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1 KR ECHAFEEE, BEFICTIRECTEIE
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ERMDS & THRBEED B EHEF SN BESICOVTD
HRET DL, BEBREORRICH-->TIE, BHAE
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IRICEIL S, BEREZORKICHHIHRVEREE+5
HAL. AREETHIOBRETEH L,

2 AENEEROBOZ70AOT 5D IIVRER & IZRSH

PEE (Dose Limiting Toxicity, DLT) »&EEiHElI &L
BTELEY, BIIEFRREEICTSIETIVENFH S,
BERICEFRRESER TS &, [7.2. 8.1, 8.4, 9.1.1,
11.1.1 28]

S BIERRECERLHEENECHENHBDT. E

R ICHTHEERRE 21T O R EBIEZ 21TV, FFBEED
FHRRCEDHIZ L, HEEORMAEXIZBRERKREE
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B]E (RBIXEDR »FH5HNHEICEESICREESIE
L. BYE0NEZITY &, [7.2 8.4, 11.1.3 BHE]

40T VEEY IV RABMIEEH. Thd 0% L

OHAEE (KRUF—b - FHT—Ib - 75D IVEES) .
HBEVIHEERN 7Y b2 EOBAICKY, BEEAMN
HEEZZOREMERAIPRBRT 26 TP H 50T, HAETT
hiwnwl &, [2.5. 2.6, 10.1 SH]

HRBST

T 7 =) 200mg
FAZ7I)0V 58mg
FTITVIVHY) T L
19.6mg

T 7 =) 250mg
FRXFII) T725mg
FTIT I TN
245mg
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FH 7= 200mg FH 7= 250mg

BRI | F ATV 58mg FRFY)L 725mg
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B EELEEEOSHHEE [7vAuy T Lo R

BRI F 2 7 Vv OB PR3 L CIRT L. b 7
YT VVIREN LR L, AREEISEORITER 2R D
LhNDEBENNDH5.][9.2.1, 16.6.1 ZH]

4 MELGHEEDS 288 FREEPELT B0 H
%.]119.3.1 2]

S5 o7 v LY ) D RUEIEESH] (2D 3R] &

OPFREE T &) 2G5 HoEE[1.4, 10.1 ]
6 7NV MY U ERESHROEEL4. 10.1 2]
7 MHEOSHR L C W A AREME O H A (9.5 &ik]

s fid & 71 7" )V T20 Bl &7 7' )V T25
S I EAGER . I | S 72w 72 W E AR E, R
Ve ANEHORE S 72 VHITH |[FHEHBAEHOM S 7 )
D, NEMIZOGOR L& FTH Y. NEWXEAGRO
(Y5 AR B s S
4575 7)) 4575 7N
A e A2
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C&Ié) @I@
H b4 H P4
R | B | FE | B | &R | B | #F | 58
A 52 " (mm) | (mm) | (mm) | (mg) | (mm) | (mm) | (mm) | (mg)
S 145 | 52 | 50 [w1r9] 145 | 52 | 50 [214
j%ﬂ NKS-1 20mg NKS-1 25mg
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e AiC & Bk T20 AL & kL T25
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HTHHESU X7 DIEICE T 5iBEYEL

5. MEERIHRICEET 2FE

GEEERSEN
dk 5.1 MtAMERE & L COARFI OGN O VR IZME L CTw

=\

_1_



(FE/INHBRaRHE)

F%k 5.2 AT - R & LT BRI OB R R OV T

LTz,

(RIVECSZRIFEMH,»D HER2 B THES U X7 DAREIC
BT DR EYEE)

5.3 frRTSEERE L L COAHK O AN 4 d R LT v
2\,

5.4 BRREBRIHAANS N2 BEHEOFEEE ) A7 OEFHRS|C
DWW, [17. BRG] OEOWNEEZHM L. A oA
T OV &% o\ 2B L7z T, SEISHERE OEIRE 4T 2
Lo [17.1.4 ]

*% 6. RERVHAE

(BfE. #l5 - B, HEE. P iaiE. FMRgeX
BRIE. BE. BER
FHEICIE AR, BERIUE Ckl #ill - BEICIE AL C I
JIE D BRI A B I MBS 1213 A 5L B
S C iy FAARESUIIFRFEFME I3 A L, B ICIE AL
3 C L IRERICIE A, EBEF B2 2,

ARl RN RSE (1 AE) 2RI A
HTIROEREFE L, HIRBEK O EHZOLH 20, 28 H
FEHAEORS L, 20K 14 HEERES 2, Thela—-2A
ELTHRGEHY LT, b, BEOREIZ L) BEEIS
%o

WEIIAF OFGZ & B &S N5 IR R (i
AL - ERRREIRA) R OTHALEHIEIR IR 5T, Atz
D IR T & 2 LHIWT S N5 E SRR ER 5 — B
BETe L., 75mg/lM%RELT S,

B HE. A SR (1) 2 AERmFEICED
HCTEOKERL L, PEELOCYEZO 1 H 20, 21 H
L RS- L. 208 14 HERET 2, Sha la—2A
ELTHEGERBYIERT, B, BEOREICL Y MEHRET
b

Ci: g, ANy e (1 hs) 2 FRERmEICED
HCTEORKERL L, WEENOCYEZO 1 H 20, 14 H
MEHREOERG L. Z20R 7 HEAKRIET S, 2hzela—Ak
LTHEG AR BT, B, BEORBIZL ) EEMRET 5.

