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Similarity in Efficacy and Safety of
Abacavir/Lamivudine (ABC/3TC) Compared
to Tenofovir/Emtricitabine (TDF/FTC) in
Combination with QD Lopinavir/Ritonavir
(LPVI/r) Over 96 Weeks in the HEAT Study
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H ® These results corroborate the virologic non-inferior of ABC/3TC to
Introduction TOFETE it was demanetrated at 48 Woakar
® Limited direct comparative data exist between the recommended dual NRTI ® Consistent results were observed regardless of analysis method used
fixed dose combinations, ABC/3TC and TDF/FTC. including when switches were counted as failures (MD=F analysis).
® The HEAT study is the first completed head-to-head trial to evaluate the ® Protocol defined virologic failure was experienced by 14% of subjects in

efficacy and safety of these dual NRTI backbones with a boosted Pl as part of each treatment arm (ABC3TC: 49/343; TDF/FTC: 48/345) through 96 weeks.
recommended first-line treatments in HIV-1 infected subjects.

Table 3. Efficacy Results by Baseline HIV-1 RNA

® To establish that ABC/3TC is virologically noninferior to TDF/FTC when cimL at Week 96, ITT(E), M=F, m/n (%) N= N=345
administered in combination with LPVIr over 48 week Dasain FV-1 RRA <3000 ik T 1ioa0s 58)
L] ;;;:n:‘p:re the safety and tolerability of ABC/3TC versus TDF/FTC over Baseline HIV-1 RNA 100,000 clmL. 871155 (56) 817140 (58)
" BL HIV-1 RNA 100,000 - <250,000 c/mL 40/68 (59) 45/75 (60)
BL HIV-1 RNA 250,000 - <500,000 c/mL. 22137 (59) 19/33 (58)
Methods BLHVA RNASS000O0GmL 25050 (50) 15259

&

Figure 4. Median CD4+ Change from Baseline
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Figure 1. HEAT Study Design
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Protocol-Defined Virologic Failure Table 4. y Biomarker Analysis Results
® Failure to achieve HIV-1 RNA <200 c/mL o confirmed rebound to 2 200 c/mL AsCTC TorFTe Rt mmh
after confirmed reduction to <50 c/mL by Week 24. O rEron R VerdeRTe

@ Confirmed HIV-1 RNA 2 200 c/mL after Week 24. Baseline Interleukin-6 (IL6), pg/mL =243 n=249 B

- . 191(1.74,208) _1.97 (179, 247
Statistical Analysis (74,200 197 )

Week 48 fold change from BL, =220 =220 0.96
GM ratio Week 48 vs BL. us'/. Tl 074(0.66,082) 0.77(068,087)  (0.82,1.12)
Week 96 fold change fror =192 =197 108

(G rato Wook 96 v BL(95% C)_ 0.1 (072.092) 075 (067, 084) __(092,128)

® Non-inferiority of ABC/3TC compared to TDF/FTC was established if the
lower bound of the two-sided 95% Cl on the difference in proportions
achleving an HIV-1 RNA <50 clmL at Week 48 was -0.12 or greater [ITT-E,
ing=failure, switch included].

high sensitivity n=256 n=252
s protein (hs CRP), mglL 188 (1.64,216) 1.72 (1.50, 1.98)

. Vlmlnglc response rates were compared between arms by the Cochran- Weok 48 fold change from BL, =235 =224 110
MantahHaonézeltest stratied by baseline HIV-1 RNA (< or 100,000 c/mL). GM ratio Week 48 vs BL (95% CI) 088 (0.75,1.03)  0.80 (0.65,0.94) (088, 1.37)
® Efficacy and Safety analyses were based on the ITT(E) population. Week 96 fold change from BL, =205 =199 115
\_ B merse by s omprmasn oo )

@ Both inflammatory biomarkers analyzed (IL-6 and hs-CRP) showed decreases.
at Weeks 48 and oth treatment arms (ratios <1).

between the treatment arms were noted at any

®No
/ ABcaTC N \ timepoints for either analyte.
N=343 N=345

Table 5. Treatment-Related Adverse Events (AE)

Table 1. Baseline Demographics and Characteristics

Wean Age.yrs range) 38 (1874) 39 (189)
Sex: Fomale, n (%) 56 (16%) 69 (20%) / smcare)  oee \
5 s
Race, n (4) w10 — Treatment Related Grade 2-4 AEs (-3%)
e 2 2
Any Event allsubjocts) 171 [50%] 157 [46%
Acan-American 122 36%) 124 (36%) R oo AR
Other 45 (13%) 48 (14%) Nausea 26 (8%) 20 (6%)
HispanilLating Ethniciy,n (%) ) a2 (18%) Blood tilycerides increased 19 (6%) 2 (6%
i Blood cholesterol increased 24 (7%) 13 (4%)
Plasma HIV-1 RNA (log,q c/mL), median 490 a4 "
e e PN o Slomeir iston i derssed 10(5%) oo
CD4+ count (cellsimm?), median 214 193 ‘Suspocted ABC HSR (all grades) 14 (4%) 30%)
<50 collsimm?, n (%) 61 (18%) 70 (20%) Troatment-Rolated Serious AEs (22 subjects)
S0<200 colismm,n (%) 99 (29%) 110 a2%)
Any Event (all subjects) 17 [5 By
2200 colisimme,n (4) 183 (63%) 165 (46%) s el b
CDC Class C, n(%) 55 (16%) 57 (17%) Immune reconstitution syndrome 2(<1%) o
(et et
Hepatis B Positive, n (%) 19 (6%) 9(0%) fnemia o e
Hopatits C Posiive, n (%) 276% 24 (7%) Ronai fature

