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BIERICBVT, HAEEEICTS RS - RBREFD
ERD® & THREEDE EHIBENBDEFICDVNTDH
EfgdI &, BREEDBRICH O TIE. HHBAEH
DEFARNESRUTTDEETD &, Fie. RERRK
[CHEILB. BENEZORKICHEIERUBREZ 585
BHL. AEZEBTHh S5 &,

1.2 AEIEHROFZOTIVLA DD SV IVRER & (3R S5HIR
=14 (Dose Limiting Toxicity. DLT) B'&g&IHEI &L DS
HRCERD., HICHERREEICTSEETIRENH 5.
SEOICERFRREZRET ST & [7.2. 8.1, 8.4, 9.1.1,
11.1.188]

1.3 BIEFFREDEEFIFEENMEC DT ENHDIDT. &
HAM ICHTHERERB R TS B EBRBET2ICTV. FEZ0
BHRERICBHDIIE. FESOMEIEEREREEX
SNIZBRTREESBRBEORIRICTDIERL., &
EBE(ERERER) DS SONEBERICEESICESZERIEL.
BYIFIBEITI T E.[7.2. 8.4, 11.1.380,]

1.4 DT vLEVU I RMEBEHERE. CTNSOER|E&
OHABAEEGRUF—F - THIT=IL - OSVIVEES).
HAVIHERER ZILY bV EDHABICKD, EERFM
BEEEOEHWERADEIRT DB ZNHHDIDT. HAZT
DIFEWVT &.[2.5. 2.6, 10.1268]
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W% | TAT—7 YRAODEET2 | T AT —7 YEA0DET25
sl @O0= [@0=
Al T4V a—T 1 v g (CIEAN R EE)

[N PR T PR A A
H4% (mm) 7.1 7.6

J£ & (mm) 3.2 3.5

Hw(mg) #1139 #9173
FEFR SW T AT —7 > T20 SW TAT—7 > T25
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2.3 MELEREDOHLBEE[ 7V AT T 2 OERAAHEE
FHEFF AT VO EHREAZE L KT L. Mk 7 ov i
0T Y OVIERED LA L. BHIHSoRIER 2 H 5
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BERRE % o) 2 G0 BE[1.4. 10.151]
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FRrAT ) 5.8mg|¥ A7 7.25mg
FTINVA) TN 19.6mg|A T T TIVAY) T A 24 5mg

AR
(1gEr]

TYAY b=)b, ZHARE Fr, fEtvro—a, Btr
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LTz,
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B PR E R IZAT, BRI ZABILECE,
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a0 Ry, b, BEORBIZIVEEHET 5.

Cii - %, IR S5 (1A &) 2 AL IS4G bt
TTEROMERE L L, PEEKOYAHOLIA2ME. 140 BHEA
RIS L, CO®BTHEAKRES 2, chEla—R & LTS
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D @i, IR 3SR (&) 2 RREE I G D
TTFROEER L L, JIEERGYAZROLIH2N, 14HMEH
EOKG L. CoORIMHBKRES 2, Thzla—2 L LT
Sa#hid, b, BHFEOREIZL ) EHEET S,

E i, AW A S2(ARE) 2 RRIHICA&DE
TrMROHEERE L, WEKZLTSAEROLIH2ME, 7HHEH
OG- L. CORTHMARES 2, Thzla—2L L THE
ZHEDIRS . B, BEOREICLVEHEET 5.0

AFE~EEIZ BT 2 O H- (1A)

R MIRE WL E (777 — VIS &)
1. 25m*Aif 40mg/ Al
1.25m?PL F 1. 5m?Aiif 50mg/ [l
1.5m?PL k. 60mg/[n]

Fidi o, RACE S (1R 8) 2 AEmFEICE b
TTHROREMERL L, HEZKDTY EHOLIAZE, 14HH#EH
BORS-L. ZORTHERES 2, ShEkla—AL LTH#HY
AEDET, B, BEOREICL VEERET .

FiEC B 50 A% 55 (1A )

RS MIRT WIFLHEE (777 — V4 &)
1. 25m* Al i 40mg/[l, 4 20mg/[Al
1.25m?PL F1 . 5m?Aiif 40mg/ Al
1.5m?Ll k. 50mg/ Al

GRIVEVEZBHBREN DHERIZETHRE Y R I DAEICS
[F DHTETEE)
W IFRER & OFFRIC BT, dE, B kOF =%
PRy aolA20, 40 BEAZOHES L. £0®RT7
AMARET 2, Ihzla—2 & L TREIERH, &5 %2# 0K
Fo B, BEOREICL VEERT 2, #RELERZER
HEEIIAITDb RV &,

R MIRL W e (7 7 — VA4 &)
1. 25m* A 40mg/ [H]
1.25m?PL F1 . 5m?Aiif 50mg/[f]
1.5m?Pl k. 60mg/ Al
7. BERUBECEEY 2R
(Bhgedt@E)

