Vicriviroc Long-term Safety and Efficacy: 96-Week Results from the VICTOR-E1 Study

Michael C. McCarthy', Jamal Suleiman?, Ricardo Diaz? Jose V.R. Madruga®*, Edwin Delesus®, Barry S. ZingmanS, Jihad Slim’, Natalie Case', Lisa Dunkle’

1Schering-Plough, Kenilworth, NJ; 2Brazilmed Assistencia Medica e Pesquisa, Sao Paolo, Brazil; 3Federal University of Sao Paolo, Brazil; ‘Centro de Referencia e Treinamento em DST/AIDS, Sao Paolo, Brazil;
’Orlando Immunology Center, Orlando, FL; °Montefiore Medical Center and Einstein-Montefiore Center for AIDS Research, Bronx, NY; 7St. Michael's Medical Center, Newark, NJ

Abstract | [EC

Background: This extension of VICTOR-E1 evaluated the continued safety and efficacy of vicriviroc (VCV) in Subject Disposiﬁon and Baseline Characteristics VCV Exposure Adverse Events Viral Tropism
treatment-experienced subjects.

_ _ _ _ « 85 subjects were enrolled in the open-label treatment phase from the 48-week | < All subjects received >1 dose of open-label VCV 30 mg. * 58 subjects reported one or more adverse event (AE) (Table 3). « Of those subjects in whom viral tropism testing was possible (ie, having HIV-1 RNA
Methods: After completing 48 weeks of blinded treatment with VCV 30 mg, VCV 20 mg, or placebo in a double-blind treatment arms (Tables 1 and 2): _ _ _ _ >500 copies/mL)
protease inhibitor/ritonavir (Pl/r)-containing regimen, subjects were offered open-label VCV (30 mg in a Pl/r- | * Mean duration of open-label VCV treatment was 13 months. * Most (93%) AEs were mild or moderate in severity. _ _ . _ . _
containing regimen) for 48 more weeks. Adverse events (AEs) were assessed every 3 months. HIV RNA and — 32 from VCV 30 mg QD arm - Total exposure was 88 person-years. Table 3. Adverse Events bv Cateao - Immunologlc decline requiring st-u dy discontinuation was not observed in 11 of the 14
CD4 counts were monitored. — 35 from VCV 20 mg QD arm : y gory subjects with detectable DM/X4 virus.
Results: 85 of the 86 subjects who completed VICTOR-E1 enrolled in the extension. Mean duration of open- — 18 from placebo arm Number (%) - Onlyl ]t Sufb]eCtd\f(V't: docg'\n;/e;;eq RS_:LOPIC l;{lru: at egjcry m:_o thz ]? Pin_libd etx;ce_lrsmn
- : Gt . . . was later found to have virus; the subject was discontinued for treatment failure.
!abel th_erapy was 13 months_ (tota! 26 months)._ The only AEs n 25% of SUbleCt_S Were sinusitis, cough, a|_1’d » More than half of subjects began open-label treatment with an HIV-1 RNA level <50 copies/mL | Virologic Efficacy Subjects reporting any AE 58 (68) J
insomnia. One SUbjECt was discontinued upon simultaneous dlagn05|5 of HOdgkln S |ymph0ma and KaPOS| S and two thlrds <400 co ieS mL Table 2). _ _ - B} o |nterpretati0n Of HIV tropism in th|s Study is complex because the majority Of Subjects had
: - - - pres/mL ( ) Mild or moderate AE 54 (93)
sarcoma, which were not treatment-related. Another patient discontinued due to pregnancy. There were no « HIV-1 RNA levels were sustained during open-label treatment, with a mean logio change e _ achieved virologic suppression prior to entry into open-label treatment.
treatment-emergent deaths, seizures, or hepatotoxic events. Table 1. Subject Disposition in the Double-Blind 48-Week Trial and Open-Label from baseline of -0.32. AEs occurring in >5% of subjects
Extension Treatment . . ; . . Sinusitis 5 (6)
Mean Change in HIV-RNA and CD4 Cell Count (SD) Number (0) of Subjects o |(|I1:<-:reasels)|n the proportion of subjects achieving undetectable viral loads were observed Cough 4 (5)
igure 1). Antiretroviral Resistance
Change .
