GRACE (Gender, Race And Clinical Experience): Etravirine (ETR) Subgroup Analysis at Week 48
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I ntr O d u cti o n Statistical analySIS Table 1. Baseline demographics and disease characteristics in the ’ [geCanedla}n changes |n1 gg4+ dcou7n3t frcl)lrr} basge ine to Wee||< 48 in the observed anc Table 3. Influence of etravirine weighted genotypic score on virologic D i S cu SS i O n
* Virologic response is reported using a time-to-loss of virologic response (TLOVR) etravirine subgroup analyses were +106 and +/5 cells/mm?, respectively response (ITT-TLOVR)

algorithm for the following populations * The median change in CD4+ count from baseline was higher in women than men

* The GRACE study was designed to enroll a high proportion of treatment-experienced Parameter Women Men All . . . T Baseline ETR weighted genotypic score Virologic response, n/N (%) e More than 200 patients, including 119 women, enrolled in the GRACE study received ETR
women infected with HIV-1, thereby helping to address the paucity of data for — Intent-to-treat (ITT) population (patients who took at least one dose of (n=119) (n=88) (n=207) i the observed analysis, but similar in the LOCF analysis (Figure 4 TR ’ as part of the investigator-selected OBR
- - - study medication) 0-2 101/161 (62.7) S .

antiretroviral (ARV) treatment in women _ _ . Mean (SE) age, years 43.9 (1.01) 45.5 (1.02) 44.6 (0.72) LY 17/35 (48.6) * At\Week 48 in this subgroup:

— GRACE assessed the efficacy and safety of darunavir/ritonavir (DRV/r) plus an — Non-VF censored population (censors patients from the [T population Race/ethnicity, n (%) Figure 4. Median change from baseline over time in CD4+ count in observed v 5/11 (45.5) — The virologic response rates (59.4% in [TT-TLOVR and 76.4% in TLOVR—non-VF
inves.ti_gator_—_selected optimized background regimen (OBR), which could include who dliscontlnued for reasons other twan. VF) | Black 84 (70.6) 49 (55.7) 133 (64.3) b 1 et o et TLOVR, timedodoss ofvidogi esponse: 1R, et censored) were slightly higher than the response rates for the overall GRACE population
etravirine (ETR), over 48 weeks o Cha.nges in CD4+ count were evaluated using observed case and last observation HispaniF: 19 (: 6.0) 17 (19.3) 36 (: 7.4) (53.4% and 73.2%, respectively)’

e Etravirine (INTELENCE™!), a next generation non-nucleoside reverse transcriptase inhibitor carried forward (LOCF) analyses Caucasian 14(11.8) 20(22.7) 34(16.4) — Similar virologic response rates were observed for women and men in the ETR subgroup

(NNRTI) active against NNRTI-resistant HIV-1', was approved by the United States (US) * Sub-analysis of patients receiving ETR was not powered for comparisons by sex; Other 2(1.7) 2(2.3) 4(1.9) —##— Women (observed) %~ Men (observed) Safety . . . .

Food and Drug Administration in 2008 for use | ienced patients’ descriptive statisti ted Mean (SE) duration of HIV infect 129(044)  12.2(0.59)  12.6(0.36) " - Women (TT-LOCF; n=119) - -4- - Men (ITT-LOCK. n=88) * The most | ted SAE ia (3.4% ) and P { " Amulvariate analysis performed o the overal GRACE population, which accounts fo

90 dn rUQI ministration In or Hse In treatnlwent—expene.nce patients N esCriptive Statistics are reporte eeaar;s uration ot IV intection, 90, 2 (0. 6 (0. 'he most commonly Zreépl);r e ” s were pneumonia (3.4% overall) and Pneumocystis differences in baseline characteristics, confirmed that the inclusion of ETR in the OBR was
e Given precaut|on§ related to the use qf first gene.ratlon NNRTIs In women, the limited Multivariate analysis (all 429 patients; ITT-TLOVR) I\/yean (SE) viral load, log.. copies/rL 17 (0.09) 46 (0.10) 4.6 (0.06) 140 Jiroveci pneumonia ( } 0 OVETd _) - | significantly associated with improved response in GRACE

