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The DaRi� study is designed to evaluate the pharmacokinetics (PK) of adjusted doses of darunavir/
ritonavir (DRV/r) in HIV-infected patients requiring co-treatment of tuberculosis (TB) with a 
rifampicin-based regimen. Co-administration of DRV/r with RIF is currently contraindicated as signi�-
cant reductions in darunavir exposures are expected. Based on in silico models, the steady-state PK of 
doubled doses of DRV/r with rifampicin (using once daily or 12-hourly dosing approaches) will achieve 
adequate trough concentrations of darunavir. The proposed PK study is designed to evaluate the PK of 
darunavir when adjusted doses of DRV/r are applied in HIV-infected patients treated with rifampicin. 

Trial Timeline

DaRi� is funded by USAID and led by the University of Cape Town, under the OPTIMIZE grant led by the Wits Reproductive Health and HIV institute (Wits RHI). DaRi� received ethics and 
regulatory approvals from the UCT Human Research Ethics Committee and the Medicines Control Council (since renamed as SAHPRA, the South African Health Products Regulatory 
Authority), and is overseen by a safety monitoring board.

The DaRi� team – in collaboration with USAID – have actively coordinated e�orts to provide the evidence needed to support the recommendation of an appropriate DRV/r dose in TB 
patients who are on a RIF-based regimen.
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Primary Objective: Compare the steady-state morning trough plasma concentrations of DRV after an observed dose (C24) for the respective adjusted doses of 
DRV/r with RIF vs. DRV/r in the absence of RIF.

Secondary Objective: Compare peak DRV vs. overall DRV exposure (AUC) with the di�erent dosings; evaluate DRV concentrations against the protein-bound 
concentration of DRV inhibiting 95% of viral replication (0.025 mg/L); generate an integrated population PK model of DRV and r, with potential to simulate adjusted 
doses of DRV/r which can be used to stimulate adjusted doses of DRV/r achieving evolving PK targets; assess safety and tolerability; describe the intracellular PK of 
study drugs with and without RIF; and evaluate associations between genetic polymorphisms in drug disposition genes and drug exposure.

Study Design and Methods
DaRi� is a phase 1, open-label, cross-over, PK drug-drug interaction study that will compare the steady-state PK of darunavir 
following DRV/r 1600/200 mg daily and 800/100 mg twice daily doses with rifampicin to standard DRV/r 800/100 mg daily doses 
without rifampicin. It will evaluate the PK and safety of rifampicin with adjusted doses of DRV/r in 24 medically stable HIV-1 
infected adults with viral suppression (viral load < 50 copies/mL). The study will take place at a single centre in South Africa. 
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� � � � � � � � � � � � � � � � � � � �Age ≥ 18 to ≤ 60 years, ≥ 38 kg, BMI > 18.5 kg/m2, HIV-1 infected, viral load <50  
copies/mL, CD4 count >200 cells/uL; established on current ART regimen of boosted protease
 inhibitor plus 2 NRTIs for at least 3 months; women must be postmenopausal, surgically sterile or 
practicing a birth control method.

�  � � � � � � � � � � � � � � � � � � TB (con�rmed or suspected), as assessed by the WHO symptom screening 
algorithm; evidence of acute/chronic viral hepatitis, alanine aminotransferase (ALT) grade ≥ 2; active 
AIDS-de�ning illness (Category C conditions according to the US CDC); active clinically signi�cant 
renal or gastro-intestinal disease; estimated creatinine clearance < 50 mL/min; chronic medical 
requirement for any drugs known to a�ect the PK of the study drugs.
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The study is taking place...
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and CRP<10 (protocol amendment under review will allow enrolment of patients with CRP>10 if negative Xpert and X-ray.)
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