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	ADVANCE : A 96-week Randomised, Phase 3 Non-inferiority Study of DTG + TAF + FTC Compared with DTG + TDF + FTC and EFV + TDF + FTC in Patients Infected with HIV-1 Starting First-line Antiretroviral Therapy

	ADVANCE is designed to generate evidence to replace the current standard of care first-line HIV treatment (TDF/EFV/FTC or 3TC) with a fixed-dose, DTG/TAF-based regimen in LMIC. DTG and TAF have demonstrated increased robustness, and safety, in addition to better patient tolerability and reduced costs. A switch to a DTG/TAF-based regimen could enable South Africa to treat everyone by 2019 with its current ART budget, suggesting the power of this regimen to enable LMIC to meet the increasing treatment demands under “treat all” and to achieve the 90-90-90 targets. 

	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. The study includes sleep, pain and neuropathy assessments in addition to pharmacokinetics, genomics and exploratory drug resistance sub-studies which are conducted as part of the main study design.

	Study Population 
	[bookmark: _GoBack]1110 male and female patients infected with HIV-1 who are eligible for first-line ART randomly assigned in a 1:1:1 ratio (approximately 370 patients per treatment group) to Treatment Group 1 (DTG + TAF + FTC) or Treatment Group 2 (DTG + TDF + FTC) or Treatment Group 3 (EFV + TDF + FTC). The 12-18 year age group will be enrolled and randomized separately; enrolment is estimated at 30-40 per arm (total 90-120). 

	Primary Objectives
	Demonstrate the non-inferiority of dolutegravir (DTG) and tenofovir alafenamide fumarate (TAF) plus emtricitabine (FTC) when compared with DTG and tenofovir disoproxil fumarate (TDF) plus FTC or compared with efavirenz (EFV) and TDF plus FTC in the first-line treatment of patients infected with human immunodeficiency virus (HIV)-1 as determined by the proportion of patients in each regimen with undetectable plasma HIV-1 RNA levels (< 50 copies/mL) at Week 48

	Secondary Objectives
	Evaluate the 96-week viral suppression, CD4 count changes, tolerability, overall safety, and efficacy of each regimen

	Participating Sites
	Wits RHI Yeoville
Charlotte Maxeke Johannesburg Academic Hospital
Shandukani
Wits RHI Research Centre

	Duration
	January 2017 to March 2020

	Key Milestones
	First participant Screened - 16 January 2017
First participant enrolled - 30 January 2017
Last participant enrolled - 14 May 2018
Estimated Study Midpoint (Completion of all Participants at Week 48) - May 2019
Estimated Study Endpoint (Completion of all Participants at Week 96) - May 2020

	Partners & Collaborators
	MetaVirology Ltd (University of Liverpool) 
Africa Health Research Institute (AHRI) and UKZN
University of the Witwatersrand Brain Function Research Group
Charlotte Maxeke Johannesburg Academic Hospital Molecular Medicine and Haematology Department
University of Cape Town

	Linked Sub Studies and post-grad projects
	Various sub-studies on mental health, epigenetics, as well as several pharmacokinetic (PK) studies of TAF and DTG interaction with TB drugs (Rifampicin). Also costing analysis to inform transition to DTG and TAF in South Africa.

	Progress Update as at June 2018
	1199 participants were screened, 1053 enrolled of which 14 participants are adolescents. 
The adolescents fulfil the sub-set of age group stratifications 12 - ≤18y and 12 – 15y which will be analysed separately as per the DSMB recommendation.
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. DSMB approved the reduced enrolment target of 1050 participants due to the challenges encountered with recruitment of treatment naïve participants.
Delay in achieving recruitment targets has been attributed to 
participants failing inclusion criteria, 
the success of current Test & Treat Programmes, 
lower number of participants attending healthcare facilities during peak holiday seasons, the need for parental consent (specifically for the adolescents), 
concentrated numbers of non-local participants who are not committed to staying within the country for the duration of the study and during some instances, 
the lack of testing due to shortage of test kits within facilities. 
Scientific oversight is conducted by Scientific Advisory Committee which convenes quarterly to keep abreast, NIH DSMB which reviews progress twice annually, a Clinical Endpoint Committee (CEC) which convenes quarterly to assess and monitor safety incidence and endpoint data, including IRIS events.
Study informed consent process and documents were revised to address the safety signal reported from the Botswana pregnancy cohort on birth defects (neural tube).

	Publications 
	None yet

	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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