7.1 B LR 2SRRI % S 5 LD B A,
REN O 512 X 5 & HIWES 5 B RS E B 5 (I s,
B - BEHEAEMAD) e OTHALSHEIR DS S 097, 2otk I RS
LWL RER L L TE_T LI E, 7272l ZOHBAT
HoTH AR ELTHMOKREMNMEHITLZ L, 2B, T
MANBE I FEZEFUE 2 B ARSI R O 4555 2 1T - 723560
GEAVEIEREAL LT 2 (BRI 20 \) o

7.2 BRG], BUERT S OEERFEIENZ RS 5720, R
RO ENG A IIREEAR O R, R, 5hikSowy) 7k
WEAITH) 2 E.[1.2, 1.3, 8.1, 8.4, 9.1.1, 11.1.1, 11.1.35H]

7.3 ERERE (T Y MICBW RS TR E T I VIV A )
TLADINAFTTRAFTEY) T ADRELL, ThFaTTIIvD
) AL S AU THUEE R R OWEIAYE 2 5 2 LTS
NLOTRERBERGLTLH L,

7.4 ) & FER OIS & O PRI LTI AR R
O EMEITRE L T e v,

(BE. &% - BiBE. SESEEE. 3B/ VlReiE. FHTeEE
BRIAE. BE. BER

7.5 KHNOFG A7 T 2 —)v, FMNGEEIC BT 55500, B
FEREIZIS U 7o 52, Mo PUEMEIESSH] & BEH 3 2 356112 PF
B OBEMEE AoV TE, ERSORTIO N A K
LV ERBEITEIRT 5 L,

7.6 HE. AFICBOWTEREDIREBIZALETHRT 254, K
OHEX*ZE LT 5,

I W) [ i
e 40mg/[Al 50mg/ Al
RS —40mg/ Al 50mg/[Al 60mg/ Al
PRI —40mg/ [A]+-50mg/ [H] 60mg/ Al 75mg/ Al
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7.9 7 L7 F =227 F ¥ AH50mL/minkh 1-80mL/min i
OHEIIE, KOBGE T 50[9.2.221]

13 = — =
(A R V50 (7 7 7 — VA4 )
s i 20mg/ ]
2. N
50mL/minblI- 1. 25m A % 40mg/Iil
80mL/miniiii |1.25m?PL 1. 5m?* Al 40mg/[A]
1.5mel k- 50mg/Ji
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RE 2> 5 LN @ Cockeroft-Gault:Na W CTHE L2 L7 F =0 2)
7 F v AME(Cerifsgfl) # v 5 2 &,
Cockeroft-Gaulta,
CerdfE 52 il = ((140-4F- %) x (KA H (kg)) /(72x I 7 L 7 F = ¥ (mg/
dL)) (ZHEOHAEIT S IO N- % 0.8515F %)

710 2 V7 F = 7)) 7 T v AH50mL/minA i O BE BT
LANVER OV EMIIRET. L Cne v, [9.2.28 1]
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8.1 HHUINH IR A B T 22 &G hE (L IMAE SR ) 7 & B i s 12k
voa w7 REEIEIMEEENIC X ) IBTICE o 2 ERIDHGE S
NTWEOT, EYE - AN O T LB EE T
5T E[1.2, 7.2, 8.4, 9.1.1, 9.1.2, 11.1.1, 11.1.28H]

8.2 RHKNIOFLG I L ) MEMM EAPFEBIMEST 22 L 05h
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R filid < ik, FEPER RS S0 iR E X ) S L2
Wo[9.1.4, 11.1.68H]
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[9.1.7. 11.1.3&M]
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I — ABAMGEI R O 501 R PR 2B B LIE DL b BR R (Il
WAgAs, BY - BRREMESE) 2179 2 & BEOREL 5712
BlZ3 2 2 Lo FRIC1T — 2 H R UM R R 3 2 BRI
FFEMTHIE[1.2, 1.3, 7.2, 8.1%K]

9. HEDERZATDEREICHTIIR

9.1 BHHE - BIEEZFDHDEE

9.1.1 BRIFIDG 2 EE (ERTERINGIDS D BEEFHR)
HREHRI AT 2 BTN D S.[1.2, 7.2, 8.1, 11.1.12]

9.1.2 BYEZSHULTVLIERE
FRPIHIC LD BEEPEALT 2B LN D 5.(8.1,
11.1.1Z:H]
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9.1.5 VREX I ZDBIEEDH 2 EE
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9.1.6 HItEBEBXFHIODH 2 EE
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9.1.7 BRIFFR YA IV AF + U7 DEEXRIFEERRE (HBsH
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9.4 &hEREEE T &

9.4.1 /NER AT RER RO BE G T 5 LELR D L E
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1.5mg/kg) @ # HZEOES CIHRIBOMBEY. THEE. 1L
FRBESETHO LN TWE) DD 5.[2.7, 9.4.28M]
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1. 8fEA

WROBWERH SbN b Z DD DDT, BIEzE H0124TVv,
BSOS N A I3RS 2 ik B 7 &) 2 L & 4T

5T
11.1 EXFEHER

11.1.1 BEEHE. AmEEm
PUMERR A R ERE CREAR © 2885, WHEEYR .. M UAE) (0
TS HEAY]) . HIEREA (46.7%) . A GHEA) | 1



IR A (15.7%) % O B8 75 BERNH, A & i (BEEE A )
VHOELNAZENHDH[1.2, 7.2, 8.1, 9.1.1, 9.1.2zK]