D . ISR (1 he) 2 RRmEICED
HCTEORKERL L, YEELNCYEHO 1 H 20, 14 H
P H ARG L, 20% 14 HEAKET L, chzla—2A
ELTHEGEBYERT, 2B, BEOREICL ) MEHRET
5o

E @, A EmeSE (1 hE) 2 ARRmEcah

HTTFROEERLE L, JIEREKYARO 1H 210, 7HH

HHEOHRG L 20k 7 HMKES 5, 2hzla—2&L

THRGZHDET. 2B, BFOREBIZL ) EEHET %,
A FE~E FEIZB T 200G (1 EE)

F#EicBU a2 0adk G (1 [EE)

R FTRE R (547 — VNS E)
1.25m? A 8 40mg/[H]. 4 20mg/ Al
1.25m? LI b 1.5m? i 40mg/ 1Al
1.5m? DLk 50mg/ [A]

PRI wEkEE (777 — VMM E)
1.25m? A 40mg/[H]
1.25m? Pk 1.5m? A 50mg/ [l
1.5m? Ll I 60mg/ Al

F g, A mnds e (1 hs) 2 RRmEIcEHd
HCTEOKERL L, PEENOCYEZO 1 H 20, 14 H
M H RS L F 0% 7 HIKRET 2, Shzela—ak
LTHEG AR BT, B, BEORBICL ) HEMRET 5.

(RIVECZRAEBMED,D HER2 BB THHESY X7 DEEIC
BT B MEEYEE
WA & OB BT, . AICIZROR G5 %
HARKOY ARO 1 H 20, 14 HEEEFEI G L, €0
BTHMKREST 2, Ihxd 13— L LTRE 1EM S5
DKo &b BEOREBIZL ) EERET 5, WAk E
AR AMEIIITD RN L,

PRFETH WSk (777 — Vi 4E)
1.25m? it 40mg/
1.25m? DLk 1.5m? i 50mg/[Al
1.5m? DLk 60mg/ Al
7. BERUVHAZICEET 2IE
(GhREE)

7.1 W B O R RS & G 2 LD B AT,
AHNOBHAZ L 5 L HIWr S5 FERMRAE R (.
B - B REMAY) M ONHALEIEIR DS S B0 9, e ICHEDS
BN ERER LI ECEBT DI L, L. EOHAETH
STHAhR Ly 7THMORENMZHITE I L. 2B Tl
ABEALFFEFLIE I B IR EI M O i £ 1T 726 0
GEAEPEIEREST LT e v (EFRRERIZ 22 \0) .

7.2 EHEEEL BUERT O EE 2B & AT 2 720 SE
PR O N YA IIREI M O IE R, i, 325 15 o
Y %475) 2 &6 [1.2, 1.3, 8.1, 8.4, 9.1.1, 11.1.1,
11.1.3 =]

7.3 HEEERRRES (T M) 2BV TREHR S CTIEA T Vv h
U ADINAFTRAFTEY T4 0327 VvFuy s o v
DY) Y EALH I S N CHEB R R OBMEIHEZ 5 Z L 25 F
HMENLOTEBKSGETHT L,

7.4 H) & WAL PEEB RS AL & o BB L Cl3 AR
MO EVEIIRE LT,

(BiE. 5k - ElE. BESEIE. FE/ 0 llaiE. FHAREXIS
BRIE. BE. BEE

¥7.5 RAOBG 2 ¥ 2 — v, FRIIERICBT 2 B50H., B

FEREIZID U 7o 55 o PUEMAE B H) & PEH§ 2 3562 BFH
T BABDPEENEEE RIS IOV BN ORI A B
{ VERSEIIRINT L L,

*% 7.6 @, ABEICBOTEEOREBIZGOE TS 2556,

ROMBEESHE LT b,
i ) [ e o W
PR 40mg/ Al 50mg/[nl
R —40mg/ Ml 50mg/[nl 60mg/[1l
fR#E—40mg/ [+
50mg/ Il 60mg/ Al 75mg/ Al

LB HEETAIGAR I a-REE L, —EEoMEICE LY
HT L,

(R I BRIE

7.7 AR BT 2 A8 & & o PrEEE L #) & o fF
RO W TH MR LA LTz v,

(FIVELZREBE,»D HER2EEM TERES Y X7 DIEIC
BT BB EMEE)

7.8 MOPEEMEIES A & O PO W THE RN 0% a3
LTV,

7.9 7L 7F =027 5 Y AH 50mL/min PhE 80mL/min
WOWEIZIE, KOG ETHIAT 5. [9.2.2 Z]
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JVFFZy )T - 1 s (777 —
52 % HRE IS )
. g 20mg/[nl
2 3
U 1.25m? i % 40mg/[
50mL/min D 2 2
80mL/min i 1.25m ;jﬂ: 1.5m 40mg/ Il
{1t
1.5m? PLk 50mg/[A]

) FRMEA A&, SRS 2 L7 7= i, MR AR
i M OMEHE 2> 5 LI @ Cockeroft-Gault Xz HWTHEHE L2 LT
F=r )T T v AE (Cer HE5EMH) ZHWAI L,
Cockeroft-Gault 7\,

Cer fftsEfi= ( (140-4Fikn) x k& (kg) / (72xILiE s L7 F=
¥ (mg/dL)) (ZMOBEIZESIZESNEE 0.85 /T 5)

710 7L 7F =275 2 AN 50mL/min KO BEE B
5 A s OV TR IIENL L TV vy, [9.2.2 BiiF]
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8.1 B REHIHN LN 2 A B e (WIMESE) 7 & M fe s
gy o R M NEREC X ) IETEICE o 2R A
ENTWDOT, [BYSE - I ) O Z83 LA 407,
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8.2 RHIOFLG I X ) MEMEM B IET 5 2 L HH
DVIBTEICEL 2 EDHLDOT, GBS L TIEMEMM £
AR FEEL . G- IEIRIREE I, B0 A IS ORER
FEIR A o0 ICHRZE L. Jofs XSS 2175 2 &0 Rk
FIRATHE U TR R MR EA M O IE L ) 5B L3
Vo [9.1.4, 11.1.6 Z&]