data on ETR :Si N V(\;%Ee_”' g;zége high propo(;tlc;? of WO”]‘ce” Whg relcelvte).(?. IR a; 4 Factors predictive of virologic response in the total GRACE population were Vedian (range) CD4+ count, cells/mm? 202(1.780)  162(3.1125) 187 (1, 1125) £ 128 celisimme ’ TWS debi:chlsl (pnle timdopla;gdblailc ° C|dot§|s) tvvere reported; they were considered not * Both women and men in the ETR subgroup demonstrated an increase in CD4+ count over

co[)nponentfo tt.e|rt | G|r|:1{ACE h, we a;se(sjsETRe icacy, safety and tolerability in the nvestigated post hoc CDC Class C 1 (%) 50 (42.0 14.(50.0) 04 (45.4) E or doubttully related to y the investigator the course of the study

subgroup of patients in who receive . . . . - = 100 i idemi i . . o .
group ot p * Forty-three covariates encompassing patient and disease characteristics, treatment Median (range) ETR fold change®? 14(0.4,93.8) 1.4(03,64.2) 1.4(0.3,93.8) S e . ?gra?;tggliics\:frir:rzaﬂ\:\;ans r;neor:e('lg;)lr;:? (l)lr)] et omen, andnassee was mar ~ In the observed analysis, women had higher meclan increases in CD4+ count than men

factors, baseline resistance, site characteristics and comorbidities were evaluated Median (range) DRV fold change’ 0.6(0.3,128.7) 0.6(0.4,1483) 0.6(0.3, 148.3) § e _weT 480 Ce"S/mmz | | e QOverall, a favorable safety and tolerability profile was observed in the ETR subgroup, with
in a univariate analysis: covariates significant at the A<.15 level in the univariate TR weighted genotypic 91 (76.5) 70 (79.5) 161 (77.8) S - - - - 66 cells/mm * Among the AEs of interest, skin-related events were the most common (Table 4) ittle difference observed between sexes with reqards to the maiority of AEs
anal re considered for the multivariate analysis, with entry and stay criteria 2.0°n (¢ The majority of rash-related t de 1-2 and tt ’ J
Studv desian and treatment alyses were considered for the multivariate analysis y Y score <2.0°, 1 (%) % — The majority of rash-related events were grade 1-2 and no pattern was seen _ Nausea was more common in women and hypertriglyceridemia was more commor
y 9 of P<.15 and P<.10, respectively, for inclusion in the final model epatits B surface antigen 3025 5 (5.7 3(3.9) 2 A with regard to onset or duration of the events; one patient developed grade 3 - an
* GRACE was a multicenter, 48-week, open-label, Phase Illb study conducted in * If two or more covariates were highly correlated (R? >.8), only the most significant (0ositive). n (%) | | | £ L maculopapular rash and one patient developed grade 4 urticaria o | o |
65 study sites across the US, Canada and Puerto Rico (Figure 1) 1 the univariate analyses was induded in the multivariate analysi Hep o C e o 193 (140 ks _ Skin-related events leading to permanent discontinuation of ETR were observed o The incidence of AEs in the ETR subgroup was similar to the ove.rall GRACE population,
| | | | | | el . y . - - 0 1 three (2.5%) 4o (2.3%) with the exception of rash (all grades/types; regardless of causality), which was seen
Figure 1. Study design 0 Odds. ratl|os were adjusted for other covariates that were included in the final (positive), n (%) 0 g 16 54 3 20 19 in three (2.5%) women and two (2.3%) men in more women in the ETR subgroup (21.0%) than womnen in the overall GRACE
multivariate model aVitr.co.®T\t(.PE IEIIV-.1 r:esijlstance analyss; bCIinicaIdcut-off§ agd vvei%htefjngenotyzic (sjcore f(.)rC ETCR t/JvSerée not avfailaglle at tir(r:1e of e;nro(ljlr;ent and re.gimen Time, weeks __ pOpUlatiOn (1 5.30/0)6
optimization (Welg te genotyplc scores were determined post OC), , stanaard error; , enters tor Disease Control and Prevention; Table 4. Summary of adverse events and grade 3_4 Iaboratory abnﬂrmalltles

