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[ Abstract ] Objective: To study the effect and mechanism of Isogarcinol on apoptosis and proliferation
of human erythroleukemia cell line HEL. Methods: MTT assay was used to measure the inhibition rate
of different concentration of Isogarcinol on HEL cells. Apoptosis was detected by Annexin V/PI stai-
ning using flow cytometry. Cell growth curve was drawn based on cell counting data. Expressions of in-
tracellular signal pathway-related proteins and genes were detected by Western blot and qRT-PCR.
HEL tumor-bearing SCID mice were used to evaluate antitumor effect of this compound. Results:
Isogarcinol significantly inhibited HEL cell viability and induced HEL cellular apoptosis, and its 1C50
was 5.4 pmol/L. qRT-PCR results showed that the expression of proapoptotic gene Bax was increased ,
while the expression levels of Caspase-3 and Caspase-8 were downregulated. In addition, the expres-
sion levels of anti-apoptotic genes Bel-2 and c-Myce were downregulated. Western blot analysis showed

that the expression levels of Bad, Bax, Cleaved caspase-3, Cleaved caspase-8 and Cleaved PARP were
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upregulated in dose-dependent manner; while the expression levels of JAK2, P-Stat3, Bcl-2,

Caspase3, Caspase-8, PARP, P-ERK 1/2 and c-Myc were down-regulated in dose-dependent manner.

Moreover, Isogarcinol significantly prolonged the survival of HEL tumor-bearing mice and increased the

hematocrit ratio. Conclusion: Isogarcinol induces apoptosis of HEL cells and inhibits HEL cell prolif-

eration, which may be achieved by inhibiting JAK2/STAT3 signaling pathway.

[ Key words | isogarcinol; human erythroleukemia cell line; cell proliferation; apoptosis; JAK2/

STATS3 signaling pathway
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The sequences of primers were

Tab. 1
used in this study

AN 319 J¥5(5'—>3")

Caspase-8 Forward GGGACAGGAATGGAACACACTTGG
Reverse TCAGGATGGTGAGAATATCATCGCC

GAAATTGTGGAATTGATGCGTGA

Caspase-3  Forward

Reverse CTACAACGATCCCCTCTGAAAAA
c-Myc  Forward TCCTGGCAAAAGGTCAGAGT
Reverse GTTGTGTGTTCGCCTCTTGA
Bax Forward CCCGAGAGGTCTTTTTCCGAG
Reverse CCAGCCCATGATGGTTCTGAT
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