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

PR 4&FR: (melle-4)cyclosporin
FER R4 . NIM811; SDZ NIM811

EX /e

NIM811 ((Melle-4)cyclosporin; SDZ NIM811) is a potent and bioavailable mitochondrial permeability

Description transition and cyclophilin dual inhibitor, which exhibits potent in vitro activity against hepatitis C virus (HCV)
(11121
IC50 & Target Cyclophilin[1], Mitochondrial Permeability Transition Inhibitor[2]
NIM811 induces a concentration-dependent reduction of HCV RNA in the replicon cells with an ICs, of 0.66
In Vitro UM at 48 h. In addition, the combination of NIM811 with alpha interferon significantly enhances anti-HCV
activities without causing any increase of cytotoxicityl'l. NIM811 blocks the mitochondrial permeability
transition induced by calcium and inorganic phosphatel2.
In Vivo NIM811 prevents mitochondrial depolarization thereby attenuates liver injury, stimulates regeneration and

improves liver function and survival[3].

Solvent&Solubility

In Vitro:
DMSO : 2100 mg/mL (83.15 mM)
H,0 : < 0.1 mg/mL (insoluble)

*">" means soluble, but saturation unknown.

Solvent Mass
1mg 5mg 10 mg
Concentration

Preparing 1 mM 0.8315 mL 4.1576 mL 8.3152 mL
Stock Solutions 5mM 0.1663 mL 0.8315 mL 1.6630 mL
10 mM 0.0832 mL 0.4158 mL 0.8315 mL
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In Vivo:

i IR B SR BN AN 45 245 7 R A IR AR T 58 . A R IR DT RERVE SR 12 In Vitro 77 2UHC 1WA it
FW FARI I B 7

—— RRAESE IR S R AR, VB IR A AT AR AR 2 1, & ARAE s MR SR AR, il sl
FHIEC, 2RAEHL:  BURVAETRIHT R (0 7 20 U 18 2 A 70U FE ST ) 203 AR 5 L A e TS i A v
PLUTHE Hrib g, w] A it/ s s 5 77 s

1A IR IEAEF:  10% DMSO—~40% PEG300 —5% Tween-80 — 45% saline

Solubility: = 2.75 mg/mL (2.29 mM); Clear solution

U7 ZE AR 2 2.75 mg/mL (2.29 mM, YFTEEAAN) ETE .

PA 1 mL TAEWCAH), HX 100 pl 27.5 mg/mL {13 i% DMSO fif & %] 400 yL PEG300 ', &%)
] B RN 50 uL Tween-80, R&5): ARG 4RERMA 450 L AF K EARE 1 mL.

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

Solubility: =2 2.75 mg/mL (2.29 mM); Clear solution
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The antiviral activity and cytotoxicity of compounds are determined using an HCV replicon cell line
(Huh-Luc/neo-ET) containing a luciferase reporter gene. Briefly, 5,000 replicon cells are seeded in
Cell Assay each well of 96-well tissue culture plates and are allowed to attach in complete culture medium

without G418 overnight. On the next day, the culture medium is replaced with medium containing
serially diluted NIM811 in the presence of 10% FBS and 0.5% DMSO. After a 48-h NIM811

treatment, the remaining luciferase activities in the cells are determined!'l.

Mice: Male C57BL/6 mice (8-12 weeks) are gavaged with NIM811, 10 mg/kg or an equal volume of
Animal Administration | vehicle containing 8.3% polyethoxylated castor oil and 8.3% ethanol at 2 h before surgery. Mice
undergo massive hepatectomy or sham-operation under ether anesthesia. NIM811 (5 mg/kg) or

vehicle is gavaged daily post-operatively for 2 days. Mice are observed for 21 days for survivalt®l.
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