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Abstract B Methods | Results

Background: Vicriviroc (VCV) is a next-generation small » VICTOR-E1 is a multicenter, multinational, randomized, Phase 2b study BASELINE PARAMETERS VIROLOGIC EFFICACY - For the entire population and in each subgroup, the VCV-containing arms | IMMUNOLOGIC EFFICACY . ..

molecule CCR5 antagonist, administered orally QD, now in comparing VCV 20 and 30 mg QD plus optimized background therapy _ - _ - _ b . demonstrated a superior virologic response compared with placebo. Figure 9. Mean Change in CD4+ T-Cell Counts (All Subjects, Intent-to-Treat Analysis) . VICI‘IVI!‘OC (3_0 and _20 mg, QP) + OBT de!nonst-rated
worldwide Phase 3 development for treatment of HIV. This (OBT) to placebo plus OBT. Figure 2. Global Distribution of Trial Participants Figure 3. Mean Change in logio HIV RNA — Vic_riviroc showed a trend to superiority even when the OBT contained 3 5 i 8 J d y superior V"'_Olﬂglc and ||1_1mU“0|Og|C efflcacy
Phase 2 Study determined the thimal dose for Phase 3 in _ _ Dominican Republic (1) 0 VCV 30 mg vs. Placebo: p-value* = 0.002 active drugs. 160 - VCV 20 mg vs. Placebo: p-value* = 0.04 compar?d with OBT alone in a ART-experlenced
combination with an optimized background antiretroviral Figure 1. Study Design Switzerland (2)—\ | Chile (2) > - The 30 mg VCV arm showed a trend to superiority compared with the 20 mg ‘s 140- population.

regimen (OBT) containing a rltonaw_r (RTV)-boosted Planned Interim Germany (1) — /_Colombia (4) Ic VCV arm in more advanced HIV—mfectef:l population. § 120 - This efficacy benefit was apparent regardless of
protease inhibitor (Pl), based on efficacy, safety and Week 24 analysis Puerto Rico (7) 50 — Patients with HIV RNA >100,000 copies/mL. =< 100- number of active drugs in OBT

durability of antiretroviral effect. _ = — Patients with 0-1 active drugs in their OBT. Y gp- ~VCV 30 m - _

b ods- Thi tinational. randomized. doubl United States = = 60 - & The vicriviroc 30 mg dose resulted in greater
Met ods: This was a mu tmatlon_a ; UL =0, @Iolk sr Placebo + OBT* (30) :b;o Figure 6. Cnin Threshold: Correlation with Virologic Efficacy 80 = VCV 20 mg median Cmin when compared with the 20 mg
blind, placebo (PBO)_'C(_)ntm”ed trial comparing VCV 20 or _ s Relationship Between Vicriviroc Cmin and HIV RNA Virologic Suppression § 40- - Placebo dose
30 mg QD plus optimized background therapy (OBT) to Screening q VEV 20 D + OBT* 5 48-week O ] O 20- '
placebo (PBO) plus OBT for 48 weeks. Eligible subjects 4-6 weeks _Randomizationf mg QD + follow-up Canac_la (4) - T , , , 28_ O+¥r—T—"T—"1—"m—1—1— . . . A vicriviroc Cmin >100 ng/mL had a noticeable
were CCR5-tropic HIV-1-infected adults who had received 3 VCV 30 mg QD + OBT* South Africa (3) 02468 12 16 20 24 32 40 48 c0 - 02468 12 16 20 w24 ) 52 40 48 association with improvement in virologic efficacy.

. . . > Week ‘E ee S 0 - 2
prior classes of antiretroviral theraP y (ART) and had 21000 Brazil (62) Y 407 B HIV RNA <50 *ANOVA model adiusted for treatment and stratification factors Vicriviroc 30 mg showed superior results in
copies/mL plasma HIV RNA despite a current 3-drug ART % Ontimi TP S s o - VCV30mg == VCV20mg == Placebo = i J - : ; :