11.1.2 BEEMENEREERE(DIC) (0.4%)

MR, MEFDPAE. M%E 7 1 770 7 Vi S o ik
BIZEEDRRD b N6 1352 vk U, #Y) Z2 WLE % 17
32 EL[8.1B 1]

11.1.3 BERAFREDEELIIEE
BIENT 5% O T E 2 JT B E (BRI 7 4 Vv A D FEEALIC
L5305 E8) BEEAH) RS HbNDLZ LB H[1.3.
7.2, 8.3, 9.1.7=#]

11.1.4 BRKAER
WMLWTH2ZH 5 b, BAGER BEEAH) £ TEL 2 &2
LHDT, TOL) LIERDNH O b GEIdS 2 HIEL,
WHEOBY RWEZIT) 2 &

11.1.5 EEFHR(0.5%)

INImPERG 25, RINVER 5. BIEHERERH 5 b D Z LD
LDT, WL VIETE - THISEOIERD B & b 751213855
ZHIEL, BYLRREERTTH 2 &,

11.1.6 REESMERHR
MR MM 2% (0.3%) TV GOl fiietk - ik, Bban, IR R, 5
BE) DD OIS EDHLDT, REIRDSNTHEI
3G A2 HRIE L. WEXBEOREL TV, AT 04 NiGES
OB B AT Z &£,[8.2, 9.1. 48]

1.1.7 DEREE. JRDE. TR, DFE
OAETE, FolvE. REIR(ODSEENSE &) OAhe(nd
NWHHEHELRW) 23 Sbi s 2 EHHLDT, Mfin, Lu, &
B, OLDEKEE., BUNEDNZR0 SN HAa113%5 % Pk
L. #R0EX1T) 2 £.[9.1.550H]

11.1.8 EEFXORNRN HEARY) ., BEEEE(0.5%). BELEH
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FEDRRO LN A 3G ek L, BRSO LT
B w 4w, B RMERIT) 2 £.[9.1.62H]

11.1.9 2EEEE. R70O0—CAEREE EEAH)

11.1.10 FE4RATIEIERIERAE (Toxic Epidermal Necrolysis :
TEN). REHFEIRMEIREE(Stevens-JohnsonfElREE) (W
L BHEEA)

11.1.11 BEMESESORaHRES
FZINE (LR SE, /R TR . RRAERRE IR S 2 FER & 3
D) R EE, LN, EIR, R, SRR
W SREREE. DUBRE., SATREEE, SRR, MEREE (VT
NHHHERH) ENH L bNDLZ DD 5,

11.1.12 SRR HEEAN)

B, M7 39— BHEO LAZERS O bNEICI3HS %
kL, SR E AT 2k,

11.1.13 1&INERRLARAE
FiRdE. B, CKEHE, M RORP I+ 70e sy Fa%
FE & 5 ARG VEE AR 5 b b 2 EWH 5,
T 7o, WRUHARAE I X 2 BB EEOREIEET LA 2 L.

11.1.14 IREREK
WL REE (0.1%) 25 S b, BERLGHEAY) FTHEL 2
LB D,

11.1.15 ;REFAE (HE A
AVEHIIRLIE |2 28 72 IR ES ST\ Do TRIESEDREIRD S &b
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HEIR - AL
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FUEA

K, HFE N ST —
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BERFE, LA —ER
il5S TRV R g, OIS, R
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Zoft |LDHE &, B&E | H, &5 3% SE7rIs—+¥
Fig A 7oV 7\ W EE S, . BE[fE EA

I VT S 1 [ G = S
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ROEE . B R (i
WFhU AL, I
WHF MUY AT, o
BAHY A R ME
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227NN 8= N 1 X
VoY A I E
70— R, s
0 — UEF) . REEA

FEHURE (KRS £ COHMIR G2 X 5 BRREERD S HH L 72.

TED) B IRSE (R A 12 B\ TN L 72 /N i 0 R b 4 < U i
B 2020 7% (11/166961) . HURHRIEIGIS S - BRI ER B - DR 4
SO WiEE130.7% (12/166981) T - 72,

TE2) BHARA I IS BV Cld, THAEERE2].8% & RIME IS HLER D & 40 o
720

TER) BB IE 1212 0 L 7= WU S R UL TR 58 BHRIE R 2 0 5 & L 72 Bk
REEDTH T = - FAT U - F 57TV H ) 7 AR HHE %
HAZBW T, IRL6.0% & BIVE RSB Ao 72,
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14.1 FERIZMAIFOER

