
Background
•	 The	number	of	women	diagnosed	with	HIV	infection	and	AIDS	has	significantly	increased	over	the	course	of	the	epidemic.
•	 By	the	end	of	2007,	according	to	the	World	Health	Organization	(WHO),	15.4	million	women	worldwide	were	infected	with	HIV.1

•	 According	to	the	Centers	for	Disease	Control	and	Prevention	(CDC),	in	the	period	between	2000	through	2004,	women	represented	29%	of	the		
estimated	number	of	AIDS	cases	in	the	United	States.	The	number	of	AIDS	cases	increased	by	10%	in	women	and	7%	in	men.	HIV	infection		
disproportionately	affects	African-American	and	Hispanic	women.	Together	they	represent	less	than	25%	of	all	U.S.	women,	yet	they	account	for		
more	than	79%	of	AIDS	cases	in	women.2

•	 Limited	information	is	available	regarding	the	impact	of	gender	on	the	safety	and	efficacy	of	antiretroviral	agents.	Virologic	and	immunologic	status		
at	time	of	clinical	presentation	as	well	as	response	to	combination	antiretroviral	therapy	may	vary	between	men	and	women.3
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•	 Study	M05-730	is	an	ongoing	96-week	Phase	3,	open-label,	randomized,	multi-center,	multi-country	study	that	enrolled	antiretroviral	(ARV)-naïve	subjects	
with	HIV-1	RNA	≥	1000	copies/mL	and	any	CD4+	T-cell	count.

•	 664	ARV-naïve	HIV-1	infected	subjects	were	dosed	after	being	randomized	1:1:1:1	to	LPV/r	QD	SGC,	BID	SGC,	QD	tablet,	or	BID	tablet	for	8	weeks.
•	 All	subjects	received	emtricitabine	(FTC)	200	mg	QD	and	tenofovir	disoproxil	fumarate	(TDF)	300	mg	QD.
•	 At	Week	8,	all	subjects	receiving	LPV/r	SGC	were	switched	to	the	tablet	formulation	while	maintaining	their	same	randomized	dosing	schedule	(QD	vs.	BID).
•	 Subjects	were	evaluated	every	2	weeks	through	Week	16,	every	8	weeks	through	Week	48,	then	every	12	weeks	through	Week	96.
•	 Efficacy	Analyses
	 –		Primary	efficacy	endpoint:	Proportion	of	subjects	with	HIV-1	RNA	<50	copies/mL	at	Week	48,	using	an	intent-to-treat,	noncompleter=failure	(ITT,	NC=F)	

approach	comparing	QD	and	BID	groups.	The	pre-specified	non-inferiority	margin	was	12%.
	 –		Secondary	analyses	included	the	mean	change	from	baseline	in	CD4+	T-cell	count	and	the	emergence	of	viral	resistance	through	48	weeks.
•	 48-week	safety	and	efficacy	were	compared	between	male	and	female	subjects,	with	respect	to	virologic	response,	CD4+	T-cell	increase	from	baseline,	

adverse	events	(AEs)	and	laboratory	abnormalities.
•	 Therapy	preference	was	assessed	for	subjects	who	switched	from	the	SGC	to	tablet	formulation	at	Week	8.	Subjects	were	asked	to	choose	which	

formulation	they	preferred:	Kaletra	Tablets,	Kaletra	Soft	Gel	Capsules,	or	equal	preference	for	Kaletra	Tablets	and	Soft	Gel	Capsules.

Methods

•	 The	patient	preference	questionnaire	administered	at	Week	12		
demonstrated	that	both	male	and	female	subjects	who	switched	from		
the	LPV/r	soft	gel	capsule	(SGC)	to	the	tablet	formulation	at	Week	8		
overwhelmingly	preferred	the	tablet	formulation	(Figure	5).

•	 Of	those	subjects	who	switched	from	the	SGC	to	the	tablet	formulation		
at	Week	8,	75%	of	females	and	78%	of	males	preferred	the	tablet	over	
the	SGC	(p<0.001	for	both).	Only	5%	of	female	subjects	and	4%	of		
male	subjects	preferred	the	SGC	over	the	tablet.

Figure 5. LPV/r SGC vs. Tablet Formulation Preference Survey  
at Week 12 by Gender

Results: Patient Preference

Results
•	 664	ARV-naïve	HIV-1	infected	subjects	were	randomized	and	dosed.	
•	 Overall,	in	the	M05-730	primary	efficacy	analysis	at	Week	48,	77%	of	QD-treated	and	76%	of	BID-treated	subjects	achieved	a	viral	load	<50	copies/mL	

by	ITT,	NC=F	analysis.4

•	 The	difference	in	response	rates	(QD	minus	BID)	and	95%	CI	was	1%	(–5%	to	8%),	which	confirmed	the	non-inferiority	of	the	QD	regimen	to	the	BID	
regimen,	as	the	lower	bound	of	the	confidence	interval	was	within	the	pre-specified	margin	of	–12%.	The	on-treatment	data	confirmed	this	finding.4

•	 Overall,	similar	mean	increases	from	baseline	in	CD4+	T-cell	count	at	Week	48	were	observed	in	the	QD	and	BID	treatment	groups	(186	and		
197	cells/mm3,	respectively;	p=0.350).4