8.3 AHIOFEG 2L b BIIFZY A4V ADFHHEALIZ L B4
B obND I EDH DD T AREIEG T - T 1V
ARG DA FER L ARFI G028 E) 2 B AT 2 &,
[9.1.7. 11.1.3 ]

8.4 FHEHE BVEN REOBEELZFIEM % N3 2 7201243
— Z B ET K OF G-I v d 2 BRI 1 |k, R (i
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9.2.1 EELBEEDHBE
BH LW L, [2.3, 9.2.2 2]
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TNF Ty TN ORARBEELAER T 2 T 2L OB
AET L. M 7 v+ a5 3 Vispsps L5 L, B e o
BITEHA R DS bNEBENNDH 5. [7.9. 7.10. 9.2.1,
16.6.1 2]

9.3 e =EE

9.3.1 EELIEEDH5EE
BH5 LW L, [2.4. 9.3.2 2]
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FEEENEALT 52 B2 N0 5, [9.3.1 ZHE]
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INB R OB BE 2 SRR O BB 1T T A LEN D LA
BT T 2 BT EET A I L,

9.5 1113
TR IR L T B RO & B IS L v 2 &y
THT =TI NVERGENLEICBNTHEEET S
WAHELLEOWEND L. T2 B EBR RN O
Wiy (HIES v P RO F (57477 — VAl E Tmg/kg.
1.5mg/kg) OHHBKEOEG CHRIBOMIEER . SiHEEE. 1t
BREENHD SNTVD) Bdh b, [2.7 BE]
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A
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1. BMER

ROEWERRH S bINDL Z ENHLDOT, B 512470,
HEPRROONTHE TG 2Pk 3 % % &) 20 WLiE %

152k,
1.1 EXHEER

1111 FREH. S EIm
PUILERRA  IERRIERRE GREIR @ S8, IHEER . PBEURSE) (v
TS BEAY) . AMEkiRD (46.7%). AL GHEEARH) .

WA G2k L. Wi X ST a7, A7uAq
FIGFLE OB R U 2179 2 Lo [8.2, 9.1.4 BE]

11.1.7 DHIEE, BOE. FER. OF2
DAEZE, FoldiE. AER (OSSPS5, OFe (»
ITNHHERH) B"HobNDL I EDHLDT, Mg, JHm,
iE, LEXEE, BUNEDRO SN I3 kS Ik
L. R 0Ex1r) 2 &. [9.1.5 BE]

11.1.8 EEAORRX GHEAW). HILEEE (0.5%). HILE
HIn (0.3%). HEEEZEIL HEAH)

HEDRO O N3G 2k L, B X SEO L
A EITV, B RAEEITH) 2 k. [9.1.6 ]

11.1.9 AaMBEE, 270—CERE FHEARY)

11.1.10 hHEMREIEFLFMBELE (Toxic Epidermal Necrolysis :
TEN). KREHERAEEE (Stevens-Johnson FEMREE) (W ¢
b BHEEAH)

1.1.11 BERESZ S BEEHRES
HERNGE (kB MR FRAVEREIRS: & FER & 3
D) REbEE S Mk, IR, RETESRT . HEARY R

IR, SRS, TUERE ., SATEE, JRRSE, AEE (\wWy
NLHEARE) E0HobNLZ DD D,

1.1.12 SR HEAH)

M ME 7 2 7 —YEOLAERS S b a1 135 %
kL, @Y R EEITH) 2 L,

11.1.13 1SRG R ARAE
AN, B, CK k&, mi kRSB I+ 7 ae s ER%
& R AEE GHEEARH) b 5bh b 2 &hdh
5o F I HMRHRRIEIC L A2 EEEOIEITERET A2
Eo

11.1.14 BEBH %

WLEEREE (0.1%) 25 Hbi, WEELE GHEAD) FTF
BT ENDH D,

11.1.15 REFAE (BHEARH)

AVEHIGALTE 12 2 - 72 B2 ST b, MIREDIEIRDE D
5N AIIE BB % 0§ 5 7 &) e L& & 4T
5k,

11.1.16 FEZ (FO MO ECERHER. 7ILTI VKT, 3
YOIXTFZ7—EETE) GHEARH)

11.2 ZOMOEIEA

5%L) L 0.1~5%Ai ARIZAH

M MREA (15.7%) S50 B 70 5 B, Am: 2 ()
A BHObNLIERHb,[1.2, 7.2, 8.1, 9.1.1,
9.1.2 ]
11.1.2 BEMHOENREE®RSE (DIC) (0.4%)

M/, [LiE FDP M, M%7 1« 7)) /7 Vs S o M
BN HE DO S NEE 3G % ik L w2 L % 47
)2k [8.1 2]
11.1.3 BIEEFRENERELTES

BIENF S5 O B 72 JFBE (B U257 A )V A O FHEMELIC &
Lb0%E) HERH) B"dobhd I hd b, [1.3,
7.2, 8.3, 9.1.7 ]
11.1.4 BAKAER

WLWTHDH S b, BIAEIR BHEARE) FTEL LD
HBHEDT, TDL)BRIERYD S bNHE 113G % ik
L. il om 2 RE 179 2 &,
11.1.5 EELRBX (0.5%)