14.1.1 PTPAEOHEHKIZPTPY — M 60 L TIRH S 5 &
IBEST LT L, PTPY — MORREIZL D) . W CSIALEE

EIEATIA L B3l E B 2 L TR R 0 B 7 &4 0F
EEPRT LI EDN DD,

14.1.2 RENILEEE A 25720, RITERICPTPY — 25
WYy T EH48ET22 L, PTPY— M5B L, e
TSRS L72e, SEREmICOUNELL 2 Ed b,

14.1.3 AANTEHED L2 THEE A IZH S5 & T 5720,
K7 L CHIRHMRETH 5. 720 KTIRHATHZELTE A,

14.1.4 AFNIE/-F FOIRETIX, KR LTRAZEZ2VWI &,

15. ZOMDEE

15.1 BRIRERICED L B3R

15.1.1 AH %G L2 BE 2. Sk E s (Al i 2 £ 5 35
HEbH D). BB (MDS) 2356k L7z & OE DD %o

15.1.2 7vtuy 7 VoRREERETHL Ve Fo ) 3
Jr e Fus 4 —€(DPD) KIBEDBREN T FHIE
L. SOX)nBHEICT7LVEOY S VIVRER 2RG L7
G GO ESEZEEN (0%, TR, M EE,
RS NS L L OWMELD o

15.1.3 AH| & O EBIRIIAHTH 255, BHENA LI L
DOIREDD 5
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15.2 FEERARERERICE D < 1B¥R

15.2.1 753 A ) 7 LI BBKRETHHRENLT (A
Z). AT TN T LADRERDIV R VYA LRREE
BRI T A (S M) 2 ERS, EEDSNpHIETIC
LY TFRAEH LR 2 B RS S Tw b,

15.2.2 o XA BRAEHES L7285 B \CIRERAE I - SR o 0 35105
OB 5 2 EPHE SN TV D,

#%15.2.3 IFLERT ML 2 1 72 Be i (R BR AR e OF~ 7 A KA

& W72 /MERBRIC BT, BIZHEIIRE STV 5,
[9.4.2, 9.4.32]

16. EYIENRE

16.1 MEEE

16.1.1 BHEOi%s

MFHT=N - FAFUIN - FTFFVINA) 7 AREF % i BF124412
32~40mg/m* CEBRE LS L oMk Er ko7, 7477 —
JV(FT). ¥XF Y WV(CDHP). #7577 ¥V # ) 4 (Oxo) KO
HAHTNFTYT TV (5-FU) DIEWEIEE ST A — & 2 FITRTY,

Chnax Tmax AUCH Tz

(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 284.6+116.6 2.1x1.2 1372.2+573.7 3.0£0.5
Oxo 78.0+58.2 2.3x1.1 365.7+248.6 3.01.4

¥FT, CDHP : AUCo-4strv 5-FU @ AUCo-14nrv Ox0 @ AUCo-24nr

(n=12, mean+S.D.)

@FHT—=N - FAFTIN - FTF TN AREH & B 1225~
200mg/body#% [1#% 55 | 72t OFT, CDHP. Oxo/t 05-FUDAUC,
CoadHEIZHENAKFE L TLEA LY,

16.1.2 RiE#%5S
FHT—=I - FXFY)N - FFFTINHY) T LAREH % 5EEEL04IC
32~40mg/m* Tl H 228 H [l 8 H % 5- L 72K o1, 7. 14, 28H O 14
FPIREE 2 SE L2, SRR IS E IR E L s /2, MARYS
BIZBWTHHRED Y T 2V (Ura) DA I3#E=RL A TH Y . CDHPIZ
& 2 DPDFLEE 81 T, BE AR S e h o 72V,

16.1.3 EMFHIRIE MR

(TRAI—DVEHO0DEET25)

I AT —7 VEAEODSET25E 7 4 — L AT Y ELG0D§ET25% 77 1 A
F=N—FEIZ X ) BIEERELT 4 — T AT YEAODSET252#IG D H
LEENENZN2E(F 7 — V50mg. ¥ AT ¥ V14.5mg. *+ 5T
DIV ) 7 A 49mg) ZERE IR HLIRAR 9% G- [k 2 L CRRATB X UK CHRAT]
LCTFH 7=, FATUNBIOFT T IO MHETEEZR5%E L.
5N HYERE/ ST A — % (AUC, Cmax) l2 DWW CRERHIRIT 2 17 - 720
FAT=IWVIKAEL/ KBV FATINVIKEL KBV 575
VIR LIOAUCE & OCmax. *+ 7 7 ¥V [Kd Y 1OCmaxiZ90%
fEHE X 1 A%1og (0.80) ~log(1.25) D#EFHMN TH o720 T/2o 7T
WIKD D IOAUCIZ BT, il O F il D 72 )51og (0.90) ~log
(11D OFFHAHNTH Y, o, BB CHEIBZEE UL T,
Pk &0 iE o = R SRR S e

3500 | (77 U CRRARF O MR E R

3000 —e— TAT—7 »ELAODEET25
- --0-- T4 — LAY VEEODEET25
2500 1 Mean=+S. D. (n=22)

2000
1500

BES - INERE

1000
(ng/mL) 5001

MFH7-=Ib
FIHN 25 5RO BIHE ST A — &
Cmax Tmax T2 AUCo-48ne
(ng/mL) (hr) (hr) (ng-hr/mL)

Ko|TAT—T VEE

OD&ET25 2188+387 | 0.7+0.4 | 12.6*3.2 | 25007 9858

pos
L |54 —z27 4

(0=22) | DTS 2365+515 | 0.6+0.6 | 12.8+3.3 | 25044+ 9935

IAL—T YEAE

{g ODE:T5 2426671 | 0.7x0.6 | 13.4*3.4 | 27203+ 13704
)

— — S, O
TATATCRE] 96094064 | 0.9+1.3 | 13.243.6 | 27952+ 14984

(n=21) | 0D T25

(Mean=*S.D.)