•	 Despite	higher	baseline	HIV-1	viral	loads	in	males,	LPV/r	tablets	dosed	QD	or	BID	had	similar	efficacy	in	antiretroviral-naïve	males	and	females.	
•	 Mean	CD4+	T-cell	increases	were	similar	between	males	and	females	regardless	of	baseline	CD4+	T-cell	count,	except	that	females	with	baseline		

CD4+	T-cell	counts	<	50	cells/mm3	tended	to	experience	higher	mean	increases	than	males	in	the	same	baseline	CD4+	T-cell	count	sub-group.	
•	 LPV/r	was	similarly	well	tolerated	in	males	and	females.
•	 At	baseline,	females	had	lower	TG	and	higher	HDL	cholesterol	levels	compared	to	males.
•	 In	general,	mean	increases	in	all	lipid	parameters	were	similar	between	genders,	except	for	greater	HDL	increases	among	females	compared	to	

males	(within	QD,	BID	and	overall).	In	addition,	male	subjects	had	a	slightly	greater	mean	increase	in	TG	than	females	when	dosed	BID,	and	a	higher	
proportion	of	males	experienced	Grade	3+	triglyceride	elevations,	which	may	have	been	due	to	a	tendency	for	higher	baseline	triglyceride	levels.	It	is	
likely	that	these	differences	are	not	clinically	significant,	since	both	genders	had	similarly	small	decreases	in	LDL:HDL	ratio.

•	 Both	male	and	female	subjects	overwhelmingly	preferred	the	tablet	formulation	over	the	SGC.	The	reasons	associated	with	patient	preference	were	not	
collected,	but	may	include	the	lack	of	refrigeration,	diminished	food	effect,	and	possible	tolerability	effects	not	detected	by	the	standardized	adverse	event	
assessment	performed	during	a	clinical	trial.	Data	from	this	study	are	consistent	with	previous	studies5-7	that	demonstrated	patient	preference	for	the	tablet	
formulation	after	switching	from	the	SGC.

Summary

•	 A	LPV/r-based	regimen	dosed	QD	or	BID	provides	similar	efficacy,	regardless	of	baseline	viral	load	or	CD4+	T-cell	count	and	similar	immunologic		
recovery,	regardless	of	baseline	CD4+	T-cell	count,	in	both	males	and	females.

•	 LPV/r	QD	and	BID	are	similarly	well	tolerated	in	men	and	women.	
•	 Higher	baseline	TG	values	for	men	may	contribute	to	a	slightly	higher	proportion	of	men	with	Grade	3+	TG	abnormalities	through	48	weeks	while		

receiving	LPV/r	QD	or	BID.
•	 The	patient	preference	questionnaire	demonstrated	that	male	and	female	subjects,	who	switched	to	the	tablet	formulation	at	Week	8,	overwhelmingly	

preferred	the	tablet	formulation	over	the	SGC.

Conclusions
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•	 Baseline	characteristics	for	this	analysis	are	shown	in	Table	1,	comparing	female	vs.	male	subjects,	in	the	BID	and	QD	arms.	
•	 Overall,	males	had	slightly	higher	HIV-1	RNA	levels	compared	to	females	(p=0.004).	The	proportion	of	subjects	with	baseline	HIV-1	RNA	<	5	log10		

copies/mL	was	higher	in	females	than	in	male	subjects	(p=0.014,	p=0.047,	and	p=0.002	for	QD,	BID	and	overall,	respectively).
•	 Females	had	lower	baseline	TG	(p<0.001)	and	higher	baseline	HDL	cholesterol	(p<0.001)	compared	to	males.	

Results: Baseline Demographics

•	 The	objective	of	this	analysis	is	to	compare	and	assess	differences	in	
virologic	response,	CD4+	T-cell	counts,	therapy	preference,	and	safety,	
based	on	adverse	events	(AEs),	laboratory	abnormalities	and	changes	
from	baseline	—	between	male	and	female	subjects	through	48	weeks		
in	Study	M05-730.

•	 The	M05-730	study	design	is	shown	in	Figure	1.

Objective

Figure 1. Study Design for Study M05-730
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Figure 3b. Proportion of Subjects with HIV-1 RNA <50 copies/mL  
at Week 48 by Baseline Viral Load (ITT, NC=F Analysis)

Figure 3a. Proportion of Subjects with HIV-1 RNA <50 copies/mL  
at Week 48 by Baseline CD4+ T-cell Count (ITT, NC=F Analysis)

Results: Subject Disposition

Table 1. Baseline Demographics

Results: Baseline Demographics

•	 Table	2	shows	subject	disposition	by	gender	and	dosing	group.
•	 Overall,	the	proportion	of	subjects	who	discontinued	the	study	due	to	being	lost	to	follow-up	was	statistically	significantly	greater	for	the	female	subjects	

(7.6%)	compared	to	the	male	subjects	(3.1%),	p=0.028.

Table 2. Subject Disposition at Week 48

Results: Efficacy 

Results: Efficacy 

•	 Overall,	78%	males	and	72%	females	achieved	HIV-1	RNA	<50	copies/mL	at	Week	48,	p=0.120	(Figure	2a).
•	 There	was	no	statistically	significant	difference	in	virologic	response	at	Week	48	between	male	and	female	subjects	within	either	dosing	group	(Figure	2b),		

or	regardless	of	baseline	CD4+	T-cell	count	or	baseline	viral	load	(Figures	3a-b).

