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Coming Soon 7?




Current, New, and Investigational Antiretrovirals

NRTIs/NtRTI NNRTI Pl Integrase Inhibitors
Abacavir Delavirdine Amprenavir MK-0518
Didanosine Efavirenz Atazanavir GS-9137
Emtricitabine Nevirapine Fosgmp_renawr Maturation Inhibitors
Lamivudine Etravirine Indl_naw_r OAAE7
Stavudine Lopinavir/r

i . inavi Al/EIl/FI
Tenofovir Fixed Combo Nfelflnav_w —
Zalcitabine AZT/3TC Ritonavir Enfuvirtide
Zidovudine ABC/3TC Saquinavir Maraviroc

TDE/ETC Tipranavir Vicriviroc
AZT/3TC/ABC Darunavir TNX-355
TDF/FTC/EFV Al: Attachment Inhibitors

El: Entry Inhibitors
FI: Fusion Inhibitors
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MK-0518: Potent Activity of Integrase
Inhibitor In Treatment-Naive Patients

Current analyses Week 48
Week 24 1
\

MK-0518 600 mg BID
/ (n = 40)*
MK-0518 400 mg BID
/ (n = 41)*
Treatment- Each combined
i i ith TDF + 3T

(N =203)* — MK-0518 100 mg BID

(n = 41)*

N

*8 patients in each MK-0518 arm previously treated with same dose of MK-0518 monotherapy for 10 days.
Markowitz M, et al. IAC 2006. Abstract THLB0214.




HIV RNA <400 Copies/mL (95% CI)

INon-Completer=Failure]
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0 2 4 38 12 16 24 32 40 48
W eek
¥V Raltegravir 100 mg b.i.d. (n=39) B Raltegravir 400 mg b.i.d. (n=41) ® Efavirenz 600 mg g.d. (n=38)
A Raltegravir 200 mg b.i.d. (n=40) € Raltegravir 600 mg b.i.d. (n=40)

Markowitz M, et al. IAS 2007. Abstract TUAB104.




HIV RNA <50 Copies/mL (95% CI)

INon-Completer=Failure]
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V¥V Raltegravir 100 mg b.i.d. (n=39) B Raltegravir 400 mg b.i.d. (n=41) ® Efavirenz 600 mg gq.d. (n=38)
A Raltegravir 200 mg b.i.d. (n=40) ¢ Raltegravir 600 mg b.i.d. (n=40)

Markowitz M, et al. IAS 2007. Abstract TUAB104.
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Novel Antiretrovirals in Clinical Development

Mature oY &g
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Entry inhibitors TNX-355 ' g .
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HIV-1 Entry Inhibitors

CD4 Coreceptor Virus-cell
binding g binding ' fusion
qp4l CCRS antagonists Enfuvirtide
TNX-355 Maraviroc

Vicriviroc

Cell CCR5/CXCR4 CXCR4 antagonists
membrane (R5/X4)

Figure adapted from Doms R, et al. Genes Dev. 2000;14:2677-2688.



MOTIVATE: Maraviroc In Treatment-
Experienced Patients With R5 Virus

e Randomized, double-blind, placebo-controlled, parallel phase I1b/I1l studies
o 449% failed screening with X4 or dual/mixed virus detected
* Primary endpoint: mean change in HIVV-1 RNA at Week 24

 Based on MOTIVATE data FDA approved MVC in August 2007 for use in treatment-
experienced patients with R5-tropic virus only

2:2:1 randomization; Week 24
stratified by ENF use and VL planned interim analysis Week 48

\

' ¥
Patients infected with R5; HIV-1 RNA 2 5000
copies/mL; stable ART or no ART for 2 4 weeks;
resistance to and/or 2 6 months of 2 1 antiretroviral /
from 3 classes or 2 2 Pls

S MVC 150 mg or 300 mg* once daily + OBR?

(MOTIVATE 1: N =601, Canada, US; MOTIVATE 2: N :\
475,
Europe, Australia, US)

*Patients receiving Pl (other than TPV) or DLV received 150 mg; all others received 300 mg. TOBR: 3-6 ARVS.

Nelson M, et al. CROI 2007. Abstract 104alLB.
Lalezari J, et al. CROI 2007. Abstract 104bLB.



MOTIVATE 1 and 2: Combined
Virologic and Immunologic Efficacy

= MVC + OBR associated with significantly greater virologic suppression than placebo plus
OBR In treatment-experienced patients

— Increased activity observed with de novo use of enfuvirtide, LPV/RTV

baseline, cells/mm3

. Placebo + OBR | MvC QD +0BR | MVEBID+
Patient Outcome (n = 209) (n = 95) OBR
- - (n =91)

Median HIVV-1 RNA change from -0.99 -1.88 -1.96
paseline, log,, copies/mL*

HIV-1 RNA < 400 copies/mL, n (%)T 28 55+ 61%
HIV-1 RNA < 50 copies/mL, n (%)" 23 44+ 45%
Mean CD4+ cell count change from 57 109 106

*HIV-1 RNA value imputed as baseline if patient discontinued before 24 weeks.
TPatients with missing values were classified as failures unless they were responders at Weeks 20 and 32.

*P = .0001 vs placebo group.

Gulick RM, et al. IAS 2007. Abstract WEPEB116LB.




MERIT: Maraviroc vs Efavirenz in
Treatment-Naive Patients

Stratified by HIV-1 RNA < or > 100,000
copies/mL and by Northern or Southern
Hemisphere Week 48 primary endpoint Week 96

l l l

MVC 300 mg twice daily + ZDV/3TC

Antiretroviral-naive patients (n = 360)

Infected with CCR5-tropic HIV—1/
and HIV-1 RNA
> 2000 copies/mL \

EFV 600 mg once daily + ZDV/3TC
(N = 740)

(n=361)

MVC 300-mg once-daily arm discontinued early due to failure to demonstrate noninferiority to efavirenz at end of phase
IIB (Week 16)

= Stringent noninferiority margin: -10% for lower bound of 1-sided 97.5% CI

Saag M, et al. IAS 2007. Abstract WESS104.



MERIT: Patients With VL <400 and <
50 Copies/mL by Week 48 (ITT)

—o— EFV (n = 361)

100 VL <400 copies/mL

30 73.1%
< ——
G 60 70.6%
c
Q@
= 40
al

20

0

024 8 16 24 32 40 48
Time (weeks)

Patients, %

MVC (n = 360)
100 VL <50 copies/mL

80 69.3%

-—
_‘\‘
65.3%

60

40

20

024 8 16 24 32 40 48
Time (weeks)

=  MVC was noninferior to EFV only for < 400 copies/mL endpoint (70.6% vs 73.1%)

= CD4+ cell count increases were higher in patients receiving MVC vs EFV (+170 vs +144 cells/mm?)

Saag M, et al. IAS 2007. Abstract WESS104.



HIV-1 Entry Inhibitors

CD4 Coreceptor Virus-cell
binding g binding ' fusion
qp4l CCRS antagonists Enfuvirtide
TNX-355 Maraviroc

Vicriviroc

Cell CCR5/CXCR4 CXCR4 antagonists
membrane (R5/X4)

Figure adapted from Doms R, et al. Genes Dev. 2000;14:2677-2688.
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Etravirine (TMC-125)
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