01 48
i 15 O (hr)
3500 (7 CRRAABFDMSRE BR)
i 3000 —e— TAT—7 VA ODEET25
L3 --0-- T4 —TAT EAODEET25
# 2500 Mean=+S. D. (n=21)
pA
5 2000
1500
75 1000
(ng/mL) 500
01 48
LR F RO (hr)
@FXZVIL
KA 2GR G OSEY B E N T A — &
Cmax Tmax Tz AUCo-48nr
(ng/mL) (hr) (hr) (ng-hr/mL)
—_— > AN
K|S T dors 08 | 135006 | 28204 | 18932372
A p
= — D A
- ggiiéjv“m“ 492=111 | 1.120.5 | 2.9%0.5 | 1940389
— S pas
K (l)D;;TZSV YRE| 654151 | 1.240.6 | 2.8+0.5 | 1720+441
v — 4 S N
(a2} ngﬁTl%zv/ﬁan 473169 | 1.3%1.2 | 2.9%0.6 | 1746+390
(Mean*S.D.)
700 | (7% U CHRFAOMAEER)
fr 600 F + —e— TAT—7 »EGODET25
L' i --0-- F 4 —TAT U EODET25
;‘; 500 F Mean+S. D. (n=22)
A 400 ke
I
7 300k T
& 200l]
(ng/mL) 100
TR 1 1 I i
OML234 6 8 10 24 48
LR F RO (hr)
700 F (7 CHRAAEF DM REfR)
i 600 T —e— TAT—7 VEHO0DEET25
3 i s - T — T U GODET25
;Pf 500 -yl Mean+8. D. (n=21)
2400 FS
Z \l
o300 A
F
200
(ng/mL) 100
TR 1 1 I
OML234 6 8 10 24 48
LR F OIS (hr)




@®)FF3VIL ##2) Cockeroft-Gaultz;
Ceriftsgfii = ((140-4FH kg))/(72x1iE 7 L7 F =2 /dL
SRR 5 OB ST A — 5 LTt T ) 2 I 7 (me/dl))
Cmax Tmax Tz AUCH
(ng/mL) (hr) (hr) (ng-hr/mL) 17. ERFRREHE .
X ovseres FEB| 99+ 50 | 2916 | 2.220.6 | 59291 1glgﬁgii&0§§'mhﬁa?z’ﬂtﬁ
7 SBEFE
<n:"22> ggﬁ;é;ﬁ‘/ﬁﬂﬁ 105+ 57 | 2.7+1.2 | 2.922.2 621 =255 17.1.1 EFRERRGER (BIH%S)
AT URA FHT=I - FRXT LI - FFFIIH) 7 ABREHI(FT 80~150mg
% lonserzs | 156%139 | 2.3%1.3 | 2.2%0.6 | 878622 MG/ H) . TH2M SR 512 X B BRR B & At Lo, &
FA—TATSRE| . N o R BEIL HH46.5% (60/12061) . #5M5 - TEWIHES2. 6% (42/12961) . FHEIHS
(0=28) | opgiT25 167141 | 2.6=1.8 | 2.5=1.1%) 939583 H34.1% (20/85061) . I/ ML (R iEHEB1) 18.29 (18/9981) . FAiA
%1 K%Lt AUCkuww, kY : AUCozux B TS FL21.8% (12/5501) . WEHES2.29% (19/5961) . HE##E (FLIA
Mot B NREEHE % ONFSMIRAEHE O ALk A 091) 30 5% (18/59%1) T
(ks U C RS O ek B ) . BHo?22, Tk, RN O RTTERIR 25 TAH BRI B81F 2 BEG
s00r ¢ ORI BIL6H) (LR 1ZIW, 2 DIZ T & 2 W IS RUHREIE) T2 2
m 950 F —e— TZAT—7 il H0DEET25 3REO SNk iro Tz,
-0 - T — > & Z > - fo D SR ES (S e =] s SHE
i O T oD S 1S & 2 BRSO (P RO BB TLAE B, WA 01 2 O
3 20r o BRI % I <)\ 3B\ T IR TR T BEAE BUIZ578B1 T ) . BIE
— BB A87. 20 (504) T o 720 F 72, WIEHE(S % ¥ RILEALIEN
i TT #) % A3 B FAAE AP FEFLAE (WG HA 7L L 06 57) TORIER
T = HH396.4% Td > 720 WIERA I, VR ONERH T, BIMERSE
= i P ORIE I L CREr o/, 720 BETIIEEOEIHED
(he/nl) 50 1 b <L B RN - B - IR - PO B ECIE TH - 1.
Lol o EWLE%&%KBn%ﬂwmummtﬁDf%otAW7t»mm
O 234 6 8 10 24 48 BEE M)
i B H ORI (hr) A R B
' AIER A LA [0 TEH
- (55631) (591 (59f31)
300 K CRAROM MR B2 69.1% 32.2% 49.2%
W sl T AT A AODEETS (2000/mm’ ki) (9.1%) (0%) (3.4%)

