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Approved medica4ons for HIV infec4on1-3: 1996–2016

1.	DHHS.	Guidelines	for	the	Use	of	An(retroviral	Agents	in	HIV-1-Infected	Adults	and	Adolescents:	hPps://aidsinfo.nih.gov/contenRiles/lvguidelines/glchunk/glchunk_37.pdf	(accessed	August	2016);	2.	EACS.	
Guidelines	October	2015:	hPp://www.eacsociety.org/files/guidelines_8_0-english_web.pdf	(accessed	August	2016);	3.	WHO.	HIV/AIDS:	hPp://www.who.int/hiv/en/	(Accessed	August	2016);	4–12.	European	
Medicines	Agency.	Summary	of	Product	Characteris(cs:		hPp://www.ema.europa.eu/ema/	(Accessed	August	2016);	13.	Proj	Inf	Perspect.	1999	Sep;(28):4-8;	14-39.	European	Medicines	Agency.	Summary	of	
Product	Characteris(cs:		hPp://www.ema.europa.eu/ema/	(Accessed	August	2016)		

nevirapine8	
lamivudine/	
zidovudine9	

efavirenz10	
abacavir11	

abacavir/lamivudine/zidovudine12	

lopinavir13	
lopinavir/ritonavir14	

stavudine4	
lamivudine5	
ritonavir6	
indinavir7	

emtricitabine/tenofovir		
alafenamide38	

emtricitabine/rilpivirine/	
tenofovir	disoproxil		

fumarate39	

raltegravir/lamivudine35	
atazanavir/cobicistat36	
elvitegravir/cobicistat/	

emtricitabine/	
tenofovir	alafenamide37	

dolutegravir32	
dolutegravir/abacavir/lamivudine33	

darunavir/cobicistat34	

elvitegravir/cobicistat/	
emtricitabine/tenofovir		
disoproxil	fumarate30		

	elvitegravir31	

emtricitabine/rilpivirine/	
tenofovir	disoproxil	fumarate28				

rilpivirine29	
	

etravirine27	

darunavir23	
maraviroc24	

efavirenz/emtricitabine/tenofovir25	
raltegravir26	

emtricitabine/	
tenofovir		

disoproxil	fumarate21	
(pranavir22	

	

atazanavir18	
fosamprenavir19	

abacavir/	
lamivudine20	

	
	

enfuvir(de16	
emtricitabine17	

	

tenofovir	disoproxil	
fumarate15	

Year	of	
European	
licensing	

Protease	inhibitor	

Integrase	inhibitor	

Nucleoside	reverse	
transcriptase	inhibitors	

Non-nucleoside	reverse	
transcriptase	inhibitors	

Entry	inhibitor	

Fixed	dose	combina(on	

	

	



What to Start 2016
Regimen	 WHO	2016	 DHHS	2016	 IAS-USA	2016	 EACS	2016	 BHIVA	2016	 GESIDA	2016	 SIMIT	2016	

EFV/TDF/FTC	 Preferred	 Alterna(ve	 Alterna(ve	 Alterna(ve	 Alterna(ve	 Alterna(ve	 Alterna(ve	

EFV/TAF/FTC	 Alterna(ve	 Alterna(ve	 Alterna(ve	

RPV/TDF/FTC	 Alterna(ve#	 Alterna(ve	 Recommended*	 Preferred*	 Alterna(ve*	 Recommended#	

RPV/TAF/FTC	 Alterna(ve#	 Alterna(ve	 Recommended*	 Preferred*	 Recommended#	

ATV/r	+	TDF/FTC	 Alterna(ve	 Alterna(ve	 Preferred	 Alterna(ve	 Recommended**	

ATV/r	+	TAF/FTC	 Alterna(ve	 Alterna(ve	 Preferred	 Recommended**	

ATV/c	+	TDF/FTC	 Alterna(ve	 Alterna(ve	 Alterna(ve	 Recommended**	

ATV/c	+	TAF/FTC	 Alterna(ve	 Alterna(ve	 Recommended**	

DRV/r	+	TDF/FTC	 Recommended	 Alterna(ve	 Recommended	 Preferred	 Alterna(ve	 Recommended**	

