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7Y A REESE Tdh D Adenylosuccinate lyase {ADSL) iz #vk CRMIELFLM, AISIIRM CTRBB LE LT
HZEBBEINTEDS, IEOESRECYOLEIZES L TWENEEE TS o, AHXE, FEA
BRIz dsi B ADSL OFBFIEFWE LM LTS, BENIZE, SRt b6 cANSLO RERFE s o a1k
EPETT MWL L, ELIEEOT grade 2 BT 5 2 & % R Lic, FEBRIZADSLONEHOEEE ICHFS L
‘DN LT, FERIEEMIAME AV TADSLY / v 7 #'0 EITV FEE, BTk, RO THED S
ZEERL, AL killer cell lectin-like receptor subfamily C, member 3 (KLRC3) DHEBETZ#4+ 5
EERRLT, S6IC, ADSLEAL IS 7vAEICE > TELRC3DBHA LA TAZLEZRLTHS, ThADLEHE
. ADSLOSFE PG O EMEEIZ W E LTS 2k, E7ADSL, KLRC3AS T PBHEOF - e taislmic /a5 5
TEEREFRLTRBY, FURIEETLZELLND,
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Adenylosuccinate lyase enhances aggressiveness of endometrial cancer by increasing killer
ENSCERA4L | cell lectin-like receptor C3 expression by fumarate

Title (Adenylosuccinate fyase i¥ 7w /ABHZ X B Kkiller cell lectin-like receptor C3 DRI LAEFN LTEZE
PR D IR - 35 5)

MIXREDER
(8 #(Purpose))

The purpose of this study is to elucidate the role of ADSL in endometrial cancer.

(F#E/z & TN i (Methods/Results))
Methods:
First, we examined ADSL expression in clinical specimens from 100 cases of endometricid carcinoma by
immunohistochemistry. Then, we conducted in vitro functional assays of siRNA-mediated knockdown of
adenylosuccinate lyase (ADSL) using the endometrial cancer cell lines HEC1B, HECL08 and SNGM. We
performed DNA microarray-based gene expression profiling using ADSL krnockdown and control HECIB cells
Thereafier, we conducted in vitro functional assays of siRNA-mediated knockdown of killer cell lectin~
like receptor €3 (KLRC3) using the endometrial cancer cell lines HECIB, HECI08 and SNGM. We examined
KLRC3 mRNA expression by quantitative real time PCR and conducted in vitro functional assay after
adding fumarate to cells transfected with siADSL.

Result:

The expression levels of ADSL increased as endometrioid carcinoma specimens became more poorly
differentiated. And also, the expression levels of ADSL were higher in the cases of high degree of
primary tumer progression, T2 and T3 than in the ones of Tl. The positivity of ADSL expression was not
correlated with the degree of lymph node metastasis, In vitro functional assav of HEC1B, HECL08 and
SNGM cells, knockdown of ADSL resulted in decreased cell proliferation, migration and invasion
capability. And also, knockdown of ADSL reduced Alct phosphoryiation. In DNA microarray-based gene
expression profiling, among the top 25 molecules, we identified KLRC3, which has been described as a
receptor on natural killer cells and was recently shown to be involved in glioblastoma tumorigenesis
and aggressiveness. KLRC3 knockdown in HEC1B, HEC108 and SNGM cells induces the same phenotypes as
ADSL knockdown, that is, reduced cell proliferation and migration capability. ADSL knockdown cells
treated with diethyl fumarate, which could be produced by ADSL, recovered expression of KLRC3 in
HEC1B, HEC108 and SNGM cells. Furthermore, Treatment with diethyl fumarate restored cell migration
capability reduced by ADSL knockdown.

(#& ¥E(Conclusion))
We have demonstrated that ADSL is involved in tumor cell proliferation, migration, invasive
capability, and cell shape reorganization via regulation of KLRC3 expression by fumarate possibly
produced by ADSL in endometrial cancer, These findings provide novel evidence for the contributions of
ADSL and KLRC3 to tumor cell aggressiveness. Thus, ADSL and KLRC3 are potential new targets for the

development of novel therapies for endometrial cancer.