Baseline* Week 481 Week 96 . Subject Status VCV30mg  VCV 20 mg Placebo . . o : : : Insomnia 4 (5) ) - - -
(n=116) (n=85) (n=71) Week 48 Double-Blind Study g(gt::fs ila.nl’set:ICCIentage of Subjects with Virologic Suppression During the Open-Label AEs judged to be treatment-related 11 (13) Treatment failure occurred in 1 1. (1 30/c-)) sub!ects_.
Logio HIV RNA, copies/mL 4.55 (0.85) 2.51 (1.23) 2.07 (0.86) -0.32 (0.88) Randomized 39 (100) 20 (100) 37 (100) Y Subjects reporting serious AEs (SAEs)? 4 (5) ~ 7 of the 11 were !arotoc-:ol-defmed V|r-olog|c failures. |
CD4 Count, cells/mm? 210 (167) 366 (192) 422 (216) +50 (137) Completed treatment 33 (85) 35 (88) 18 (49) 100 - Study discontinuations due to AED 2 — 4 of the 11 were mvestlgator-det-ermlned t-reatm-ent failures.
FE s ) S, Discontinued due to treatment failure 5 (13) 3 (8) 14 (38) 90 - Grade 4 AEs 0 -8ofthe 11 h-ad one or fewer active drugs in their OBT‘_ -
Other Discontinuations 1 (2) 2 (5) 5 (13) o0 - Treatment-emergent AE-related deaths, - Tretatm_ent fflllz}re was the most common reason for discontinuation from the open-label
Conclusions: VCV showed promising safety and tolerability with no clear VCV-related toxicity. Sustained Enrolled into 48-week open-label extension 3D 35 18 -/.’I\./I seizures, hepatotoxic events 0 extension (119%).
antiviral effect and maintenance of improved CD4 counts were observed. : —_ 70 4/’/0/‘ A SAEs included: lymphadenopathy, retroperitoneal lymphadenopathy, urinary tract infection, osteonecrosis, pain in extremity, » 2 of the subjects with treatment failure already had documented resistance to VCV during
Open-[_abel Extension Study $ hysterectomy, bilateral salpingo-oophorectomy, and spinal fusion. the double-blind bh
R ived at | t1d £ -label VCV 30 35 (100 Tn’ 60 _., b One female subject discontinued due to pregnancy followed more than 1 week later by spontaneous abortion; 1 male subject = ClORIEARILING) [pIniEss:
D?celvet- d deats t oseto open-iabe mg = E]S)) + 50 - ‘cli\jzcr:grj\ltjiggeeccliI?kueelytcr)egfeg;?gizt\lljvcil?nzqéAc:i[():ES]t-icler:‘ining events (Hodgkin's disease and Kaposi’'s sarcoma); none of these AEs — Both subjects had OSS = 0 at entry to Open_label phase, and neither subject achieved
|ntroductio“ Ilaslitg e i a=eiin =L = | virologic suppression during either the blinded or open-label phases.
Treatment failure? 7 (8) 3 40 - . . e .
¥s ) o -
* Vicriviroc (VCV) is a next-generation extracellular inhibitor of HIV infection designed to block entry of Lost to follow-up 2 (2) 30 - 2 Ot_hfr EUb.{ECtS _dteveloped changes in VCV susceptibility during open-label phase
infectious virions into uninfected CD4+ cells via antagonism of the CCR5 co-receptor (CCR5 antagonist).! Subject withdrew consent 2 (2) 20 - ® HIV-1 RNA <50 copies/mL Adverse Events of Interest consistent with resistance.