DRV/r	+	TAF/FTC	 Recommended	 Alterna(ve	 Recommended	 Preferred	 Recommended**	

DRV/c	+	TDF/FTC	 Alterna(ve	 Alterna(ve	 Recommended	 Alterna(ve	 Recommended**	

DRV/c	+	TAF/FTC	 Alterna(ve	 Alterna(ve	 Recommended	 Recommended**	

RAL	+	TDF/FTC	 Recommended	 Alterna(ve	 Recommended	 Preferred	 Preferred	 Recommended	

RAL	+	TAF/FTC	 Recommended	 Recommended	 Recommended	 Preferred	 Recommended	

EVG/COBI/TDF/FTC	 Recommended	 Alterna(ve	 Recommended	 Preferred	 Alterna(ve	 Recommended	

EVG/COBI/TAF/FTC	 Recommended	 Recommended	 Recommended	 Preferred	 Preferred	 Recommended	

DTG	+	TDF/FTC	 Alterna(ve	 Recommended	 Alterna(ve	 Recommended	 Preferred	 Preferred	 Recommended	

DTG	+	TAF/FTC	 Recommended	 Recommended	 Recommended	 Preferred	 Recommended	

DTG	+	ABC/3TC	 Recommended	 Recommended	 Recommended	 Preferred	 Preferred	 Recommended	

*	Only	if	HIV-RNA	<100.000	c/mL;	#	Only	if	HIV-RNA	<100.000	c/mL	and	CD4	>200	cell/mm3;	**	Only	for	specific	condiHons	



Available Single-Tablet Regimens in EU
Agent	 Trade	name	 Type	 Yr	of	EMA	

Approval	

Efavirenz/tenofovir	DF/	
emtricitabine	
(EFV/TDF/FTC)	

ATRIPLA®	 NNRTI	+	dual	NRTI	 2007	

Rilpivirine/tenofovir	DF/	
emtricitabine	
(RPV/TDF/FTC)	

EVIPLERA®	 NNRTI	+	dual	NRTI		 2011	

Elvitegravir/cobicistat/	
tenofovir	DF/emtricitabine		
(EVG/COBI/TDF/FTC)	

STRIBILD®	 INSTI	+	booster	+	dual	NRTI	 2013	

Dolutegravir/abacavir/lamivudine		
(DTG/ABC/3TC)	

TRIUMEQ®	 INSTI	+	dual	NRTI	 2014	

Elvitegravir/cobicistat/	
tenofovir	alafenamide/emtricitabine		
(EVG/COBI/TAF/FTC)	

GENVOYA®	 INSTI	+	booster	+	dual	NRTI	 2015	

Rilpivirine/tenofovir	alafenamide/emtricitabine	
(RPV/TAF/FTC)	

ODEFSEY®	 NNRTI	+	dual	NRTI		 2016	

Darunavir/cobicistat/tenofovir	alafenamide/
emtricitabine	(DRV/COBI/TAF/FTC)	

SYMTUZA®	 PI	+	booster	+	dual	NRTI	 2018	

Bictegravir/tenofovir	alafenamide/emtricitabine		
(BIC/TAF/FTC)	

-	 INSTI	+	dual	NRTI	 2018	(?)	

Dolutegravir/rilpivirine	
(DTG/RPV)	

-	 INSTI	+	NNRTI	 2018	(?)	

Dolutegravir/lamivudine	
(DTG/3TC)	

-	 INSTI	+	mono	NRTI	 2019	(?)	



ONCEMRK 
Once daily raltegravir 1200 mg was non-inferior compared 
with raltegravir 400 mg twice daily for ini4al treatment of 
HIV-1 infec4on 


Cahn	P,	et	al.	Lancet	HIV,	2017	



=	Split	injec(on	
	loading	dose	(2	x	2	mL)	

•  Two-center,	Phase	I,	randomized,	open-label,	repeat-dose	study	in	healthy	adults		

•  GSK744	200	mg/mL	given	as	IM	(gluteal)	or	SC	(abdominal)	injec(on;	TMC278	given	as	IM	(gluteal)	
injec(on	

•  Subjects	followed	52	weeks	aser	last	injec(on	(ongoing)	

LAI115428 Study 
Repeat dose co-administra4on of GSK1265744 and 
TMC278 long-ac4ng parenteral nanosuspensions

Monthly	

Oral	lead-in	

Cohort	1	
N=10	

Cohort	2	
N=10	

Cohort	3	
N=10	

Quarterly	

Cohort	4	
N=10	
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800	mg	IM	
(LD)	

800	mg	IM	
(LD)	

800	mg	IM	
(LD)	