Results: Safety

•	 The	only	study	drug-related	AEs	of	moderate	to	severe	nature	(≥5.0%	in	any	gender/dose	group)	were	diarrhea,	nausea	and	vomiting.	All	occurred		
with	similar	frequency	between	male	and	female	subjects	within	and	across	dose	groups	(Table	3).

•	 The	overall	rate	of	moderate	to	severe	drug-related	AE	of	diarrhea	for	the	study	was	15.8%.	The	rate	for	males	was	17.1%,	vs.	11.1%	for	females,	
p=0.093.

Variable Female (QD)
N=67

Male (QD)
N=266

Female (BID)
N=77

Male (BID)
N=254

Female Overall
N=144

Male Overall
N=520

Age (years)

Mean ± SD 37.6 ±  9.72 38.7 ± 9.71 37.8 ± 11.33 39.2 ± 9.57 37.7 ± 10.57 39.0 ± 9.64

Weight (kg)

Mean ± SD* 66.7 ± 19.98 76.5 ± 16.41 65.6 ± 19.73 75.3 ± 11.13 66.1 ± 19.78 75.9 ± 14.09

HIV-1 RNA (log10 copies/mL)

Mean ± SD† 4.71 ± 0.610 4.99 ± 0.655 4.97 ± 0.663 5.08 ± 0.658 4.85 ± 0.649 5.03 ± 0.657

<5, n (%)‡ 44 (65.7) 129 (48.5) 40 (51.9) 98 (38.6) 84 (58.3) 227 (43.7)

≥5, n (%) 23 (34.3) 137 (51.5) 37 (48.1) 156 (61.4) 60 (41.7) 293 (56.3)

CD4+ T-cell (cells/mm3) 

Mean ± SD 219.1 ± 138.1 215.5 ± 123.4 200.3 ± 117.3 219.1 ± 144.1 209.0 ± 127.2 217.3 ± 133.8

<50, n (%) 7 (10.6) 27 (10.2) 10 (13.0) 43 (16.9) 17 (11.9) 70 (13.5)

50 – <200, n (%) 23 (34.8) 93 (35.0) 26 (33.8) 74 (29.1) 49 (34.3) 167 (32.1)

≥200, n (%) 36 (54.5) 146 (54.9) 41 (53.2) 137 (53.9) 77 (53.8) 283 (54.4)

Mean Lipids mmol/L (mg/dL)

Total cholesterol (TC) 4.075 (157.6) 3.997 (154.6) 4.138 (160.0) 3.927 (151.9) 4.109 (158.9) 3.963 (153.2)

Triglycerides (TG)§ 1.357 (120.2) 1.793 (158.8) 1.386 (122.8) 1.868 (165.5) 1.372 (121.2) 1.830 (162.1)

LDL cholesterol 2.525 (97.6) 2.523 (97.6) 2.561 (99.0) 2.430 (93.9) 2.544 (98.4)) 2.478 (95.8)

HDL cholestero|| 1.161 (44.9) 1.002 (38.7) 1.199 (46.4) 0.957 (37.0) 1.181 (45.7) 0.980 (37.9)

LDL:HDL ratio¶ 2.303 2.823 2.677 2.685 2.504 2.756 

*		p<0.001	for	female	vs.	male	subjects	QD,	BID	and	overall.
†		p=0.002	and	p=0.004	for	female	vs.	male	subjects	QD	and	overall,	respectively.
‡			p=0.014,	p=0.047,	and	p=0.002	for	female	vs.	male	subjects	QD,	BID	and	overall,	

respectively.

§			p=0.012,	p=0.003,	and	p<0.001	for	female	vs.	male	subjects	QD,	BID	and	overall,		
respectively.

||  p<0.001	for	female	vs.	male	subjects	QD,	BID	and	overall.
¶		p=0.036	for	female	vs.	male	subjects	QD.

Variable Female (QD)
N=67

Male (QD)
N=266

Female (BID)
N=77

Male (BID)
N=254

Female Overall
N=144

Male Overall
N=520

Subjects discontinued, n (%)

Any reason 12 (17.9) 37 (13.9) 17 (22.1) 38 (15.0) 29 (20.1) 75 (14.4)

Adverse event 4 (6.0) 14 (4.5) 4 (5.2) 6 (2.4) 8 (5.6) 18 (3.5)

Withdrew consent 3 (4.5) 13 (4.9) 3 (3.9) 10 (3.9) 6 (4.2) 23 (4.4)

Lost to follow-up* 4 (6.0) 6 (2.3) 7 (9.1) 10 (3.9) 11 (7.6) 16 (3.1)

Nonadherence 0 5 (1.9) 3 (3.9) 6 (2.4) 3 (2.1) 11 (2.1)

Death 0 2 (0.8) 0 1 (0.4) 0 3 (0.6)

Virologic failure 1 (1.5) 1 (0.4) 1 (1.3) 4 (1.6) 2 (1.4) 5 (1.0)

Other 1 (1.5) 8 (3.0) 1 (1.3) 7 (2.8) 2 (1.4) 15 (2.9)

*		p=0.028	for	female	vs.	male	subjects	overall.

Figure 2a. Proportion of Subjects with HIV-1 RNA <50 copies/mL 
through Week 48 by Gender (ITT, NC=F Analysis)
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Figure 2b. Proportion of Subjects with HIV-1 RNA <50 copies/mL 
through Week 48 by Gender and Dosing Group (ITT, NC=F Analysis)
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•	 There	was	no	difference	in	immunologic	recovery	at	Week	48	between	
males	and	females.	Overall,	mean	CD4+	T-cell	increase	from	baseline	
was	189	cells/mm3	for	males,	and	204	cells/mm3	for	females,	p=0.298	
(Figure	4).