 VCV plasma half-life of >24 hours allows for once-daily dosing? and may be taken with or without food.3 Noncompliance with protocol 2 (2 B HIV-1 RNA <400 copies/mL . . . .
P _ _ Y - -g y- _ _ WI_ . _ P P (2) 10 - pies/  Nineteen (22%) of subjects experienced an AE of interest on study (Table 4).
» VCV has demonstrated potent and durable antiretroviral activity in CCR5-tropic antiretroviral-experienced patients. Adverse event 1 (1) J P Y
. L L el 0 . . . . ; ;
- In a randomized, placebo-controlled Phase 2b study (VICTOR-E1), vicriviroc 30 or 20 mg once daily plus AIPS defining event 1(1) el - . . M Table 4. Adverse Events of Interest, Adjusted for Person-Years of Exposure
ritonavir-boosted protease inhibitor (Pl/r)—containing optimized background therapy (OBT) given to Ongoing 70 (82) (85) (83) (76) (77) (71) VCV 30 mg (N=85) m
treatment-experienced HIV-infected patients with CCR5-tropic only virus demonstrated sustained superior a Defined as a lack of clinical benefit as judged by the investigator. Total Exposure = 3g7_59 Person-Years
virologic and immunologic efficacy compared with OBT alone.> Months (n) Catecorv of AE of Interest Number of Subjects (%) Ratea
. "y PP - u u 0 o i r i -
» Vicriviroc (30 mg, QD) as part of a ritonavir-containing, Pl-based regimen is now in Phase 3 clinical trials Table 2. Baseline Characteristics at Initiation of Open-Label Extension Study S b.g try " AE of interest s 22’ 1 67 VCv yvas generally_ We"_ tolerated in this highly t-re-a_tment
evaluating HIV-monoinfected and HIV/HCV-coinfected treatment-experienced patients; all patients have Characteristic VCV 30 mg (n=85) Su- jects reporting any AE of interes (() ) O experienced population, with no apparent VCV-related toxicities.
completed at least 48 weeks of treatment. €izure ; ) ; ;
Me;n age, yr (SD) 452.: (67!-58) Immunologic Efficacy Malignancy 3 (4) 3.42 * Mild upper respiratory infections were the most commonly
ange _ _ . . . T . i
. . . . . . . . 7l with a mean increase of 50 cells/mm3 from baseline by Month 12 (Figure 2). Hepatocellular 0 0 blind phase (VICTOR-E1 study).
* This ongoing, open-label extension of VICTOR-E1 trial was designed to provide continued therapy with VCV and to Male 65 (76) :
g0Ing, Op . . . . 8 P . PY . Cardiovascular 2 (2) 2.28 . . . . . . . .
collect safety data. Evidence for sustained viral suppression and CD4+ cell count improvement was monitored.> Female 20 (24) Figure 2. Mean CD4+ Cell Count During the Open-Label Extension Study Dyslipidemia 6 (7) ¢ 84  Sustained antiviral effect, including full virologic suppression, and
- After completing 48 weeks of blinded treatment in VICTOR-E1, subjects were offered open-label VCV 30 mg Race, no. (%) : L : | durable CD4+ cell count increases were observed.
QD plus Pl/r-containing OBT ht 59 (69) 430 - Herpes simplex virus infection 1(1) 1.14
B - e 422 - - - . o
— Subjects who discontinued before Week 48 of the double-blind phase for reasons other than AEs were Black or African-American 13 (15) & 420 - Upper respiratory tract infection 11{3) 12.54 * Resistance to VCV was infrequent and developed slowly, generally
offered re-screening. Asian : (]) = a |n units of incidence per 100 person-years, caIcu-Iated as rate = (incidence x 100)/(total exposure in person-years). in SUbjeCtS after Prolonged therapy With SUbOPtimaI OBT, ie’ fewel'
.. : : .. : = 410 - Note: More than 1 AE was reported by some subjects. _
— OBT could be re-optimized at the discretion of site investigator. Multiracial 12 (14) > than 2 active drugs.