800	mg	IM	
(LD)	

200	mg	SC	
	

200	mg	SC	
	

200	mg	SC	
	

200	mg	IM	
	

200	mg	IM	
	

200	mg	IM	
	

1200	mg	IM		
TMC278	(LD)	

900	mg	IM	
TMC278	

400	mg	IM	
	

400	mg	IM	
	

400	mg	IM	
	

1200	mg	IM	
TMC278	(LD)	

600	mg	IM	
TMC278		

800	mg	IM	
	

Day	1	 Week	4	 Week	8	 Week	12	 Week	16	 Week	20	 Week	24	

Spreen	W,	et	al.	J	Acquir	Immune	Defic	Syndr,	2014	



Network of eligible comparisons between ARV treatments

Kanters	S,	et	al.	Lancet	HIV,	2016	

Overall,	the	network	included	34,032	pa(ents	randomly	
assigned	to	161	treatment	groups	across	71	trials.	

Random-effects	network	meta-analyses	of	the	
rela(ve	efficacy	of	an(retrovirals	for	viralsuppression	



HIV-1	RNA	<50	copies/mL*	

Studies 104 & 111: ART-naïve adults, week 144 combined analysis
Virologic outcomes at weeks 481, 962, and 1443

*By	FDA	snapshot	analysis	(12%	non-inferiority	margin	of	TAF	to	TDF).	CI,	confidence	interval.	

n  At	week	144,	E/C/F/TAF	was	superior	to	E/C/F/TDF	in	efficacy	difference	at	both		
n  <50	copies/mL:	4.2%	(95%	CI	0.6%,	7.8%;	p=0.02)		
n  <20	copies/mL:	5.4%	(95%	CI	1.5%,	9.2%;	p=0.01)	

Virologic	success		 No	virologic	data	
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1.	Sax	P,	et	al.	J	Acquir	Immune	Defic	Syndr	2014;67:52–8;		2.	Sax	P,	et	al.	Lancet	2015;385:2606–15;		3.	Arribas	J,	et	al.	CROI	2017.	SeaPle,	
WA.	Poster	#453	



Bictegravir:	novel	QD	unboosted	INSTI	coformulated	with	FTC/TAF	

•  GS-1489:	randomized,	double-blind,	ac(ve-controlled	phase	III	trial[1]	

Bictegravir/FTC/TAF vs Dolutegravir-Containing 
Regimens for Treatment-Naive Pts 

1.  Gallant	J,	et	al.	IAS	2017.	Abstract	MOAB0105LB;	Gallant	J,	et	al.	Lancet	31	Aug,	2017	[Epub	ahead	of	print]	
2.  Sax	PE,	et	al.	IAS	2017.	Abstract	TUPDB0201LB;	Sax	P,	et	al.	Lancet	31	Aug,	2017	[Epib	ahead	of	print]	

Bictegravir/FTC/TAF*	
	(n	=	314)	

Dolutegravir/ABC/3TC†	
(n	=	315)	

ART-naive,	HLA-B*5701–nega(ve	
pts	with	eGFRCG	≥	50	mL/min	

(N	=	629)	
All	pts	also	received	placebo	tablets	for	
comparator	regimen	(eg,	pts	in	GS-1489	
who	received	BIC/FTC/TAF	also	received	
DTG/ABC/3TC	placebo).	*BIC/FTC/TAF,	
50/200/25	mg	PO	QD.	†DTG/ABC/3TC,	
50/600/300	mg	PO	QD.	‡DTG	+	FTC/TAF,	
50	+	200/25	mg	PO	QD	

Wk	48	

•  GS-1490:	randomized,	double-blind,	ac(ve-controlled	phase	III	trial[2]	

Bictegravir/FTC/TAF*	
	(n	=	320)	

Dolutegravir	+	FTC/TAF‡	
(n	=	325)	

ART-naive	pts	with		
eGFRCG	≥	30	mL/min	

(N	=	645)	

Wk	48	



BIC/FTC/TAF vs DTG-Containing Regimens: Key Efficacy 
Findings

•  No	resistance	for	any	regimen	components	
detected	for	either	group	

§  No	resistance	for	any	regimen	components	
detected	for	either	group	

GS-1489:	Wk	48	Virologic	Efficacy[1]	 GS-1490:	Wk	48	Virologic	Efficacy[2]	
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1.  Gallant	J,	et	al.	IAS	2017.	Abstract	MOAB0105LB;	Gallant	J,	et	al.	Lancet	31	Aug,	2017	[Epub	ahead	of	print]	
2.  2.	Sax	PE,	et	al.	IAS	2017.	Abstract	TUPDB0201LB;	Sax	P,	et	al.	Lancet	31	Aug,	2017	[Epib	ahead	of	print]	