•	 A	significant	difference	in	the	mean	CD4+	T-cell	increase	was	observed	
between	males	and	females	with	baseline	CD4	counts	<50	cells/mm3:	
+167	vs.	+237	cells/mm3,	respectively	(p=0.007).	In	the	three	other	
baseline	CD4	subgroups,	mean	increases	in	CD4+	T-cell	counts	were	
similar	between	males	and	females.

Figure 4. Mean CD4+ T-cell Increase from Baseline at Week 48
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Table 3. Moderate to Severe Drug-Related Adverse Events Occurring in ≥ 5.0% of the Subjects in Any Gender/Dose Group

Adverse Event
Female (%) Male (%)

QD  
N=67

BID
N=77

Overall
N=144

QD
N=266

BID
N=254

Overall
N=520

Diarrhea 10.4 11.5 11.1 18.0 16.1 17.1

Nausea 6.0 6.5 6.3 7.5 5.1 6.3

Vomiting 4.5 6.5 5.6 3.0 3.1 3.1

•	 Greater	mean	increases	in	triglycerides	were	noted	in	male	subjects	dosed	BID	(p=0.026)	compared	to	female	subjects	dosed	BID	(Table	4).
•	 Greater	mean	increases	were	noted	in	HDL	for	females	compared	to	males	(p=0.047	QD	and	p=0.041	overall).
•	 Mean	increases	were	similar	between	male	and	female	subjects	for	all	other	lipid	parameters.
•	 Mean	decreases	in	LDL:HDL	ratio	through	48	weeks	were	similar	between	females	and	males.

Variable* Female (QD) 
N=57

Male (QD) 
N=238

Female (BID) 
N=59

Male (BID) 
N=221

Female Overall 
N=116

Male Overall 
N=459

TC mmol/L (mg/dL) +0.897 (+34.9) +0.716 (+27.9) +0.839 (+32.7) +0.907 (+35.3) +0.868 (+33.8) +0.808 (+31.5)

TG mmol/L (mg/dL) † +0.447 (+39.8) +0.520 (+46.3) +0.370 (+32.9) +0.812 (+72.3) +0.408 (+36.3) +0.660 (+58.7)

HDL mmol/L (mg/dL) ‡ +0.252 (+9.82) +0.173 (+6.75) +0.213 (+8.31) +0.181 (+7.06) +0.232 (+9.05) +0.177 (+6.90)

LDL mmol/L (mg/dL) +0.244 (+9.52) +0.115 (+4.49) +0.229 (+8.93) +0.244 (+9.52) +0.236 (+9.20) +0.177 (+6.90)

LDL:HDL ratio mmol/L (mg/dL)  –0.227 –0.472 –0.427 –0.223 –0.330 –0.353

Table 4. Mean Change from Baseline at Week 48 in Lipid Parameters by Gender and Dosing Group

•	 Grade	3+	triglyceride	elevations	were	noted	in	1%	of	females	vs.	6%	of	males,	p=0.011	(Table	5);	however,	males	had	higher	mean	baseline	triglyceride	values	
than	females	(162.1	mg/dL	(1.83	mmol/L)	vs.	121.2	mg/dL	(1.37	mmol/L),	p<	0.001).

•	 At	Week	48,	there	were	no	significant	differences	between	gender	groups	in	terms	of	Grade	3/4	elevations	in	transaminases,	total	cholesterol,	and		
creatinine	clearance,	regardless	of	dosing	regimen.	

*		N-values	per	gender/dosing	group	may	differ	slightly	across	variables.
†		p=0.026	for	female	vs.	male	subjects	BID.

‡		p=0.047	and	p=0.041	for	female	vs.	male	subjects	QD	and	overall,	respectively.

Table 5. Incidence of Grade 3/4 Laboratory Abnormalities of Interest through Week 48

Variable* Female (QD) 
N=67

Male (QD) 
N=266

Female (BID) 
N=75

Male (BID) 
N=252

Female Overall 
N=142

Male Overall 
N=518

SGOT/AST >5 x ULN, n (%) 0 4 (1.5) 2 (2.7) 5 (2.0) 2 (1.4) 9 (1.7)

SGPT/ALT >5 x ULN, n (%) 0 4 (1.5) 0 4 (1.6) 0 8 (1.5)

Cholesterol >300 mg/dL, n (%) 4 (6.0) 9 (3.4) 5 (6.6) 5 (2.0) 9 (6.3) 14 (2.7)

Triglycerides >750 mg/dL†, n (%) 0 10 (3.8) 1 (1.3) 19 (7.5) 1 (0.7) 29 (5.6)

CrCL <50 ml/min, n (%) 3 (4.5) 4 (1.5) 3 (4.0) 5 (2.0) 6 (4.2) 9 (1.7)
*		N-values	per	gender/dosing	group	may	differ	slightly	across	variables.	 †		p=0.011	for	female	vs.	male	subjects	overall.



