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Study of the Molecular Mechanism of Cancer-Specific Inhibitory Effect of Magnolol

FTRBIA RIS G » FTEASE NS(C89-2315-B038-001
AER AR

8908 ~ 9007

9 FI o ffrH EF,F, plI=Y

ﬁ‘E\ﬂJ‘ dr Lin, Shyr-Yi
FORH 3 B (20 5 53 R s g
Magnolol ; Anticancer effect ; Molecular mechanism ; Hepatoma ; Colon cancer

Magnolol 7Ry £F (Hiuly (=725 {1585 [ 100 uM magnolol [’} 9 [5E ﬁI?ﬁb“\ﬁ%)ﬁﬁ?Elﬁu}@ﬁ APl [ %7 & fibroblast »» HUVEC []|
T ﬁ:i“E'ﬁﬂiﬁld 25 585 magnolol o [ZE Aok & APVaVRd = RIe ') SRR (DB IR [Z5(2)57 91 cytochrome ¢ FiF pyigiEiFe2
AR [ caspase3,8 & O] bel-2 V7 AIRLAE Ty E‘ﬁﬂhﬁ&‘z’“ﬁfﬁl phospholipase ¢ IIfili#|(U73122) 54585+ 72 £ BAPTA-AM |
il magnolol 9 [5& AV | 55387 1,1 HIIH] caspase 8 7 9 I = M I nf e 2 APVavHd Fogap Vs E]l ZB-4(Fas receptor
antagoist) fi' £Jifjl magnolol J[3& . caspase 8 i [~ M LIl A e & Apardd =5 Pz | TR magnolol 9 [3ETHaf VWi % AL aH
&AW |55 Fas, B cytochrome ¢ I:IFEI =5z

Magnolol has been reported to have anticancer activity. In this study we found that treatment with 100 uM magnolol induced apoptosis in cultured
human hepatoma (Hep G2) and colon cancer (COLO 205) cell lines but not in human untransformed gingival fibroblasts and human umbilical vein
endothelial cells. Our investigation of apoptosis in Hep G2 cells showed a sequence of associated intracellular events that included (a) increased
cytosolic-free Ca 2+ ; (b) increased translocation of cytochrome ¢ (Cyto c) from mitochondria to cytosol; (c) activation of caspase-3, caspase-8,
and caspase-9; and (d) downregulation of bcl-2 protein. Pretreatment of the cells with phospholipase C inhibitor,
1-[6-[[(17b)-3-methoxyestra-1,3,5(10)-trien-17-yl]Jaminohexyl]-1 H-pyrrole-2,5-dione, or intracellular chelator of Ca 2+,
1,2-bis(2-aminophenoxy)ethane-N,N, N’,N’ -tetraacetic acid acetoxymethyl ester, inhibited the subsequent magnolol augmentation of [Ca 2+ ]i

and also the activation of caspase-8 and caspase-9, so that the occurrence of apoptosis in those cells was greatly reduced. Pretreatment of the cells



with ZB4 (which disrupts the Fas response mechanism) also decreased the subsequent magnolol-induced caspase-8 activation and reduced the
occurrence of apoptosis. We interpreted these findings to indicate that the above-listed sequence of intracellular events led to the apoptosis seen in

Hep G2 cells and that [Ca2+]i, Cyto ¢, and Fas function as intracellular signals to coordinate those events.