Baseline characteris4cs and efficacy results 
in PI/r and INSTIs studies in HIV naive pts

pVL	(median)	 VL>5	log	 CD4	median	 CD4<200	 pVL<50c/mL	at	48	w	

CASTLE	
ATV/r	 5.01	 51%	 205	 50%	 78%	

LPV/r	 4.96	 47%	 204	 49%	 76%	

ARTEMIS	
DRV/r	 4.86	 34%	 228	 41%	 84%	

LPV/r	 4.84	 35%	 218	 43%	 78%	

ACTG5257	

RAL	 4.7	 32%	 304	 31%	 80	%	

ATV/r	 4.6	 32%	 309	 29%	 63	%	

DRV/r	 4.6	 28%	 310	 29%	 73	%	

STARMRK	
RAL	 5.1	 55%	 212	 47%	 86	%	

EFV	 5	 51%	 204	 48%	 82	%	

102	
EVG/c	 4.75	 34%	 391	 12%	 88	%	

EFV	 4.78	 33%	 382	 14%	 84	%	

103	
EVG/c	 4.88	 43%	 364	 15%	 89	%	

ATV/r	 4.86	 40%	 375	 11%	 87	%	

SINGLE	
DTG	 4.67	 32%	 335	 14%	 88	%	

EFV	 4.70	 31%	 339	 14%	 81	%	

SPRING-2	
DTG	 4.52	 28%	 359	 13%	 88	%	

RAL	 4.58	 28%	 362	 12%	 85	%	

FLAMINGO	
DTG	 4.49	 25%	 390	 10%	 90	%	

DRV/r	 4.48	 25%	 400	 10%	 83	%	



DTG Randomized trials 

Snapshot response rates by subgroup in each study: bivariate 
summaries by baseline viral load and NRTI backbone

Raffi	F,	et	al.	AIDS,	2014	



Probability of reaching viral suppression in 
pa4ents with primary HIV infec4on (PHI)

Pinne�	C,	et	al.	ICAR	2016	



Selected Previous Trials of Dual Therapy Regimens for 
Ini4al Therapy

Study	 N	 Regimen	 Results	

PI-Based	Dual	Therapy	

NEAT001[1]	 805	 DRV/RTV	+	RAL	 Similar	efficacy	as	DRV/RTV	+	FTC/TDF;	poor	efficacy	in	
pts	with	high	HIV-1	RNA,	low	CD4+	cell	counts	

GARDEL[2]	 426	 LPV/RTV	+	3TC	 Similar	efficacy	as	LPV/RTV	+	2	NRTIs	

DTG-Based	Dual	Therapy	

PADDLE[3]	 20	 DTG	+	3TC	

18/20	pts	achieved	virologic	suppression;	n	=	1	
experienced	PDVF	(BL	HIV-1	RNA	>	100,000	c/mL);	
resuppressed	HIV-1	RNA	without	ART	change	by	
discon(nua(on	visit	

1.	Raffi	F,	et	al.	Lancet.	2014;384:1942-1951.	2.	Cahn	P,	et	al.	EACS	2015.		
Abstract	961.	3.	Cahn	P,	et	al.	IAC	2016.	Abstract	FRAB0104LB.	



NEAT001/ANRS143 
Which is the weight of CD4/VL strata on virological 
outcome?

Raffi	F,	et	al.	Lancet,	2014	



Quan4ta4ve evalua4on of the an4retroviral 
efficacy of dolutegravir

Using	an	in	vitro	infec(vity	assay	and	quan(ta(ve	
analysis,	we	evaluated	cri(cal	DTG	pharmacodynamic	
parameters.	
	
Instantaneous	inhibitory	poten(al	(IIP)	is	a	metric	of	
combined	drug	efficacy.	IIP	correlates	with	the	clinical	
success	of	an(retroviral	regimens.	
	
Average	instantaneous	inhibitory	poten(al	(IIP)	over	a	
24-hour	dosing	period	for	individual	drugs	and	their	
combina(ons.	A	dashed	line	at	IIP	=	5	shows	the	
minimum	IIP	for	a	fully	suppressive	an(retroviral	
regimen.	