PR 95, BRI 95, BB EG 555 0 S b b 2 L 0d
DT, WLWIESR - TIREOERD S & b -6 121335
gl L. @Y RLEERIT) 2 &,
11.1.6 BEIE MR

BIELMERG 28 (0.3%) #D (CRIHEIR @ B0k, Buiv, R A
HE, B HSDONDL I ENHDHDT, BEHFHED SN
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5%k 0.1~5%A:if5 BEEEANIH G BGOMNCEE Z2RIER (0%, TR, ks, ikt
R RLBE. 7508 . W6 8 BE | FEELE) NEHTLEOMEDND 5,
AL, kI, T2 |DLE ¥Rz 15.1.3 RH#| & OREERIIAHTH 5205, IHEERR ST &
SEPREED | B E DWEND 2o
B . 15.2 FEERERBUR IS < 154E
TR 4. BTG 15,21 77 v h )y AXBRIKETHHSNL S < (f
B KE O ) AT TINA) T AOREEN DR A LIRS
J - e BHAEAIET S (T b)) ZEhD, BEOHN pH &
W % ZH &) MHAEB LT R ARG SN Tw 5,
G BB Lo, B 5520 &, £ 15.2.2 A XIZRAEFG L 726 ICHRERES L - vl o kb7 .
FE RS R BHEE, oF (= 2 — oo O FEIFE 5 2 LG I N T WD,
.?‘—._
T il 16. S
- ER, LERR 16.1 MR/
Ry LA - 16.1.1 BERS
RER () FHT=N-FAFTIN-FFTFINH) Y LEEH R
TEARES) | k| A . 12 2412 32~40mg/m? THEEEIF G L 7% 0 M4E i
Ry AR, A RE . b oRHIz, FH 7= (FT). ¥25 )V (CDHP). *7
iR H%U“%&/w i [k Z T NHY 7L (Ox0) RUOREWCTHL 7 LAY T
o (5-FU) ORI (T A~ 5 & FIRT,
LDH E5A-, #8858, 28, |IIET I 7 —+¥ Crax Tmax AUCH# Tz
HA, 77\ 55, IHIE %, i LA (ng/mL) (hr) (ng * hr/mL) (hr)
VBT e, IR LB FT  [1971.0£260.0] 2.4+1.2 [28216.9+777L.4] 13.1%3.1
g‘%é%: g‘gi 5-FU | 128.5241.5 | 3.5+1.7 |723.9%272.7| 1.9%0.4
B, & CDHP |284.6+116.6| 2.1+1.2 [1372.2%573.7| 3.0%0.5
R (i Oxo | 78.0%58.2 | 2.3+1.1 |365.7+248.6| 3.0+1.4
FrUY AL FT. CDHP : AUCo4srs 5-FU : AUCo-14rs Ox0 : AUCo-2nr
7 JIIl‘(‘Htﬂ‘]\"J (n =12, mean*S.D.)
Zoft Y AT, I '
B LB 2 THT—=N-FXFIIN-FFFVINH) T LEEH iR
£%£;Zﬁ§ #12 25~200mg/body #1451 L 724 FT, CDHP. Oxo
o ES B0 5-FU @ AUC. Cax 12IZIZRIK LT LR L7220
R N 1° 16.1.2 R1E#&RS
T oIiE 7 v — THT =NV FRXT I FTTIIH) Y LEEH & iEEE
VB i 10 %12 32~40mg/m? T 1 H 2 ] 28 HRME H#% 5 L 720
;i;ij;‘fm% 1. 7. 14, 28 0O MR 2 M52 L 74k, et E s
— REBIGEL 72 T B HEGRICBWTOAREDY 721

FEBUSRE \JKREIRE £ T O 512 X 2 BRR B 5 H 1 L

720

1) BEERIE R AT BV THERG L 7z IE/INH Rl 18 Rl R
AT EMERM &0 0.7% (11/1669 1) . TS il 5 -
WP R - AR 2SO RREE 1L 0.7% (12/1669 ) TH
2776

W 2) AHEEAFLEICB VT, FRIEBER 21.8% & BIVEH 53
BNED o720

W 3) BLEIRGER ISR L 72 WIS RE S B 58 B IR AE B 2 i 5 &
L72BRABO T T T =)V - FAF YNV - FFT N H )
L BLAFIHAE G2 B W CE, TR 16.0% & BIfEH FB %
MED o720

14, BRALOEE

14.1 BFHZRABEOEE

(BT HEIVED

PTP B DOHHKZPTP v — F 2 5W ) L TIRHET 5 &9

BET L2 L, PTP ¥ — PORAKICE D . FECGMATRAAE

AT A L 2132 L2 B 2 L CHEBIA A5 0 EE 2 46

SEERRET LI LD DH S,

15. ZOODEE

15.1 EREARERICE D 153k

15.1.1 RHFZHG L2BEC, SRR (B EsmHH % 2

BE3H D). BHBEEBUERER (MDS) 2354 L7z & O

Vb

15.1.2 7v4 a7 VORMRHEETH LTV FuLy 3

Jry7Ferusr -+ (DPD) KPEOEHEH T U

HEL.COE) BBEHEIZT VAT TV IVRER 2 &G L2

_5_

(Ura) @A IE#ERTH Y . CDHP 12 & % DPD FHE 31
BT, BEERIEH 2R & e o 720,
16.1.3 AEM2HIESMHR
(IR —I AT UEEHTEILT25)
IXr—T AT UEEN TN TS 54— A7 VEED
TYN T25 #fEdE (74— AT VEEHD 7RIV T25 12
IGDB;HBE] IZENEN2H TRV (FH T —)V 50mg. ¥
AT 14.5mg. AT T IV AH Y A 49mg) T2 AR
5 (70 AF—N—=) L. 7H 7=V, FAFTIIVREDY
T 7T IV MEEREE & fIE L 72,
BoENTHWYBEIRE/ ST X —% (AUC. Cmax) 22V THETH
M xAT o T2 H T H 7 = W R OF A T )V Bl o3 1E
D7ED VW EHEX A log (0.80) ~log (1.25) DOFLHHNT
HY. Foo T I IVERHEBMEOFIHMEDO S log (0.90)
~log (1.11) O#PFANTH Y. 2o, EHAEETHEMZEE)
HULTWwEZEnL, WAOEYFENESEESHERS

