BxXc—19

FIZHREHEEX (RENREHE) HRARBEE
VR 25 4 5 20 HEUE

MEEES - 11301

MRiEE IRETHRA 2 — FXiE

IS HARS : 2011 ~2012

EEEXS 23890020

MERERL (FIX) MR EriEIE A h = X LDFE

EERER (EX) Investigation for the proliferationmechanismof lung cancer stemcel |s

MEREKRE

#K  [E#Ek (SUZUKI TAKAYA)

BIb K= - MEEZEHAERT - EE EHEL
MEEES 80611996

WFFERRR OB EE (Fn30) @ Fx S [EIE L 72 Atk ik i e o ¥ 5 2 Hui /E Y B Exiguol ide 235 /)
(9 % . ExiguolidelIAFICEMMINRIZ X T 20— m W& 2, TOERAETFZAOICT 5
Z LT, AR R AU E A T = X L ORI AR AT MRS TR BN OFE R 6
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WFZER R DOMEE (F30) : Previously we identified the lung specific tissue stem cells named
alveolar epithelial progenitor cells (AEPCs). The novel marine macrolide (-)-exiguolide
significantly inhibit the proliferation of AEPCs. We hypothesized that (-)-exiguolide inhibit
proliferation of lung cancer stem cells. Global gene expression analysis suggested the involvement
of protein kinase C (PKC), extracellular regulated kinase and phosphoinositide 3 kinase (PI3K)/Akt
signalling pathway in the tumour inhibition of (-)-exiguolide. Western blotting analysis confirmed the
potential activity of (-)-exiguolide; p21 up-regulation through PKCa activation, MEK inhibition and
PI3K/Akt/GSK3[ pathway modulation resulting in apoptosis.
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T 1T dRT, RN R H sk oo TR i
FZriERAIAE (Alveolar epithelial progenitor
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( Connectivity Map/Ingenuity Pathway
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Protein kinase C(PKC)/Erk/Akt &> 3 DD
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a
rank | _cmap name | mean | n | enrichment | _p | specificity | % non-nul |
H-7 4 0.00000

1 -0.719 -0.951 X 0.0833 100

2 mitoxantrone -0737 3 -0.954 0.00022 0.0213 100

3 CP-690334-01 -0.295 -0.690 0.00024 0.0068 50

4 lasalocid 0526 4 0.873 0.00036 0.0098 100

5 geldanamycin -0.340 15 -0.506 0.00042 0.0859 53
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