- o
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Table 2. Subject Disposition, ITT(E) Table 6. Median Fasting Lipid Changes at Week 96
- n e 0 e )
n %) = = BL, Wk 96 N=343 BL, Wk 96 N=345
Completed 96 weeks 234 (68%) 221 (64%) ledian Median
Virologic Failure 8(2%) 6(2%) Triglycer 279,205 | 122 187  +54 | 286,188 | 134 180 +42
eI DED WEED LDL cholesterol 261,186 | 93 107 +9 270,172 62 94  +8
LEBORITID AGED 2 HDL cholesterol 278,204 | 36 47 +10 | 286,189 | 35 47  +12
Protocol Violation 2(<1%) 0
SubjoctDecision 13 (4%) 2% -/
e

Table 7. Renal Function Changes at Week 96
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BL, Wk 96 N=343 BL, Wk 96

Protocol-Allowable Toxicity Switches

Median Median

@ NRTI switches included suspected ABC HSR [14 (4%) ABC/3TC; 3 (1%) (LD B TS AL BL Wk9 ABL
TDF/FTC] and Proximal Renal Tubule Dysfunction (PRTD) [0 ABC/3TC; MDRD U323 [ 88 93 0 |45219| 87 88 0
5 (1%) TDFIFTC]. (mLimin1.73%)

PRTD definit ine rise of 20.5 mgldL from BL and serum ) 33,23 | 104110 +7 | 345,219 100 106 45
phosphate <2 mg/dL or ither of the former plus any 2 of the followin Protoin:Cr Ratio 327,207 | 009 007 002 329,184 009 010 +001
proteinuria 2100 mg/dL, gycosuria 250 g low serum potassium D

or low serum bicarbonate <19 me phosp!

343,235 | 360 300 05 344,219 |370 300 05

P
® For Pl-mducvd Glintoleral Vir was pemumn to be dosed twice daily. l,,:,_ glucose
For treatment.imiting P! toxicity, LPVIr could be switched to FPV. um,ﬂ” 204230 | 70 70 o |202.211|70 70 o /
Figure 2. HIV-1 RNA <50 and <400 c/mL Through Week 96,
TT-E (M=F) Discussion

\ @ ABC/3TC remained virologically comwablo to TDF/FTC through 96 weeks

when each was combined with Lf

— 60% vs. 58% of subjects (Ascmc vs. TDF/FTC) n:hlovod an HIV-1 RNA
<50 c/mL at Week 96 (ITT-E, M=F, switch inclu

— 64% vs. 61% of subjects (ABC/3TC vs. TDF/FTC) n:hlovod an HIV-1 RNA
<400 c/mL at Week 96 (ITT-E, M=F, switch included).

o ® Consistent results were noted in antiviral response rates (HIV-1 RNA <50
/ Week 96 Results™ clmL) by increasing baseline viral load strata.
HIV-1 RNA <50 ¢/mL: ABC/3TC, 60% —#— TDF/FTC, 58% ® Median CD4+ cell responses were
HIV-1 RNA <400 clmL: - & - ABC/3TC, 64% - - TDFIFTC, 61% {466 cellsimm’ for ABC/STC and 445 cellsimm’ for TDF/FTC).
; oA virologic lallure resulted in a
0 12 24 36 48 60 72 84 9% 'somewhat olev:(ed vlrologlc lallun rate in bott
Study Week ® Similar tolerability was noted for both regimens wm‘ no new safety findings
*95% Cl of treatment difference (ABC/3TC — TDF/FTC): ousaiads
HIV-1 RNA <50 ciml: [-5.41, 9.32] ; HIV-1 RNA <400 c/ml: [-4.58.9.93] / — Rate of ABC HSR was 4% with ABC/3TC and 1% with TDF/FTC.
e HLA-B*5701 screening was not performed in this study.
Figure 3. HIV-1 RNA <50 c/mL at Week 96 Results, ITT (E)* = e e IS RN,
— Lipid elevations were observed in both arms; TC:HDL ratio remained
/ ﬂx <5 for each.
{ { { 05 ® Decroases were seon i both nterleukin and highly senskivty CRE: while
g i \ese changes may be attributable to antiviral suppression, no differences
8 were seen between the treatment arms.
E]
@ .
5 Conclusions
<
S
£ @ ABCI3TC is comparable to TDF/FTC in virologic efficacy and safety
3 when combined with LPVIr through 96 weeks.
g
& ® Both treatment regimens were well tolerated with few discontinuations
due to adverse events in either arm.

TLOVR MD=F
ABC/3TC M TDF/FTC e Point difference —95% confidence interval
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