Target enrollment N=420 N f:l-l‘;vvevellj(p ETR, etravirine; DRV, darunavr Women (observed),n 108 97 101 97 93 89 80 in the etravirine subgroup * The incidence of rash in women in the ETR subgroup (all grades/types) regardless of
18 years of age ' - Men (observed),n 85 84 8 83 50 3 2 causality was lower than the incidence seen in the DUET studies at Week 48 (30.0%)’
=Ly g Parameter Women Men All

* Viral load 1000 copies/mL BN DRV/r 600/100mg bid . : . - Efficac — Sex-based differences in rash incidence were not as notable in GRACE (21.0%
e Previous therapy consisting of a PI- or + investigator-selected OBR® Patient population and baseline characteristics y (n=119) (n=88) (n=207) inwomen and 15.9% in men) as they were in DUET (30.0% [n=60] and
NNRTI-based HAART regimen of 212 weeks - - 0 * Overall virologic response rates were 59.4% and 76.4% in the ITT and non-VF o y SRR
e No prior use of DRV/r, ETR, ENF or TPV * 01429 patlents enrolled in GRACE: 207 (1 19/287 [41 D /0] women and 88/142 _ _ ' ' ITT, intent-to-treat; LOCF last observation carried forward AEs, n (%) 18.0% [n:539], respectivel )7
- - d popu y, at Week 48 PEEY
[62.0%] men) received at least one dose of ETR (Figure 2) censored populations, respectively, at Vvee Datients with 1 A 112 (94.1) 74 (84.1) 186 (89.9)
Ftlrs oot st ion <4 vt sttt e i o MU v _ 203 patients received ETR on study Day 7: two patients each began ETR or » Virologic response rates in the ITT and non-VF censored populations were simila atentswith =21 SAE 250100 2050 47(20) Conclusions
antiretroviral therapy; DRV/r, darunavirfritonavir; ETR, etravirine; ENF, enfuvirtide; TPV, tipranavir; bid, twice daily; OBR, optimized background regimen D ays 8 and 32 for women and men (Figure 3) M It' . t I . ( " 429 t. t ITT TLOVR) Patients with =1 AE at least pOSSIb|y 65 (54.6) 30 (34.1) 95 (45.9)
£ g - - urtivariate analyslis (a atients, 11 1- related to ETR (all grades . . L
| | | | e The majority of patients in the ETR subgroup were women of color (Table 1) e The rate of confirmed VF was 21.0% (n=25) in women and 29.5% (n=26) in men o o o hocmultivgriate N olel tonts anrolled in GRACE. inclusion of FTR oo 74 AE ( Ig ) it to ETR®. (O o ETR, as part gf an ARV regimen in the GRACE study, was efficacious and
e ETR (200mg, twice daily) was not commercially available at the start of the study, « Men had more advanced disease than women at baseline (Table 1) — Not all patients that experienced VF discontinued the trial: rates of discontinuation | thp o o ty " Ft) s (1,_ e 2 AITa e 2-4 AEs at least possibly re at4e1 (;Z : N ( o)20 - 61095 associated with improved virologic outcomes
but was made available for use in the OBR if chosen by the investigator " tard deviat : | o ‘o ORR including ETR due to VF (Figure 2) were lower than the overall rates of VF intne Was one Of the Tactors predictive ot viroiogic response (1abie \| . (10'1) 2 3‘) 106 é) e Similar virologic outcomes were observed among men and women receiving
to construct an effective treatment regimen - r;ia?o(gti )n a(rj ) gv(|8téc;r;).p Enotypic sgnsmwty scori.o |t = VPn ICHEIG H1R, stuhs e(Sreferre 4 term) s 4.2 G 339 ETR; women who stayed in the study had a better immune response than men
was Z. : ana Z. . IN WOmMenN and men, respective __ ] ] - : : : T o
