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TMHMA IATPIKHZ

AIAAKTOPIKH AIATPIBH

«MEAETH EKOPAZHZ TON FONIAIQON ARID1A KAI SLC14A1 3TO ®OYZIOAOMKO OYPOOHAIO
KAI 2TON OYPOOHAIAKO KAPKINO TH2 KY2THZ»

Yroynolog Adaktwp: MAatavag MyanA
2Konoz

To 90% Ttwv Kapkivwv NG oupodoxou KUOTNG €lval LOTOAOYLKA OyKolL €K HeTaPatikol
gmBnAiou yvwotol Kal PE TOV 0po «oupPOoBNALAKOC KOPKIVOC», €K Twv omolwv to 80%
xapaktnplletal wg emipavelakog. Moapd TNV apXIK QVILUETWILON, ToU TeplhapBavel
SloupnOpLKN EKTOWN TOU OYKOU Kal TIOavVWE OUUMANPWLATIKY EVOOKUGTLKN XNUEL0BEpameia
1 avoooBepaneia, éva moocootd nepimou 70% Twv enmidavelakwy Oykwv Ba UNOTPOTLACEL
OTNV TIEVIAETIA, KAVOVTAC ETUTAKTIK TNV avAyKn ovelpeonc aflOMIoTwY SEIKTWV
MPOYVWONG, 0AAA KL TIPWLUNG SLAYVWONE TWV UTIOTPOTIWV TNG VOoOU.

To yovidio AT-rich interactive domain 1A (ARID1A) evtomiletal 0to XpwHOoWHA 1p. IXETIKA
npoodata, evtoniotnkayv PeTtaAldéelg amnevepyomoinong tou ARID1A oe éva peydAo aplBuo
KOKONBwV OyKwV Tou avOpWILVoU cWUOTOG. AUTO umtodnAwvel 0tL To ARIDIA Aettoupyel wg
OYKOKOTOOTAATIKO YoViSlo o€ TIOAAEG SLAPOPETIKEG KATNYOPLEG KUTTAPWY, OTIWG QUTA TNG
woBnkn¢ kat tou evdountpiou. Qotdoo, MOAU Alya eival yvwotd yla to poho tou ARID1A
OTOV Kapkivo tng oupodoyou kuotng. Mapopoiwg, to yovidio solute carrier family 14
member 1 (SLC14A1), £€xeL MoAU MpoodaTa CUOCYETIOTEL o€ emimebo PaAOKNG €peuvac, UE
ovOpwriveg veomAaoieg Kal l8LKA Pe ToV KOpKivo TNG KUoTNG. H tpomomolnuévn ékdpaon
Tou SLC14A1 ota avBpwriva KUTTapa Tou oupoBnAtakoUl Kapkivou mBavov umodnAWVEL TNV
EUTTAOKI TOU OTNV OYKOYeVETIKA Sladikaoia Kal To KaBLoTd SuVNTIKA MPOYVWOTLKO SelkTn
TN vooou.

H mapoloa epeuvnTIK gpyacia XL WG oTOXO0 va HEASTAOEL TNV £kdpaoch Twv
ARID1A kal SLC14A1 oto puctoroyko oupoBnALo kat oe acBeveic pe oupoBNALaKO KapKivo
KUOTNC KAL VO CUCXETLOEL AUTH TNV £Kdpaon e Ta TABOAOYOAVATOULKA XOPAKTNPLOTIKA TNG
vooou (otadlo kal faduo Stadopomnoinong).

NMPQTOKOANO MEAETHZ

Ytn pehétn Oa ewoayxBolv 30 acBbeveic pe oupoBnALaKO KapKivo KUOTNG, OL OTTOLOL TIPOKELTAL
va urtoBAnBoUv o SLoupnBpLKA EKTOUN TOU OyKou. Ta KPLTAPLO ATIOKAELOUOU Qo T HEALTN
£XouV wc €€NG:

e HAwio peyaAUtepn twv 80 eTwv



e [lapouocia cuvodou veomhaoiag oe GAAO Opyavo

e Juvumapyouoa coBopn XPOVIO GUCTNUATIKY VOOOG

e AcDeveic pe avoooloylkn avemapkela omolacdnmote attioloyiag (m.x. HIV Aolpwén,
Bepameia pe avoookataoTaAtikd ¢papuaka, AqPn koptilovng KAm)

e Oyko¢ petafatikol emBnAiou NG AMOXETEUTIKNAG HOLpAC TOU OVWTIEPOU
OUPOTIOLNTLKOU