Laskey	SB	&	Siliciano	RF.	JCI	Insight,	2016	



Baseline	pVL	(Mean+SD)	was	4.43	(0.50),	4.30	
(0.45)	and	4.31	(0.52)	for	PADDLE,	SINGLE	and	
SPRING-1	respec(vely	

	

Rapid	decline	in	viral	load	was	observed	in	the	
three	regimens	

	

Average	effects	of	treatment	in	PADDLE,	
SPRING-1	and	SINGLE	were	-2.75±0.45	
(Mean±SD),	-2.53±0.49	and	-2.61±0.48	log10	
respec(vely	

	

In	an	aPempt	to	account	for	the	differences	
observed	at	baseline	in	viral	load,	viral	load	
decay	was	normalized	to	such	differences	

Sued	et	al.	CROI	2016;	Boston,	MA.	Poster	947.	

Comparable	Viral	Decay	in	Dual	and	Triple	
DTG-Based	ARV	Therapy	



ACTG A5353: DTG + 3TC for ART-Naive Pts

•  Single-arm	phase	II	study[1]		

	

•  Baseline:	31%	HIV-1	RNA	>	100,000	c/mL	

1.	Taiwo	BO,	et	al.	IAS	2017.	Abstract	MOAB0107LB.		
2.	ClinicalTrials.gov.	NCT02831673.	3.	ClinicalTrials.gov.	NCT02831764.		

Virologic 
Outcome at 
Wk 24, n (%)

Baseline HIV-1 RNA, copies/mL
Total 

(N = 120)> 100,000 
(n = 37)

≤ 100,000 
(n = 83) 

Success* 33 (89) 75 (90) 108 (90)

Nonsuccess 3 (8) 2 (2) 5 (4)

No data  1 (3) 6 (7) 7 (6)

§  n	=	3	with	PDVF;	n	=	1	with	emergent	
M184V	and	R263R/K	mixture	

–  All	3	pts	had	DTG	levels	
reflec(ve	of	subop(mal	
adherence	

§  GEMINI	1/2	randomized	phase	III	
trials	of	DTG	+	3TC	ongoing[2,3]	

*HIV-1	RNA	<	50	copies/mL.	

ART-naive	pts	with		
HIV-1	RNA	≥	1000	and	<	500,000	copies/mL;		
no	RT,	INSTI,	major	PI	resistance	muta(ons	

(N	=	120)		

DTG	50	mg	+	3TC	300	mg	

Primary	Endpoint	
Wk	24	



Prospec(ve,	randomised,	phase	3b,	mul(centre,	open-label,	48	week	
studies,	with	two	planned	interim	analyses	at	24	weeks	

Study	purpose:	Compare	safety,	efficacy,	and	tolerability	of	DTG	plus	3TC	QD	with	DTG	plus	F/TDF	QD	in	HIV-infected	treatment-naive	
individuals	

GEMINI 1 and 2: DTG with 3TC vs F/TDF 
Study design (iden4cal studies*)

3TC,	lamivudine;	BL,	baseline;	DTG,	dolutegravir;	F,	emtricitabine;	QD,	once	daily;	TDF,	tenofovir	disoproxil	fumarate	
*study	design	presents	N	for	1	study	
1.	Clinicaltrials.gov.	Gemini	1:	hPps://clinicaltrials.gov/ct2/show/NCT02831673?term=NCT02831673&rank=1		(accessed	April	2017);		
2.	Clinicaltrials.gov.	Gemini	2:	hPps://clinicaltrials.gov/ct2/show/NCT02831764?term=NCT02831764&rank=1		(accessed	April	2017)	
3.	
hPps://www.viivhealthcare.com/media/press-releases/2016/august/viiv-healthcare-launches-phase-iii-programme-evalua(ng-a-two-drug-regimen-combining-dolutegravir-and-lamivudine-
for-hiv-1-treatment.aspx	(accessed	April	2017)	