Figure 3b. Proportion of Subjects with HIV-1 RNA <50 copies/mL  
at Week 48 by Baseline Viral Load (ITT, NC=F Analysis)

Figure 3a. Proportion of Subjects with HIV-1 RNA <50 copies/mL  
at Week 48 by Baseline CD4+ T-cell Count (ITT, NC=F Analysis)

Results: Subject Disposition

Table 1. Baseline Demographics

Results: Baseline Demographics

•	 Table	2	shows	subject	disposition	by	gender	and	dosing	group.
•	 Overall,	the	proportion	of	subjects	who	discontinued	the	study	due	to	being	lost	to	follow-up	was	statistically	significantly	greater	for	the	female	subjects	

(7.6%)	compared	to	the	male	subjects	(3.1%),	p=0.028.

Table 2. Subject Disposition at Week 48

Results: Efficacy 

Results: Efficacy 

•	 Overall,	78%	males	and	72%	females	achieved	HIV-1	RNA	<50	copies/mL	at	Week	48,	p=0.120	(Figure	2a).
•	 There	was	no	statistically	significant	difference	in	virologic	response	at	Week	48	between	male	and	female	subjects	within	either	dosing	group	(Figure	2b),		

or	regardless	of	baseline	CD4+	T-cell	count	or	baseline	viral	load	(Figures	3a-b).

Results: Safety

•	 The	only	study	drug-related	AEs	of	moderate	to	severe	nature	(≥5.0%	in	any	gender/dose	group)	were	diarrhea,	nausea	and	vomiting.	All	occurred		
with	similar	frequency	between	male	and	female	subjects	within	and	across	dose	groups	(Table	3).

•	 The	overall	rate	of	moderate	to	severe	drug-related	AE	of	diarrhea	for	the	study	was	15.8%.	The	rate	for	males	was	17.1%,	vs.	11.1%	for	females,	
p=0.093.

Variable Female (QD)
N=67

Male (QD)
N=266

Female (BID)
N=77

Male (BID)
N=254

Female Overall
N=144

Male Overall
N=520

Age (years)

Mean ± SD 37.6 ±  9.72 38.7 ± 9.71 37.8 ± 11.33 39.2 ± 9.57 37.7 ± 10.57 39.0 ± 9.64

Weight (kg)

Mean ± SD* 66.7 ± 19.98 76.5 ± 16.41 65.6 ± 19.73 75.3 ± 11.13 66.1 ± 19.78 75.9 ± 14.09

HIV-1 RNA (log10 copies/mL)

Mean ± SD† 4.71 ± 0.610 4.99 ± 0.655 4.97 ± 0.663 5.08 ± 0.658 4.85 ± 0.649 5.03 ± 0.657

<5, n (%)‡ 44 (65.7) 129 (48.5) 40 (51.9) 98 (38.6) 84 (58.3) 227 (43.7)

≥5, n (%) 23 (34.3) 137 (51.5) 37 (48.1) 156 (61.4) 60 (41.7) 293 (56.3)

CD4+ T-cell (cells/mm3) 

Mean ± SD 219.1 ± 138.1 215.5 ± 123.4 200.3 ± 117.3 219.1 ± 144.1 209.0 ± 127.2 217.3 ± 133.8

<50, n (%) 7 (10.6) 27 (10.2) 10 (13.0) 43 (16.9) 17 (11.9) 70 (13.5)

50 – <200, n (%) 23 (34.8) 93 (35.0) 26 (33.8) 74 (29.1) 49 (34.3) 167 (32.1)

≥200, n (%) 36 (54.5) 146 (54.9) 41 (53.2) 137 (53.9) 77 (53.8) 283 (54.4)

Mean Lipids mmol/L (mg/dL)

Total cholesterol (TC) 4.075 (157.6) 3.997 (154.6) 4.138 (160.0) 3.927 (151.9) 4.109 (158.9) 3.963 (153.2)

Triglycerides (TG)§ 1.357 (120.2) 1.793 (158.8) 1.386 (122.8) 1.868 (165.5) 1.372 (121.2) 1.830 (162.1)

LDL cholesterol 2.525 (97.6) 2.523 (97.6) 2.561 (99.0) 2.430 (93.9) 2.544 (98.4)) 2.478 (95.8)

HDL cholestero|| 1.161 (44.9) 1.002 (38.7) 1.199 (46.4) 0.957 (37.0) 1.181 (45.7) 0.980 (37.9)

LDL:HDL ratio¶ 2.303 2.823 2.677 2.685 2.504 2.756 

*		p<0.001	for	female	vs.	male	subjects	QD,	BID	and	overall.
†		p=0.002	and	p=0.004	for	female	vs.	male	subjects	QD	and	overall,	respectively.
‡			p=0.014,	p=0.047,	and	p=0.002	for	female	vs.	male	subjects	QD,	BID	and	overall,	

respectively.

§			p=0.012,	p=0.003,	and	p<0.001	for	female	vs.	male	subjects	QD,	BID	and	overall,		
respectively.

||  p<0.001	for	female	vs.	male	subjects	QD,	BID	and	overall.
¶		p=0.036	for	female	vs.	male	subjects	QD.