* Selection of the OBR was based on resistance teSting (VirCO®TYPE V-] )' and e More women than men discontinued the study (Fi urz 2) ! Figure 3. Virologic response in intent-to-treat and non-virologic failure Table 2. Factors predictive of virologic response from the multivariate Diarrhea 3(2.5) 4(4.5) 7(3.4) ’ Although the incidence o AEs V\/.aS genera”y Slmll.ar Among men anc Womlen,
modifications to the OBR were only allowed in the event of toxicity related to | T .y g cegnsoreéI populgtionsp 9 analysis of the total GRACE population (ITT) Rash, maculopapular 2(1.7) 3(3.4) 5(2.4) these dqta suggest that nausea is more dollaely I bieimEn than L, while
an adverse event (AE) or serious AE (SAE) — Th”e primary reasons for study discontinuation were AEs and lost to o e OR o oo Vomiting 3(2.5) 1(1.1) 4(1.9) t”grl]y.ce”de e|evathng alre moreh COmr:nOH in men ;h_aﬂ W(ﬁmeﬂ, ;he incidence of
. . C Tollow U Ovariate Juste value 0 i i 1(1 1 i rasn In women may be [ower than that suggestead In earlier studies
e Samples taken at screening and at virologic failure (VF) were analyzed for VP - : | \{Villght gain ggg; | E ; jg« -gi y g9
resistance by Virco®TYPE HIV-1 genotype and virtual phenotype analysis — No single AE lead to discontinuation in more than 1.5% of patients = Women (ITT-TLOVR: n=119) —#— Men (ITT—TLOVR: n=88) Improved response 4a Fl)gelrjtee - ; (2.5) ! iy .4)
(VircoBVBA, Mechelen, Belgium) 4 - Women (TLOVR=non-VF) = &= Men (TLOVR=non-VF) o ' -IZadache 0 2(2.3) 2 (1.0) R Efe fences
Efficacy evaluations Figure 2. Study disposition Adherence §95 /? 2.98 <.0001 92, 4.65 - -
: : : : : X 100 Lower bas.elllne Vlral Ioada ) S| <0001 ) '39' 2.3 AFS Of Iml:erESt to the ETR SUbgroup' . (%) 1. INTELENCE™ (etravirine) Tablets. Full prescribing information.
e The aim of this pre—p|ann6d anaIySIS was to evaluate VerlOglc response (H'V‘1 RNA & 90 Race/ethmoty other than black /9 0093 15, 2.76 Skin-associated 32 (26.9) 8 (20.5) 50 (24.2) Available from: http://www.intelence-info.com/intelence/assets/pdf/INTELENCE_PI.pdf. Accessed August 19, 2009.
<50 copies/mL) and safety in women and men who received ETR in GRACE Patients enrolled % 20 Older age® 1.03 0184 1.00, 1.05 Rash-associated 25(21.0) 4(15.9) 39(18.8) 2 TibQTeclThferap_eEtics_. FDAapprﬂveslNTfELENCE_TM (letravirine) for wa combination Therapyaf d
in GRACE, N=429 2 No Gl medical histor 1 65 0257 1 06255 § higtric. ted 59 (23 5) 17 (19 3) 45 (21 7) Available rom:| ttp://www.inte ence-in o.com/lntele.nce/.assets/pfj /INTEL.ENCE_re ease.p .Accessg August 19, 200.9.. |
e Additional efﬂcacy endpoints included: S 70 0 y : : VO, Z. europsycniatric-associate : : : 3. SUSTIVA® (efavirenz) capsules. Highlights of prescribing information. Available from: http://packageinserts.bms.com/pi/pi_sustiva.pdf.
| ivi 2 Participation at study site with 1.89 0358 1.04,3.44 Cardiac-associated 11(9.2) 6 (6.8) 17 (8.2) Accessed August 13, 2009,
— (Ch ange in CD4+ count from baseline to \Week 48 >1Pzt;§2t;fr::f;x:?i?l o v 60 o : p . y : | | - ardiat (?_SSOCIa - : ' | | 4. Panel on Antiretroviral Guidelines for Adults and Adolescents. Guidelines for the use of antiretroviral agents in HIV-1-infected adults and
~ _ _ _ . n=207 (48.3%) ' % 50 |!ml’[6d clinical trial EXperience HepatOblllarY'aSSOCIatEd 6 (5-0) 11 (1 2-5) 17 (8-2) ado!escents. Department of I-!eallth an.d Human Servicgs. November 3, 2008: 1-139.
— VF (conflrmed HIV-1 RNA >50 coples/mL) rates and development of new resistance = FTR in OBR 1.56 0424 1.02, 2.38 S Available from: http://www.aidsinfo.nih.gov/ContentFiles/AdultandAdolescentGL.pdf. Accessed June 22, 2009 [page 29].
