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Effect of Triptolide and Cisplatin Combination on Apoptosis in AMC-HN4 Cells
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ABSTRACT

Background and Obijectives : Cisplatin (CP) is a widely used agent for chemotherapy of head and neck squamous cell carci-
noma but some tumor cell shows resistance to CP. Accordingly, it is necessary to seek a method to increase the sensitivity of
tumor cell to CP. This study was conducted to investigate whether Triptolide (TP) is effective in the inhibition of proliferating
head and neck cancer cell and sensitizes cancer cells to CP. Materials and Method : To assess how the combination of TP and
CP influence apoptosis of head and neck cancer cell, AMC-HNA4 cells were treated with different concentrations of TP and/or CP.
Then, their growth was analyzed by XTT assay and the degree of apoptosis was analyzed by flow cytometry. Results : The
combination of TP and CP increased suppression of the growth of tumor cells more significantly and enhanced apoptosis more
than that of TP or CP alone, and suppressed expression of anti-apoptotic protein. Conclusion : This study showed that TP alone
had antitumor activity in AMC-HN4 cells, and the combination of TP or CP also might sensitize head and neck cancer cell to CP
by suppressing the expression of antiapoptotic protein. (Korean J Otorhinolaryngol-Head Neck Surg 2008;51:894-902)

KEY WORDS : Head and neck cancer - Triptolide - Cisplatin - Apoptosis.

M =

Triptolide (TP) (Fig. 1)+ Tripterygium wilfordiiel|x] &
gt 2224, T lymphocyte B3} 24} apoptosis
FEAo] 31e] rheumatoid arthritisth SLE 53 22 #¢

7P A4S wi= GVHD JAAZAM Aso] gkl 1
g H ol o) WA T tEo] S 2
3| caspase,®” nitric oxide,"” TRAIL®” 5 t}oFst zh&
= &3 MEAES et ZloE Hauxa glo] It
SR BAZA B 3HNE B gk

AN HBAE - d TSt 5 A deElEa

pal <)
21 2002 AA oM FF 99,

Al
=R 12008 49 79/ AARekE S 1 2008 7€ 15Y
WAAR} S, 7T00-712 tReA] S SAhE 194

Aieta olstest ofulelFetn
A3} (053) 250—7715 - A% (053) 256—0325
E—mail : dwsong@dsmc.or.kr

894

HOR 28%% VLY FAY BYAE P o
Bo T4 BYAE E, UF AYAL 4T, FF B

of o] &1 tt. Tk 3k e FEHota, AEE
10)

7F 8 A7) Ve BE T Aol glou” dAfel uf
2t kgl Ko7t ez %) Ik Cisplatin(CP)
& AN TEAR AR x4 AR Y
AIE DNAS 38 fizslel AE5ES el ao”
Teut AF FEAEE CPol % DNA 48 S5%
SN AU UehdAl o] CPe] 845 A
e}, wehA Cpell thet WidEde Alsta, CPe 74
&= Hxslel] el FFA L =

CPol
P71 ofe] AEEe] dE T 9
o] ATANE A FPAZA BY



FRN FUA T FURIT} J=AE sk, ©] =
Ze CPoll W& ARAl Fdavte] wskel 11 713dS 117
stz stk

ME o ey
N =2

kA= CP(FotAe}, Korea) 4 TP(Alexis, Switzer-
land) (Fig. 1) & AR&-sIlom, aekAe] oJst AlzZAEA
7170& B24317] 98| caspase inhibitorg! z—VAD—fmk
(Calbiochem, Germany)& AHEsIth &= TP W& 9
TPSH CP W&ol gt Mlzapast - iy 2k s}
£ #4317 $19) caspase 3(Santa Cruz, California, USA),
PLC-r1(Santa Cruz, California, USA), PARP(Cell si-
gnaling, Denver, USA), XIAP(BD transduction, New
Jersey, USA), CIAP 2(Santa Cruz, California, USA),
Mcl—1 (Santa Cruz, California, USA) % HSP70(Santa
Cruz, California, USA) ol thét &4E western blotting
¥l AHE-sI3lTh

M| ZEHEQF
TR FokA x5 AMC—HN4 @ AMC—HN7 cell
S Agophy gola] Fok wol AT FokaEF

= 10% heat—inactivated fetal bovine serum(Welgene
Inc, Korea) ¥ 1X antibiotic—antimycotic (Gibco, USA)
o] skf-% Dulbecco’s modified Eagle's medium (Wel-
gene inc, Korea) ol 2] 5% CO, incubatorE ©|-&3| Hj
Fatalrt.

MZSAS A

2,3—Bis (2—methoxy—4—nitro—5—sulfophenyl) —2H—

CHs

Fig. 1. The structure of triptolide.
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Fig. 2. TP suppresses the growth of AMC-HN4 cells in a dose-
dependent manner. AMC-HN4 cells were treated for 72 hours
with the indicated concentrations of TP, and their growth was
measured by XTT assay. Data are mean values obtained from
three independent experiments and bars represent standard
deviation.
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Fig. 5. Combination of TP and CP significantly supresses the
growth of AMC-HN4 cells. AMC-HN4 cells treated for 72 hours
with the indicated concentrations of TP and/or CP and their
growth was measured by XTT assay. Data are mean values
obtained from three independent experiments and bars re-
present standard deviation.
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