Variable Female (QD)
N=67

Male (QD)
N=266

Female (BID)
N=77

Male (BID)
N=254

Female Overall
N=144

Male Overall
N=520

Subjects discontinued, n (%)

Any reason 12 (17.9) 37 (13.9) 17 (22.1) 38 (15.0) 29 (20.1) 75 (14.4)

Adverse event 4 (6.0) 14 (4.5) 4 (5.2) 6 (2.4) 8 (5.6) 18 (3.5)

Withdrew consent 3 (4.5) 13 (4.9) 3 (3.9) 10 (3.9) 6 (4.2) 23 (4.4)

Lost to follow-up* 4 (6.0) 6 (2.3) 7 (9.1) 10 (3.9) 11 (7.6) 16 (3.1)

Nonadherence 0 5 (1.9) 3 (3.9) 6 (2.4) 3 (2.1) 11 (2.1)

Death 0 2 (0.8) 0 1 (0.4) 0 3 (0.6)

Virologic failure 1 (1.5) 1 (0.4) 1 (1.3) 4 (1.6) 2 (1.4) 5 (1.0)

Other 1 (1.5) 8 (3.0) 1 (1.3) 7 (2.8) 2 (1.4) 15 (2.9)

*		p=0.028	for	female	vs.	male	subjects	overall.

Figure 2a. Proportion of Subjects with HIV-1 RNA <50 copies/mL 
through Week 48 by Gender (ITT, NC=F Analysis)
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Figure 2b. Proportion of Subjects with HIV-1 RNA <50 copies/mL 
through Week 48 by Gender and Dosing Group (ITT, NC=F Analysis)
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•	 There	was	no	difference	in	immunologic	recovery	at	Week	48	between	
males	and	females.	Overall,	mean	CD4+	T-cell	increase	from	baseline	
was	189	cells/mm3	for	males,	and	204	cells/mm3	for	females,	p=0.298	
(Figure	4).

•	 A	significant	difference	in	the	mean	CD4+	T-cell	increase	was	observed	
between	males	and	females	with	baseline	CD4	counts	<50	cells/mm3:	
+167	vs.	+237	cells/mm3,	respectively	(p=0.007).	In	the	three	other	
baseline	CD4	subgroups,	mean	increases	in	CD4+	T-cell	counts	were	
similar	between	males	and	females.

Figure 4. Mean CD4+ T-cell Increase from Baseline at Week 48
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Table 3. Moderate to Severe Drug-Related Adverse Events Occurring in ≥ 5.0% of the Subjects in Any Gender/Dose Group

Adverse Event
Female (%) Male (%)

QD  
N=67

BID
N=77

Overall
N=144

QD
N=266

BID
N=254

Overall
N=520

Diarrhea 10.4 11.5 11.1 18.0 16.1 17.1

Nausea 6.0 6.5 6.3 7.5 5.1 6.3

Vomiting 4.5 6.5 5.6 3.0 3.1 3.1

•	 Greater	mean	increases	in	triglycerides	were	noted	in	male	subjects	dosed	BID	(p=0.026)	compared	to	female	subjects	dosed	BID	(Table	4).
•	 Greater	mean	increases	were	noted	in	HDL	for	females	compared	to	males	(p=0.047	QD	and	p=0.041	overall).
•	 Mean	increases	were	similar	between	male	and	female	subjects	for	all	other	lipid	parameters.
•	 Mean	decreases	in	LDL:HDL	ratio	through	48	weeks	were	similar	between	females	and	males.

Variable* Female (QD) 
N=57

Male (QD) 
N=238

Female (BID) 
N=59

Male (BID) 
N=221

Female Overall 
N=116

Male Overall 
N=459

TC mmol/L (mg/dL) +0.897 (+34.9) +0.716 (+27.9) +0.839 (+32.7) +0.907 (+35.3) +0.868 (+33.8) +0.808 (+31.5)

TG mmol/L (mg/dL) † +0.447 (+39.8) +0.520 (+46.3) +0.370 (+32.9) +0.812 (+72.3) +0.408 (+36.3) +0.660 (+58.7)

HDL mmol/L (mg/dL) ‡ +0.252 (+9.82) +0.173 (+6.75) +0.213 (+8.31) +0.181 (+7.06) +0.232 (+9.05) +0.177 (+6.90)

LDL mmol/L (mg/dL) +0.244 (+9.52) +0.115 (+4.49) +0.229 (+8.93) +0.244 (+9.52) +0.236 (+9.20) +0.177 (+6.90)

LDL:HDL ratio mmol/L (mg/dL)  –0.227 –0.472 –0.427 –0.223 –0.330 –0.353

Table 4. Mean Change from Baseline at Week 48 in Lipid Parameters by Gender and Dosing Group

•	 Grade	3+	triglyceride	elevations	were	noted	in	1%	of	females	vs.	6%	of	males,	p=0.011	(Table	5);	however,	males	had	higher	mean	baseline	triglyceride	values	
than	females	(162.1	mg/dL	(1.83	mmol/L)	vs.	121.2	mg/dL	(1.37	mmol/L),	p<	0.001).

•	 At	Week	48,	there	were	no	significant	differences	between	gender	groups	in	terms	of	Grade	3/4	elevations	in	transaminases,	total	cholesterol,	and		
creatinine	clearance,	regardless	of	dosing	regimen.	

*		N-values	per	gender/dosing	group	may	differ	slightly	across	variables.
†		p=0.026	for	female	vs.	male	subjects	BID.

‡		p=0.047	and	p=0.041	for	female	vs.	male	subjects	QD	and	overall,	respectively.

