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1.25m? PL b 1.5m? A 50mg/[fl
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FFEIzBU 2055 (1 EH)
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Cer#fesefiti= ( (140-4F#n) xfhkE (kg) / (72xIiE2 L7 F=
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710 7L 7 F =275 2 AN 50mL/min KO BEEIZH
B AR e OV VR IIHENL L T e, [9.2.2 SR
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PLMERIRA . SEFERIERAE GREIR © 3824, THEETG . MBRIESE) (»
TSR . HIMERIEAD (46.7%) . Al BHEEAH) .
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16. EYEIRE

16.1 MrhiEE

16.1.1 BEKZE

() FHTZ=I-FRAFI)N-FTFF)IH ) AREHK &R
H 12 %412 32~40mg/m? TRBREIHLS L 72 5 o Ii4E ik
Mok, 7H 7=V (FT), ¥29 )V (CDHP), #+7F
TNV AY A (Oxo) ROR#EWTHL 7 VA0 T )
(5-FU) O3WEIRE/NS % — & FRITRTY,

Crnax Trax AI_IC>< T2

(ng/mL) (hr) (ng * hr/mL) (hr)
FT 1971.0+£269.0) 2.4+£1.2 |28216.9+7771.4] 13.1+3.1
5-FU | 128.5+41.5 3.5+1.7 |723.9+272.7) 1.9%£0.4
CDHP |284.6x116.6| 2.1=1.2 |1372.2+573.7| 3.0%0.5
Oxo 78.0+58.2 2.3+1.1 ]365.7+248.6| 3.0t1.4
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SEHVHE 3R CORMKL G2 L 2BIRRB2 S HI L
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V1) BRI AN 55\ T I L7 TN A T
HCIEFEEMM 7213 0.7% (1171669 B1) . HgHe e 5 -
WP PR - IR AS 425 O fififEE 13 0.7% (12/1669 1) TH
D f:o

E2) AAEEATIEICB WL, FREREE 21.8%& BIERSEH
3’4*—‘75“%7]”) f:o

VE3) LIS 502 S L 7 SRS RE LI TS R % e &
L7 BIRBRBRO T H T =V - FRXFG YN - FFFTINAY Y
LEEAFIHEMIE G B W TIE, TR 16.0% & BIVE 3=
BEho72,

14. BRALOZXE

14.1 EBHZAEFOZE

PTP @D #KZ PTP ¥ — F bW L TIRHE T2 &9

BETLHZ L, PTP ¥ — bPORAKICE D . BEVEATEA A

AT A LB IZIZILE B 2 L CHERRIA 25 0 F i 2 &0k

SEERBRT A DD D,

15. ZOOEE

15.1 ERERfERICE D 153

15.1.1 RHF 25 L2 BEIC, SIS (B 2 4
BELH D), BHBEEAUERER (MDS) 23584 L7z & O
Vb,

15.1.2 73 a7 VORL#EEETH L Ve Fu ) 3
YryFe ks —+ (DPD) RESOBEEHN T FIH
HEL.COLE) BBZIZTI NV T YT VIV RER 25 L7
G TESINCEELZRIER (KN4, TR MRk, ke
BELE) PEBT L OGN D D,

15.1.3 RH| & ORFEFRIIAHTH 555, BHELA LN L
DWEDH %o

15.2 FEERERRBRICE D < 153k

1521 77 VA 7 ATBEBIRETHHEI e T L (A
). FTITINA) T ADREEND R WA I LR
BRI T2 (S b)) 2enb, BEOFH pHET
WD THPFEE LR T 2RI RE SN T,

15.2.2 A XCFAEH G L7 A (IR BRAG B - SR o i ka5
OB 5 2 EBHE SN TV D,

%15.2.3 IFLEER RIS & 0V 22 e AR B U5 T OF < w7 2 KR
Mz A 7z/MERERICB W T, BnmErmE s Ttnb,
[9.4.2, 9.4.3 &&]

*FT. CDHP @ AUCo-48hr 5-FU @ AUCo-14nr+ Ox0 @ AUCo-24nr
(n =12, mean*S.D.)

