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CP-640186 2 BA ML A&l 4 2 BE-CoA JALEE (ACC) M7, Hxh AR

Description JIFIE ACC1 AR RUE BT ACC2 1 IC50s 439328 53nM F1 61 nM. ZiBE-CoA AL (ACC) &
JETERAR ) — A JCHERG, AEWS 5 A —T-CoA. CP-640186 & AJ LU A fig U7 B2 (1146 4L
IC50 & Target IC50: 53 nM (rat liver ACC1) and 61 nM (rat skeletal muscle ACC2)[1].
Cell Line Type Value Description
Cellular Effect Inhibition of fatty acid synthesis in human HepG2 cells after 48
HepG2 1Cso 0.84 uM
hrs
CP-640186 (20 uM; 48 h) treatment can inhibit H460 cell growth[3].
CP-640186 (0.1 nM-100 pM; 2 h) treatment increases fatty acid metabolism in a concentration-dependent
manner in C2C12 cells and muscle strips[1].
CP-640186 (0.62-1.8 uM; 2 h) treatment inhibits fatty acid synthesis and TG synthesis in HepG2 cells[1].
Cell Proliferation Assay[3]
Cell Line: Human fibroblasts and H460 cells
Concentration: 20 uM
Incubation Time: 48 hours
Result: Led toa ~ 30% decrease in cell number compared to vehicle-treated
controls.
Cell Viability Assay[1]
Cell Line: C2C12 cells and muscle strips
In Vitro
Concentration: 0.1 nM-100 pM
Incubation Time: 2 hours
Result: Stimulated palmitate acid oxidation with an ECso of 57 nM and a
maximal stimulation of 280% in C2C12 cells.
Stimulated palmitate acid oxidation with an ECso of 1.3 uM and a
maximal stimulation of 240% in isolated rat epitrochlearis muscle.
Cell Viability Assay[1]
Cell Line: HepG2 cells
Concentration: 0.62-1.8 uM
Incubation Time: 6 hours
Result: Inhibited fatty acid synthesis and TG synthesis in HepG2 cells with
ECsos of 0.62 uM and 1.8 puM, respecticely.
CP-640186 (oral gavage; 4.6-21 mg/kg; once) demonstrates acute efficacy[1].
CP-640186 (intravenous injection and oral gavage; Intravenous dose, 5 mg/kg; oral dose, 10 mg/kg;
once) shows lowe drug exposure in the rat than the ob/ob mouse at equal doses[1].
CP-640186 (oral gavage; 100 mg/kg; once) treatment shows a complete shift from carbohydrate
In Vivo

utilization to fatty acid utilization as a source of energy at high exposure level[1].

Animal Model: Male ob/ob mice[1]
Dosage: 4.6-21 mg/kg
Administration: Oral gavage; 4.6-21 mg/kg; once
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Result: Demonstrated acute efficacy for up to 8 h after oral administration,

exhibiting EDso values of 4.6, 9.7, and 21 mg/kg, at 1, 4, and 8 h,

respectively, after treatment.

Animal Model: Male Sprague-Dawley rats[1]
Dosage: Intravenous dose, 5 mg/kg; oral dose, 10 mg/kg
Administration: Intravenous injection and oral gavage; Intravenous dose, 5 mg/kg; oral

dose, 10 mg/kg; once
Result: Showed a plasma half-life of 1.5 h, a bioavailability of 39%, a Cl, of 65
ml/min/kg, a Vs of 5 liters/kg, an oral Tmax of 1.0 h, an oral Cuax of 345

ng/mL, and an oral AUCo. of 960 ngeh/mL.

Animal Model: Male ob/ob mice[1]
Dosage: Intravenous dose, 5 mg/kg; oral dose, 10 mg/kg
Administration: Intravenous injection and oral gavage; Intravenous dose, 5 mg/kg; oral

dose, 10 mg/kg; once
Result: Showed a plasma half-life of 1.1 h, a bioavailability of 50%, a Cl, of 54
ml/min/kg, an oral Tmax 0f 0.25 h, an oral Cpax 0f 2177 ng/mL, and an

oral AUCo-» of 3068 ngeh/mL.

Animal Model: Twenty male Sprague-Dawley rats (350-400 g) fasted and then refed a

high sucrose diet for 2 days; additional eight rats fasted for 24 h[1]

Dosage: 100 mg/kg
Administration: Oral gavage; 100 mg/kg; once
Result: Resulted in time-dependent reductions in RQ (a ratio of CO2 production

to Oz consumption) of up to 64%.

