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Amon? the oral diabetic drugs, insulin-sensitizing agent is insufficient. So
the development of new insulin-sensitizing agent based upon novel mechanism is urgent matter. We
have investigated on the development of inhibitor of SHIP2, which shows important role for insulin
resistance in the insulin signal pathway. Based on the structure of our original new
insulin-sensitizing agent, we designed new pharmacophore, and acquired candidate compounds using in
silico screening. Furthermore we performed the synthetic development based on the structure of
candidates. The evaluations of synthetic compounds using the phosphorylation of Akt resulted in the
discovery of novel SHIP2 inhibitors.
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(FBS; Life Technologies), 0.5mM 3-isobutyl-1-
methylxanthine (Sigma, MO, USA), 1 uM
dexamethasone (Wako Pure Chemical, Osaka,

Japan), 1 uM insulin DMEM 3
10% FBS, 0.8 uM insulin
DMEM 3
10% FBS DMEM 3
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Akt
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TNFa
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(CP2 CP-2-1
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Lysis buffer [20 mM Tris
(pH=7.4), 140 mM NaCl, 1% Nonidet P-40, 1
mM EDTA, 1 mM EGTA, 25 mM sodium
pyrophosphate, 1 mM B-glycerophosphate, 2 mM
Na3vO4, 50 mM sodium fluoride, 0.62%
aprotinin, 1 mM phenylmethylsulfonyl fluoride]
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Healthcare, Buckinghamshire, UK 25°C 1
ECL Western blotting detection

reagents GE Healthcare

(LAS-4000, Fujifilm, Tokyo, Japan)

(CP-2-8, -2-14, -2-16) (Figure 2, 3, 4)
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