>3)
Vo



KK 2 H T VG OSRY ENRE N T X — &

Crnax Tmax T AUCo-480r
(ng/mL) (hr) (hr) (ng - hr/mL)

I XA —TL
AT YA
717
T25

2254%+538|0.7+0.4|10.3%£3.3| 19512=7610

#EA, log (0.80) ~log (1.25) O#FANTH Y. WH DA
N SRR S 7z

H A 2 AR GROEYBRE/ ST A — ¥

N

T4 —TA
7 CHLE
7 T25

\T-:

2323+52210.6+0.3|10.7%3.2| 20356+ 7816

I XA —T
AT A
7R
T25

461 +124 2.5%0.4 1647 = 265

FA—IA
7 BE
7V T25

S N

482+121 2.6+0.4 1655+ 297

I XA —TL
A7 VA
B 7R
T25

11970 |2.5*1.1|/1.9%0.6 640+ 370

F A —IA
7 AT
7 )V T25

N

112+77 |2.8+1.6(1.9%0.3* 652 =434

(Mean*S.D.n=22 (%n=21))

2500 IR =T AT VRE S TR VT25
CTA I AY VEREN T VT25

2000 Mean=SD. (n=22)

1500

1000

M4 7777 — Vil (ng/mL)

48

BeG-teatamig i (hr)

S = O L IRy —T AT VEAENTEINVTS

5 st SO LT AT AT VA TRIVT25

;Eﬂ Mean+SD. (n=22)

w400

2

S

N

N

= 200

ig

& oo

E I | 1 1 P
%ml 234 6 8 10 24 48

0 PGt AemErEH (hr)

5 180r —e—  IXF—TATEAEN TENVTLH

£ - . SO P A =AY VEEH TN

£ i ‘ Mean#SD. (n=22)

e L

& 120f

= :

N 90 PP oN

N .

IN

Lo60r

_:[_ -

K O30HL I+

£ e T

11 11 1 é—|§ ‘

ml 234 6 8 10 24 48

067 PG sert s (hr)
(LR —T 27 U EAEH T25)
IRy — T A7 AR T25 &7 4 — T A7 VA PR
T25 # BLEEE [7 4 — A7 YA T25 ISHEIL DO H
LEEl cEhEn2d (7477 =) 50mg. ¥2AT IV
14.5mg. 77 YV H )7 LA 49mg) ZEIERFE MR ORS (7
OAF—=)N—=3) L, 7H 7=, FXATINVEPFFTT TN
DM FREEZME L7z, BHONTZHEDHRE T X —%
(AUC, Cumax) 122V T 90%[EHEHIX B 12 CHRERTRNT 2 17> 72

Cmax Tmax Tl/’Z AUCO’4811r
(ng/mL) (hr) (hr) (ng * hr/mL)
HES &
TIA7 vE4 |2501+552|0.5+0.4|11.6+3.2| 22206+7811
j HEEL T25
71—z
w7 UEEATE 12614+618(0.5+0.4|11.4+3.7| 22163+7998
ki T25
NES At
+ A7 CEA | 494+117 10.9%0.4|2.9%0.5% 1770+ 408
A g T25
5
v U UBAE | 480+111 [0.8+0.3(3.0+0.9% 1727 +485
kI T25
IXA—T
7_J‘ AT R 196191 |1.9+1.1| 2.5*+1.4 851577
7|k T25
=
v 7 rEA T 169+138 [2.0+1.0| 2.6%x1.6 844 =538
k1 T25
(Mean=S.D.n=26 (3%n=25))
s —— TRy —T AT VRAERT
B 3000 F O LT A TR VAR5
B Mean*SD. (n=26)
2500
N
#2000
,_A\
}'\ 1500
51000k
e
B 500 F
=
O 1 1 1 1 1 1
0 6 12 18 24 30 36 42 48
Pe5-R0EEER (hr)
700 —e— X — TV EAEHTS
600 -O-- L 74— T AT A ERIT25

MEEFTF 4 5 2 Vil (ng/mL)

Mean+SD. (n=26)

C 1 A 1 Y
0 6 12 18 24 30 36 42 48
B G- taREER  (hr)
Ao —8— T Xy —T AT VAT
2 SO T4 =T AT YR HRIT25
\%J 300 1| Mean=S.D. (n=26)
= .
s ]
S | [+
N 200
N
IN 1
<
B 100
8
g | L
0 — B — 'y 1 1 1 ry
0 6 12 18 24 30 36 42 48

e fhieimisE (hr)

AR EEE N2 AUC, Cmax F D787 X — F 13, Hli o
IR, R ORI S - RS 0 SERSAE & - THE 7 B HeE

Ndbo



16.3 9%
FRAWS RO 5-FU Ot MR COBEAMAFEILFT 49~
56%. CDHP 32~33%. Oxo 7~10%. 5-FU 17~20%T& -
725 (in vitro) o

16.4 38
FT 75 5-FU ~OR#ICHEGTre MFI 70y —20F
k70— 2 P450 4 FHE L LT CYP2A6 AAETH 5 L Ot
EHH 59 (in vitro) o

16.5 HEittt
FHT =V FRATIIN-FTFTIA) 7 ARER &AL
12 %412 32~40mg/m? TEBHIER S Lz R, R I
72 W E TI2¥E SR x L CDHP 52.8%. FT 7.8%. Oxo
2.2%. 5-FU 7.4%% kM & fu7zb,

