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Objectives LERN Placebo + m; : 30 W ETR + BR (n=566) M ¥ Placebo + BR (n=564)
Etravirine (ETR; TMC125) has demonstrated long-term, durable efficacy, with a safety parameter () o cxfen  Gemigm ez g . »
profile similar to placebo in treatment-experienced, HIV-1-infected patients. We report ok, reamentdurson. 0 %0 0 o0 2 . e
96-week pooled safety and tolerability data from the Phase Il DUET trials in patients e e e aman oo e g
co-infected with hepatitis B and/or C virus (HBV/HCV). oy vonmentratod AE wim  mmen  mey soe z
SAE 25(35) 123 (25) 25(37) 119 (24) g
Methods Do yeaser Yoo we sw so g
Stable, virologically failing HIV-1-infected patients with documented resistance were et sw e o me : i
randomised to either ETR 200mg bid or placebo, with a background regimen (BR) of BT L Co-infected Non- Co-infected Non-
darunavir with low-dose ritonavir (DRV/r), investigator-selected NRTIs + enfuvirtide . e sty A ety of e mescton . O vemtsm s oo
(ENF). HBV/HCV co-infection status was confirmed by hepatitis B surface antigen or e Sl e esBA e o et
HCV antibody and qualitative HCV ribonucleic acid. Co-infected patients were eligible - - :
if they did not require anti-hepatitis treatment and were clinically stable, with aspartate Incidence of hep_atlc A_Es by Incidence of nervous system AEs
aminotransferase (AST) and alanine aminotransferase (ALT) levels <5 x the upper limit HBV and/or HCV co-infection status by HBV and/or HCV co-infection status
of normal (ULN). Adverse events (AEs) and laboratory parameters were analysed. —— olacebas BR 30 M ETR + BR (n=566) M Placebo + BR (n=564)
R es u Its Co-infected zo-i’:‘::c‘tsd Co-infected CD-i"I‘l::E-(ed g
Parameter, n (%) (n=72) (n=494) (n=68) (n=496) 2
Co-infection data were available for 566 ETR + BR and 564 placebo + BR patients, Any hepatic AE e o) 1005 26 8
of which 12.4% were co-infected with HBV/HCV. Sample numbers were too small PR vy OO o
to allow individual HBV and HCV analyses. In co-infected patients, the incidence of Pomanentduconnuton dwoto 203 s 20 26 s
grade 3 or 4 AEs, serious AEs (SAEs) and deaths was comparable among the treatment Any grade 3 or 4 hepatic AE 8(11) 16() 50) 2@) g
groups. Consistent with the underlying hepatitis co-infection, the incidence of hepatic oot 3 or 4 v AST i e sm e
AEs and grade 3 or 4 AST/ALT elevations was higher in co-infected patients than in Crade Soré hyperibiaema  8© 0 0 e R o Coinfottod
non-co-infected patients in both treatment groups; co-infected patients in the ETR + OO v s e
BR group reported the highest incidence of hepatic events although discontinuation e MOCBRA systom rgncss s syt drders
due to hepatic AEs was low and comparable between the treatment groups.
Grade 3 and 4 elevations in ALT by Incidence of psychiatric system AEs
HBY andlor HCV ton- HBV and/or HCV co-infection stat by HBV and/or HCV co-infection stat
co-infected patients co-Infected patients and/or co-infection status y and/or co-infection status
100 M Grade3 M Grade 4 30 M % ETR +BR (n=566) M ¥ Placebo + BR (n=564)
ETR Placebo ETR Placebo 5%
+BR + BR + BR + BR I 80 g
Parameter (n=72) (n=68) (n=494) (n=496) 2 2
£ 60 3
Median treatment duration, weeks 96.0 90.0 96.0 70.0 b é
Total patient-years of exposure 104.3 92.7 744.4 627.4 g% g
Any AE, % 9 97 97 9% g g
Grade 3 or 4 AEs 43 46 40 35 S 21 saew - g
Discontinuation due to AEs 10 9 8 5 25% ! 16% 0 ',
SAEs 35 37 25 24 Co-infected co-i’:?er‘(;ted Co-infected w-::‘\?:;led Co-infected co-i’;i?:r;(ed Co-infected co—i':?gc-led
Deaths 4 4 3 3 ETR +BR Placebo + BR o T tom eyt ytom A s ACs et
Hepatic AEs, % 18 15 7 6 I
Grade 3 or 4 hepatic AEs " 7 3 2
Serious hepatic AEs 4 4 1 1 Grade 3 and 4 elevations in AST by
Discontinuation due to hepatic AE 3 3 1 <1 HBYV and/or HCV co-infection status c I H
Selected treatment-emergent grade 3 or 4 laboratory parameters, % 100 B Grade3 M Grade 4 0 n c u S I 0 n S
ALT 14 9 3 2
AST 1 7 3 2 s 80 e In general, the incidence and severity of AEs with ETR + BR was similar to placebo +
HBV and/or HCV status was not recorded in 40 placebo- and 33 ETR-treated patients; these patients are not included in the analysis _é 60 BR' Irrespectlve Of hepatltls co—lnfectlon status
. 5 e Consistent with the underlying hepatitis co-infection status, there was a higher
cqndUSI.ons . . . ) g incidence of hepatic AEs and elevated ALT/AST in co-infected patients than
Patients co-infected with HBV/HCV reported a higher incidence of hepatic AEs and g ) .
. 5 ) e & 2 non-co-infected patients
grade 3 or 4 ALT/AST elevations versus those patients not co-infected. The incidence 11.1% T ; ; o ’
. . 28% 4% 8% — however, ETR + BR did not appear to increase hepatic risk in co-infected patients
and severity of overall AEs with ETR + BR was comparable to placebo + BR, regardless r—" = Fr— "
. N O-Infecte lon- O-Infecte on- . . . . .
of co-infection status. co-infected co-infected o The incidence of rash, although higher in ETR- than placebo-treated patients,
ETR +BR Placebo + BR

