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Direct oral anticoagulants (DOACs) are widely used as preventive agents for
cerebral thromboembolism due to atrial fibrillation and deep vein thrombosis of the lower
extremities. In this study, we analyzed the antitumor effects of DOACs. Anti-thrombin DOAC
(dabigatran etexilate) and anti-Xa DOAC (edoxaban [EDX] and ribaroxaban) are orally administered
daily to tumor-bearing BALB/c mice to which colon cancer Colon26 cells have been inoculated, and
blood and tumor tissues are obtained from the mice on day 21 were collected and analyzed. As a
result, EDX dose-dependently and significantly suppressed the tumor growth, the expression of plasma

levels of IL-6, MMP-2 and tissue factor which induce coagulation and inflammation in host mice, the
expression of tissue levels of factor Xa receptor PAR2 and various cancer cell proliferation
related factors. EDX also promoted apoptosis of tumor tissue cells. These findings suggest that EDX
may be used as a new antitumor agent.
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F A ENE BALB/c ~ 7 A (6 #fin, & HE n=5) O FEKBEEERZ T2 Colon26 A (1 x 10°4#/100
pl) ZEFEL, MRS ES SNHEBHE T A%NL~ DU RSO Y 72T 100 L 4R
BHOKEE GRS FXAFEREOH e 3K (Dabigatran etexilate [DABE]) KO
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FURR B ISR ER IR - CD1. FUpRHs~ — b —Ki67, M HHAERHEK 7 (VEGFA, VEGFR1). HupuHy
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558 (5 mg/kg/H., 10 mg/kg/H. 20 mg/kg/H) DNEEY A R HIETHELZ R LI
FEF. EDX O 5 BRI IEEHE AN R A 2 S 7223 10 mg/kg/ B GHE L 20 mg/kg/
A GRECH BN BN T2 2 E0vh | 10mg/ke/ H Z i@ IEH 58 & L7z, EDX (10 mg/kg/
H) B5FICIR T D M & SRR oo g B R+ D 28 (b 2 I E L EDX OFUEISERIZ DU
THFIEIRHIMRBT 21T > 7=, Colon26 Hffi~ 7 2~ EDX #5- 21 H HIC R b=~ 7 A M
? IL-6, MMP-2, TF, PAI-1 JREAME LR R, 1L-6 & MMP-2 JREZ L [RIARIC, TF & PAI-1
JE % Colon26 HEfE % FAREIC Fhig: L C EDX B GO MIETITAFEIC (p<0.01) ITIEF LTz,
JESEARARZ 31T D b B R/IK (PARL) & FXa &K (PAR2) 122\ Tld, Colon26 #%f&
SPHRRETCIE PARL, PAR2 |22 L < BAMIL CTUW 223, EDX $58E Tk PAR2 1ZAEIC (p<0.01)
IR TF LTV e2s, PARL ICIZZARIZ A DR o To, B OB K 1 (STAT3) | Hifa
JEIFRER - (CyclinD1) | MifaEfE~ —HF — (Ki67), M ABJE K 7 (VEGFA, VEGFR1),
MR SRR 7 (p53) D FEBLE A e Z kY ik & ELISAIETHIE L7z, ZDfEH, STAT3
S B R QLI OO TE AR I FElE LT Colon26 4248 FRAFE TIEKI 16 FRICHINN L TV =28,
EDX & GRETIZZ O3 BICK T LT, Cyclin DI REEIZBLEREO EFHEKETIE 11
ng/100 mg FFRETH V| Colon26 HEFEXIHATED SRR CITH 12 fFICHREISHEML, EDX %
HRETIEZ D 5% FRTME T LT e, £72, Ki6T BEEITEUERO EFHEME (23 ng/100 mg
KRR ) (CHi LT, Colon26 B FRAECTIIR 6 50 L Tz 2y, EDX G- TIEZ 0
5% IR T LTz, E61C, EEM#EE TUNBL (& T4 5 & TUNEL Btk (7R h—3
)R AL AR 0D TE LA KD 50 cells/mn’ Tdh o 72728, Colon26 HEfE s ARED fHs
HLRRTIX 400 cells/mm?, EDX % 5-BE DO EEEHLAE TIX 900 cells/mm* |23 L <ML TV, 7
RN —=P RITERT D pb3 ZMIE L7z & 2 A, HEAEREOIEF MK TIX 0.3 ng/100 mg #H#%E
A& Tdh o722, Colon26 HEFEX LD IESIHEAL TiX 1.3 ng/100 mg KRR A& ITAH EITHMN
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