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Response (<50 copies/mL) at Week 48 ‘
according to number of sensitive NRTIs (TLOVR)

Background M ETR + BR (1=595) B Placebo + BR (n=595) M ETR+BR(n=539) M Placebo + BR (n=536)

. . " 100
DUET-1 and DUET-2 are ongoing, Phase lll, randomized, double-blind, — o000 reoomor- .
placebo-controlled trials investigating the efficacy, safety and tolerability of the g Ew
next-generation NNRTI etravirine (ETR; TMC125) in HIV-infected, treatment- 5 :; 60
experienced patients. H 5; w©

H 23

Methods & 58 2
Patients with documented NNRTI resistance, >3 primary protease inhibitor (PI) : : v T
mutations and viral load >5000 copies/mL were randomized 1:1 to receive =10 fo<Fei0 >0 ° Number of sensive NRTIs: =

Baseline DRV FC

ETR 200mg bid or placebo bid with a background regimen (BR) consisting I . T reDI000% o norm the TR grogp o Prodeor f iologioresponse i he placebo group

here was no significant difference in baseline DRV FC across treatment groups . The greatest benefit of ETR versus placebo was seen with 0 or 1 sensitive NRTIs in the BR

of darunavir with low-dose ritonavir (DRV/r), optimized NRTI(s) and optional
enfuvirtide (ENF). The primary endpoint was the percentage of patients with
a confirmed viral load <50 copies/mL. Baseline antiretroviral (ARV) sensitivity

“DRV sensitvty aceording to Antivirogram® Losistctegrassion According o Antviogram

" fr reasons other than

was determined by phenotypic sensitivity score (PSS). Subgroup analyses Baseline NRTI phenotypic Response (<50 copies/mL) at Week 48
were conducted on the pooled DUET trial data to determine the impact of the sensitivity* by PSS at baseline (TLOVR): all patients
BR on ViI’O|OgiC response to ETR. o M ETR +BR (n=596) M Placebo + BR (n=597) 0 M ETR +BR (n=539) M Placebo + BR (n=536)
Results : 50 v » 2 7:%
ETR or placebo were administered to 599 and 604 patients, respectively. : “© :'5

Baseline characteristics were comparable between the ETR and placebo 5 @ Eé

groups with regards to median baseline viral load (both 4.8 log,, copies/mL), g 3%

CD4 cell count (99 cells/mm? vs 109 cells/mm?), overall ENF use (45.4% vs € m o 5’;.%

46.7%), DRV sensitivity, NRTI sensitivity and median number of sensitive ARVs 3 . . . - ' - :

at baseline. The impact of the BR on virologic response is shown in the table.

Number of sensitive background ARVs (PSS)*

Number of sensitive NRTIs in the intial underlying therapy

o The number of sensitive background ARVs is a significant predictor of virologic response in both
« There was no significant difference in the number of sensitive NRTIs across treatment groups at treatment groups (p<0.0001 for ETR and placebo groups)
baseline ENF used de novo; DRV d ifFC <10;
: urologc falre
Responders (<50 copies/mL at Week 48), % “NRTI sensitvty according to Aniiirogram® “palves

ETR + BR Placebo + BR  Difference vs

(n=599) (n=604) placebo group  p value Number of sensitive ARVs in the Response (<50 copies/mL) at Week 48
* by PSS at baseline (TLOVR): fully active ETR
Effect of ENF sensitivity* BR (PSS) v ( ): fully
Reuse or no use of ENF 61 33 24 <0.0001 4 M ETR + BR (n=595) M Placebo + BR (n=597) Analysis only includes patients with ETR FC <3
De-novo ENF 71 58 13 0.0116 100 M ETR +BR (n=355) B Placebo + BR (n=357)
g g p<0.0001" P<0.0001* $=0.0004"
Effect of DRV sensitivity* < 2% 82%
FC <10 74 58 16 <0.0001 2 %?
10 < FC <40 63 28 35 <0.0001 H £
FC >40 40 2 39 <0.0001 % ?,IE;
Effect of NRTI sensitivity < &g
0 sensitive NRTI 63 34 29 <0.0001 v es R o
1 sensitive NRTI 70 52 18 <0.0001 — ARV 1m0 B8 (5 . ; ”
" lumber of sensitive ARV in the - .
22 Sensnlve NRT'S 76 66 1 0 01 1 88 « There was no significant difference in the number of sensitive ARVs in the BR across treatment Number of sensitve background ARVS (PSS)
Effect of PSS oo . 47 oro IR oincldedin e calton PSS o g R e £ g
O SenSItlve ARV 46 6 40 <Oooo1 *Number of sensitive ARVs in the initial therapy, according to Antivirogram® "Logistic regression; *According to Antivirogram®
1 sensitive ARV 63 32 31 <0.0001
SR eEiio ARYS 7 & il iouzz Response (<50 copies/mL) at Response (<50 copies/mL) at Week 48 by PSS
ENF, DRV and NRTI sensitivity and PSS were significant predictors of response in both treatment groups. Week 48 (ITT-TLOVR) at baseline (TLOVR): fully active ETR and DRV
p values derived from logistic regression model o ETRER (n=508) e Placobo + BR (1-604) Analysis only includes patients with ETR FC <3 and DRV FC 510
*ENF was classed as sensitive if it had not been previously used; *DRV was classified as sensitive if a FC <10 was 100 M ETR +BR (n=227) M Placebo + BR (n=236)
observed; FC = fold change % 100 p=00002" p=0.0001" p=0.0794"
80 84%

