Repeated oral dosing of TAS-102 confers high
trifluridine incorporation into DNA and sustained
antitumor activity in mouse models
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bl #  Repeated oral dosing of TAS-102 confers high trifluridine incorporation into DNA

and sustained antitumor activity in mouse model
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KIBEIIS ABLESEDO IR E =1 TH Y, ARRIBFRENKIEL ST TWA, ITF, YIERTRERE

TR R B L2kt U CIEEIZ 5-FU R 3E4, irinotecan hydrochroride, oxaliplatin, bevacizumab,
cetux1mab/pamtumumab EHAA DT ALFEFRESEIT SN TE ) FREGEIZEN > TS, —F,
Z O X D 7o HE LRI U TR A R T RECHEE T A BE LR b, ARl a—v
(BFFREOMNITABE TH S, TO X H 7200 F, 2013 4 3 Ai2iE multi-kinase inhibitor Té 5
regorafenib 73, #i\ T 2014 4£ 3 A(Z1E nucleoside analog T 5 TAS-102 23 KIGHED Y /L<—
{EEFEEICBIT DA L L TORREZARE TR Lz, RFETIE, TAS-102 OIERBET O
fifHT &4 T o7z

TAS-102 [ZHUiEEE: D thymidine analog T# 5 trifluridine (FTD) & FTD @ i A T O HE 4 B
F57-% thymidine phosphorylase OBHZEH] tipiracil hydrochloride(TPD) % € /Lk 1:0.5 Tl L7z
BOPIHRARITH D, FAFFETIE, TAS 102 OHUIEREZIRIZEIC FTD @ DNA BV IARIZESL &
DG LT, £ ORFED = HEREITo 7. i~ 7 22 FTD % 2 ##E O #% 5 LIRS E, osmotic
pump % FAWVT 2 BMRHGERG L-lE & T, RNE S TEVIUEE RGO G, M5 DNA
Ho FTD b Zh o7, —F, RAORGHECIIRGHIC—IaNC FA L7 @SN dUMP &725% 5%
24 FEEFFATIN T L7228, Frei 5iE Cliie 514 24 R THIKT Lied o7z, EHFIEREHER O TS [
E{EH%Z dTTP #4682 & L in vitro THBHL72FR, TAS-102 OFlEER > THDH FTD 2R 0% 5
L72B8i12385 B 2 FIEEZh R, T2 FTD O DNAR Y ABICE SN TN A £ & 2 bifz. TAS-102
e O~ 7 ASEAROES URETET o 7ofER, 5 DNA 00 FTD &3 TAS-102 D5
BRI L THER L, TAS-102 OFUEE S & EE DNA 1 FTD &IZIEEV B bt/
(R2=0.84). LAEDFER LY, TAS-102 OFUiEERIFRIEEIZ FTD ¢ DNA B D IAAIZEDW TN S
RS, TAS-102 i DNA A FHE <> RNA #REREE £ E1EM & 975 6-FU RHEH & i3t 7
IE OTEFRBFE 2F> & % 2 b=, AF9EIL TAS-102 OERBEF 2RI L2 ETH 0 il
T 5 LRl S vz,