: Women, n=119 (57.5%) 8 (42.5%) > A0 Grade 34 Iaboratory abnormalities , N (%) 5. Squires K, et al. GRACE (Gender, Race And Clinical Experience): 48-week results of darunavir/r-based therapy in the largest trial in North America
upon fallure ' . : _:'C: . Liver enzymes to focus in treatment-experienced women. Poster MOPEB042. Presented at the 5th International AIDS Society Conference on HIV Pathogenesis,
SafEty evaluatiOnS Women discontinued, Men discontinued, § . 2Continuous; ITT, intent-to-treat; OR, odds ratio; Cl, confidence interval; GI, gastrointestinal; ETR, etravirine; OBR, optimized background regimen AST 3 (27) 5 (60) 3 ( 41) : g:izs%:nd Prevention, Cape Town, South Africa, July 19-22, 2009.
n=34 (28.6%) n=18 (20.5%) 2 o R . o . .
: : : = ALT 3(2.7 224 5(2.6 7. Mills A, et al. The incidence of rash observed with the NNRTI etravirine in the Phase IIl DUET trials using pooled 48-week data. Poster TUPEOO59.
o AES, SAEs and StUdy discontinuations due to AEs were recorded throughout the StUdy e Adverse events, n=9 (7.6%) e Adverse events, n=4 (4.5%) E; 10 Hyperglycemia 5 E : 8; 3 23 6; : 22 6; Presented at the XVIith International AIDS Conference, Mexico City, Mexico, August 3-8, 2008. Available from: www.tibotec.com.
_ F : : f R e [ost to follow up, n=8 (6.7%) — e Lost to follow up, n=3 (3.4%) : : : Accessed July 29, 2009.
AEs of spec.lflc.lnterest to ETR were evalugted, including skin-, cardiac-, S e e Withdrew consent. ne3 (3.4%) 0 Recictance inids
neuropsychiatric- and hepatobiliary-associated AEs . y_onl-CO_m?'i_?“ce' “=24 (23-74;/;) : \'>'.°"|'C°.mf“.fnce' “=43(§l354/°/‘;) 0 8 1o # 32 40 + Total cholesterol 7 (8.0) 5(6.7) 12 (7.4)
o o _ _ * Virologic tailure, n=2 (1.7% * Virologic tailure, n=4 (4.5% Time, k : : : : _ : : ' ' ' A k I d
 (linical laboratory abnormalities were determined according to the sponsor-enhanced e Other, n=5 (4.2%)? e Other, n=1 (1.1%)? e WEEES : I;anents V\(/jltthh EIR V\£.e|g?ted.t%err]1.o t%/ PIc scores(;)ft())l 23E;t baseline were more likely Triglycerides 1(1.1) 7(9.3) 8 (4.9) c n OW e g e m e nts
o : TRONT o O respon an patients wi igher scores (1able S
Division ot AIDS grading severity list Women completed trial, Men completed trial, Women (TLOVE=non-vE), m 12104 10T 98 94 ! v . . . . . -!yperurlcemla V 336 3(1.5 The authors would like to thank the patients and their families, the study sites and the principal
n=85 (71.4%) n=70 (79.5%) Men (TLOVR-non-VF),n 86 8 8 &5 81 77 74 e Of 51 patients with confirmed VF, 20 had paired genotypes at baseline and VF ipase 2 (1.8) 3(3.6) 5(2.6) o L . . .
(natients with HIV-1 RNA >1000 copies/mL at failure) o creatic amlase (1.8 3.6 5 (26) investigators for their participation in the trial. The authors would also like to acknowledge Gilead for
¥ ¥ y . T ' | - supplying tenofovir, emtricitabine and emtricitabine/tenofovir. The authors would additionally like to
Other’ classification was selected by the investigator as a reason for discontinuation ITT, intent-to-treat; TLOVR, time-to-loss of virologic response; VF, virologic failure - SIX paj[ients (300/0) developed treatment_emergent ETR rES|Stance_aSSOC|ated aAEg(Tc,lggggrltiiea;)rr:\(i):gtiggsfseggs;rf&ZSiEjArlEirsl;ebt?;;l;;rrlrr]]igr]elar;eZ 2 of patents I efher group; A, adverse event; SAL sefous adverse cvent T, evaiiine aCknOW|Edge intemal StUdy Support Staﬁ' d> WQ” d> Call HOWitt' Pth I\/Iedicus International, -:Or her
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