Solvent&Solubility

i ks
DMSO 1 FE#SE : 100 mg/mL (205.92 mM; #8 A BYE; WIR DMSO X 7= i 1) 7 fiff B A 2 35 52
e, 5 AT ) DMSO)

Solvent Mass
1mg 5mg 10 mg
Concentration

Preparing 1 mM 2.0592 mL 10.2961 mL 20.5922 mL
Stock Solutions 5 mM 0.4118 mL 2.0592 mL 4.1184 mL
10 mM 0.2059 mL 1.0296 mL 2.0592 mL

AR = S TE AN [ A 77 o KV AR R PR I I VRIS B 480 — BRI, WA,
S VR R R 7 it 2R

ik & T A7 75 SRR : -80°C, 6 months; -20°C, 1 month. -80°C f77RT, 1 7E 6 ANH P, -20°C
fETERE, SEAE 1A A PR .
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ARG SR AN 2 2 SR PE  TE RT R

AR VAR TT S S6 % B8 In Vitro 77 sURCHIVEE (065 490, FEARVCA I BIE 7
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VI S

R F RN FER:  10% DMSO  —  40% PEG300 — 5% Tween-80 —  45% Saline
Solubility: > 2.5 mg/mL (5.15 mM); &5

W RAHAG > 2.5 mg/mL (R ARKD HIETHIRT.

VL 1mL TAEWCHE], B 100 pL 25.0 mg/mL B DMSO f## N 400 uL PEG300 1, VR4
Y151, Hi B ARSI 50 uL Tween-80, JRA YA SRIGHAELEIIN 450 uL AFEHK EHE 1
mL,

AT K TR S K 0.9 g AN, BT ddH.0 FHFEAZE 100 mL, A LB E W 145 F K
s

I -

IR IR R: 10% DMSO  —  90% (20% SBE-B-CD in Saline)

Solubility: > 2.5 mg/mL (5.15 mM); &5

W RAHAG > 2.5 mg/mL (R ARKD HIETHIR.

PL I mL TAEBCAE], HC 100 uL 25.0 mg/mL [{7EH DMSO fig#& i inE] 900 uL 20% [ SBE-B-CD
AER R KK B, IREA.

2 ¢ SBE-B-CD R T JEME B-FRWIRE) FMAEAT 10 mL MIAEBEKT, EEBMERTEN.

HE =

TR FFA IR AT 10% DMSO  —  90% Corn Oil

Solubility: > 2.5 mg/mL (5.15 mM); &5

SEJ7 ARG > 2.5 mg/mL HRIEEARFD MBIEEIR, eIy RsEm FTE A H UL - r3h P s
TR

PL I mL TAEBCAE], X 100 uL 25.0 mg/mL [{7EH DMSO fig & inE] 900 uL Tk, JBEH
Ao

EZ 3N [1]. Harwood HJ Jr, et al. Isozyme-nonselective N-substituted bipiperidylcarboxamide acetyl-CoA
carboxylase inhibitors reduce tissue malonyl-CoA concentrations, inhibit fatty acid synthesis, and increase
fatty acid oxidation in cultured cells and in experiment
[2]. Yamashita T, et al. Design, synthesis, and structure-activity relationships of spirolactones bearing
2-ureidobenzothiophene as acetyl-CoA carboxylases inhibitors. Bioorg Med Chem Lett. 2011 Nov
1;21(21):6314-8.

[3]. Daniel Hess, et al. Inhibition of stearoylCoA desaturase activity blocks cell cycle progression and
induces programmed cell death in lung cancer cells. PLoS One. 2010 Jun 30;5(6):e11394.
e R IR
TEARLEE 7 i AN TR 77 T BV AR A PR A 3 R VA R TC A 5 — ELFCRRIB VL, 20 B ORAE, 3B G0 S ST R RS R 7 i 2R
il S ARAT )7 ATHABR . -80° C, 6 months; -20° C, 1 month. -80° C f#f7M, &7E 6 A MMM, -20° C kfFM, 1HTE
1ASA R
ALIEVEF RE 1mg 5mg 10 mg 25 mg
BB
W
1 mM 2.0592 mL 10.2961 mL 20.5922 mL 51.4806 mL
DMSO 5mM 0.4118 mL 2.0592 mL 4.1184 mL 10.2961 mL



http://www.shyuanye.com

i

0t

AR A AR R A ]

Shanghai yuanye Bio-Technology Co., Ltd
HLiE: 021-61312973

P4ik:  www.shyuanye.com
M34H: shyysw@sina.com

1EH: 021-55068248

10 mM 0.2059 mL 1.0296 mL 2.0592 mL 5.1481 mL
15 mM 0.1373 mL 0.6864 mL 1.3728 mL 3.4320 mL
20 mM 0.1030 mL 0.5148 mL 1.0296 mL 2.5740 mL
25 mM 0.0824 mL 0.4118 mL 0.8237 mL 2.0592 mL
30 mM 0.0686 mL 0.3432 mL 0.6864 mL 1.7160 mL
40 mM 0.0515 mL 0.2574 mL 0.5148 mL 1.2870 mL
50 mM 0.0412 mL 0.2059 mL 0.4118 mL 1.0296 mL
60 mM 0.0343 mL 0.1716 mL 0.3432 mL 0.8580 mL
80 mM 0.0257 mL 0.1287 mL 0.2574 mL 0.6435 mL
100 mM 0.0206 mL 0.1030 mL 0.2059 mL 0.5148 mL
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