T DR OB kA 72.7% 27 1% 42.4%

x |4 A O (1000/mun ) (9.1%) (6.5%) (5.1%)
T 200mm by - ~NEZTE Wb 45.5% 50.8% 50.8%
Z o (8g/dLA ) (3.6%) (5.1%) (6.8%)
o 1Orl g ) LB 38.2% 33.9% 23.7%
L : (5 10"/mm’* ki) (1.8%) (1.7%) (0%)
& 100r ] AST L5 34.5% 18.6% 37.3%
(ng/nl) 50 N ALT E3 29.1% 16.9% 271%
TR 54.5% 61.0% 33.9%

Loy gy Y —— . (7 L—F3LLE) (5.5%) (13.6%) (6.8%)

oML 234 6 8§ 10 24 B 47 3% 55.9% 32.2%

0.17]0.67 S OBEM (i) (71— F3bLE) (0%) (10.2%) (3.4%)

0.8 Tt 30.9% 35.6% 20.3%
MEEFHLEE 2 5 ONZAUC, Cmax$ 0737 A — 413, HEREHEORIR, £ (7L —F30LE) (0%) (5.1%) (1.7%)
DR K- BRI O RERSEI L - TR MRS B o TH 38.2% 37.3% 22.0%

'|ed§ ;ﬁllﬁliﬁ S HEARE W E S Lo ) 2 D REEDS D B (L RaBLE) s o e
NN e A 40.0% 47 5% 35.6%
LA e U5-FUD b b LY T 0 & H 6 & #I3FT 49~56%. S 8% 25 1% o7 1%
CDHP 32~33%. Oxo 7~10%. 5-FU 17~20%Cd - 72¥ (in vitro). G 17.3% 39 0% 2.4%

16.4 L3 y ‘ W5 16.4% 22.0% 22.0%
FT755-FUNORBICES T2 MFI 20— A0F b 20— 4 7T . NCLCTC At
PAS00 3 FAl & L CCYP2A6N ETH % L O 2 % 57 (in vitro) . GBI

16.5 HEttt
FHT=I - FEXATUN - FFFVNH )Y ABEH &R EH1241232
~40mg/m* CE B HRE G- L7220, R IE7280 Tl b s
%f LCDHP 52.8%. FT 7.8%. Oxo 2.2%. 5-FU 7.4%7% kit S 41720,

16.6 FEDHRZEEIDEE

16.6.1 BtkEElEEEE

() SEWBYEEATTA IR ET S 072 R SUBoE B (BR R SE B R R, e, M
R IZOWT, BGHIME Y L7 F= M, MR, FE M OREDL S
Cockeroft-Gaulti\"™ # W CHHM L7227 LT F =271 75 > Afifi(Cer
HEGEAR) 12250 S EHEREATIE R & HIWT S 2 A TE & IR B e £ &
HWF SN A BEFEITIT T, ZNENOAUCERTY[2.3, 9.2.25H]

AUC-s (ng-h/mL)

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

@)EEEETNV(ITE)CTH TNV - FATIN - FTFTINA) Y
LEEH =BG LzYh . BHELEICTH LCDHPD 7 1) 75 ¥ ADMKT
L. 5-FUDIMHEEDFEHZ FA %2R L7A7,[2.3, 9.2.220]

16.8 ZDith

(IRI—7VECE0DEET20)
IAL—7 YBAODFHET201ZE M ZEEICESE, T AT -7 YRAOD
FET25 L AW EMIZ S L AT S 2Y,

D ARF ORI L, 75me/ M TH %,

17.1.2 ERE D+EEER (HARS)

IR G RIS (253 2 R ER S8 TAHTRER & L Cf7 - 72 B
B (FH 7= - FXF IV - FFF 20 Y ABEAEHI21H R
H#EL3S-12, Y A 79 F »60mg/m*% #8H H I2#H%5) 12 BT B K
WU % T L 7oA. R EI347 3% (26/5561) TH - 722 2,

EIVE R REMT T SEREBNIE5561Ca ) o BT 5 2 ORIERASEH L 720
FRR L EE L EZ2 ONIEERRZIROEBY Tholo (I TLLD
HREE M)

HERG

FIERIE A (2000/ mm® i)
BRI A (1000/mmP i)
NEZ O VgD (8g/dLA) 90.9%(21.8%)
MM (5 X 10"/ mm? Al 60.0%(1.8%)
AST L5 14.5%
ALT -5 14.5%
BHAIR(Z L — F3LLL) 78.2%(12.7%)
EL(Z L= F3UE) 63.6% (10.9%)
g (7 L — F3LLLE) 38.2%(7.3%)
FHI(Z L — F3LLE) 34.5%(7.3%)

DRI 5 B
I/ (551)
52.7%(5.5%)
65.5%(29.1%)

