drug-drug interactions between antiretrovirals (ARV) and
immunosuppressants, particularly when resorting to ARV that require pharmacokinetic
enhancers.

•Cobicistat is a potent and selective inhibitor of CYP3A, used as pharmacokinetic booster.
Calcineurin inhibitors, and mTOR inhibitors, which are frequently used in SOT, are both CYP3A
substrates. Thus, careful therapeutic drug monitoring (TDM) is recommended when these drugs
are used together.GeSIDA 2021



Case 1

-40-year-old man with HIV-associated nephropathy. History of several ART regimens with persistently
detectable viral load (VL), suspected ARV drug-resistance. ART was switched to DRV/c-DTG before
transplantation. Undetectable VL was achieved and he underwent kidney transplantation.

-Tacrolimus was initiated with careful TDM. Post-transplantation course was uncomplicated. Fourteen months
later he developed cutaneous Kaposi sarcoma (KS), then he received local treatment and sirolimus was added.
Three years later the patient is clinically well.
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Case 2

-59-year-old man living with HIV since 1994. End-stage renal disease due to segmental glomerulosclerosis.
History of multiple ART regimens with documented resistance to NRTI and NNRTI , cutaneous KS and ART-
related complications. He underwent kidney transplantation while receiving DRV/c-DTG (VL <40 copies/uL).

-Tacrolimus and everolimus were initiated as immunosuppressants. Two weeks after transplantation he
presented acute tubular necrosis probably related to everolimus thus, it was suspended. Tacrolimus dose
adjustments were necessary the following months.
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Case 3

-53-year-old man, HIV/HCV co-infected for 30 years. History of chronic renal failure and cirrhosis due to HCV,
treated with direct-acting antivirals with sustained virological response. He was receiving DRV/c-RAL but
multiple previous regimens and suspicion of drug-resistance. With the aim of reducing pill burden, RAL was
switched to DTG. He presented hepatic encephalopathy episodes, thus hepatic transplantation was performed.

-Tacrolimus was started after transplantation with daily TDM. He presented signs of graft rejection which was
resolved with tacrolimus dose adjustments.
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Discussion and conclusions

-Although there is some experience with tacrolimus and mTOR inhibitors co-administered with ritonavir
boosted PIs, most data on DDIs with cobicistat are theoretical.

-Only three cases of tacrolimus and cobicistat have been published previously. All of them reported serious
tacrolimus toxicity.

-This is the first report of successful outcome in PLWH receiving cobicistat and tacrolimus. Situations with
extremely complex DDIs are becoming more frequent since transplantation has become the standard of care
for PLWH and end-stage kidney or liver disease.

-For HIV-infected transplant recipients on tacrolimus where it is impossible to avoid cobicistat containing ART,
significant dose reduction made on a case-by-case basis with close TDM remains essential.

-DOR + DTG may be an alternative to DRV/p + DTG
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