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L BMS-582949 (compound 7k) J&—Ff CTARAE L0 R EEIEFER p38a MAP REMHIF, Xt p38
Description a [IC50 4 13nM, % TNFa [ IC50 Jy 50 nM. BMS-582949 &I H T-Hff J0 28 MM 5%
p38a
IC50 & Target[1]
13 nM (ICs0)
Cell Line  Type Value Description
Cellular Effect Antiinflammatory activity in human PBMC assessed as
PBMC ICso 50 nM inhibition of LPS-induced TNFalpha production treated 30
mins before LPS challenge measured after 6 hrs by ELISA
BMS-582949 (5 mg/kg, p.o., 90 min) EFEFEAC LPS S BALB/c MM Sk & 0E /N R R o
TNFa {724 1],
BMS-582949 (0.3-100 mg/kg, p.o., q.d/bid) EFEAD IR,
BMS-582949 kR (iv.) MM R 25% 1 N-FIEMEELERT, 33% 5% L8 400,
9% P9 —BER 33% HIKAERIERI[].
BMS-582949 [IKHER (p.o.) ¥AEJT RALAIIR L K 400 fERIERI[1].
BMS-582949 (Compound 7k) £/ AR B 9 253 1240 Hir 1]
mouse rat
%Fpo 90 60
Cmax(uM) 153 7
Tmax(h) 1 1.5
Tin(h) 2.6 4
MRT (h) 33 3.4
CL (mL/min/kg) 4.4 5.4
In Vivo V(L/kg) 0.9 1.1
AUCO0-8 h(uM h) 75.5
AUCO0-24 h(uM h) 45.4
PRAMCB 3T (1]
profiling assays results
mouse: 0.011
liver microsome metabolic rate rat: 0.008
(nmol/min/mg) human: 0.013
mouse: 0.006
hepatocyte metabolic rate rat: 0.015
(nmol/min/million cells) human: 0.015
>40 for 1A2, 2C9
P450 ICso(uM) 2C19, and 2D6
18-40 for 3A4
Caco-2 permeability (nm/s) 121-134
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mouse: 86.3

serum protein binding (%) rat: 89.7

human: 81.5

negative in T98 and

Ames
T100+S9 activation
SOS chromotest negative
HHA ICso(uM) >138
hERG inhibition 16% at 30 uM

>2000 fold over 57

diverse kinase
kinase selectivity 450 fold over Jnk2
190 fold over Raf

5 fold over p38a

Animal Model: murine models of acute inflammation from BALB/c female mice[1]
Dosage: 5 mg/kg

Administration: Oral gavage (p.o.), detection content at 90 min after LPS injection
Result: Reduced the TNFa production by 89% at 2 h, by 78% at 6 h before the

LPS challenge.
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