M % 25.5%
BFRILAE 23.6%
g5 9.1%
7L — ForE, NCI-CTC CTHaEt

(B

17.1.3 ERSEMEEER (e HEES)
Stage II. MO BHHWIBEMNZHRE L, THT— - FAT Y
Voo AT TN ) 7 ABAFI(EUT ., BEAH) 5 (Tl #2147 ) B
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(52901) & FAit HAREE (53061) & MRS L 724 5 (BlgE I o> v Jefil
FAlF 3,048 ). AETEI B O N — N H120.68(95%1E HEHIX 1 0.52-
0.87. 15 ¥ 7 HsEp=0.003) T. FAFIGHE Tl EakEe & i
LTI A7 %320 T 872 PATERIMEO LRI, TAlr HmEE
70.1%. FAHIPE5-180.5% T o720 F 72, MEFFFATEHIIT O/ —
F 130,62 (95%EHEIX 1 : 0.50-0.77. 12 5 ¥ 7 KiEp<0.001) T,
Bl A FI e G- AT HARTE & IR L T3 A 7 2 38%IK T S & 72,
BB, EROSEEFRIE, FATHMEETO. 1%, FAHITSH80.1%
TH Y. SEMEF AL LT EAEES 6% BAHIPLGHET2.2% T
o720,

GRIVEVSBIHRBED DHEREM TERER Y AU DAEICH (T BiliE

EMIRGE)

17.1.4 ENSE MAEEHER (I MEE)
Stage | ~MIBO LA b 0% v 554E5 B 1% A DHER2EVE TR 3 ) A
7 DFIEOMBEZ L E2 N RIZ, FH TV - FATIN - FT T
A AELEHN (LT, EAHD) & NS WEEO SR (97961) & N
SIS T HM: (980f51) DA R Ik e UV axk % Ml B i AL IS
RSB 2FER L 720 HE - BERZLTF=2 2 )75 Y ARV
FEAE IS LT, BAEH (FT60~120mghl &/ H) #1H20A, 14H [H#E
HREOGHBTHBARIE L, Shaffh B3 I & & Shiz, N biRE
&, BRERE R A OIS SRR 2 IR ER S 2 e 54 5 2 &
La3nz, IR FIEUIE G IEEEICE ST L T BBEFIZ
FRVER., N5 BRI 2 2 & & &z, TEEEH
THH TH 2 EMERBO 2 WAEFINE O N — F 120,61 (95% 5 HEX
M :0.47~0.80. 127 F ¥ 7 HuE p=0.0002) TdH - 7%V, (20184E11 H1
HF—% %y b 7)E
BLA A & N W 5 O B F B O 2 M EAT R R & S 729546112 B v
T AEFRIEBIHFIT9.0%(9446]) Th o7z, ELAFEFRIE, HIl
R A54. 4%, B HES0.3%., ALT EH42.9%, Bk 442.0%,
s ¥V ¥ 8 040.8%. JE 5739.1%. AST E 538.6%. % Ifi
34.9%. H.(34.5%. THI32.3%., M/IMGHA32.2%Td - 72, (5.4 ]

)

1004 s
Ry o B NSRRI D B
90%- -
80%
E T0%F
1
% 60%
2
2] 50%
75
w )
P 40%
;3 30%
2%
104
0%F

0 6 12 18 24 30 3 42 48 54 60 66 72 78 84
Fft 5 QW (H)
[====- NP UAKEE A B B EA/ NG T D FRE

Number at risk

BOAT7/ S s G B 952 937 917 905 878 841 759 629 483 295 86 23 2 0
POTIRIEREE 967 946 917 890 848 811 724 590 428 276 65 19 3 0

HEDHEEmY A2 E LT, UToOXz@0E# LEFRIN,

OI#EE) > 7 NEHRRS D3V o JE (i ai S AN B 38 W ek & i L TV 2 E T

WL SRR IR ST (IR ) O SEE R kO )

@WERE ) ¥ SRR TT RO ~3) DWW FRrIZigb ¥ 5 B,

D AT arSE IR IE DS 20 G - AR BT (1) EEE3emPL L, (i) Ak
F0 7 L — F(HG) 3. (il ) B 5 2 2 IRE R HAFED 51 5 (iv) HG2A D
B2embh F3emAidi, (v )HG2, EEEE2em A 2> DBgl~ — 7 — @™, i
(vi)HG1. ##i##E2ecmPL F3em Al A2 Ry~ — 71 — @i,

)M AL FEIE D B B By FISHE LIRS ) > /S ER O TR I BV T
I OFRAT DD 5D o

3) AT RPN 3 W IE A B B By - FAlii R IC BV T (1) iR E3embl b (i)
HG3. (iii) 1 & 2 2 IRER EATED 515 | (iv) HG22 2 2cm L F3cm A
Wi (v )HG2, BMA2em A 2> DR gl ~ — 77 — @i * 33 (vi) HGL, iZMEE
2cmPL_F3emAdi 2> O BiGE~ — 1 — B
¥ R RE B 9E 12 X A Ki-67 labeling index 30%LL 1. X 1ZKi-67 labeling

index 14%LL 1= 30%:k il @ 35 & 13 Oncotype DX 0 il 52 A3 9 fili & 41,
recurrence score (RS) 18LL ;A2 3ifE & S a7z,