@) FHT7=I-FRAFYI)I-FTFIA) 7 AEEH &R
12 256~200mg/body FEIH#%5-ED L7240 FT. CDHP. Oxo
T 085-FU @ AUC, Cuax (ZIFIZAE KA LT LA L2,

16.1.2 REHE
FHT—=NV-FRATUN-FT T2V 7 LEEH % REE
10 4412 32~40mg/m? T 1 H 2 0] 28 H M#E H#% 5 L 72k
1. 7. 14, 28 HO SRR 2 {5 L7/ R, S0l 28w
REBIE L, 2 BRGRICBWTHHNRMEDOY 7 2v
(Ura) O 322 CH Y . CDHP 12 & % DPD & 0] 58
BT, BEEREH A2 OR & o 72V,

16.1.3 EMFHIEEFHERER
IXT—T A VAN TN T 54— A7 VEEH
T T25 #EE (74— A7 VEAEH 7RIV T25 1238
IEDHHEE] IZFNEN2 S TN (FH 77—V 50mg. F
A5V 14.5mg. &T T IIVAY 7 A 49mg) ZEHE I HL AR
35 (7 axF—n"—) L. 7H 7=, FXAFZINVEY
T T IV IMEERIRE = E L7z,
BONTZHMBEENT A — % (AUC. Cmax) 122V THEEHF
M EATo 7R R T H 7 = VR OF XT3 AT o3l
DED VR EHEIX A log (0.80) ~log (1.25) DHIPHAI T
HY. Fo T T INEHBEOFIEMEDZES log (0.90)
~log (1.11) OHPHHNTH Y. »o. EHRE TEMZEHE )
FULTWAEZ NS, WA OEYFEEFEESHER S
729,

KK 2 H TR NI GO EEE ST A — ¥

Cumax Tmax nw AUCo-48nr
(ng/mL) (hr) (hr) (ng * hr/mL)

IXAF—T
AT A
YT
T25
TA—TA
Vg s
7tV T25

2254%538(0.7%0.4|10.3+3.3| 19512%7610

NN

f

2323+522|0.6+0.3|10.7£3.2| 20356 =7816

IXAF—TL
27 VA
717V
T25

T4 —TITA
/g )
7V T25

461+124 |1.1+0.5| 2.5*0.4 1647 =265

TN

482+121 11.0=0.3]| 2.6+0.4 1655 =297




IX A —T
7 1‘77@[—1@ + + + +
Sl Tel 119+70 |2.5+1.111.9+0.6 640 =370
5 |T25
Vg4 —x A
VT A D 112+77 [2.8+1.6/1.9+0.3* 652+ 434
7V T25
(Mean=S.D.n=22 (¥%n=21))
SE 2500 —— . I —T AT AN TEIVT5
Eﬂ O LT A =T A VEE S T IVT25
— 2000 Mean=SD. (n=22)
il
if 1500
|
1000
R
I\
=500
&
=i
48
g 5% EmrEE (hr)
~ 600 —&— TRy —T AT VAN TELTS
g . SO LT A XA YA S TR VT25
% 500
2 ) Mean+SD. (n=22)
w400 R
S
NS
N
= 200
i
g—;; 100
= o1 1 1 i
wl 234 6 8 10 24 48
i 5 (hr)
S 180F —e— IR F—TATVEEN TELTS
E . SO T AT AT VEREH TRLTS
& 150 F : i
E Mean=SD. (n=22)
2 1201 |
N :
N 90 P R
N N\ T
IS
D60
T .
B O30HL T4
= L SN
TR | — — o
OMW 234 6 8 10 24 48
87 - peiesmgi (hr)

AP IEEEAE ONZ AUC, Crnax EED/8T 4 — 513, BiliE 0%
AR OFREAI KL - B S5E OSBRSS & - TR 5 W Ret
Vb

16.3 9%
HEAWRS KO 5-FU O & kI COEAFAFIEFT 49~
56%. CDHP 32~33%. Oxo 7~10%. 5-FU 17~20%T& -
724 (in vitro)

