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Description

Grazoprevir hydrate (MK-5172 hydrate) is a selective inhibitor of Hepatitis C virus NS3/4a protease with
broad activity across genotypes and resistant variants, with Kis of 0.01 nM (gt1b), 0.01 nM (gt1a), 0.08 nM

(gt2a), 0.15 nM (gt2b), 0.90 nM (gt3a), respectively.

IC50 & Target

Ki: 0.01£<0.01 nM (gt1b), 0.01+0.01 nM (gt1a), 0.08£0.02 nM (gt2a), 0.15£0.06 nM (gt2b), 0.900.2 nM

(gt3a)

In Vitro

In biochemical assays, Grazoprevir (MK-5172) is effective against a panel of major genotypes and variants
engineered with common resistant mutations, with K; of 0.01+<0.01 nM (gt1b), 0.01£0.01 nM (gt1a),
0.08+0.02 nM (gt2a), 0.15+0.06 nM (gt2b), 0.90+0.2 nM (gt3a), 0.07+0.01 nM (gt1bR'55K), 0.14+0.03 nM
(gt1bP168v), 0.30+0.04 nM (gt1bP168Y), 5.3+0.9 nM (gt1bA1%T), and 12+2 nM (gt1bA156V), respectively. In the
replicon assay, Grazoprevir demonstrates subnanomolar to low-nanomolar ECss against genotypes 1a,
1b, and 2a, with ECses of 0.5£0.1 nM, 2+1 nM, and 2+1 nM for gt1be"', gt1a, and gt2a, respectively.
Grazoprevir is potent against a panel of HCV replication mutants NS5A (Y93H) (EC5,=0.7+0.3 nM), NS5B
nucleosides (S282T) (ECs,=0.3+0.1 nM), and NS5B (C316Y) (ECs,=0.410.2)"l. Grazoprevir (MK-5172)
maintains the excellent potency against the gt 3a enzyme as well as a broad panel of mutant enzymes, has
excellent potency in the replicon system [gt1b I1C5,(50% NHS)=7.4 nM; gt1a I1C50(40% NHS)=7 nM], and

shows excellent rat liver exposurel?l,

In Vivo

Grazoprevir (MK-5172) demonstrates efficacy in vivo against chronic-HCV-infected chimpanzees[1]. When
dosed to dogs, Grazoprevir (MK-5172) shows low clearance of 5 mL/min/kg and a 3 h half-life after iv
dosing and has good plasma exposure (AUC=0.4 uM h) after a 1 mg/kg oral dose. Dog liver biopsy studies
showed that the liver concentration of Grazoprevir after the 1 mg/kg oral dose is 1.4 uM at the 24 h time
point. Similar to its behavior in rats, Grazoprevir demonstrates effective partitioning into liver tissue and

maintains high liver concentration, relative to potency, 24 h after oral dosing in dogs[2].

In Vitro:
DMSO : 50 mg/mL (63.70 mM; Need ultrasonic)

H,0 : < 0.1 mg/mL (insoluble)

Solvent Mass
1mg 5mg 10 mg
Concentration

Preparing 1 mM 1.2740 mL 6.3701 mL 12.7402 mL
Stock Solutions 5mM 0.2548 mL 1.2740 mL 2.5480 mL
10 mM 0.1274 mL 0.6370 mL 1.2740 mL

TR 7 A AE AN R V70 o VAR BE SR P A& VA RIRE B R 2. — BCHOAW, W36 IRAT, IBE%RIR
STVR R A7 i R R

il S RAT 7 AT HIRR: -80°C, 6 months; -20°C, 1 month. -80°C {7, ititE 6 A MM, -20°C
fEAPRS, EFE 1 AN HNER .

In Vivo:
T AR 5 1) sz B8 Bh A A 2 24 7 SO PRI M TR )7 o DU ISR T RS S 1 L In Vitro J5 = i1l V8 175 1) it
R ARSI I 7«

IR AR AT IR A )




IR AR A R A A
Shanghai yuanye Bio-Technology Co., Ltd
Mg 021-61312973 1HEH . 021-55068248

R ] Mk: www.shyuanye.com

MR4H: shyysw@sina.com

Solvent&Solubility
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VIR I IR ): 10% DMSO—~40% PEG300 —5% Tween-80 — 45% saline

Solubility: = 2.5 mg/mL (3.19 mM); Clear solution

M7 AR 2 2.5 mg/mL (3.19 mM, TATEE AR AT IFESE TR

P mL AR, L 100 uL 25.0 mg/mL %54 DMSO fif4&-0n%] 400 uL PEG300 ', &5
FR R & mA 50 L Tween-80, JR&IIE]: SASG4EINA 450 pL AEEEER/KEA S 1 mL.

2K F IR IR R]: 10% DMSO  —90% corn oil

Solubility: = 2.5 mg/mL (3.19 mM); Clear solution

BT TERAT 2 2.5 mg/mL (3.19 mM, YRR EN) MR, BT RANE H T SRR AT A A B R
s,

Bl mL TAER 6], B 100 pL 25.0 mg/mL [ DMSO f§&inE] 900 L Fkiheh, REe#4.
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