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Figure 6
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TBK1, TRAF6 JIR RIP1,3

¥

* Li et al 2005, PNAS, 102, p2992-2997

Figure 9

175'1(')131_6 course of TRIF cleavage by NS3+4A
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.Figure 10

1500 YX-950 Inhibits TRIF Cleavage
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Figure 12 '
4A/4B IVTT Substrate
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Figure 13

TRIF IVTT Substrate
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Figure 14

VX-950 VX950 VX850

450 mg g8h 750 mg qbh 1250 mg q12h -

(1350 mg dally) | (2260 mg dally} ] (2500 mg daily}

. n =140 . | ne8 ; n =10

Mean bacellna fog HCV RNA 6.42 . 6.14 6.44
Mean log HCV RNA - 1U/ml at day 7 3.08 (-333) 2.04 (-4.10) 3.38 (-3.03)
{decline from baseline)
Mean log HCV RNA ~ {U/m! at day 14 3498 (-243) 1.81 (4.33) 4.32 (-2.09)
{decline from baseline) . . ’
#Mean baseline neopterin . ] 888 1048 8.59
Mean neopterin - nmol/i at day 7 7.84 (-1.05) 8.43 (;2.04) 7.85 (-0.74)
{decline from baseline) :
Mean neopterin - nmolfl at day 14 774 (1.14) 7.32% (-3.16) 7.72 (-0.88)
{decline from baseline) ] i
Maan baseflne ALT U/ 71 . 52 68
Moan ALT Uft at day 8 41 (-30) 28 (-24) 33 {-33)
{decline from baseline)
Mean ALT W/ at day 14 38 (-33) 23 (29 26 (41)
{deciine from baseling)

* Decrease in the 750 mg q8h dose group Is significant vs bassline value in the same group (Marin
Whitney test, 7= 0.0104) and vs the placebo group at day 14 (unpaired two-tailed T test, P = 0.0036)
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FIC. IS
Huh7 cells with IFNS -Luc and NS3e4A
IFNg induction after Sendai virus stimulation
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