16.4 X3
FT 75 5-FU ~OR#IZEG T s MFI 70y —20F
70— 2 P450 D3 FHEE LT CYP2A6 A"ETH 5 & D
EH3EB DY (in vitro) o

16.5 Bttt
FHT=I-FXTV)I-FT5VIVHY 7 LEEH RS
12 4412 32~40mg/m? TEBHE MRS L2k, R
72 W TICHR G5 12x L CDHP 52.8%. FT 7.8%. Oxo
2.2%. 5-FU 7.4%hkM S 7zb,

16.6 BHENER4HI 8%

16.6.1 BipEEEE

(1) ZEBREDSTEMN MRS S M7z W PR SRBRE B (PR SR B SRR
B, EERE) (I2oWT, GG 2 L7 = U H. R,
S I OMKE A 5 Cockeroft-Gault IE2 2 HWTHEH L2 2
L7 F=r )75 v AE (Cor #E5EME) 1230 X BHEAEATIE

_6_

LRI SIS BB &R R & S D B
2T FRFEho AUC #7R79, [2.3, 9.2.2 2]

e AUC o) (ng - h/mL)

(Cer ¥248) > 80mL/min 51-80mL/min
FT 10060 + 1842 11320+ 2717
5-FU 541.2+174.8 812 4244 9
CDHP 977 8+327.9 1278.0+306.6
Oxo 155.7+97 5 458.2+239.7

(n =17 (Cer : > 80mL/min), n = 11 (Ccr : 51-80mL/min),
mean*S.D.)

2) BEEETIV (9YF) 1T T 7=V -FAITINV -+ T
YA Y ABERI G LA BHEREICH 5 CDHP
DY T T AHIMET L, 5-FU DI 0#E % 5 %R
L7227, [2.3, 9.2.2 &l#K]

16.8 Z DAt
IR —T AT VAN TRV T2 1REEEiciEox, =
X =T AT VEAE S TRV T25 & A RS & e &
nzzd,

D) AFIOARRRANEIE, 75mg/HTH %,

£ 2) Cockcroft-Gault 3
Cer $eEME = ( (140-1Fm) xMKHE (kg)) / (72x1iE 7 L
7F=> (mg/dL))
(LHEDHEIZEHICELNfEE 0.85 /53 %)

17. BRERRIR
171 AR RLMHICET 55
(ZheELLE)

17.1.1 EIREERHER (BEHRS5)
THT=IV - FAFTIN T TNV A) 7 ARER (FT 80
~150mg #H4 =/ H) 1 H 2 \aERE 512 X % BiR s %
HEt Lo, Z0RIL BT 46.5% (607129 B1) . 50 -
JE 32.6% (42/129 B) . BHSAIRE 34.1% (29/85 ). JE/MA
N CRiGHEREI) 18.2% (18/99 ). FrAFE L IL 5L
5 21.8% (12/55 1), JediE 32.2% (19/59 ). JBs&HE (FLEE
ERORE . NHFERE N O AMIE A e o (LR R BB 30.5%
(18/59 ) TdH - 7292, Zp. JE/NHITLRRE O B EGER
TAREAER 2 BT 2 BRG] 16 B ((ba=9REd 9 B, Zofhid
Fhilid B\ IETHREE) TRENFIIRD SN Dh o7,
Hpd 502 X B IRERER (T RC B iGHea S 6. e 61
K ONEERFRER] % B <) 12 BT BIFEHIEEM BEAEBIIE 578
BITH Y, BVEHSEBIERIL7.2% (504 fFl) THo720 F7-.
B (& 34 VSR PUEEESH]) *H 3 2 PRI
L (RIBHE IR L) TORIWEHZEBIERIE 96.4%TdH
5720 BIIEFEA FLRE. BERE M OHIESE Tl BRI S8 B3tk
OFFEICHE L CEh o720 T2 R CIREEORHEL S
L BRICAERANE - L - T - THRIZO GIBEE CHE TH
>77
BRE FEEE 22 SNABIEHIIROEBY Th o7z, Gk
JENNES)

MG RIS R

e HIGIERA LR S R
(55 1) (59 1) (59 1)
F I Ek i A 69.1% 32.2% 49 .2%
(2000/mm? i) (9.1%) (0%) (3.4%)
I rhERig A 72.7% 27.1% 42.4%
(1000/mm? i) (9.1%) (6.8%) (5.1%)
NEZOVY VA 45.5% 50.8% 50.8%
(8g/dL Aii) (3.6%) (5.1%) (6.8%)
IR A 38.2% 33.9% 23.7%