Table 5. Incidence of Grade 3/4 Laboratory Abnormalities of Interest through Week 48

Variable* Female (QD) 
N=67

Male (QD) 
N=266

Female (BID) 
N=75

Male (BID) 
N=252

Female Overall 
N=142

Male Overall 
N=518

SGOT/AST >5 x ULN, n (%) 0 4 (1.5) 2 (2.7) 5 (2.0) 2 (1.4) 9 (1.7)

SGPT/ALT >5 x ULN, n (%) 0 4 (1.5) 0 4 (1.6) 0 8 (1.5)

Cholesterol >300 mg/dL, n (%) 4 (6.0) 9 (3.4) 5 (6.6) 5 (2.0) 9 (6.3) 14 (2.7)

Triglycerides >750 mg/dL†, n (%) 0 10 (3.8) 1 (1.3) 19 (7.5) 1 (0.7) 29 (5.6)

CrCL <50 ml/min, n (%) 3 (4.5) 4 (1.5) 3 (4.0) 5 (2.0) 6 (4.2) 9 (1.7)
*		N-values	per	gender/dosing	group	may	differ	slightly	across	variables.	 †		p=0.011	for	female	vs.	male	subjects	overall.



Background
•	 The	number	of	women	diagnosed	with	HIV	infection	and	AIDS	has	significantly	increased	over	the	course	of	the	epidemic.
•	 By	the	end	of	2007,	according	to	the	World	Health	Organization	(WHO),	15.4	million	women	worldwide	were	infected	with	HIV.1

•	 According	to	the	Centers	for	Disease	Control	and	Prevention	(CDC),	in	the	period	between	2000	through	2004,	women	represented	29%	of	the		
estimated	number	of	AIDS	cases	in	the	United	States.	The	number	of	AIDS	cases	increased	by	10%	in	women	and	7%	in	men.	HIV	infection		
disproportionately	affects	African-American	and	Hispanic	women.	Together	they	represent	less	than	25%	of	all	U.S.	women,	yet	they	account	for		
more	than	79%	of	AIDS	cases	in	women.2

•	 Limited	information	is	available	regarding	the	impact	of	gender	on	the	safety	and	efficacy	of	antiretroviral	agents.	Virologic	and	immunologic	status		
at	time	of	clinical	presentation	as	well	as	response	to	combination	antiretroviral	therapy	may	vary	between	men	and	women.3

Impact of Gender on Response to Lopinavir/ritonavir (LPV/r) Tablets Dosed QD 
or BID Administered with Tenofovir Disoproxil Fumarate (TDF) and Emtricitabine 
(FTC) in Antiretroviral-naïve (ARV) Subjects: Results from Study M05-730  
Barbara da Silva, Daniel Cohen, Sara Gibbs, Theresa Marsh, Danielle Grant, Jan Hairrell, Isabelle Gaultier, Linda Fredrick, 
Barry Bernstein
Abbott Laboratories, North Chicago, IL
XVII International AIDS Conference • 3-8 August 2008 • Mexico City

•	 Study	M05-730	is	an	ongoing	96-week	Phase	3,	open-label,	randomized,	multi-center,	multi-country	study	that	enrolled	antiretroviral	(ARV)-naïve	subjects	
with	HIV-1	RNA	≥	1000	copies/mL	and	any	CD4+	T-cell	count.

•	 664	ARV-naïve	HIV-1	infected	subjects	were	dosed	after	being	randomized	1:1:1:1	to	LPV/r	QD	SGC,	BID	SGC,	QD	tablet,	or	BID	tablet	for	8	weeks.
•	 All	subjects	received	emtricitabine	(FTC)	200	mg	QD	and	tenofovir	disoproxil	fumarate	(TDF)	300	mg	QD.
•	 At	Week	8,	all	subjects	receiving	LPV/r	SGC	were	switched	to	the	tablet	formulation	while	maintaining	their	same	randomized	dosing	schedule	(QD	vs.	BID).
•	 Subjects	were	evaluated	every	2	weeks	through	Week	16,	every	8	weeks	through	Week	48,	then	every	12	weeks	through	Week	96.
•	 Efficacy	Analyses
	 –		Primary	efficacy	endpoint:	Proportion	of	subjects	with	HIV-1	RNA	<50	copies/mL	at	Week	48,	using	an	intent-to-treat,	noncompleter=failure	(ITT,	NC=F)	

approach	comparing	QD	and	BID	groups.	The	pre-specified	non-inferiority	margin	was	12%.
	 –		Secondary	analyses	included	the	mean	change	from	baseline	in	CD4+	T-cell	count	and	the	emergence	of	viral	resistance	through	48	weeks.
•	 48-week	safety	and	efficacy	were	compared	between	male	and	female	subjects,	with	respect	to	virologic	response,	CD4+	T-cell	increase	from	baseline,	

adverse	events	(AEs)	and	laboratory	abnormalities.
•	 Therapy	preference	was	assessed	for	subjects	who	switched	from	the	SGC	to	tablet	formulation	at	Week	8.	Subjects	were	asked	to	choose	which	

formulation	they	preferred:	Kaletra	Tablets,	Kaletra	Soft	Gel	Capsules,	or	equal	preference	for	Kaletra	Tablets	and	Soft	Gel	Capsules.

Methods

•	 The	patient	preference	questionnaire	administered	at	Week	12		
demonstrated	that	both	male	and	female	subjects	who	switched	from		
the	LPV/r	soft	gel	capsule	(SGC)	to	the	tablet	formulation	at	Week	8		
overwhelmingly	preferred	the	tablet	formulation	(Figure	5).

•	 Of	those	subjects	who	switched	from	the	SGC	to	the	tablet	formulation		
at	Week	8,	75%	of	females	and	78%	of	males	preferred	the	tablet	over	
the	SGC	(p<0.001	for	both).	Only	5%	of	female	subjects	and	4%	of		
male	subjects	preferred	the	SGC	over	the	tablet.