occurred with a similar incidence in co-infected and non-co-infected patients in each
treatment group

ALT changes over. 96 wt.aeks by ‘ o The incidence of nervous and psychiatric system AEs was similar between the ETR
HBV and/or HCV co-infection status and placebo groups, irrespective of co-infection status

DUET study design ‘
and major inclusion criteria

Screening 48-week treatment period Follow-up ALT over time — co-infected ALT over time - non-co-infected
6 weeks with optional 48-week extension 4 weeks = ETR + BR (1=72) - ETR + BR (n=494)

o P B () 8 Picovo B (edo8) o These results confirm the observations at 48 weeks, providing evidence over the
longer term that ETR is generally safe and well tolerated regardless of hepatitis
co-infection status
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« Plasma viral load >5,000 copies/mL and stable therapy for 28 weeks
« 21 NNRTI RAM, at screening or in documented historical genotype
« 23 primary Pl mutations at screening

« HBV and/or HCV co-infected patients were eligible for inclusion if they were clinically stable, -10 -10 ali ; ;t ; ;; ; E

from baseline in ALT (UIL)
3

Mean £ SE of change
Mean £ SE of change
from baseline in ALT (UL)
8

°

.
m:: :ﬂ:ﬁ;\g p\:r‘:\:;es r: :;ec\h”&gd and did not require any anti-hepatitis treatment. Patients 20 2 ts a n d d I S c I O S u r e
= DUET-1 and DUET-2 differ only in geographical location 0 12 24 36 48 60 72 84 96 0 12 24 36 48 60 72 84 96
« Pooled analysis was prespecified Time (weeks) Time (weeks)
B o eyjonts complete the ralat Week 48 and efected not 0 continue nfo he open- SE = sanderd eror  We express our gratitude to the patients who participated in the studies, as well as the study centre staff, data
*The spike is due to one patient in the placebo + BR group with an ALT value 1,581U/L at Week 20 P - PR . .
RAM = resistance-associated mutaton; 1 = protsase infibor #The spike is due o one patient i the ETR + BR group with an ALT value 660UIL at Week 64 safety and monitoring board, members of the cardiac events/death adjudication panel (Jens Lundgren [chair],
Christian Funck-Brentano, Annette Sjel), members of the clinical events/death adjudication panel (Joe Eron,
Peter Reiss, Melanie Thompson and Rainer Weber), Virco, Tibotec personnel and the following principal investigators
. . AST changes over 96 weeks by
Baseline demographics HBV and/or HCV co-infecti tat DUET-1 ' ‘ . ' . -
rgentina: HA Ariza, J Benetucci, P Cahn, LM Calanni, LI Cassetti, J Corral, DO David, A Krolewiecki, MH Losso,
p—— e AST over time - co-infected AST over time — non-co-infected P Patterson, RA Teijeiro; Brazil: CA da Cunha, B Grinsztejn, EG Kallas, JV Madruga, EM Netto, JH Pilotto,
Nom o N = © S e M Schechter, J Suleiman, A Timerman; Chile: ) Ballesteros, R Northland; Costa Rica: AA Alvilés Montoya,
Co-infected co-infected  Co-infected  co-infected G Herrera Martinez, A Solano Chinchilla; France: M Dupon, C Katlama, JM Livrozet, P Morlat, G Pialoux, C Piketty,
Y,
(n=12) (n=494) (n=68) (n=496) 2 ® 2 | Poizot-Martin; Mexico: J Andrade-Villanueva, G Reyes-Teran, J Sierra-Madero; Panama: A Canton, A Rodriguez,

