In Vitro and In Vivo Metabolism of INX-189, a Potent HCV Inhibitor,
in Rat and Cynomolgus Monkey Hepatocytes
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Introduction

INX-189 is a novel potent phosphoramidate based
pro-drug of an O6-methyl modified 2'-C-Methyl
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Proposed Metabolic Pathway
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Plasma Metabolites in Rat Plasma Metabolites in Monkey
a Intracellular (pmol-h/1.0E+6 cells) 1000004 -8~ INX-189
SPECIES Extracellular (nm-h) or Plasma (ng-h/mL) Exposure: o0 e (G ) B INX-09054 e INX-09054
(MATRIX) INX- INX- INX- INX- INX- INX- INX- INX- INX- INX- - :::gzg?g 100000 - “B‘;g’:g:?
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. 10000 .
HEPATOCYTE 29,533 |299,263° | 99,838 | 262,935 | 187,844 | 157,871 | 1,504 1,104 NE 11,011 < - INX-08032 - INX-08032
S 10004 &= INX-09122 -
RAT NE 61¢ 6,536 1,156 <LOQ¢ 355 <LOQ# 700 9,243 24,558 © °
Ss + Z 1000
MONKEY c =
HEPATOCYTE 368,934 68,413 66,279 | 46,464 | 47,722 | 18,345 482 <LOQ' NE <LOQ¢ § 1004 a:)é
3 S 100
MONKEY 110 927 6,552 84,166 191 615 NE NE NE NE O o
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AUC,q., , area under the curve from time 0 to the last time if observed concentration 10
bntracellular Levels seen (exposure-18159 pmol-h/1.0E+6 cells)
cliver levels observed as well (exposure-139 ng-h/g)
9<LOQ-below limit of quantitation, 1.22 ng/g
°<LOQ-below limit of quantitation, 39.2 ng/g 0
1<LOQ-below limit of quantitation, 7.95 pmol/1.0E+6 cells
9<LOQ-below limit of quantitation, 1.86 pmol/1.0E+6 cells
NE-not estimated
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SPECIES Crac | tue AUC(g24y | AUC(g) DNAUC %E
(dose, mg/kg)
ng/mL | h ng-h/mL | ng-h/mL | ng-h/mL
RAT
(10-poandiv) | 275 | 79| 7052 354.6 35.5 50
MONKEY
(25-po and 10-iv) | 27.3 |19.6| 18055 349.2 14.0 8
Conclusions

1. Analytical methods have been established to
identify and quantitate the key metabolites of the
proposed metabolic pathway of INX-189.

These methods have been applied to the analyses
of samples from in vivo and in vitro studies to
confirm this pathway.

These results support the use of rats and
monkeys in the non-clinical development of INX-
189.
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