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%0 ACH-2684: HCV NS3 PROTEASE INHIBITOR WITH POTENT ACTIVITY

Backgrou nd

HCV NS3 protease is a clinically validated target. Most NS3 protease inhibitors 3 ACH-2684 RETAINS POTENT ACTIVITY AGAINST
in clinical development are ineffective against some non-genotype 1 HCV and

RESISTANCE MUTANT REPLICONS

SPECIES IN VITRO

NS3 PROTEASE RESISTANT MUTANTS
HCV variants carrying NS3 protease inhibitor-resistant mutations. These NS3 FIGURE 3. Activity Against NS3 Protease Resistant Mutants FIGURE 5. Activity Against Resistant HCV Replicons TABLE 6. Metabolic Stability of ACH-2684 in Liver Microsomes

E ACH-2684 RETAINS ACTIVTY AGAINST E ACH-2684 IS METABOLICALLY STABLE IN MULTIPLE

protease Iinhibitor-resistant variants preexist in HCV-infected patients, a factor
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Chimeric replicons were engineered to incorporate GT 1a and GT 1b NS3 protease from reference SyStemS’ with broad COverage of natural variants and resistant mutants.

. L . . . strains (1a, H77; 1b, Con-1) and patient isolates (1a and 1b, P1 — P5) into a GT 1b Con-1 replicon e ACH-2684 shows low potential for off-target activity and drug-drug interaction.
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genotypes tested.

 ACH-2684 is metabolically stable and shows favorable pharmacokinetic
properties including preferential distribution into the liver.

e The high potency of ACH-2684 is retained against HCV replicons carrying NS3
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