Figure 5. LPV/r SGC vs. Tablet Formulation Preference Survey  
at Week 12 by Gender

Results: Patient Preference

Results
•	 664	ARV-naïve	HIV-1	infected	subjects	were	randomized	and	dosed.	
•	 Overall,	in	the	M05-730	primary	efficacy	analysis	at	Week	48,	77%	of	QD-treated	and	76%	of	BID-treated	subjects	achieved	a	viral	load	<50	copies/mL	

by	ITT,	NC=F	analysis.4

•	 The	difference	in	response	rates	(QD	minus	BID)	and	95%	CI	was	1%	(–5%	to	8%),	which	confirmed	the	non-inferiority	of	the	QD	regimen	to	the	BID	
regimen,	as	the	lower	bound	of	the	confidence	interval	was	within	the	pre-specified	margin	of	–12%.	The	on-treatment	data	confirmed	this	finding.4

•	 Overall,	similar	mean	increases	from	baseline	in	CD4+	T-cell	count	at	Week	48	were	observed	in	the	QD	and	BID	treatment	groups	(186	and		
197	cells/mm3,	respectively;	p=0.350).4

•	 Despite	higher	baseline	HIV-1	viral	loads	in	males,	LPV/r	tablets	dosed	QD	or	BID	had	similar	efficacy	in	antiretroviral-naïve	males	and	females.	
•	 Mean	CD4+	T-cell	increases	were	similar	between	males	and	females	regardless	of	baseline	CD4+	T-cell	count,	except	that	females	with	baseline		

CD4+	T-cell	counts	<	50	cells/mm3	tended	to	experience	higher	mean	increases	than	males	in	the	same	baseline	CD4+	T-cell	count	sub-group.	
•	 LPV/r	was	similarly	well	tolerated	in	males	and	females.
•	 At	baseline,	females	had	lower	TG	and	higher	HDL	cholesterol	levels	compared	to	males.
•	 In	general,	mean	increases	in	all	lipid	parameters	were	similar	between	genders,	except	for	greater	HDL	increases	among	females	compared	to	

males	(within	QD,	BID	and	overall).	In	addition,	male	subjects	had	a	slightly	greater	mean	increase	in	TG	than	females	when	dosed	BID,	and	a	higher	
proportion	of	males	experienced	Grade	3+	triglyceride	elevations,	which	may	have	been	due	to	a	tendency	for	higher	baseline	triglyceride	levels.	It	is	
likely	that	these	differences	are	not	clinically	significant,	since	both	genders	had	similarly	small	decreases	in	LDL:HDL	ratio.

•	 Both	male	and	female	subjects	overwhelmingly	preferred	the	tablet	formulation	over	the	SGC.	The	reasons	associated	with	patient	preference	were	not	
collected,	but	may	include	the	lack	of	refrigeration,	diminished	food	effect,	and	possible	tolerability	effects	not	detected	by	the	standardized	adverse	event	
assessment	performed	during	a	clinical	trial.	Data	from	this	study	are	consistent	with	previous	studies5-7	that	demonstrated	patient	preference	for	the	tablet	
formulation	after	switching	from	the	SGC.

Summary

•	 A	LPV/r-based	regimen	dosed	QD	or	BID	provides	similar	efficacy,	regardless	of	baseline	viral	load	or	CD4+	T-cell	count	and	similar	immunologic		
recovery,	regardless	of	baseline	CD4+	T-cell	count,	in	both	males	and	females.

•	 LPV/r	QD	and	BID	are	similarly	well	tolerated	in	men	and	women.	
•	 Higher	baseline	TG	values	for	men	may	contribute	to	a	slightly	higher	proportion	of	men	with	Grade	3+	TG	abnormalities	through	48	weeks	while		

receiving	LPV/r	QD	or	BID.
•	 The	patient	preference	questionnaire	demonstrated	that	male	and	female	subjects,	who	switched	to	the	tablet	formulation	at	Week	8,	overwhelmingly	

preferred	the	tablet	formulation	over	the	SGC.

Conclusions
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Acknowlegements

•	 Baseline	characteristics	for	this	analysis	are	shown	in	Table	1,	comparing	female	vs.	male	subjects,	in	the	BID	and	QD	arms.	
•	 Overall,	males	had	slightly	higher	HIV-1	RNA	levels	compared	to	females	(p=0.004).	The	proportion	of	subjects	with	baseline	HIV-1	RNA	<	5	log10		

copies/mL	was	higher	in	females	than	in	male	subjects	(p=0.014,	p=0.047,	and	p=0.002	for	QD,	BID	and	overall,	respectively).
•	 Females	had	lower	baseline	TG	(p<0.001)	and	higher	baseline	HDL	cholesterol	(p<0.001)	compared	to	males.	

Results: Baseline Demographics

•	 The	objective	of	this	analysis	is	to	compare	and	assess	differences	in	
virologic	response,	CD4+	T-cell	counts,	therapy	preference,	and	safety,	
based	on	adverse	events	(AEs),	laboratory	abnormalities	and	changes	
from	baseline	—	between	male	and	female	subjects	through	48	weeks		
in	Study	M05-730.

•	 The	M05-730	study	design	is	shown	in	Figure	1.

Objective

Figure 1. Study Design for Study M05-730
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