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Studies on the Mechanism of Arsenic Trioxide-Induced Apoptosis in Skin
Cancer Cell

FlI ﬁ%gl

1996 - It R e = S 1 A S0 L |1 NBA AE
PRV HTET Jb?"éﬁﬁi SRR R G R T S F“Jé@%' ST E
SR T S B 1R A ’mus@&“m B Ss
E T [FIPVIE AT et o 2 AP A@VR D (B2 B 2R o e e
AP SAR T - T WA e (solid tumor) ABLE] o o SRS ST T R
E”T [FIFS (B2 158 5l T [l E AR 2 AR - £ Rl = S
= ﬁﬁftwwﬁqfiqu SRYAR VDI » BTSSR R ]
ﬁ; /= 13“ s sPater s Sk Jb?ﬂ?;ﬁ EIﬁu)(Edl:f WA H gEpES 'jF—r'FL‘  HiER [Irrﬂﬁ,n
pm,rt‘;gﬁ LSS qu S KL g (BCCL-KMC) » * HEigs -l Vardy
(A431), K« [iﬁm@'(Hs695T K PRMI 7951) - iR @45 " | DNA
e L LT puRE ~ AW R R T e s e RE S Ak B
1 ﬁﬁ[ =511 rﬁﬂjfﬂj %ﬁlq(@)gﬁ;pqw V&= F|H T mg@ﬁiﬁ [RNE S
SN N £ f“:ﬁﬁ[%@aflawﬁwd [Opg L, APV
4 P53 P21 - CPP32 #I PARP & i} | EJ’FEIJF,I gu[gﬁda I~ 4% p53-DNA Zf
PP T B (5= S ﬁﬁirf@""ﬁﬁ YA d T P\'IH 7y M= Evh
P53 &rf - /&Eiiiﬂp"ﬁ» EN 1 ﬁﬁn—’ﬁ?,@g@ﬁu AP a E[f"ﬂﬂ@ﬁﬁiﬁlf?'}’?%ﬂ

F[JFJC[ o

e b iR

Arsenic trioxide (As203) was recently found to induce complete remission in the
patients with refractory acute promyelocytic leukemia (APL) and to inhibit
proliferation and induce apoptosis in the APL cell line NB4. Afterwards, As203 was
reported to have cytotoxic effects in several human cancers including solid tumors by
induction of apoptosis. We wondered whether As203 was able to induce apoptosis in
skin cancer cells. We demonstrate in this report As203 induces apoptosis in skin
cancer cell lines such as human basal cell carcinoma (BCC1-KMC), human
epidermoid carcinoma (A431), human malignant melanoma (Hs695T) and PRMI
7951 in a dose- and time-dependent manner, as evidenced by internucleosomal DNA
fragmentation and morphologic changes. By western blot analysis, we found that the
induction of apoptosis involved an early increase in p53 protein and caspase 3



activation; however, the expressions of Bcl-2 and Bax were not changed after the
treatment of As203. In addition, pretreatment of these skin cancer cells with p53
antisense oligonucleotide could effectively block As203—induced apoptosis, but not
by p53 sense oligonucleotide. Thus, our findings suggest that the p53-associated
signaling pathway is critically involved in As203—mediated apoptotic cell death.



