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EEMBAFICIBNT, BE LIS (B LIXLer) oBBRAHEET S Z &%, %0
RRE  HEOBRERORBRT VAV ONMBIZBWCTHERTH L. I L S OBRZ T 5
FIEO 1 DICRHEREWENE - VBT 1N o 5. REMIKYEIRE - 2T, AR THL
TSR B REFEAE J O ) PR 2 xh G & U CEY BB K O DB 72 8T A — K i & %
DEE), HEEGZDEBOBEROZEZFRICMT 22 L 2T 5. REHEYEIE -
IVFRERTIX, A B OERLBERICBOTRE L JUSEHHEET VLT 5 BT, 27725 E
THARFLEE L TERLTWD. SBITEBN L EREYEIE - I FMTIc b E 63, &
HOFES BB L2 L VBRI 28 AT 52 ENEENTWD N, ERSDOREZ
FRIA P TERHERISE BN RE - JETVFIRATIC OV TILE ORFLRR OBHE X 7 & EF M FE I B W T
BAPELTHRVORBRTH LS. EEMICTBITDRED 158 LT, EHRMLH S ORGEHE
REFETL2HCHFERDHD. HEHFHELATIERRBICEN T, REG#MEICHE-TZ T
TUANRERIZE KL, EBICEDOT VT T ADEKITHE - TE O ERORGENRIFIC
WAT 5728, LT OBBER OIS EZZERT D2 ENRREECR D, ZORMBEE R 5K
A& LT, BOHEEREL A EREMEYIREMRITIC L2 e —FR 7B T\t d
OO, TOWEMAEFIIROGNTEY, TOFAMEERIET DTS LR FHAMENLETH S
EEZDNT. EHIT, WBEOEFIHREITH CFFEEE 2 AIA A TERHE HIEE B REARAT D 7112
IEFE-TEY, ISZEHEELHCHEREREYEIE - F52MITe, £ ORI~
HFEFNIBAEE CITE SN TV o Tz,

AWFEIE THCHFEET V28 A LT RAEREWEIE - 37 MHTIc & 2 BRI IC BT
BehE&REicE T 2090 LELT, BALFEREAZATHZLEBRESIN TV HILED
TAS-114 ZEk & LT, HOFHFEET T V28 A L7 RHERESEY B AT O B RIR B HEE 123817 5
HAHAMEROHCHFEET VEEA L REMEYTRE - 377/ O =3B O 5 s
BIAMMEZFMT 22 &2 M E L.

1 E T, FERRR R K OB O B O EEEZ AT 25 2 LA HE Sz TAS-114 %
fiEfTxG & L C, TAS-114 ® B C#FE 2 E L 7z RFERSEEh B fR T 2 i L 7. ARfEHT <1



TAS-114 12 X 5 REHBEZ X R B E DL H) % enzyme turnover model TZEBL L, TAS-114 Ok
EHEMBIEET VICEA LT, TAS-114 ([C X 2WRFELRT LT, hharA—FA b0
MmAEH TAS-114 JREE & BER A ROH L E DO BRI Emax E7 VT, REEERMERHEEL 7 VT
7 o ZAOBMRIL linear E7 /L TREBL L2, S 6T, KET /VZ AW IREHRTEE & BRIK OB
L DLk Zm LT, KN FIEORIRIRERTEIZB T 26 AEEZ R L.

% 2 B TIX, TAS-114 ® dihydropyrimidine dehydrogenase (DPD) [ % £ 3 535
ETNEH 1 ETHELLEETNVICEATHZ LT, HOLHFEET V28 A L REREYE)
HE - AT T LM L7 (Figure. 1) . TAS-114 (2 X % DPD fHED~—h —I21%, TOW
KMERERE TH 5 uracill OMIBEFIRELZ H W7o, TAS-114 (2 X% uracil fAHHE % indirect
response model TEE L, i /— kX2 bl TAS-114 #E & 10 5 0 B
1T Imax BTV CEILLTZ. & 512, TAS-114 & capecitabine @ ffH phase 1 iR T&L &M DH
RMBRE SN TWIEROKRGREIZONT, MELEZET AV ZHWNT TAS-114 OBREE LW
uracil RHILECBEANGELERL, TORGEOR YL R L. REOMAT 2@ LT, EIKL
R ORGERINICK T 2 HOHEET Va8 A L REHTEYERE - 7)Mo A Y2 R
TZENHRTEEBERXD.

AHFZE TR LT FEN B OH SR AT 2MMoEEMIBWTbEASNSZ LT, £0
FAFENRICICHBRT 2 Z & 2T 5.
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Figure 1. Schematic representation of population pharmacokinetic and pharmacodynamic
model of TAS-114

KA; absorption rate constant, V2; distribution volume of central compartment, V3;
distribution volume of peripheral compartment, CL; clearance, Q; inter-compartmental
clearance, Cp; concentration in central compartment, Kenzin; zero-order enzyme formation
rate constant, Emax; maximum induction effect, ECs0; concentration at half maximum
induction, Kenz pEG; first-order enzyme degradation rate constant, Aenz; relative amount to
baseline of enzyme, Kin; zero-order rate constant for production of uracil, Kour; first-order
rate constant for elimination of uracil, Imax; maximum inhibitory effect, ICs0; concentration

at half maximum inhibition