_ _ _ _ _ Optimized background therapy consisting of >3 drugs, including a Pl with >100 mg ritonavir. o 30 B HIV RNA <400 ; ; — advanced HIV-infected patlents (basellne HIV
regimen. Subjects with HBV or HCV coinfection were T Tropism results from screening required prior to randomization. *ANOVA model adjusted for treatment and stratification factors — use & 50- * CD4+ cell counts increased in the VCV-containing arms compared to OBT+placebo. - - .
| d: i i disord I of T-20 in current OBT and baseline HIV-1 RNA <100,000 copies/mL. _ . RNA >100,000 COPIES/mL or 0-1 active drug In
allowed; prior seizure disorder or malignancy was _ _ _ rable 1. Baseline Characteristics 10 Table 4. AIDS-Defining Events h
excluded. OBT could include any available ART except » Primary endpoint: logio plasma HIV RNA change from baseline at Week 48 : - Sharp initial decline in HIV RNA in each arm, with virologic nadir 0- <100 . ~100 : the (_)BT)- .
efavirenz, including those on EAPs. - Key secondary endpoints VCV30mg VCV20mg Placebo by Week 4 for PBO arm, Week 12 for the VCV-containing arms. = Coin (ng/mL) Ruling by Adjudication - — This superiority may have been due to the
Results: 116 Subjects were randomized 1:1:1 to VCV 20 mg — PrOPOrtiOn of SUbjeCtS with >1.0 IOg]O Change from baseline in HIV RNA (n=39) (n=40) (n=37) * Loss in mean VirOIOgiC SUPPTESSiOﬂ after Week 24 in the VCV and m Com-mlttee LASLEL mg VeV 20 Mg Pace o Increased VCV exposure ObserVEd WIth the
.. ) ' Male. n (% 33 (85 31 (78 26 (70 PBO arms (+0.29 logo for VCV 30 mg, +0.31 log;o for VCV 20 mg, Confirmed * CMV retinitis 30 mg dose.
30 mg or PBO QD, administered with a new OBT. Mean at 48 weeks , N (%) (85) (78) (70) L o | : S S .
5 o . a0 : o : £ cubi 0 : d : Whi 5 and +0.16 logio for PBO) suggests that the decline in virologic | Figure 7. Cmin Threshold: Correlation with Virologic Efficacy AIDS-Defining - Esophageal candidiasis )
age was 45 years: 77% were male; 68% white, 17% black, — Proportion of subjects with HIV RNA <400 copies/mL and <50 copies/mL ite, n (%) 26 (67) 32 (80) 21 (57) suppression is primarily due to a gradual failure of the OBT Cumin VS. Treatment Groups Events Eme_rgence of detectable d_ual/ mixed or X4-
72% Latino. Mean plasma HIV RNA was 4.5 logio at 48 weeks Hispanic/Latino, n (%) 24 (62) 31 (78) 27 (73) 500 - ) Non-Confirmed - Toxoplasmosis » CMV (bronchial) - Toxoplasmosis tropic HIV tended to occurring early and was
coples/m_L _and CD4 coqnt was 210 cells/uL. 51% had an — Time | to confirmed vir_ologic failure, defined as _either fgilure to Mean age, years (SD) 44.9 (7.3) 44.0 (80) 45.5 (8.8) Figure 4. Time to Loss of Virologic Response (TLOVR) AIDS-Defining (cerebral) « Pneumonia (cerebral) not assoicated with virologic failure.
AIDS-defining event prior to study; 6 (5%) were HCV experience HIV RNA decline of >0.5 logio by Week 4 (time to failure = 0) Mean CD4 count 5022 5021 2761 Based on HIV RNA <50 copies/mL 400 - ) Events « Colitis » Mycobacterium - Early detection of X4 was likely due to

: . : : X . " . : i _ _ _ ) . _ _ ; :
comfectoed. OBT included 2 active drugs in 43% of subjects; or rebound of HIV RNA to within 0.5 logio of baseline at any time after cells/mm3 (SD) (159.2) (144.5) (196.6) , 1.0 Log-Rank test p-value: 0.0062 _ 300- : Pneumonia infection (TB) pretreatment existence of undetectable
27 (23%) received darunavir. Two never received study maximum suppression - LR £ : — minority strains
drug, 21 (18%) discontinued prematurely due to virologic — Interim analyses after 12 and 24 weeks of treatment CD4 count <200, n (%) 22 (56) 22 (55) 22 (59) 5 S 0.8 U 500- : _§_202 — Median 0 Theh few AII?S-Ideflnmg events (ADEs) were spread evenly across treatment arms, .