16.6 HENDEREHI HEH

16.6.1 BipcEEEE

(1) SEABHEEDSHEMN Mt S A7 PR SR BRE B (PR S S
B, NHERE) 12OV, EmMIE 2 L7 7= . MR,
SRS M OMAREE 2> 5 Cockeroft-Gault 2 2 HWTEE Lz
L7 F=r )75y A (Cor #E5EME) 1250 X BHEAEANIE
LRI SIS BT LR TR E LT S N5 BT
12T FNEho AUC 22737, [2.3, 9.2.2 BIH]

. AUC s (ng - h/mL)

(Cer el > 80mL/min 51-80mL/min
FT 10060 + 1842 11320+ 2717
5-FU 541.2+174.8 812.4+244 .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 (9HF) IZTHT—= NV -FAITINV -+ T
VA AEEF RS LA, BRI T 5 CDHP
D2 )T T ADET L, 5-FU DI g n#ER % EF %R
L7280, [2.3, 9.2.2 &H]

16.8 Z M1t

(TR —IRTUEEH TR T20)

IR —T AT VEE S TRV T2 dEb g ikosx, =
XA =T AT YA TR T25 L AEYSFR I mSE L A &
nz79,

(TR — T A7 ESFER T20)

I X —T AT VEARR T20 (ZiEHEEcEox, =27
— T A AR T25 & AEWFAIZREE & e S0,

1) FHOKEIR AL, 75mg/MTH %,

7 2) Cockcroft-Gault 3\
Cer $EEME = ( (140-%Ffin) X MAE (kg)) / (72X 1127 L
7F=> (mg/dL))
(LHEOHEIZE HICELNEE 0.85 /53 %)

17. ERFRRIE

17.1 AMERUVR2MICET 3

(hEEE)

17.1.1 EREFRHER (BdRE)
FHT—=N - FXTIN-FFFV)A) 7 AREHK (FT 80
~150mg #i4=/H) 1 H 2 \aE#R 85512 X % BiR k%
HEh LA, 2RI BT 46.5% (607129 1) . 5 -
¥ 32.6% (42/129 B) . BEHSHEE 34.1% (29/85 #) . JE/NA
iR CRiGHRE) 18.2% (18/99 ). FArAFE L IZ 585l
W5 21.8% (12/55 %), WESE 32.2% (19/59 B) . fHEE (FLIHE
g BREERE T OSBF AR IR HE DAL R B H1) 30.5%
(18/59 ) T - 721029, 735, FE/INHILIRFE O BT e PR 45
T AHGRBRIZ B % BEGEGI 16 #1 (b556:13 9 B, Z oo fiid
Tilido 2 WITEHERE) TIEEMBIIRD SN h o7z,

FER

B 502 X 2 BRRER (T REORIGHRA FLEAES) . FEIE w5
K OB FESEAIE B % Bz <) 128 T RIVEHI R GERESI 1L 578
BITHY . BMERHZEHZEIZ7.2% (504 61) THolzo Tz
HHAE (5 9 0 RIUEEEEH]) %54 2 PRI HESE
FUE (BAEA TR S W) CTORIWERZEIIEIL 96.4% TH
5720 BINGIA FUE . R K OB <l RITEH 6B 3t
DIENEICHE L CTErolz, $72 BB CTIIEEDOREBELE
<V HRICEBRAIR - Bl - L - THZEO SRS CHETH
) f:o

fR PEEEEZEZ ONLEWEHITKOEBY TH o726 (R
BN

B 5 TS Bl

Eil1E HIVARA FLIE e IFL S
(55 ) (59 1) (59 1)
I ER A 69.1% 32.2% 49.2%
(2000/mm?® i) (9.1%) (0%) (3.4%)
T ER IR 72.7% 27.1% 42 4%
(1000/mm? i) (9.1%) (6.8%) (5.1%)
ANEZOE VD 45.5% 50.8% 50.8%
(8g/dL Aii) (3.6%) (5.1%) (6.8%)
N8 % 38.2% 33.9% 23.7%

(5% 10Y/mm3 i) (1.8%) (1.7%) (0%)
AST 4 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%
(FL—F3LL) (0%) (10.2%) (3.4%)
M- 30.9% 35.6% 20.3%
(ZL—F3LL) (0%) (5.1%) (1.7%)
T 38.2% 37.3% 22.0%
(FL—F3LL) (5.5%) (6.8%) (1.7%)
957 40.0% 47.5% 35.6%
RSP 41.8% 25.4% 27.1%
(S 37w 47.3% 39.0% 42.4%
595 16.4% 22.0% 22.0%

7L — F4pEIL. NCI-CTC TH#5F
GE/NRafHzE)

17.1.2 ERFE I HHR (fFAKE)

e R AGRE (RIGIERB)) (2R3 2 B IER R S8 TARRAER & LT
TolzttHRE (FH 7= - FASYIV-FFITVNVH Y
ARAER 21 HME H OS2, Y AT 9 F ¥ 60mg/m? %
88 H BIZHG) IS8T B ERIRE % 45 L 72R R, 2R3
47.3% (26/55 ff) T 7230 3,

BIVEHREAG T REERIE 55 Bl CTH 1) . BT S 2O EIER A
WL 7,

WK FEE L ZEZ NI HEERHZIIROLEB) THo7z. (R
HEIB M)

O A 5 S B
IE ARG (55 1)

HEFR

FIERE D (2000/mm3 i) 52.7% (5.5%)

T ERIK A (1000/mm? i) 65.5% (29.1%)

NEZTE VEA (8g/dL Adi) 90.9% (21.8%)

MM A (5% 10Y/mm3 Al 60.0% (1.8%)