Primary	endpoint:	Number	and	percentage	of	individuals	with	a	viral	load	of	<50copies/mL	at	Week	48	
Secondary	endpoints:	Include	change	in	fas(ng	lipids,	viral	load	reduc(on	from	baseline	and	change	in	CD4	cell	count	

n=350	

n=350	

Primary	endpoint	
HIV-1	RNA<50copies/mL	

BL	 Week	96	Week	48	

DTG	(50mg)	+	3TC	(300mg)	QD	

F/TDF	Placebo	QD	

DTG	(50mg)	+	F/TDF	

3TC	Placebo	QD	

§  Treatment-naïve	HIV-posigve	individuals	
§  ≥18	years	of	age	
§  HIV-1	RNA	between	

1,000	to	≤100,000copies/mL**	
§  N=700	

1:1	

ClinicalTrials.gov	Iden(fier:	NCT02831673	and	NCT02831764	

**enrolment	opened	to	subjects	with	screening	
plasma	HIV	1	RNA	of	1000	c/mL	to	<=500,000	c/mL	



Dolutegravir trials in treatment-experienced adult subjects 
with HIV

BID,	twice	daily;	BR,	background	regimen	
QD,	once	daily;	OBR,	op(mised	background	regimen		

1.	Cahn	P,	et	al.	Lancet	2013;382:700–8;	2.	Eron	JJ,	et	al.	J	Infect	Dis	2013;207:740–8		
3.	Castagna	A,	et	al.	J	Infect	Dis	2014.	Epub	ahead	of	print		

4.	Akil	B,	et	al.	EACS	2013.	Abstract	PE7/3	

Phase	III,	open-label,	single-arm,	mulgcentre	study	of:	
•  DTG	(50	mg	BID)	+	OBR	(not	incl.	RAL)	

VIKING-33		
INI-resistant	 N=183	

Phase	III,	randomised,	double-blind,	acgve-controlled,	parallel	
group,	non-inferiority,	mulgcentre	study	of:	
•  DTG	(50	mg	QD)	+	BR	
•  RAL	(400	mg	BID)	+	BR	

SAILING1	
INI-naïve	 N=719	

Phase	IIb	open-label,	single-arm	mulgcentre	study		
(Cohort	I)	of:	
•  DTG	50	mg	QD	+	OBR	(not	incl.	RAL)	

VIKING2		
(Cohort	I)	
INI-resistant	

N=27	

Phase	IIb	open-label,	single	arm	mulgcentre	study	(Cohort	II)	of:	
•  DTG	(50	mg	BID)	+	OBR	(not	incl.	RAL)	
•  Subjects	required	to	have	≥1	fully	acgve	ARV	for		
Day	11	opgmisagon	(not	required	for	Cohort	I)	

VIKING2		
(Cohort	II)	
INI-resistant	

N=24	

Phase	III,	open-label,	placebo-controlled,	mulgcentre	study	of:	
•  DTG	50	mg	BID	vs	placebo	(both	plus	current	failing	regimen)	
•  At	Day	8,	all	subjects	received	DTG	(50	mg	BID)	+	OBR	
(containing	≥1	fully	acgve	ARV)	

VIKING-44		
INI-resistant	 N=30	



Propor4on of subjects with HIV-1 RNA <50 c/ml 
(snapshot*)

 Mean	(SD)	CD4+	change	from	baseline	to	Week	48	was	similar	between	arms:	DTG:	+162	(151)	
cells/mm3;	RAL:	+153	(144)	cells/mm3	

DTG	50	mg	QD	was	stagsgcally	superior	to	RAL	400	mg	BID	at	Week	48	

*Analysis	based	on	all	subjects	randomised	who	received	≥1	dose	of	study	drug,	excluding	four	
subjects	at	one	site	with	viola(ons	of	good	clinical	prac(ce;	SD,	standard	devia(on	
†Adjusted	difference	based	on	stra(fied	analysis	adjus(ng	for	BL	HIV-1	RNA	(≤50,000	c/mL	vs	
>50,000	c/mL),	DRV/r	use	without	primary	PI	muta(ons	and	baseline	PSS	(2	vs	<2)	

RAL	(N=361):	64%	

Week	48	adjusted	difference†	in	response	(95%	
CI):	

+7.4	in	favour	of	DTG	(0.7%,	14.2%);	P=0.03	
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Adapted	from	Cahn	P,	et	al.	Lancet	2013;382:700–8	



 
Bictegravir has the longest measured dissocia4on half-life from wild-
type HIV-1 IN-DNA complexes compared to DTG, RAL, and EVG 


•  Long	residence	(mes	of	INSTIs	on	the	integrase-DNA	complex	have	
been	correlated	with	potent	an(retroviral	ac(vity	and	a	high	barrier	
to	resistance	in	vitro.	