: : : = g with no particular pattern. i i
failure (]4-on PBO?, and 2 discontinued due to adverse . After 48 weeks, subjects were to continue on VCV 30 mg QD PlUS OBT lllllllc‘e’aglgl.l\asl:ma - 4.5 (0.9) 4.5 (0.9) 4.6 (0.8) © S 100 —‘—]4] : P P Greater mgreas_»es: -In CD4 cell counts were
events, neither attributable to study drug. At 24 weeks , logio (SD) “ 'y 0.6 $ : observed with vicriviroc 30 mg and 20 mg.
(N=91), mean decline in HIV RNA was -2.04, -2.04 and Entry Criteria HIV RNA >100,000, 12 (31) 12 (30) 10 (27) g'?:" 0- _ SAFETY Vicriviroc's mechanism of action had no
-0.96 logio in the 3 groups, respectively (p<0.001, active .. | n (%) £0 0.4 Placebo 20 'mg 30|mg Table 5. Summary of Treatment-Emergent Adverse Events noticeable negative impact on immune
vs. PBO). Percent with HIV RNA <400 copies were 75%, : C(_:R5'“°P'C virus onty | Prior AIDS-defining 18 (46) 20 (50) 13 (35) 2> o) (h=35)  (h=40)  (n=39) VCV 30 mg VCV 20 mg Placebo restoration. as  indicated bv the lack of
72% and 34% (p<0.01) and <50 copies were 58%, 64% » Triple-class experienced HIV+ patients event, n (%) E I Treatment Groups N (%) N (%) N (%) y £ AIDS-defini y ¢
s To 100, 64 and 56 ra resPe_CtiVeW- 3 aroupe + 21 reverse ranscriptase resistance mutation - O'OO 10 20 30 40 50 » VCV plasma concentrations >100 ng/mL are more frequently achieved with Any TEAES 37 (95) 39 (38) 33 (94 OFCTHIEREE © . SRS SHETS .
couns rose 100, 98 and 56 cel/uL in e 3 819ups |1 primary potase niio esitance mutation fable 2. Background Regimen ek e 0 doe any seous TEAES 410 o0 10 There were no ciniclly relevant safety differences
iSSLIIDes Wergl olfl)js_er\-/ed ' 8 Y » HIV RNA >1000 copies/mL VeV 30 VCV 20 Blaceh —VCV30mg —VCV20mg — Placebo — The vicriviroc 30 mg median Cnin was 202 ng/mL, compared with 141 mg/nL | | Any Severe 8 (21) 8 (20) 7 (20) etween vicriviroc an € placebo groups.

' m m acebo . . iy . -

lusions- : « On a stable antiretroviral regimen for >6 weeks prior to screening (=8 N (%) 5 N (%) 5 N (%) » Most patients experiencing virologic failure with VCV had an for the 20 mg dose. _(rg;&dse 3ord) .2 creatinine elevation ¢ 2 deaths, unrelatedto  « 2 de?thsc'I V'C"W_"fc (30 mg, QD) i pa_rt of & ritonavir
Conclusions: VCV at 20 and 30 mg once daily weeks prior to randomization) — initial response. - These consistent minimum concentrations >100 ng/mL are closely associated with * 1 CPK elevation LEs U= o Mgl el e containing, Pl-based regimen is now in Phase 3
demonstrated superior antiviral efficacy over optimized ART A t2ble laborat : Enfuvirtide (T-20) 9 (23) 11 (28) 8 (22) _ The number failing to exhibit a 0.5 logio reduction in HIV virologic suppression, particularly by the most stringent <50 copies/mL criteria. . 1 QT prolongation  * 1 penile carcinoma in-situ ~ treatment clinical trials enrollin g HIV mon oinfected and
alone. Virologic benefit was achieved even when OBT ccep-e? € labord o-ry par-ame €rs | | First-time 9 (23) 10 (25) 5 (14) RNA at Week 4 was 1 (3%), 2 (5%) and 3 (9%) in the VCV | — Cmin highly correlates with total vicriviroc exposure (area under the curve). TEAE = treatment-emergent adverse events. HIV/HCV coinfected treatment-experienced
contained >2-3 active drugs; there was no geographic * Hepatitis B or C coinfection allowed with stable disease and acceptable enfuvirtide use 30 mg, VCV 20 mg and placebo arms, respectively. . The pharmacokinetic-pharmacodynamic results may underlie the superior patients.
difference in efficacy. The most stringent criteria of efficacy liver enzymes. Liver enzymes within the range of inclusion criteria: AST Darunavir 12 (31) 9 (23) 6 (16) — Rebounds tended to occur in patients who exhibited HIV erformance of the vicriviroc 30 me dose in this trial's more advanced HIV- | Table 6. Adverse Event Rate by Time on Stud