(5% 10%/mm?3 i) (1.8%) (1.7%) (0%)




AST & 34.5% 18.6% 37.3%
ALT k5 29.1% 16.9% 27.1%
AR 54.5% 61.0% 33.9%
(ZL—F3LL) (5.5%) (13.6%) (6.8%)
L 47.3% 55.9% 32.2%
(Z/L—F3ME) (0%) (10.2%) (3.4%)
AR 30.9% 35.6% 20.3%
(ZL—F3LL) (0%) (5.1%) (1.7%)
T 38.2% 37.3% 22.0%
(ZL—F3LL) (5.5%) (6.8%) (1.7%)
957 40.0% 47.5% 35.6%
RSP 41.8% 25.4% 27.1%
kA 47.3% 39.0% 42 4%
595 16.4% 22.0% 22.0%

7L — F4pHIL. NCI-CTC TH5ET

GE/NRafmzE)

17.1.2 ERE TEHER (fFAKS)

e NHRREIGRE (GRIGIER) (2R3 2 B IIERIR 28 TARRAER & L C
Tolz0tHaE (FH 7=V - FAFTIIV - FFFINHY Y
APAH 21 HIEEH AR S12, Y AT T F ¥ 60mg/m? &
558 H BIZHE) ([ZB1T 5 BRIRMHE & 45T L 7ot . 223031
47.3% (26/55 ) Td o728 29,

EIVEFRF T REAEB L 55 BT ) . BN 5 A OREITER A
ZEH L 720

WK FEE L EZEZ ONEHAERZIIROLEBY) THo7z, (K
HEIE M)

. B 55 BLER
R I/ NIRRT (55 B1)

FIERK A (2000/mm3 i) 52.7% (5.5%)
T rERE A (1000/mms3 A 65.5% (29.1%)
NEZOE VA (8g/dL i) 90.9% (21.8%)
MK (5% 104/mm3 i) 60.0% (1.8%)
AST b5 14.5%

ALT L5 14.5%
AHRAIR (FL—F3LE) 78.2% (12.7%)
Bl (FL—F3ME) 63.6% (10.9%)
WEnt (7L — F3LE) 38.2% (7.3%)
TH (FL—F3LE) 34.5% (7.3%)
BIAPS 25.5%
ik 23.6%

595 9.1%
7L — F4¥E. NCI-CTC TH&F

(B#)

17.1.3 ERE D HHER (HTEmHEBER)
Stagell. MO BFHEHYBIERN ZMNGFE L, 7HT—L - F
ATUN - FFITINA) T AEER (LT, BEH) %5
(Filfrts L4EM) B (520 1) & PAlvHMEE (530 1) % LR
LR (B o gLl - 5% 3.0 4F) . EFH O
N — R 0.68 (95%ETEXI : 0.52-0.87. B 7T v 7K
5E p=0.003) T, BlAHI 58 1L T HAEE & i L 38y
A7 % 320K T STz FAfitk 3EDOAEFHEIL, FAMTHANEE
70.1%. FLEFIT%E 55 80.5% T > 720 F 7z, HEFISAFLIMN
DN — FIIE 0.62 (95%EHEX I 0 0.50-0.77. B 77 > 7
FesE p < 0.001) T, BLAFIH G- P07 HAHE & it L </
FE A7 % 38T 7z,
LB, B RO 3 ARG, TAEMEE70.1%., FAaHIT
H5#80.1% CTH VY. 3 EMEFIA LTI TATHIEE 59.6% .
FLEHIP5-5E 72.2% CTd - 7230,

(FIVEZRERBE,D HER2BBMETERES Y X7 DILEIC

BT BMREEE)

