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Use of Cabenuva with Tecovirimat 

Summary 

• Drug interaction studies have not been conducted with long-acting cabotegravir and 

rilpivirine (CAB + RPV LA, Cabenuva) and tecovirimat. 

• Important Safety Information can be found in the Prescribing Information and also at Our 

HIV Medicines. 

To access additional scientific information related to ViiV Healthcare 
medicines, visit the ViiV US Medical Portal at viivhcmedinfo.com. 

Co-administration of long-acting cabotegravir and rilpivirine (CAB + RPV LA, Cabenuva) with 
tecovirimat has not been studied. 

Although specific drug interaction studies have not been conducted, please see below for considerations 
regarding the known pharmacokinetic and metabolic profiles of CAB + RPV LA and tecovirimat.  

BACKGROUND 

Tecovirimat (also known as TPOXX or ST-246) is an FDA-approved treatment for human smallpox 
disease caused by Variola virus in adults and children.  The CDC currently holds a non-research 
expanded access Investigation New Drug (EA-IND) protocol for primary or early empiric treatment of 
non-variola orthopoxvirus infections, including monkeypox in adults and children.1  

PHARMACOKINETIC CONSIDERATIONS 

The major metabolic pathway of tecovirimat is hydrolysis (enzyme unspecified) with minor 
contribution from primary and secondary glucuronidation (UGT1A1 and UGT1A4).2  CAB is a substrate 
for UGT1A1 (and to a lesser extent UGT1A9) but is not a clinically relevant inhibitor of either UGT1A1 
or UGT1A4. In addition, RPV is a substrate of CPY3A4.3  Therefore, CAB + RPV LA coadministration is 
not anticipated to impact the efficacy or safety of tecovirimat.  

Tecovirimat is a weak inducer of cytochrome P450 (CYP) 3A4 and a weak inhibitor of CYP2C8 and 
CYP2C19.2  CAB is not a clinically relevant inhibitor or substrate of CYP1A2, 2A6, 2B6, 2C8, 2C9, 2C19, 
2D6, and 3A4.3 Therefore, tecovirimat is not anticipated to impact CAB pharmacokinetics.  

RPV is a CYP3A substrate4; therefore, induction of CYP3A by tecovirimat may decrease RPV 
concentrations in plasma.  For reference, tecovirimat decreases the AUC of midazolam (MDZ), a CYP3A 
probe substrate, by 32%.2  The effects of tecovirimat are not expected to be clinically relevant for most 
substrates of the enzymes that are impacted by tecovirimat (CYP3A, CYp2C8, CYP2C19) based on the 
magnitude of interactions and the short (14-day) treatment duration with tecovirimat.5   

Based on these considerations, coadministration of tecovirimat in HIV-infected patients already 
established on CAB + RPV LA treatment is not expected to be of clinical concern, as RPV 
concentrations should have accumulated over time. At the initiation of CAB + RPV LA treatment, RPV 
concentrations are expected to be at lower levels prior to any appreciable accumulation as treatment is 
continued. Therefore, it is advisable to avoid initiation of CAB + RPV LA during and within 2 weeks post 
tecovirimat treatment. These recommendations would also apply for oral RPV and oral CAB if used as 
an oral lead-in prior to starting LA treatment.5 

This is an evolving area of interest. ViiV Healthcare is currently awaiting additional guidance from 
regulatory agencies. 

 

https://gskpro.com/content/dam/global/hcpportal/en_US/Prescribing_Information/Cabenuva/pdf/CABENUVA-PI-PIL-IFU2-IFU3.PDF
https://viivhealthcare.com/en-us/viiv-hiv-medicines/medications-and-treatments/
https://viivhealthcare.com/en-us/viiv-hiv-medicines/medications-and-treatments/
https://www.viivhcmedinfo.com/?MIContent=ViiVRSP
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DHHS GUIDELINES 

Rilpivirine concentrations may decrease with concomitant administration with tecovirimat, but this is 
not expected to be clinically relevant.  No effect on cabotegravir concentrations is expected. No dosage 
adjustment is needed but expert consultation is recommended if there is concern for suboptimal 
rilpivirine exposure. CAB + RPV LA should not be administered during and within 2 weeks after 
tecovirimat treatment.6  Additional information may be found at Guidelines for the Use of Antiretroviral 
Agents in Adults and Adolescents with HIV. 

 

Trademarks are property of their respective owners. 

Some information contained in this response may not be included in the approved Prescribing 
information. This response is not intended to offer recommendations for administering this 
product in a manner inconsistent with its approved labeling. Please note that reports of 
adverse events in the published literature often lack causality assessments and may contain 
incomplete information; therefore, conclusions about causality generally cannot be drawn. 

In order for ViiV Healthcare to monitor the safety of our products, we encourage healthcare 
professionals to report adverse events or suspected overdoses to the company at 877–844–
8872. Please consult the Prescribing Information. 

This response was developed according to the principles of evidence-based medicine and, 
therefore, references may not be all-inclusive. 
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