•  The	long	plasma	half-life	and	high	Cmin	of	BIC	in	vivo	should	also	
contribute	to	a	high	resistance	barrier	

Bictegravir	also	has	the	longest	measured	dissocia1on	
half-life	from	mutant	G140S/Q148H	HIV-1	IN-DNA	
complexes	compared	to	DTG		

White	K,	et	al.	CROI	2017,	SeaPle	(WA).	Poster	#497.	



1.	DeJesus	E	et	al.	ASM	2016.	Boston	MA.	#087LB;	2.	Mills	A	et	al.	Lancet	Infect	Dis	2016;16:43–52;		
3.	Mills	A	et	al.	IAS	2015.	Vancouver,	Canada.	#	TUAB0102	

Study 109: ART-suppressed adults switched to E/C/F/TAF 
Virologic outcomes (HIV-1 RNA<50copies/mL) at Week 96

n  Pa(ents	who	switched	to	E/C/F/TAF	were	significantly	more	likely	to	maintain	virologic	success	compared	to	
con(nuing	F/TDF+3rd	agent	treatment	through	Week	961	
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4.1%	

6.7%	1.6%	
Week	483	

Week	961	

	Treatment	difference	(95%	CI)	

	Virologic	outcome	

F/TDF	+	3rd	agent	(n=477)	

E/C/F/TAF	(n=959)	

Week	482,3	

F/TDF	+	3rd	agent	(n=477)	
E/C/F/TAF	(n=959)	
Week	961	





•  Randomized,	open-label,	mul(center	phase	III	trials	demonstrated	that	switch	to	DTG	+	RPV	
noninferior	to	remaining	on	baseline	ART	at	Wk	48	in	virologically	suppressed	pts	

•  Current	analysis	assessed	BMD	in	pts	who	con(nued	on	TDF-containing	triple	ART	regimen	or	
switched	from	TDF-containing	triple	ART	to	DTG	+	RPV	(N	=	102)	

SWORD 1 & 2 Substudy: BMD Impact of Switch 
From TDF-Based ART to DTG + RPV

McComsey	G,	et	al.	IAS	2017.	Abstract	TUPDB0205LB.	

Change	From	Baseline	in	BMD	at	Wk	48	
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Lamidol – ANRS167 
Lamivudine + Dolutegravir Maintenance Therapy 

Switching	to	DTG	+	3TC	combina(on	maintained	virologic	suppression	
at	W40,	was	safe	and	well	tolerated	in	this	popula(on	of	selected	
pa(ents	without	previous	virological	failure.		
Longer	follow-up	and	compara(ve	trials	are	needed	to	evaluate	more	
precisely	the	role	of	this	aPrac(ve	maintenance	strategy	in	HIV	care.		

Joly	V,	et	al.	CROI	2017,	SeaPle	(WA).	Poster	#458	



Rapid and frequent selec4on of genotypic resistance 
muta4ons in individuals failing to DTG monotherapy

Blanco	JL,	et	al.	CROI	2017,	SeaPle	(WA).	Oral	abstract	#42	



A5257. INSTI produced a more favorable lipid profile than 
ATVr or DRVr

Following	ART	ini(a(on,	fas(ng	TG,	non-HDL-C,	and	calculated	LDL-C	increased	in	the	2	RTV	boosted	PI	arms,	and	decreased	or	
remained	stable	in	the	RAL	arm.	
All	pairwise	comparisons	between	the	ATV/RTV	or	DRV/RTV	arm	and	the	RAL	arm	showed	greater	increases	with	ATV/RTV	or	
DRV/RTV	treatment	compared	to	RAL;	no	differences	between	ATV/RTV	and	DRV/RTV	treatment	were	apparent.	
As-treated	and	sensigvity	analyses	excluding	subjects	on	lipid	lowering	agents	did	not	change	results.	

Mean of changes from Baseline in Fas4ng Lipid Profile (mg/dL) Over Time. 

Ofotokun I, et al. CROI 2014, Boston (MA). Abst.#746; Ofotokun I, et al. Clin Infect Dis, 2015



NEAT 022: Switch From Boosted PI to DTG in Suppressed 
Pts With High CV Risk

•  Switching	to	DTG	noninferior	to	con(nuing	
boosted	PI	through	Wk	48	

•  Switching	to	DTG	associated	with	improved	
lipid	profile	vs	con(nuing	boosted	PI	through	
Wk	48	

Gatell	JM	et	al.	IAS	2017.	Abstract	TUAB0102.		