e [lponynBeioa evdoKuaTIKI /oUOTNUATLKA XNUELOBepameia 1} avocoBeparneia

e [ponynBeioca aktivoBolria otnv eAdooova nueAo

e AcgBeveic og KatAoTAGCN EYKUUOGUVNG

'OMot Ba urtoBANBoLV oe ipoeyYXELPNTIKO EAeyxo Tou Ba tephapBavel AfYPn LoTpLlkou
LoToptkoL Kot uoLKn EETAON, TTANPN EPYOOTNPLOKO KOl OTTELKOVLIOTIKO £AEy)0. AcBeveig Ue
Betikn KaAALEpyELa oUpwV Ba uTTOBAANAOVTAL APXLKA TNV KOTAAANAN QVTLULKPOBLOKI) aywyn
KoL Ba elodyovtal otn HEAETN LOVO LETA TNV eTBePalwan TNG apvNTIKOTIOINGNG TNG
KoAALEpyeLag. OL aoBeveic Ba urtofallovtal o StoupnBpikn emépBaon. O aplBuocg, n B€an,
To HéyeBog kat n popdoioyia (BnAwpatwdng 1 cupmayng) OAwWv Twv oykKwv Ba
Kataypadovral cuotnpatikd. Mptv tn StoupnBptkn ektopr] Ba yivet A\nPn tuxaiwv BroPwy
(cold cup biopsies) anod anmopakpUCUEVEG ATIO TOUG 0PATOUG OYKOUG BECELG, e
MOKPOOKOTUKA PpUCLOAOYLKO oupoBnALo. AkoAouBwg, e Tn xprion pelektookoTiou Ba
adatpolvtal MANPwC 6Aot oL opatol dykol. Ta LoToTEUA)LA TwY €apeBEVTWY OYKWY, KaBWG
KOl LEPLKEC aTto TG BloYieg mou eAdpOnoav amod GpuoLOAOYLKEG, QATIOUAKPUCHEVES OO TOUG
opatoug 6ykoug BEoelg, Ba amootéAlovtal yia TaBoAoyoavatouLki eE€Tacn pouTivag,
nipokeLpévou va aflohoynBel pe akpipelo to otadlo kal grade tng vocoou, KaBwg Kat n
Tapoucia 1 amoucia KapKwWUaTog in situ (CIS). AVTUTpOCWIEUTIKA LOTOTEUAXLA ATIO TOV
OYKO KOl KATIOLO ot TAL LOTOTEUAXLA TToU eAjdONncav and ¢pucloloyLkég BECELG HaKkpLA amo
TOUC 0paToUC OYKouC, Ba StatnpnBolv oe Babid kotdusn (-70° Kehoiou) yia va eheyxBouv
0VOOOIOTOXNUKA yia TV ékdpaon Twv yovidiwv ARIDIA kat SLC14A1.

2N peAétn Ba evtayBouv kal 15 oupoAoyikol aoBevelg xwpic oupoBnAlako kapkivo
ol onolot tpokeLtal va uTtoANBoUV o kamola AAAN StoupnBpikn eméppaon (r.x.
SloupnBpikn pootatektopr)). Ot acBeveic autoi Ba amoteAéoouv tnv opdda eAéyyxou. Ao
Tou¢ aoBeveig autolg Ba AndBouv tuyaieg BloYieg KUOTNC KAl TA LOTOTEUAXLO Ba eAeyxBolv
0VOOOICTOXNILKA yLa TNV ékdpaon Twv yovidiwv ARID1A kot SLC14A1.

H Tpwehrc Erutponn:

MavvakomouAog Itullavog, AvamAnpwtig Kabnyntrng Oupoloyiag, TuAua latpikng, AMO
TouAouTidng Ztavpog, Kabnyntig Oupoloylag, Tunpa latpikng, ANO
KaAaitlng Xpnotog, KaBnyntrg Oupoloyiag, Tunua latpikng, AMNe
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Ninety per cent of bladder cancers are transitional cell in origin, also known as “urothelial
tumors”, 80% of which are grouped as superficial. Despite the initial management which
includes transurethral surgery and possibly adjuvant intravesical therapy or chemotherapy,
some 70% of the superficial tumors will recur within 5 years, which leads to the necessity of
finding prognostic markers and markers of early recurrence detection.

The AT-rich interactive domain 1A (ARID1A) gene is located in the 1p chromosome. Recently,
deactivating mutations of the ARID1A gene have been found in a considerable amount of
human tumors. This implies that ARID1A functions as an oncosuppressive gene in the cells of
many tissues, such as ovary and endometrium. However, there is little knowledge about
ARID1A’ s role in bladder cancer. Likewise, the carrier family 14 member 1 (SLC14A1) gene
has been very recently related to human tumors, especially bladder cancer, at least in
primary studies. The changed expression of SLC14A1 in human cells of urothelial cancer may
imply its role in the process of oncogenesis and could therefore be used as a prognostic
marker.

This study aims to investigate the expression of ARID1A kat SLC14A1 genes in the urothelium
of normal bladder as well as the urothelium of bladder cancer and its correlation with the
histological features of the tumor (stage and differentiation).

STUDY PROTOCOL

In this study 30 patients with urothelial bladder cancer will be included, who will be
consequently treated with transurethral resection of the tumor. The criteria of exclusion
from the study will be:

o Age over 80 years
e The presence of cancer elsewhere in the body

e Severe chronic systemic illness



e Immunocompromised patients due to any etiology (e.g. HIV infection,
immunosuppressive or steroid therapy)

e Transitional cell tumor of the upper urinary tract

e Prior intravesical / systemic chemotherapy or immunotherapy

e Prior radiotherapy of the pelvis

e Pregnancy

Before surgery all patients will be enquired about their medical history and will be physically
examined. Complete laboratory and imaging tests will be run. In case of positive urine
culture proper antibiotic therapy will be prescribed and a subsequent negative urine culture
will be required for the inclusion in the study. Patients will be treated with transurethral
surgery. The number, the position, the size and the morphology (papillary or solid) of all
tumors will be marked systematically. Prior to the transurethral resection random biopsies
will be taken (cold cup biopsies) from distant to the visible tumors sites that seem to have
normal urothelium. Subsequently, all visible tumors will be removed with the use of a
resectoscope. The resected tumors and the tissues from the seemingly normal distant to the
tumors sites will be sent for routine histologic examination so that the stage and grade of
the tumor can be estimated as well as the presence or absence of in situ carcinoma (CIS).
Some representative tissues from the tumor and some samples from the seemingly normal
distant to the tumor sites will be stored in deep freeze (-70° C) so that they can be examined
by immunohistochemistry for the expression of the ARID1A and SLC14A1 genes.

In this study 15 patients that have an urological disease other than urothelial cancer
and are assigned to another transurethral surgery (i.e., transurethral prostatectomy) will be
also included. These patients will be the control group. Random bladder biopsies will be
taken from these patients and the tissues will be examined by immunohistochemistry for
the expression of the ARID1A and SLC14A1 genes.
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