17.1.4 ERNEIHEHR (REDEE)

Stage I ~MIB ®» T X b 0 v Z 4K 2> HER2 EPET
s A 7 EVOFEOMHREFEED AR, TH T — )b -
FAFT N - FTFITINAY) T AREH (LT, BEH) &H
SIMEREOBE T (979 B1) & NS IAERIEEHAREE (980 1) @
BRI R OV G % i3 2 1R 2 AL IR B M LB & it
L7ce H-WEEZLT7TF=0 2079 2 AR OIRERFEIC
LT, BAH (FT60~120mg #4E/H) % 1 H 2 E. 14
HEEOROESH T HEARSEL. S iRy Lt s
oo PNATUAIRERL L SRR AT Al D RN 9 2 R HE A 70 P43 IA PR
FERIED 2455945 2 L L &N, WG B LIRSk
FEHEIZH YT 5 T MAHNIRE 1 EB., NoEkIIRE
SAEMMKGE T A 2 & & SNToe FEFEMEH T 2 REMER
BORGEFHM O N — FHIZ0.61 (95%EHEX A  0.47
~0.80. 1T ¥F ¥ 7 KE p=0.0002) T&H-730, (2018 4E 11
H1HBF=%%y bt 7) ED

FEA I & 5 22 0 B T O Ze MR HT 0 R & S 7z 954
BlZBWT, HEFRIEHHIL99.0% (944 ) TH -7z, &
A ERRIE, HINEGEA 54.4%, BFELE 50.3%. ALT E
7 42.9%., WFHERRD 42.0%, g ) v e 2 B 40.8%.
JE57 39.1%. AST k5 38.6%. £if 34.9%. H.(s34.5%., F
9 32.3%. IM/IMIRA 32.2%Tdh - 720 [5.4 BR]

(%)

100%

---------- o EAM/ASBREAS AN
90% Thn—

——

ey Pt i ey

HRHE < & O S RE Rl
g

0 6 1z 18 24 30 6 42 48 54 60 66 72 78 84
Efd 5 DEIR (A)
[====- R BEEEIRE BB H/ AT R A D R |
Number at risk

EAR/MBREGAT 952 937 917 905 878 841 759 629 483 295 86 23 2 O
WREARIRE 967 946 917 890 848 811 724 590 428 276 65 19 3 0

1) WESIAZELT, LToOXE@QoBE LEms e,
O Mg v 3EssE A o B e R 3_ g %
Fh LT 2 BTl SEMFREE GRS ) o~ S EHilnfg A
Bt EE) o
@ faws ) v SEHEB ST TR 1) ~3) OWTFNhIli
M3 2 BH
1) HrAiEpREE S e WG L PR RIC BT (1) 2
£ 3em Ll (i) M7 L—F (HG) 3. (i) 62
ZIRERENFED 5N L, (iv) HG2 7 2iZ##% 2cm ML L 3cm
Kt (v) HG2. BIH#E 2cm il o MGl ~ — F — sl %,
NiE (vi) HGL. &£ 2em LLE 3em iAo~ — 7 —
i
2) WA LB EEA D 554 FRE IO v EoF
HARIC B W CTRIEEOERGF RO 5N b,
3) RPN WERIEEED D 5 565 FABARICB W (1) 2
£ 3em BB, (i) HG3. (iii) BI5 272 IRERED D 5
5, (iv) HG2 2 2% 2cm LI E 3em K. (v) HG2.
EHE 2em K2 oiE~ — 7 — @30 (vi) HGL. 1248
& 2cm LLE 3em i D BE~ — 7 — B EH,
s gURHERE E I X % Ki-67 labeling index 30%LA E. &
Ki-67 labeling index 14% L I 30% % iiii © ¥; A 1% Oncotype
DX OMEAERE S 1. recurrence score (RS) 18 L E D4
G & Sz,
1 2) MIRSRREIITbIL TV ASAIZIE, B 2 ML
ERICHT LTWAEZ & e &, BEH L gtk o