AST L5 14.5%

ALT F5 14.5%

HEHRAR (XL —F3DE) 78.2% (12.7%)

L (FL—F3MLE) 63.6% (10.9%)

Wi (71— RF3LE) 38.2% (7.3%)

TH (FL—F3LLE) 34.5% (7.3%)

_7_



FIl% 25.5%
[EEe 23.6%
55 9.1%
7L — F48E, NCI-CTC T4t

(B8

17.1.3 ERENHERER (L)
Stagell . MO BEHEBYIBEN 2 RE L, 77— - F
ATUN - FFITINA) T ARER (LT, BEH) %5
(Flrte 14EM) B (529 1) & FalrdmdE (530 BI) # MR
FFL7-RER (BisdE o hdefili © Filit 3.0 F) . EHFHEO
A= R 0.68 (95%fSHEXH : 0.52-0.87. B 7T ¥ 7%
E p=0.003) T. EEHITG-HEE T AR & i L CsEtY
A7 & WY &7z, Ttk 3FEOAEMFERIT, Pl HAE:
70.1%. BLEHI#%58 80.5%Tdh » 720 T 72, MRISA AL H
DO — FIIE0.62 (95%FHEX I 0 0.50-0.77. a7 » 7
g p < 0.001) T. FLAHITG-HEEFAT A & Lk L </
3 A7 % 38%IETF &7z,
B, BB 3EAFRIT, FHTEMEE 70.1%. BAH%
H5#80.1% CTdH ) . 3 FEMFIA AL T HAEE 59.6% .
BEFIIRGHE 72.2% Tdh - 7232,

(FIVESEAEBMS,D HER2 B TERSY X7 DILEIC
b B EYEE)

17.1.4 EBRFENHERER (EEwEL)
Stage I ~MIB ® T A b 07 ¥ &K A > HER2 BalE T
FEEI A7 EVOFIEOMBEZED 2RI, TH T — )b -
FRATUN - FFTTINH) T ABEH (LF, BEEH) W
SRR OBE T (979 B1) & NSRRI BB (980 1) @
HRE T OV 4 VE % ek 5 5 M 2 AL IR S M P Bl B % S Mt
L7 HE-HEEZZLTFZ0 2079 0 AR ORERFIC
ST, BLAH (FT60~120mg H4&/H) # 1 H 21, 14
HEEHREOG-% 7 HERE L. S EZ#hRT I L sh
720 PN REE T  GRBR R AT IR Bl 0 SRR 3 2 AR HE Y 7 N 73U
FRNED 2545 2 Lk &Nz, WERD B IUIRS - IE
FEHEICE YT 5 T, BAHNIIRE 1R, NEkidRE
SARMMkGE T 5 2 & & SNz, BEFHMIEH T B iR
B WEFEEONF— FIix 0.61 (95%EHEXE : 0.47
~0.80. B F ¥ 7 HE p=0.0002) TH-73, (2018 4 11
AlHF—%Av Mt7) ED
Bl A3 & N5 g 0 BF L BE D 2 e VEFRAT AT R & S A7z 954
BIZ BT, HEFRIEHEIZ9.0% (944 61) Tho7o E
HAERGE, HIMERRD 54.4%. #FELAE 50.3%. ALT -
H42.9%. UFHREREA 42.0%. A E ) OV E 20 40.8%.
P57 39.1%. AST 15 38.6%. £ 34.9%. H.034.5%., T
I 32.3%. /IR 32.2% T - 720 [5.4 ZE]

100%
--------- Ty RAM/NA RSN
90% e m—
————
80% Vel
= AR
&%
3
& 60%
B
D 50%
3
g 40%
g 30%
20%
10%
0% L L L L L L L L L L L L L L L
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84
Bt 5 DI (B)
[====- b5 IR EC&R/ AR BA A AR

Number at risk

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

1) HREEVAZELT, DTOOXIZQOEE L EHREI N,
O WgEg ) v REEE A o B (T O3 RS %
Fihti LT\ % BH T SRR EGRTN R ) » 7 SEifnfE A%
D EE) o

_8_

@ W) v SHEmE BT TR 1) ~3) OWITNrIlig

B9 5 B,

1) MrRTEEPFRERE DS 20 WA - TR I BT (1) =

£ 3em LLE, (i) MM 7 L—F (HG) 3. (i) 62

ZIREREIFED 5N L, (iv) HG2 7 2iZ##% 2cm MLk 3cm

K. (v) HG2. #H1E 2cm Ko Wi~ — H — BE*,

i (vi) HGI. Z# 2cm Dk 3em Ko 2ohE~ — 7 —

i E*,

2) WRfLEEREE DS D 5356 RS R IIE ) » R EoF

AR BV CTREIE ORI RO 5D,

3) MRTPNTWRIEEED D 5 5 FARARICBWTC (1) 2

4 3em PLb, (i) HG3. (iii) BHS 22 REREDI D 5

A, (iv) HG2 2220 2cm PLE 3em Him. (v) HG2,

VAR 2cm A A DOl ~ — o — @m0 E (vi) HGL. 24

£& 2cm Ll b Scm Fiili 22 Do~ — 7 — S,

% o HRILEELE 5E 12 & 5 Ki-67 labeling index 30%LL . X1k

Ki-67 labeling index 14% Ll 30% i ® 3% A 1X Oncotype

DX OHMIEDFE N & 1. recurrence score (RS) 18 L EDY4A

(2 & STz,

11 2) MEBEHEEED THOIL TV A EEIIE, B0 2 HE L
FANCHT LTS 2 L e S, BLEH L g & o
[T BF e VLB FI B G4 T R O R I3 T b v 2
= (I

H3) LToOwThen b & RSN/ 2B, Mian NG WL R
WS DA MR & AR 0¥ 58T & LT
ARISEMG T A L LS,

HREOWE Y EFT T I PLI Ty, TR

YA a—TaL ) v 2EBEOH L L S,

HRBORA  TFANOY =L L haY - VT F L

ARY vy TR —BHERPAFAEOY G121, 5 EF

Tz NF LI T vk Ens,

W 4) A ED NS R OREGI LB A H] & N5 o PF F
T 952 . PSR HURTE T 967 B TH - 72,

18. ZERpEIg
18.1 fEA#RF

FHT—= - FATIN - FTTNH )7 AEEH (LUF.
&%) 1 FT. CDHP & UF Oxo D=0 % &+ 5 8K T
B RO G- B OPBESE SR IZARNTET 22554 128 S
N5 5-FU IZHEIWT W5,

