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— time to reach the maximum plasma concentration (tma») AUt dbyjgrade TMC435 exposure (defined as AUC,y). exposure was observed from 25 to 75 mg QD, with However, no clear PK-PD relationship was observed
- ] max Normal range 8(444)  5(263)  5(385)  8(444)  2(333) 28(37.8) thand ti 1i in TMC435 for other liver parameters.
- maximum plasma concentration (Crax) Grade 1 7689)  9@474) 30308  7(389)  3(500) 30(405) © o B C A AL S T P o
S nIMUMIpIAAma Concentration () Grade2 156 20105 2054 3067 1067  9(122) £ g B i) exposure observed from 75 to 200 mg QD. o The PK-PD findings reported here support the TMC435
= . . q
— pre-dose plasma concentration (Con) gzgzi 1 gg; 21((150'35)) 2 “05 b g g g{g?; 2 2 2 C1PA/75 mg e There was no clear PK-PD relationship between 75 and 150 mg QD doses selected for further evaluation
— area under the concentration-time curve (AUC) from time _ =) C1PB/75 mg TMC435 exposure and antiviral activity with in treatment-naive patients as part of the ongoing
.. . . *For 1 subject in the placebo group of Cohort 1 the HCV subtype (NS5B) was unknown £ g -34 « C2PA/200 mg . .
of administration up to 24 hours post—dosmg (AUCaan). ALT, alanine aminotransferase; HCV, hepatitis C virus; RNA, ribonudleic acid g § ° = C2PB/200 mg TMC435 doses of 75 mg QD or hlgher. Phasellb trlal, PILLAR.
e The relationship between TMC435 PK and antiviral activity at Day 28 was -rg o <9 .
explored by evaluating change from baseline to Day 28 in HCV RNA levels. Pharmacokinetic profile of TMC435 S 59 o . S .
< = = .
—HCV RNA levels were determined using the TagMan HCV/HPS assay e The PK profile of TMC435 on Days 7 (monotherapy group [Panel A]) and 28 “g’, Z -6 - . B References
v2.0, which has a dynamic range of 25-391,000,000 IU/mL with a (monotherapy and triple therapy groups [Panels A and BJ) are shown in Table 2. 53 . ! . . . 1.Lin Tl et al. Antimicrob Agents Chemother 2009; 53: 1377-1385.
lower limit of quantification of 25 IU/mL. o Steady-state conditions were reached by Day 7 for TMC435. D a8 SVOOODmgOSOAUC TMSC(Z(;OSO(1 oo,ﬁ(/)o u 200000 2. Reesink HW et al. Gastroenterology 2010; 138: 913-921.
o PK-PD assessments for safety at Day 28 included change from baseline o Steady-state PK parameters for TMC435 were comparable following Line represents the LOESS spﬁne:)t,ted tothe g;hta A 3. Reesink HW et al. Poster presented at the 60th American Association for the Study of Liver Diseases (AASLD) meeting, Boston, MA, USA, 30 October-3 November, 2009.
in alkaline phosphatase (ALP), aspartate aminotransferase (AST), TMC435 monotherapy (Day 7) and triple therapy (Day 28), indicating /;AL\JC, aref:(ﬂ;i;r the T%r_';?\‘rxra_tli)on—tirre s C, cohort; HCV, hepatitis C virus; 4. Marcellin P et al. Poster presented at the 44th Annual Meeting of European Association for the Study of the Liver (EASL), Copenhagen, Denmark, 22-26 April, 2009.
alanine aminotransferase (ALT) and serum bilirubin. a lack of effect of P/R co-administration on TMC435 exposure. vpane T paneT® T, Mhonudeicad 5.Manns M et al. Presented at the 44th Annual Meeting of European Association for the Study of the Liver (EASL), Copenhagen, Denmark, 22-26 April, 2009.

Poster presented at the 45" Annual Meeting of the European Association for the Study of the Liver (EASL), Vienna, Austria, 14-18 April, 2010