I REOFF B OV A 81 3% 544 T B O URF I b e w2

LrEhi,

UFOWTNDOEIRES Nz B, MHTN G R

W3 B YA AR & AR IR O 58T & LT

BEFSEMIRGT I L sz,

CHREOMA Y EFY 7o XIE N LI T2y, TRLY

YHE) a—=TuaL )y 2EBEDOBH LI L SN,

CHRBONE T AIEY =)L, Liay— L itk

ARY o TURY —EHERPABEEOLEITIE. Y EF

T XIE LI 7oy E E N,

1 4) HRPED AN R R OREBVBULFL A F & PNk 2 o B
T 952 B, P43 iE I AR T 967 Bl Td 5 72,

18. FEhEIE

18.1 {EARE

THT = FAT N - FT7FH) 7 2EEH (LT,
&%) 1 FT. CDHP U Oxo D=0 % &+ 5 8H| T
0 REOFGHOPUERRDRIZARANTFT 22554 1248 S
N5 5-FU IZHDOWT W5,

CDHP i3 F: & LTHIZZ {543 % 5-FU BALA#HEER O
DPD % @RI EST 22 L1k > Ty FT X W jRAET
5 5-FUBES FA S95, ZOEKNSFUEED FFIC
o T, EHEN TR 5-FU O ) YL E TH 5 5-7 V%
TR 7 LT RGBSR L. PRSI RI MRS 5, £
72, Oxo IR G 2L ) F & LT IbEMBIc oA LT
orotate phosphoribosyltransferase % SR FEPLILE L, 5-
FU 25 5-7 )4 0 X 7 Lo F KO ER % @R 190§
5o TORERMAEFIIEG 2 LD 5-FU i HulEEzh R % 48
9 2 e LR EEDRRIM S ND EEZ LN T WA,
5-FU ot id T & L CiFMER#Y TH 5 FAUMP 28
dUMP & H#0 L. thymidylate synthase & U8 70 % iR &
ternary complex Z Il § 5 Z L 12 & 5 DNA A% &
5o 2 FUTP I SN T RNA BfEZ2BET L2 b wb
ﬂ(b\5132)~36)0

18.2 miEZEZIR

FHHRME, BRI AH-130. LR (F v ) ROV A A
fitifs (= A) FEOKMEE TRMES ., £7-. ¢ MEIE. K
FE. FUE. e, BE. BOREE TRRMIES (X—F7v a5
WIE X = K~ A) 1ox L. EEEEEGEIR R E R L2,
7o WA ANHEOMEEREE TV (7 A) IZBWTEMIIRE
Ry SHICKREERTFEFMHELZET VY (X—FIv )
WZBWCHT AT F AT -7 T2 h )T LA
FNL IS FE IR YR % 7 L 723010,

19. BRI ICET 2E(EFMFER

1 3)

191 FH7 -

— &R . 7T H 7 — v (Tegafur)

1b4:4 - 5-Fluoro-1- [(2RS) -tetrahydrofuran—2-yl] uracil
43173+ CsHoFN203

rFa o 200.17

bR

T g orsmme i

W ABOREREOH R TH L. A5 ) = VIZRRET
G, KXIFZF =) (95) I2RREITIZL vy
FRBALF P ) ABIBICET B0 A Y — VB
(1—50) (FFEEIEZ IR S %2\

o 166~171TC

19.2 X X5

— A FR - £ AT )V (Gimeracil)

1%

1b544 : 5-Chloro—24-dihydroxypyridine
4373+ CsHaCINO:z
5= 1 145.54
la==i v
N

OH

W RO REORETH DL, VAFVANVKF L F
CHEITRT L, NN-UAFIVRIVAT I FIZRRE
TR AT = VIZRREITIZL 2y /=
(99.5), 13-V AFN-2-4 I V)Y v LIFKIZ
2 vy,

AR 262T (0fR)

T

19.3FF52IAUTI L

—MEZFR - 77 )V Hh 1) 4 (Oteracil Potassium)
1b4:4 - Monopotassium 1,2,34-tetrahydro-24-dioxo-1,3,5-
triazine-6-carboxylate
77T CaH2KN304
Srf 195,17
==y S5
KO:2C g O
%
hig
0
R ABOREEORETH L. KIZHEITIZL 28/
— )b (99.5) XUZA %/ —NMIZIFEAEBEIT 2,

T

22. 3

(IXF—TIRTUEEHTEILT20)

5 77X [14 5 7+ (PTP) x4]

(IXF—TIRTUEEHT IV T25)

5 7 7 [14 5 7+ (PTP) x4]
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