81%
70

60;
50;
40.
30,
20,
10

71%

Conclusions

In general, the proportion of responders in each group increased with
increasing numbers of sensitive ARVs in the BR. However, a significantly
greater number of patients in the ETR group achieved an undetectable
viral load (<50 copies/mL) compared with the placebo group at 48 weeks, [ S e s s
irrespective of BR. Time (weeks)

« 1% of patients in the ETR group achieved a confirmed undetectable viral load (<50 copies/mL)
compared with 40% in the placebo group (p<0.0001) as sensitve ETR and DRV " pss
cis 1T viologis ailure:
*p value vs placebo using logisti regression model *“Logisic regression; *According to Antivirogram®.

p<0.0001*

Patients with viral load <50 copies/mL
at Week 48 (%) (+ 95% Cls)
Patients with viral load

<50 copies/mL at Week 48 (%)

0 1 22
Number of additional sensitive background ARVs (PSS)

DUET study design Response (<50 copies/mL) at Week 48
and major inclusion criteria according to ENF use (ITT-TLOVR)
week treatment period M ETR + BR (n=599) W Placebo + BR (n=604) X X X . .
h optional 4 100 e Superior virologic responses were achieved with ETR + BR versus placebo +
e = oo BR, irrespective of ENF use, DRV FC and NRTI sensitivity, baseline DRV RAMs
600 patients ETR 200mg bid + BR* E H or ) and PSS.
target per trial K g 60
Placebo + BR* 3 . . . . .
{BR = DRV withoptimized NRTls and optonal ENF - * The 82% response rate in patients with PSS >2 is comparable with the
+ Plasma vialload >5000 HIV-1 RNA copiesimL and stable therapy for 28 weeks 2% expected response rate from treatment-naive patients when ETR FC <3.
« =1 NNRTI RAM, at screening or in documented historic genotype 3 S T
« 23 primary Pl mutations at screening n J ' A i ¢ }
«  DUET-1and DUET-2 differ only in geographic location ENF not used ENF reused ENF de novo ° Even When glven Wlth no active dl’UgS, ETR pl’OdUCGd a SIQnIflcant VII’O|OgIC
in DUET-1, patients were recruited from Thailand, Europe and the Americas response com pared with placebo.
~ in DUET-2, patients were recruited from Europe, Australia, Canada and the USA
Pooled analysis was prespecified ETR provided an added benefit to the BR, irrespective of ENF use : . . 5 . .
- - o - ‘ e In line with treatment guidelines, at least two active ARVs should be used in
= resitance-associated mtation p vlues vs placebo using g regression model )
ARV regimens.
Patient and disease baseline Response (<50 copies/mL) at Week 48
demographics according to baseline DRV sensitivity (TLOVR)
ETR + BR Placebo + BR M ETR+BR(n=538) M Placebo + BR (n=534) Ac kn OWIe
Parameter (n=599) (n=604) 100
Patient demographics p<0.0001* <0.0001" p<0.0001" * This poster is dedicated to Dr Kunthavi Sathasivam
Male, % 90 89
c:.,ecas‘am % 70 70 = * We express our gratitude to the patients who participated in the studies, as well as the study center
Disease characteristics staff, the data safety and monitoring board, clinical event adjudication panels, Virco, Tibotec personnel
Viral load, log,, copies/mL (median, range) 4.8(2.7-6.8) 4.8 (2.2-6.5) N R . .
CD4 cells, cells/mL (median, range) 99 (1-789) 109 (0-912) and the following principal investigators:
CDC category C, % 58 59
Prior ARV use DUET-1
NNRTIs used in screening period, % 12 12
10-15 ARVs, % 66 65 Argentina: HA Ariza, J Benetucci, P Cahn, LM Calanni, LI Cassetti, J Corral, DO David, A Krolewiecki, MH Losso, P Patterson,
DE:T.VE/LZT. utations 4 5 <10 10< FC 540 240 RA Teijeiro; Brazil: CA da Cunha, EG Kallas, JV Madruga, EM Netto, JH Pilotto, M Schechter, J Suleiman, A Timerman; Chile:
>2 NNRTI RAMS,' % 69 69 DRV FC J Ballesteros, R Northland; Costa Rica: AA Alvilés Montoya, G Herrera Martinez, A Solano Chinchilla; France: M Dupon,
=3 primary P RAMS.? % o7 o * DRV FC1e a sgnicant predictorof vlogcrosporso i bl realontgoups (<0.0001 or ETR JM Livrozet, P Moriat, G Pialoux, C Piketty, | Poizot-Martin; Mexico: J Andrade-Villanueva, G Reyes-Teran, J Sierra-Madero;
oo NN RAM s Tambyzor L ot EHORW 2007 Aot 67 et who, for reasons ogi Panama: A Canton, A Rodriguez, N Sosa; Puerto Rico: JO Morales Ramirez, JL Santana Bagur, R Soto-Malave; Thailand:
oreenth e " — T n, P Moosi KR USA: M Albrecht, N Bellos, R Bolan, P Brachman, C Brinson, F Cruickshank,