§  No	emergent	resistance	in	pts	with	VF	

§  No	significant	differences	in	grade	3/4	AEs,	
serious	AEs,	AE-related	d/c	
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*HIV-1	RNA<50	copies/mL;	†HIV-1	RNA	≥50	copies/mL	at	Week	96	(n=2),	discon(nued	due	to	lack	of	efficacy	(n=2),	took	addi(onal	an(retroviral	
medica(ons	(n=1);	‡13	subjects	discon(nued	due	to	adverse	events;	10	subjects	discon(nued	for	other	reasons	(lost	to	follow-up,	noncompliance,	
protocol	viola(on)	and	last	available	HIV-1	RNA	<50	copies/mL	

§  E/C/F/TAF	maintained	high	rate	of	virological	suppression	through	to	Week	96	

Study 112: Suppressed adults with renal impairment switched to E/C/F/TAF 
Virological outcomes (HIV-1 RNA <50 c/mL) at Week 96

1.	Post	F,	et	al.	CROI	2016.	Boston	MA.	#680;	2.	Pozniak	A,	et	al.	CROI	2015.	SeaPle,	WA.	#795;											 			
3.	Gupta	S,	et	al.	ICAAC	2015.	San	Diego,	CA.	Oral;	4.	Pozniak	A,	et	al.	JAIDS	2016.	Publish	Ahead	of	Print	DOI:	
10.1097/Q	AI.0000000000000908	
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Study 112: Suppressed adults with renal impairment switched to E/C/F/TAF 
Changes in eGFR by Baseline eGFR Strata through Week 96

One	pa(ent	was	excluded	due	to	missing	cysC	data	at	baseline.	

Post	F,	et	al.	CROI	2016.	Boston,	MA	#680 			
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Summary of DDIs Between HCV and HIV 
Therapies 
		 SMV	+	SOF[1]	 LDV/SOF[1]	 DCV	+	SOF[1]	 OBV/PTV/RTV	+	

DSV[1]	 EBR/GZR[1]	 SOF/VEL[1]	

ATV	+	RTV	 Χ	 ≈	 ≈	 √	 Χ	 ≈	

DRV	+	RTV	 Χ	 ≈	 √	 ≈[5]	 Χ	 ≈	

Tipranavir	+	RTV	 Χ	 Χ	 Χ	 Χ	 Χ	 Χ	

EFV	or	ETR	 Χ	 √	 ≈	 Χ	 Χ	 Χ	

RPV	 √	 √	 √	 Χ	 √	 √	

DTG	or	RAL	 √	 √	 √	 √	 √	 √	

EVG	+	COBI	 Χ	 ≈	 √	 Χ	 Χ	 ≈	

3TC/ABC	 √	 √	 √[4]	 √	 √	 √	

TAF	 √[2]	 √[3]	 √*	 √*	 √[2]	 √	

TDF	 √	 ≈	 √	 √	 √	 ≈	

1.	AASLD/IDSA	HCV	Guidance.	July	2016.	2.	NY/NJ	AETC.	2016.	3.	Custodio	J,	et	al.	IDWeek	2015.	Abstract	727.	4.	Liverpool	Drug	Interac(ons	
Group.	5.	Wyles	D,	et	al.	CROI	2016.	Abstract	574.		

No	clinically	significant	
interac(on	expected	

Poten(al	interac(on	may	require	adjustment	to	
dosage,	(ming	of	administra(on,	or	monitoring		

Do	not	coadminister	
*No	data.		



ARIA: DTG/ABC/3TC Superior to ATV + RTV 
+ TDF/FTC at Wk 48

DTG/ABC/3TC	 ATV	+	RTV	+	TDF/FTC	
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§  Superior	efficacy	driven	by	fewer	discon(nua(ons	due	to	AEs	and	fewer	virologic	
failures	

Outcome,	%	 DTG/ABC/3TC	
(n	=	248)	

ATV+RTV+TDF/FTC	
(n	=	247)	

Discon(nua(ons	due	to	AEs	 4	 7	
Virologic	failure	 6	 14	

Orrell	C,	et	al.	Lancet	HIV,	2017	
Orrell	C,	et	al.	AIDS	2016.	Abstract	THAB0205LB.	
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