Gonder, % o o o7 s g =N N Sosa; Puerto Rico: JO Morales Ramirez, JL Santana Bagur, R Soto-Malave; Thailand: T Anekthananon,

Race, % (n=61) (n=442) (n=59) (n=443) gé . gé 0 P Mgotsikapun, K Ruxrungt'ham; USAE M Albrecht, N Bellos, R Bolan, P Brachman, C Brinsor}, F Cruickshank, .
Caucasian 69 70 80 69 “E S R Elion, WJ Fessel, R Haubrich,T Hawkins, S Hodder, P Hutcherson, T Jefferson, H Katner, C Kinder, M Kozal, J Lalezari,
ﬁ',::';nic 178 12 2 13 Eg o ?né ol J Leider, D McDonough, A Mills, K Mounzer, J Nadler, D Norris, W O'Brien, G Pierone, K Raben, B Rashbaum,

Tocal e collecton of £ 2 m M Rawlings, B Rodwick, P Ruane, J Sampson, S Schrader, A Scribner, M Sension, D Sweet, B Wade, D Wheeler,
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«  HBV and/or HCV corinfection status:* 13% ETR + BR vs 12% placebo + BR 20 -20 AWilkin, T Wilkin, T Wills, M Wohifeiler, K Workowski

positive hepatitis B surface antigen: 7% ETR + BR vs 6% placebo + BR 0 12 24 36 48 60 72 84 9% 0 12 24 36 48 60 72 84 96
~ known chronic HCV infection:5 6% in both ETR and placebo groups Time (weoks) Time (weeks) DUET-2
#Defined as having a posiive hepalls B surce antigen test andior a known chronic HC infocion Australia: J Chuah, D Cooper, B Eu, J Hoy, C Workman; Belgium: N Clumeck, R Colebunders, M Moutschen;
e Saminesbososonpodin HOV oy and s HEN M oo Tho spkais du o onepatien i th placebo + R group withan AST vl 1, 85ULL at Wook 20 Canada: J Gill, K Gough, P Junod, D Kilby, J Montaner, A Rachlis, B Trottier, CM Tsoukas, S Walmsley; France:
C Arvieux, L Cotte, JF Delfraissy, C Katlama, PM Girard, B Marchou, JM Molina, D Vittecog,Y Yazdanpanah, P Yeni;
Germany: K Arasteh, S Esser, G Fatkenheuer, H Gellermann, K Gobels, FD Goebel, H Jager, JK Rockstroh, D Schuster,
B li di h teristi Hepatobiliary AEs by HBV S Staszewski, A Stoehr; Italy: A Antinori, G Carosi, R Esposito, A Lazzarin, F Mazzotta, G Pagano, E Raise, S Rusconi,
aseline disease characteristics - - L Sighinolfi, F ; The Netherl : PHJ Fri M Prins, BJA Rij ; Poland: A H ; P I
and/or HCV co-infection status Sighinolfi, F Suter; The Netherlands: PHJ Frissen, JM Prins, BJA Rijnders; Poland: A Horban; Portugal

F Antunes, M Miranda, J Vera; Spain: P Domingo, B Clotet, G Garcia, JM Gatell, J Gonzalez-Lahoz, ) Lopez-Aldeguer,
D Podzamczer; UK: P Easterbrook, M Fisher, M Johnson, C Orkin, E Wilkins; USA: B Barnett, J Baxter, G Beatty,
D Berger, C Borkert, T Campbell, C Cohen, M Conant, J Ernst, C Farthing, T File, M Frank, JE Gallant, RN Greenberg,
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Median duration of HIV infection, 15 1a* 15 14t oo o 0 2 G Richmond, S Schneider, H Schrager, P Shalit, FP Siegal, L Sloan, K Smith, S Smith, P Tebas, LS Tkatch, W Towner
years (range) (2.5-23.4) (26-25.4) (7.8-25.1) (4.7-26.2) Cholecystiis 0 3 101 2(<1)
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