R Elion, WJ Fessel, R Haubrich, T Hawkins, S Hodder, P Hutcherson, T Jefferson, H Katner, C Kinder, M Kozal, J Lalezari, J Leider,

ENF use prior tO and during the Response (<50 copieslmL) at Week 48 D McDonough, K Mounzer, J Nadler, D Num§,W 0'Brien, G Pierone, K Raben, B R.asvhbaumv, M Rawl!ngs, B Rudmf:k, P Ruane,
. . A J Sampson, S Schrader, A Scribner, M Sension, D Sweet, B Wade, D Wheeler, A Wilkin, T Wilkin, T Wills, M Wohifeiler,
DUET trials according to baseline DRV RAMs (TLOVR) e
M ETR + BR (n=540) M Placebo + BR (n=541)
Paramstor, % e ooty oo pacocs acoor acoor DUET-2
Provious ENF use, % £ o mE 83% Australia: J Chuah, D Cooper, B Eu, J Hoy, C Workman; Belgium: N Clumeck, R Colebunders, M Moutschen; Canada: J Gill,
Used ENF previously 40 42 3% K Gough, P Junod, D Kilby, J Montaner, A Rachlis, B Trottier, CM Tsoukas, S Walmsley; France: C Arvieux, L Cotte, JF Delfraissy,
Used ENF in sereening period - 18 21 3 PM Girard, B Marchou, JM Molina, D Vittecoq, Y Yazdanpanah, P Yeni; Germany: K Arasteh, S Esser, G Fatkenheuer,
EUZ: d";‘:‘:':;";f:ﬂ treatment period, % :Z :; £® H Gellermann, K Gobels, FD Goebel, H Jager, JK Rockstroh, D Schuster, S Staszewski, A Stoehr; Italy: A Antinori, G Carosi,
Reused ENF 20 20 H § G Di Perri, R Esposito, A Lazzarin, F Mazzotta, G Pagano, E Raise, S Rusconi, L Sighinolfi, F Suter; The Netherlands: PHJ Frissen,
ENF not used during DUET treatment period, % 55 53 §8 i [P JM Prins, BJA Rijnders; Poland: A Horban; Portugal: F Antunes, M Miranda, J Vera; Spain: P Domingo, B Clotet, G Garcia,
Discontinued ENF during DUET treatment period, %* 18 21 9 JM Gatell, J Gonzalez-Lahoz, J Lépez-Aldeguer, D Podzamczer; UK: P Easterbrook, M Fisher, M Johnson, C Orkin, E Wilkins; USA:
ENF d: ’é‘:\“’;’ 2 ;z o 1 2 23 B Barnett, J Baxter, G Beatty, D Berger, C Borkert, T Campbell, C Cohen, M Conant, J Ernst, C Farthing, T File, M Frank,
= ;:s;se T e N S D ST o e oy T Number of baseine DRV RAMS JE Gallant, AE Greenberg, C Hicks, DT Jayaweera, S Kerkar, N Markowitz, C Martorell, C McDonald, D McMahon, M Mogyoros,
' O oy E ane iacebo groupe 8" eant predictor of esponse in both reaiment groups RA Myers Jr, G Richmond, K Sathasivam, S Schneider, H Schrager, P Shalit, FP Siegal, L Sloan, K Smith, S Smith, P Tebas,
~inthe presence of at least one DRV RAM, response rates are significantly higher in the ETR
. s et g e g LS Tkatch, W Tonner
Vroiog aiure
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