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	WRHI052 : A randomised, open label switch study comparing darunavir/ritonavir 400mg/100mg daily with lopinavir/ritonavir 800mg/200mg daily, in HIV-positive participants.

	[bookmark: _GoBack]The purpose of the study is to demonstrate non-inferiority of low-dose DRV/r 400/100 mg once daily compared with LPV/r 800/200mg  when administered over 48 weeks in combination with two nucleos(t)ide reverse transcriptase inhibitors in participants infected with HIV-1. These participants are already virologically suppressed and stable on a standard second-line regimen.

	Design 
	Open label randomised, non-inferiority (10% non-inferiority margin), phase 3 study to assess the efficacy and safety of DTG (50 mg once daily [QD]) administered in combination with TAF (25 mg QD) and FTC (200 mg QD) compared to DTG (50 mg QD) administered in combination with TDF (300 mg QD) and FTC (200 mg QD) and compared to EFV (600 mg QD) administered in combination with TDF (300 mg QD) and FTC (200 mg QD) over 96 weeks in patients with HIV-1 infection eligible for first-line ART. The study includes screening and enrolment visits, 8 study visits from Week 4 to Week 84, and an end-of-study visit at Week 96. 

	Study Population 
	Approximately 300  male and female participants infected with HIV 1 on standard second-line therapy with LPV/r, with plasma HIV 1 RNA levels <50 copies/mL, will be randomly assigned in a 1:1 ratio (approximately 150 participants per treatment group) to Treatment Group 1 (DRV/r + 2 N(t)RTIs) or Treatment Group 2 (LPV/r + 2 N(t)RTIs). 

	Primary Objectives
	The primary objective of this study is to assess the non-inferiority of DRV/r 400mg/100mg daily when compared with LPV/r total dose 800mg/200mg daily, in combination with a nucleoside backbone, as determined by the proportion of participants on each regimen with undetectable plasma HIV-1 RNA levels (<50 copies/mL) at week 48.

	Secondary Objectives
	The secondary objective of this study is to assess the tolerability and safety of low dose DRV/r when switching from LPV/r, over 48 weeks, using standard of care participant symptom report and laboratory measures.

	Participating Site/s
	Charlotte Maxeke Johannesburg Academic Hospital

	Duration
	May 2015 - May 2018

	Key Milestones
	First participant Screened - XX May 2015
First participant enrolled - 30 June 2016
Last participant enrolled - 
Last Participant Last Visit - 16 May 2018
Estimated Study Midpoint (Completion of all Participants at Week 48) – May 2017
Study Endpoint (Completion of all Participants at Week 96) - May 2018

	Partners & Collaborators
	MetaVirology Ltd (University of Liverpool) 
University of Cape Town

	Progress Update as at June 2018
	Per protocol study assessments are completed, with participants on DRV/r arm receiving post trial care in line with the local standard of care.
Study was presented to DSMB in April 2018. The review board was pleased with conduct and safety of the study with recommendation to continue the study as per the protocol. 
The study data was presented at IAS 2018 (Amsterdam) https://www.aidsmap.com/Reduced-dose-darunavirritonavir-effective-and-safe-for-patients-switching-while-virally-suppressed/page/3315477/
Permission has been requested from regulatory bodies to continue with supplementary studies on DRV/r pharmacokinetic levels and single nucleotide polymorphism (SLCO1B1 521T>C) in these participants.

	Publications 
	None yet
Planned submission for final study results in August 2018

	Overall Study/Project Contact
	Prof Francois Venter, fventer@wrhi.ac.za and 
Godspower Akpomiemie (gakpomiemie@wrhi.ac.za) 

	Updated on 
	20 August 2018
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