L o - : . P . . P g y y

favored VCV 30 mg QD. No clinically significant differences (SGQOT) and ALT (SGPT) <3 x ULN; and alkaline phosphatase <5 x ULN; (all first-time use) RNA <400 copies/mL by Week 12 but did had no further | infected population. _ »
in the safety profile between VCV and PBO groups total bilirubin <2.5 x ULN. Active Drugs in OBT virologic suppression. 2:: cai_“a':'es and _se"e"t'zs vev 3°Rmtg + 0BT vy 2°Rmtg + 0BT P'ace:°t+ OBT
emerged in this study, including hepatotoxicity, _ o _ _ Figure 8. Detection of DM/X4 Variants poiem™ Tecelvilp one £ose = = a=

sec M. : Vi - 5 P Aty Exclusion Criteria - 7(18) 8 (20) 7(19) Figure 5. Week 48 HIV RNA <50 copies/mL by Subgroup 8 / Total exposure in person-years (P-Y)* 33.2 34.67 22.39
opportunistic infections, malignancies or other conditions. _ N _ _ 1 16 (41) 13 (33) 11 (30) Intent-to-Treat Analvsi 40 SAE's N (P-Y) 4 (12) 5 (14.4) 5 (22.3) Refere“ces
Efficacy and safety supported 30 mg once daily for Phase 3  Recurrent seizures, or CNS condition that may predispose to seizure 2 6 (15) 13 (33) 11 (30) (Intent-to-Treat Analysis) 40 239 Any Adverse Event 1114 112.5 1474
studies. Forty-eight week results will be available. » History of prior malignancy (except resolved Kaposi's sarcoma of the skin 3+ 7 (18) 6 (15) 6 (16) 80% - Diarrhea 45.2 31.7 40.2 1. Strizki JM,( Tremblay C, ;(u S, et al. Discovery ancl:l1 characterization of

- _ : _ _ _ vicriviroc (SCH 417690), a CCR5 antagonist with potent activity against
or fu"y resected basal cell carcmoma) * 54 (47%) patients had an active Pl in their OBT. 60% 1 o * 30 :(;ilzler:tory Symptoms ?:: 58].79 ;3; human immunodeficiency virus type 1. Antimicro Agents Chemother.
d i fdve tnireatee AIDS-defmmg opporfunisiicinectons 29 (519%) patients had 2T active NRTI in their OBT. o 20~ Pyrexia D] 1.5 173 2. gg:ssc;izz,:‘gl](lj:g] i Tetteh E, et al. Pharmacokinetics of vicriviroc are not
Intrﬂ uCtIon Statistical Considerations . . . 20% - * Dizziness 15.1 2.9 17.9 affected in -combination with five different protease inhibitors boosted by
Table 3. Patient Disposition 10 - Headache 15.1 8.7 31.2 ritonavir. In: Program and abstracts of the 13th Conference on Retroviruses
» Vicriviroc (VCV) is a next-generation extracellular inhibitor » Planned enrollment of approximately 120 subjects randomized in a 1:1:1 VCu e blaceb %00V 30 VGV 20 Placebo | VGV 30 VCV 20 Placebo VOV 30 VGV 20 Placebo Tinea Pedis [ D i and Opportunistic Infections. Denver, CO, Feb. 5-8, 2006. Abstract 582.

of HIV infection designed to block entry of infectious ratio (20 mg vicriviroc: 30 mg vicriviroc: placebo) _ 30 mg 20 mg acebo All Baseline Baseline 0 Lymphadenopathy 9.0 20.2 8.9 = lsjf;';;';";i Iﬂ'slégav?/imclf;lilnn%iﬁis(te;aatliléﬁlg}lI\?e:r;:?;rgegi)ié: cs)ﬂ?t;‘rgﬁ??n

