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WFZERC R O (33L) : Differences in the incidences and types of DNA damage induced by
antitumor agents for clear cell carcinoma (CCC) of the ovary, endometrioid adenocarcinoma
of the uterine corpus, and squamous cell carcinoma of the cervix were determined using
phosphory— lation of histon H2AX (y H2AX ).

1. Clear cell adenocarcinoma of the ovary (CCC) : After administration of cisplatin(CDDP),
DNA damage was frequent in S—phase cells, while cell-cycle arrest occurred in the Gl and

G2/M phases and vy H2AX did not increase in CDDP-resistant cells. Sensitivities to CDDP



and carboplatin(CBDCA) differed between the two cell lines. The antitumor effect of
paclitaxel (PTX) is induced by G2/M arrest, and combination treatment with CBDCA, inducing
DNA damage in G2/M-phase cells, might be effective. This is the first study in Japan to
evaluate the antitumor activity of anticancer agents by focusing on the relationship
between the cell cycle and DNA damage using y H2AX as an indicator. The immunocytochemical
method used in this study detects <y H2AX, which indicates DNA damage even at very low
concentrations and with high sensitivity. Therefore, a promising method of easily and
rapidly identifying agents potentially effective against CCC.

2. Endometrioid adenocarcinoma of the uterine corpus: The study revealed significant
differences among the cell lines in the effects of DNA damage vis—a-vis cell cycle phase
specificity, induction of apoptosis or senescence following drug treatment. doxorubicin
(DOX) treatment showed little cell cycle specificity in terms of induction of vy H2AX,
and its mechanism, which is similar to another anthracycline DNA topoisomerase II
inhibitor mitoxantrone, may involve oxidative DNA damage modulated by other factors.
Treatment with CDDP and b5-fluorouracil (5-FU) led to phosphorylation of H2AX
preferentially in S—phase cells, consistent with the induction of replication stress

The response of Ishikawa cells expressing wt pb3 was different compared to other cell
lines. The data suggest that the treatment of endometrioid adenocarcinoma with these drugs

may have to be customized to individual patients
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