CDHP 3 F & L THZE < hi § % 5-FU BALCHEER O
DPD # @RI EST 22 L1k > T FT X W ijRAET
% 5-FUEfE% LA S5, SOAMEKN5-FU EBED FAI2
o T, EEN TR 5-FU O ) YL S TH 5 5-7 v+
O X7 LA F ROEEERG: L. PUESR R T 5,
72, Oxo \EREIIFHE 2L Y F & LT b Mskic oA LT
orotate phosphoribosyltransferase % BEJRJIZTEHIHE L, 5-
FUMNS 5-7 )40 X7 LA F FAOAR 2 @R 5
bo TOMBERAHTEGIZ LY 5-FU O HilELsh 5 % 18
9 2 e SR EED BRI NS EEZ SN TS,
5-FU OfE R IEFE & L CEEAHY TH 5 FAUMP 28
dUMP & ##0 L. thymidylate synthase % U8 0 3 [ &
ternary complex # i § 5 = & 12X 5 DNA G EIC X
%o T/ FUTP ICAH SN T RNA K2 EET L L b nb
ﬂ’LflﬂZ\;%)“SS)O

18.2 HUEBHR

SHARE. JEKATRE AH-130, 1ERERIHE (59 b)) ROV A A
filifg (v R) SoORMEE TRMEES. $7-. ¢ MERE. KB
Fa. UL M. PEE. BORE TRBMER (X—-FIv 1+ d b
WX — e ) (oxb L, BEE IR R A R Lz F
7ow WA ARHEDRERET IV (X7 R) IZBWTEMRIR %
Ry SHICKRBEREFRITHELZET LV (X=FJ v )



WCBWCHETH T =NV - FAFI)-FTTFTINAY 7 LEE
FI) P A T F R D SR & TR L 723942

19. HRRAICEET 2E{EFHHME
191 F7H7—=IL
—{ER %R - 747 — )V (Tegafur)
1b:4 - 5-Fluoro-1- [(2RS) -tetrahydrofuran-2-yl] uracil
73 CsHoFNz03
- f= ;200,17
1L

LT

O RUBHR R
{4

K HEOHBEOR KR TH D, A5 —VIZRRET
LF L AKXIFT Y 7 =) (95) 1ZRPEITIZ
FKEALF b ) 7 ARMIET Bo A Y 7 — VIEHR
(1—50) (FFESMEZ TR S v

B 166~171TC

19.2 X X5
—WEHIZFR © F X5 2 (Gimeracil)
1b:4: - 5-Chloro-24-dihydroxypyridine
373 CsHaCINO:
s 145.54

LR L
N\ OH
cl ‘ =
OH
oK BROREMEOBRKTH L, VAFIVANVKF T

WHBETRT L NN-UAF IRV AT I FIZRRE
FRT LAY = VIZRREBEITIZL, 8 =)
(99.5), 13-V AFN-2-4 351 T ¥ LUIAKIZ
EIFIZ< Vv

AR 262C (3R

19.3A4FFIVAUI L

—WEBIEFE - 4575 v ) 7 A (Oteracil Potassium)

1b4:4 : Monopotassium 1,2,34-tetrahydro-24-dioxo-1,3,5-
triazine-6-carboxylate

373 0 CaH2KN304

e 195,17

b

KO:C

R HBEORKEEORETH L. KITEITFIZL 28

— (99.5) NiZAZ /= ICIFEAEET RV,

22. G

(IR —I A7 EEHT I T20)

56 4 7V [14 5 7))V (PTP) x4]
(IR —I AT EEHTEILT25)

56 4 7V [14 7+ )L (PTP) x4]
(TR —IT A7 ESFER T20)

564 [284 (A7 1 v 7 a%0.2g) x2]
(LR —TIR7EE5EN T25)

564, [284 (AF 1 v 7% (0.25g) x2]

23. EEXWk
1) Hirata, K. et al. :Clin. Cancer Res. 1999:5(8) : 2000-2005
2) M5 b 9 & AbFF:. 1997 5 24 (15) : 2253-2264

20)
21)

22)
23)

24)
25) [
26) [
27) H
28)
29) [
30)
31)
32)

33)
34)

35)
36)
37)
38)
39)

40)
41)
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HNER AR SEERER (7 72 T25)
NER - AWy R SRS (kL T25)

BEIRAE b« SEMERRE . 1997 5 12 (4) : 301-321

Ikeda, K. et al. : Clin. Cancer Res. 2000 : 6 (11) :
4409-4415

S-1 DIEE K O EE RGBT BB TOIRYEE/ N T X —
Yol (74— A7 H 7RV 2007 4E 8 H 23 HA
AL AR
Ikeda, M. et al.
50 : 25-32
HNER AR SRR (7 7 2L T20)
FEPUER AR RS R (JERL T20)

Sugimachi, K. et al. : Oncology. 1999 : 57 (3) : 202-210
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