CCRS5 co-receptor (CCR5 antagonist).] assuming a pooled standard deviation of 0.9 logio HIV RNA copies/mL Completed 33 (85) 35 (88) 18 (49) 8006 - B Total Subjects B X4/DM emerged <Wk 8 I X4/DM D/C with e 0 S — XV;rrksg?%)Oo; (g:(l)ng_)uc;\ail11 22:;21:;3'3% I(ggl-yll\é Jgggii%yr,]czzuoe(l):;cﬁ\c;zr?&eé ganada,
. VCV plasma concentrations are increased 2-6 fold by » Analysis of primary efficacy variable (change from baseline in logio HIV Discontinued 6 (15) 5 (13) 17 (46) 006 - B X4/DM emerged < WK 1 X4/DM emerged > Wk 8 HIV RNA >400 Fatigue | | 6.0 14.4 13.4 4. Sansone A, Keung A, Caceres M, et al. Effect of food on bioavailability of

CYP3A inhibitors, including ritonavir.2 RNA at Week 48) using an ANOVA model that adjusts for treatment and ?dv?rse etvfe |?|t t (5) ((]))3 2; (g) 12 : (23 This graph includes patients with detectable DM/X4 virus :=Jlmt)elr e e 50 o5 = thllwlenl’ZeGrEgeI:cheeggmle\:gllwucgtiiﬁ#;;-npirc?cg)lraa;gr S;\ggﬂtszsﬁéa?ﬁeﬂ;ﬁerapy

' ' TIP 0/ - y : 3.0 5.8 17.9 :
- CV plasma half-life of >24 hours allows for once-daily Stratlﬁ(_:a!tlm? fa.ctors . - C;’cehaelr11en T 1 §3)) 0 gOg 1 EB)) 400/0 — The occurrence of DM/X4 variants at <8 weeks was 30 mg 10/12 (83%), A:olrle?(li‘:e 0 0 13.4 Washington, DC, December 16-19, 2005, Washington, DC. Abstract A-1200.
dosing 3 — Stratification: baseline HIV RNA <100,000 and use of enfuvirtide S E—— 20% - 20 mg 4/8 (50%), PBO 3/5 (60%). *Rate >10/100 person-years. 5. Gulick RM, Su Z, Flexner C, et al. I?h_qse 2 study of the s?fety and efficacy of

8 . : : : : . andomized, 0 (0) 0 (0) 2 (5) _ _ _ — _ _ _ — vicriviroc, a CCR5 inhibitor, in HIV-1-infected, treatment-experienced
_ _ * If a continuing SUI?JeCt did not have data at t_he time point Of Interest, the but not treated 0% - VCV 30 VCV 20 Placeho VCV 30 VCV 20 Placebo VY 30 VGV 20 Placebo — Early detection of changes in coreceptor use are most likely due to the | - Overall the incidence of adverse events including serious AE's were similar between patients: AIDS clinical trials group 5211. J Infect Dis. 2007;196:304-312.
* VCV may be taken with or without food.4 change from baseline was set at zero for that time point ("m|55|ng — fallure") _ _ _ . . ) . existence of undetectable minor CXCR4-using HIV strains (exclusively X4 or vicriviroc and placebo group. 6. Westby M, Lewis M, Whitcomb J, et al. Emergence of CXCR4-using human
_ _ _ _ _ _ _ o *Four deaths occurred after the subjects had discontinued due to AEs that >2 Active Drugs in OBT T-20 Darunavir dual/mixed tropic) in patients’ prescreening viral population. : : immunodeficiency virus type 1 (HIV-1) variants in a minority of HIV-1-

* VCV has demonstrated potent and durable antiretroviral » Time to virologic failure and time to AIDS-defining events were analyzed were not related to study drug. No deaths occurred while on study. B Yes B No P P P 8 POP ' * No SAE's were attributed to study drug e pates allesding CERiman s e CERE aninmeiE: maEee
activity in CCR5-tropic ART-experienced patients.> using the stratified log-rank test 'As defined by study investigator. *VCV vs. placebo: p<0.001 (Cochran-Mantel Haenszel Test adjusted for stratification factors) | | * Detection of DM/X4 variants was not linked to virologic failure. * No deaths occurred on study. from a pretreatment CXCR4-using virus reservoir. J Virol. 2006,;80:4909-4920.
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