E2) WA R LT DN TV 25121 BFO2BM Y EFNZ#TLTw5
Tk, BLEH &R & o EIREGE f OEC G G T R o U
BRI IfTTbhnwZ L s,

F3) LT OV Nph o BIRE Iz, B, WG mEEE H 5 %4121,
MPHT & AR A O 5 E & L CERSEREG T4 2 L & s/,
CHREOWE T Y EF T 72 I LI Ty, TRV VIR 2 —T 0

L) C2ERE DB LI E S,

RGOS TFA MOV b, LAY VI FERARY Y, THY
5 —BHERPSAEEOLAEICIE, FEXF T 72 LUE ML 3
Jxrybulkanie,

) H RO FEHT R R O FE BV ECAH) & N5 WL O BF FRECO5261, N5k

HEHUREECI6TH T > 720
18. FEZHFIE
18.1 Rt

FHT=I FATIN - FFFINHY) 7 AEEGH (LUF, BAH)
IZFT. CDHPK U'Oxo®D =& &hH 2 HAITH Y . ROKGHD
BB IR TFTA SR 4 BB ENB5-FUICES VTV 5,

CDHPIZE & L THIZE K 447 § 5 5-FURALACHEE & ODPD % IR
WCHPIHES 22 12k o Ty FTE D IRAEST A5-FUSE 2 LA & &
b0 ZOERNS-FURED LIS T, EEHANTIES-FUD Y »BR{L
RBWTHB5-7NF T XY L F NHERERB L. PR
WS %, F72. OxoldfEI#% G 12 L ) T & L OMbE#MRkIc oA LT
orotate phosphoribosyltransferase % BEIRAJIZFEPIHE L. 5-FUD 55—
TNVFH X7 LT EANOERZ #EREIH T 5. Z Ok RAECEH
BTG L DS-FUDGRWHUES SR 238 7% 5 2 & 72 I LR e AT
ENBHEEZENTWA,
S-FUDTERBE 1 & L CHEEMAHY T dH 52 FAUMPASAUMP & $540
L. thymidylate synthaseX% U':®2ICZERE & ternary complex# JEK 3 %
ZEIZ X ADNAEAHIHEIZ X 5. F 72, FUTPIZAH SN TRNAK
fEZbEEST 2L L 0bRTVERH),
18.2 HMEBEME
HHAWE, EAKFREAH-130. KM (T v ) ROV A ZRiE (<
) S RMER TS, $/2. b N ERE. ORBEE. FUE. IS, I
Ko B TRAESE (X —FJ 9y bdHH0IEX— F<w 2) 126 L,
JE BRI RI R 2 R L72e 720 WA Al OMERET V(=
ZVZBWTEMGRIREE R L. &SIz MHEEL TNV
(X=FF7 9y MIZBVWCLTFH T = - FXTIN - FFTFTYVHY
7 I\ LA AN SR A PR % R L 72500

19. BWRSICEIT DERL2ME

19.1 =H7—=IL

—fi%& : 74 7 — )V (Tegafur)

£ : 5-Fluoro-1-[(2RS)-tetrahydrofuran-2-ylJuracil
FFI - CHIFN20s

SFE 0 200.17

B = 166~171C

‘e -

0 BRUBHERAEMK

B R AROKREON K TH L, A5 ) —VIZRLBEITRT L K
XIZxL s 7 =W (B) IZRREITIZ Ve MKERALT P Y 7 48
WS T Do A5 7 — VR (150 I3 FEE % R & v,

19.2 FAXSV)L

—#%% © ¥ 2 F ) (Gimeracil)

{E%43 : 5-Chloro-2,4-dihydroxypyridine

PFI : GHICINO:

DFE 14554
AR #9262°C ()
EE
‘ N\ OH
I \F
OH

B R AROEEEORETH L, VAT VANVEFY FIZETRT
CCNN-FYAFVAENVLT I FIZRRETR T, A8/ —
IZRRETIZC, 28 7 —1(99.5), 1,3-Y AF V=21 3%
)Y Y ATKITEHETF IS v,

193 7735 VIVAUD LA

—f%% : 77 v 7 A (Oteracil Potassium)

{E%42 : Monopotassium 1,2,3,4-tetrahydro-2,4-dioxo-1, 3, 5-triazine-
6-carboxylate

SFR : CaH2KN304

DFE 1 195.17

BeER -
H
KOzCTN 0
N_ _NH
b

(0]
M R ABOEREOBREKETH D, KIZEHEITIZL, =8/ — )
(99.5) UL A F 7 — WACIF & A ETHEIT 7,

20. RV EDEFR
TV ¥ u—wERERIE. BREBTCRETLZ L,

2. g%

(IRI—TVEEO0DEET20)
PTPEZEEAIA D ] © 568 (145E X 4)

(TRI—TVEEO0DEET25)
PTPIFEMEAIAD ] : 565 (145E x 4)
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