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HiEEL (EX) Analysisandclinical application of DNMT3L, a novel marker for human
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DIVOIVUIRE IR OH DAY FHFEEE L TAT AR A (Bpflifa) Lo’y = X7 4 7 AIZE H L,
WA D CTET, VAT TF % W TALFIFRIEIZ I DIZE AL OREBMERS B I W THETR DS
B/BONDINNTIR > TETZ, LINLIRDRBIKIRE L ThHW DI RIIRGTIE 2 7~ 9k B EE 239 &
=~ DOHIAFET Do FEVNERE R T EIE | —~ Ay OB B 2> Tl | s ks
oAb & T HZ LTIV FRIER G2 R T AT REMEDVRIB S VD, IR MR IIAT — VMRS ThH
R, TR RO EL RSO CREME DS &R Ch D728, Ja VM O HilE 1 3 B
DEFRICIBWTEHBERRE TH D, Do, AT E 8T T, DNMT3L & [ 2Se M M
DYEFEICMIAD 7+ T HZ e, EMB MR IR BAV T B~ — I — 2720552 & R LT

(Clin Cancer Res 2010), 52, & MEREGIZ I T 2 BB E 7O R T & E 2T 572
DIZHR EMER 6925 SOX2 DR EIZ OV T H MR L=, F 05 R, BIEMEICRE TS
ERHIIRIE LT SOX2 X —F R LT-Fv/ — <k RIEE DB ET /L% In vitro, In vivo T/RL
7= (J Urol 2012), F/-kEHIESED Y ) AERKD T 07 4 — VA ERTHIDIT ) DD RY-% 55
MOILL DNA BEHN DT Y = 1T v 7 A B BRI IC OV THORET L2, TORER R
TS Z VXA SR DFE L 1T L7255 ) DD BIAT MACMEFRHERE DT T D LD RS

(Mol Carcinogenesis 2012), ZALHOFEN L AS &2, KBS O/ P RIERZ MR 3 bRE L Vo T
BULIR R A W) ) R PE 2 DR T AR S P PR BRI L C A DL DR L T 7 o~ T VO BLE DD
DRFAFLLT (Int J Urol 2012),

WFFERCR OB (330) -
We have advanced our research by focusing on the two unique biogical features of TGCTs. Most

TGCTs are curable even at the metastatic stage since they are extremely sensitive to
cisplatin based chemotherapy. However, some NSGCT cases are refractory to any type of
chemotherapy. EC is considered a stem cell component of NSGCT. EC cells may acquire
resistance to chemotherapy in parallel with differentiation. EC has highly malignant poteintial in
nonseminomatous TGCT. Therefore, control of EC is a key to success for patients with nonseminomas or
metastatic TGCTs.

Through this project, we have shown that DNMT3L, a fetal specific DNA methyltransferase like protein,

is a novel marker and essential for the growth of human embryonal carcinoma (Clin Cancer Red 2010).



EC has highly malignant poteintial in nonseminomatous TGCT.

To further study role of stemness genes in TGCT development, we also have examined effect of SOX2
inhibition in EC cells. The study has shown that the therapeutic potential of SOX2 silencing
for EC in vitro and in vivo. Applying SOX2-siRNA may be a novel therapy for NSGCT
containing EC cells. To further evaluate epigenetics of TGCTs, we have ezmined methylation
patterns of DNA repetitive elements in TGCTs. The results showed that the underlying mechanisms to
undergo or maintain demethylation of DNA repetitive sequences differ between TGCTs and cancer cells

of somatic tissue origin (Mol Carcinogenesis 2012). Finally we have proposed underlying mechanism to

define biological and clinical characteristics of TGCTs in view of epigenetics (Int J Urol 2012).
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