* Subjects returned every 3 + 1 months for evaluation, including: Region, no (%) E 400 -
— Physical examination, vital signs, and clinical laboratory testing North America + Europe 26 (31) E 390 - -
— HIV-1 RNA level and CD4+ cell count measurements Latin America or South Africa 59 (69) s 380- Laboratory Abnormalities
— Treatment-emergent adverse events (AEs) Mean CD4+ cell count, cells/mm?3 (SD) 366 (192) ‘_: 270 - » No Grade 3 or 4 changes from baseline occurred for any laboratory parameter measured, References
» Seizure, malignancy, premalignancy, hepatocellular AEs, dyslipidemia, cardiovascular AEs, herpes simplex Range 17-995 = 260 - including liver function tests. ) " I A , ,
LS | ' ' ' ' ' ' . . . . 1. Strizki JM, Tremblay C, Xu S, et al. Antimicrob Agents Chemother. 2005:49:4911-4919.
virus infection, and upper respiratory tract infection were designated as AEs of interest. CD4+ cell count, no. (%) z 250 - « 2 cases of new-onset diabetes mellitus occurred—considered possibly related to study drug. o Y g | -
» Tropism testing (using the first-generation Trofile™ assay) and VCV susceptibility testing (using the <200 cells/mm? 16 (19) 5 — Mean change in fasting glucose level was not clinically significant over the entire study 2. Seiberling M, Kraan M, Keung A, et al. Gth International Workshop on Clinical
PhenoSense Entry® assay) were performed in all subjects at baseline (Week 48 of double-blind phase) >200 cells/mm?3 69 (81) = 340- population. Pharmacology of HIV Therapy, Quebec City, Que., Canada, Apr. 28-30, 2005.
except those whc?se HIV I_QNA was <500 copies/mL. | . Mean HIV-1 RNA level, log:o copies/mL (SD) 2.51 (1.23) 330 | | | . _The OBT: of the two subiects exberiencine nev-onset diabetes both contained the Pls Amsterdam: Virology Education, 2005. Abstract 6.4.
— Thereafter, tropism testing was performed every 6 months and at final visit - ) P 5
Vev ' t'bl'jl't et 5 : Pb f dry AP ' HIV-1 RNA level, no. (%) Baseline 3 6 9 12 SQV and LPV/RTV—antiretrovirals associated with the development of insulin resistance. 3. Sansone A, Keung A, Caceres M, et al. 45th ICAAC; December 16-19, 2005;
B VeV susc_:etp Iy 1E5HNE wasdo e perorme Ia ne \:S! .h'b't' at | ¢ <a5o, off | <50 copies/mL 48 (56) (85) (72) (76) (73) (70) — Glucose abnormalities have been reported in patients with extensive antiretroviral Washington, DC. Abstract A-1200.
- resist;ensclz dnece Was dsses5ed Using maximal percent Infibition plateat vaile o 0 as CUtoft for 50-399 copies/mL 10 (12) Months (n) exposure. 4. Gulick RM, Su Z, Flexner C, et al. J Infect Dis. 2007;196:304-312.
' >400 copies/mL 27 (32) o Mi - - . : - - - : i :
« Overall sensitivity scores (OSS), by combining genotypic and phenotypic resistance scores, for the OBT were _ . —— — . Mild elevations in serum lipids were observed in a small number of subjects. 5. Zingman B, Suleiman J, Delesus E, et al. 15th CROI; February 3-6, 2008; Boston, MA.
) : ) d ) ] Note: Baseline of open-label extension defined as Week 48 visit of double-blind phase. - oo - d with livid ch Abstract 39LB
calculated for subjects who experienced virologic failure during the open-label phase. —Many antiretrovirals are associated with lipid changes. '
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