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The PREGART Consortium 

Ethiopia	

Uganda	

Sweden	

Italy	



Safety and efficacy of dolutegravir and EFV 400 for 
pregnant and breast feeding women: a Randomized 
Non-inferiority Clinical Trial  

§  Acronym:	PREGART	
§  COORDINATOR	

à Hawassa	University	(HU),	Ethiopia,	Dr	Birkneh	Tadesse,		
§  PARTICIPANTS		

à Professor	Eleni	Aklillu,	Karolinska	Institutet,	Sweden		
à Dr	Jackson	K.	Mukonzo,	Makerere	University,	Uganda		
à Dr	Marco	Simonelli,	Istituto	Superiore	Di	Sanita,	Italy	

§  EDCTP2	CONTRIBUTION	(€)	
à 3,902,468.75	
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Toxicities	

IRIS	

Efavirenz 
600mg or 
800mg	

When to start 
ART ??	

Adherence	
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PLoS One. 2014;9(1):e86919	

Recommended daily EFV dose	
à 450 mg for CYP2B6 
extensive metabolizers	
	
Ø  300 mg for homozygous for 

CYP2B6*6	
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HIV in Pregnancy 

§  MTCT	accounts	for	90%	of	HIV	infections	in	children	
§  Cumulative	risk	of	MTCT		

à Without		ART	40	-	45%.		
à With	ART	<	5%.		

§  Access	to	ART	
à  	2010		-	51%	pregnant	women	living	with	HIV	had	access	to	ART	
à 2017		-	about	80%		
à Around	1.4	million	HIV	infections	among	children	were	
prevented	between	2010	and	2018	due	to	the	implementation	of	
PMTCT	services	
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WHO Guidelines for pregnant 
women living with HIV – Sep 2015 

 

§  In September 2015 WHO released guidelines 
recommending that all pregnant women living with 
HIV be immediately provided with lifelong 
treatment, regardless of  CD4 count (Option B+) 

à  EFV + TDF + 3TC (or FTC)  as a once-daily 
fixed-dose combination 
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Background and Rationale of 
PREGART 

§  EFV400 and DTG were found to be compelling alternatives to 

EFV600 

–  Lower cost (both DTG and EFV400) 

–  Fewer drug adverse events (both DTG and EFV400) 

–  High resistance barrier and lower risk of treatment failure (DTG) 

–  Higher virological suppression at delivery (DTG) 

–  Better tolerated (both DTG and EFV400) 

Dickson L, 2015; McCormack PL, 2014  
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WHO - UPDATE OF RECOMMENDATIONS ONFIRST- AND 
SECOND-LINE ANTIRETROVIRAL REGIMENS- JULY 2019 
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Research Gap  

§  Safety and efficacy of DTG and EFV400 have 
not been conclusively studied to allow policy 
makers to revise guidelines for pregnant 
women 

§  Data from resource limited settings are 
especially lacking. 

WHO Consolidated Guidelines 2018; Dickson L, 2015; McCormack PL, 
2014  



Objectives of PREGART  

§  Provide evidence-based recommendations for safe and effective 

first line ART regimens for PMTCT and treatment of HIV infected 

pregnant and breast-feeding women living in resource limited 

settings.  

–  The study will contribute towards optimization of existing WHO and 

regional guidelines of ART for HIV infected pregnant and breast-feeding 

women. 



Objectives of PREGART  

§  To compare the safety and efficacy of  three ART regimen 

recommended by the WHO as preferred or alternate first line 

regimens for HIV infected adults in  pregnant and breastfeeding 

women 

 
TDF+ 3TC+ EFV600  

TDF +3TC+DTG  

TDF + 3TC + EFV400  

Control group	



Trial Design  

§  Multicenter, interventional, open label, parallel assignment, and controlled three-arm 
non-inferiority randomized clinical trial.  

§  The current standard ART regimen (EFV600 – Comb-1) will serve as a control to 
compare safety and efficacy of DTG - Comb-2 and EFV400 – Comb-3 ART 

regimens for pregnant and breast-feeding HIV infected women. 

§  Study arms: 

–  Arm 1: TDF + 3TC with the standard dose of Efavirenz (EFV600) (Comb-1) (the active 

control) ; 

–  Arm 2: TDF + 3TC with DTG (Comb-2); 

–  Arm 3: TDF + 3TC with EFV400 (Comb-3) 



Study Sites & Participants  

§  HIV infected pregnant women who present during their second 

trimester of pregnancy. 

§  Enrolment sites: 

à Ethiopia – 10 referral hospitals  

à Uganda – 3 sites  



Study outcome 

§  Primary	Endpoints:		
à 	i)	Virological	suppression	at	delivery:	
à 	ii)	Mother	to	child	transmission	of	HIV:		

§  Secondary	Endpoints:		
à Type,	frequency	and	severity	of	Adverse	events	
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Capacity Building Activities 

§  Long	term	training	
–  A	total	of	4	PhD	students		
–  2	Post	doc	students	Short	term	trainings:	

§  Short	term	training	
–  Trial	design	and	implementation	trainings		
–  GCP	and	GCLP	trainings		
–  Data	collection,	security	and	analysis		

§  Networking	and	collaboration		
–  South-	South	and	South-North	collaboration	
–  A	working	and	active	consortium	including		



Impact 

§  Safe	and	effective	cART	regimens	for	HIV	infected	
pregnant	women	living	in	resource	constrained	seetings	

§  Improving	HIV/AIDS	treatment	strategy	for	pregnant	and	
breastfeeding	women:	

§  Improved	prevention	of	Mother-to-Child	Transmission	of	
HIV	during	pregnancy	and	breastfeeding	

§  	Academic	and	Scientiaic	impact:		
§  Clinical	trial	capacity	building	in	Africa	
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With safe and effective cART we will ensure 

better health for women and zero transmission of 

HIV infection to their babies!! 
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Thank You!	


