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1.1 FHEZEOCPALLEELT. BAECTOMIETESE
BRERICEWVT. PAEERECTIEME - BREFD
EEDH & T, AEDEY EHE S BEFICOVDTDH
KT E, BHEBEORIRICHZ->TE. FXEARVE
HRAZEFHORNNEEZSBUL T EET I L, £
BEBIRICEIL S, BEXEZORKICHEIMRO BN
+285BL,. AZEEHOHBRETSE L.

1.2 FH7=I XX - FFF2IAHY ) LEEE E
OHAICKY, EEGNBEEEZOEMEAIPRATSIH T
hPH50DT, GEAZITbEVI E, [2.2, 8.1, 10.1B 8]

1.3 &FXFETNT 7V AU LEDHBICEY ., MRRE

5.3 fFFREEICE LT FIAMLAREEIC 81T 2 AR OV 4x

EHEL L TV v,
. BERURAE
TG IEFRIEFLAE I IFAE X EBEZ R L, 937 =7
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ENHE 2 B A B EBE A L, A% 77
FrEBMT A5 EICRCEZ N b IRV IR 2
1T - HEORNE - EhE Mo PUEEEEH] & O P TCik
UIEE AT 50 BB BT 2 w0 CRUR LR
Grefrls A5 a1 3DEE T 5. BRICIIHERA LD
PR TCHZ MY %,

EEMREEREE. HMARBEULRTICE-/HEHESINT Al RKRHEICH b TROBG B ER & B304 DL
W3, ChsQEMERIE. ABIETIV T 7D HUT LD LZTH 2001, 21 H 8 B EHS- L2 0% TH MRS 5,
GrRARBBBERD> SXEREHIEEZIy BUAOEBICHE INE1IT—RA L LTHGZ#HD R,
BLTWaDOT. HAT B CHNARERRESE Ea IE:
HRICITL, BECISC TEYBREEZITD Z &o [10.2 L.3Lm’ il 900mg
1.31m? DIF 1. 64m? il 1,200mg
16.7. . 12H8] o
1.64m? P I 1,500mg
¥ . 4 ) - N, un = 43 P yaui iy
. 1O XA 7 VA 1 5 S VIS LRI O B - YR IR R R T @0
B 7 M AR ORAE SREIT—AE LTREEEDET, 2B, BHEOK
Jit I L) R 2
2.2 FHT =W FATUN - FFTINA Y Y LEEHNEY Hes ) BT A o
OB O ST H B O 8% (1.2, 8.1, 10,151 T 500me
2.3 EELBEEDDHHHEH[9.2.1, 16.6.15H] 1.33m? P b 1.57m? i 1.800mg
2.4 WG IR L TV A EREED & A L [9. 52 ] 1.57m? DLk 1.81m? i 2,100mg
1.81m* Lk 2,400mg
3. ARk - MR Ci: - fREmMICH b TROFE G EFIEGE & #3051
3.1 #mk PICTH 20 14 H a H A O G- L 2 0% 7H BAREES 5,
W 7 4% HRYH Y 300mg [ 5715 INEITI—RAE L THEIGEHEYRET, 8. BHEOK
I 1§k REIC X M RET 5
AR ) ANTFEY 300mg 12;2%1%?% = TRRE
MWRFALNE, iR VO — A, 702G AT —=AF b T4, 1 36m? i 1.200mg
wom A eTuRru—RA, AFT) VYT AT AL BTS2 1 36m2i1L1 66 o 1’500mg
; 57‘ vz 1.66m? DI_F 1.96m? il 1,800mg
3.2 BAOHK 1.96m” DL 2,100mg
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w 1.64m? DL 1 1,500mg
4. SHREXBEHR ik | (RRHRHC & & CROT S5 & W1 1 & 4 £ 5305 1L

OF M eeNX IS BFREILE
Ol - Bl
OB&E

5. MEERIHRICEET FE
(FHTTEER (3 BFILE)

5.1 AR LFHIEI B 2 G R O A3 L

TV,

5.2 HAEFG- 21T WmA . 70 NI A 7)) vRPUE
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INEla—AL LTHRGZHRYET. b, BHFEOK
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1.31m? il 900mg
1.31m? DLk 1.69m? i 1,200mg
1.69m? DLk 2.07m? i 1,500mg
2.07m? DLk 1,800mg




7. BERUVAEICEET 238
GheEH@)
7.1 BREO R HE (L&) 13U N oKk s 72 ) o &
POHEELTW5,
- A : 825mg/m?
- B¥E 1 1,250mg/m?
- C¥: 1 1,000mg/m?
- D - 825mg/m?
- E# 0 800mg/m?
7.2 fREE - EEICONT
7.2.1 BERUCHEIZBWCEITERPZEB L 2881213, LT o
HEZSEIZLTRE - BExfTH) 2. B, BEIIBITA
MR L2212 B W CGrade2d JE ML ATIS IR L 7235
Al DUF OGrade3d RE - JEBE % S E 12 L TIRE -
WEEEETHI L,
3 - MEORE

NCESRBIEO | iasmmn o TR O
Gradel RS - IR WERE
Grade2 #HZEH |GradeO-112#8t9 % F TR MR

20l H 38| Grade0-11Z 8§ 5 £ TR IR L
3[Al H 383 |Grade0O-1I12 84 2 £ TiR3E W B2
4101 B B BL G-k - B GANTT -
Grade3 #MHFH |GradeO-1IZEEPS % F THRIE W B R
2081 H 5681 | GradeO-11Z#RH9 % F THR3E T Be 2
30 B BB G-k - B GATT -
PGl - PGSR
& B IR AR AT S
Graded #MEFEH |LoTEF LW EHES N IR EERG2
WAd. GradeO-112 84 %
F TGPk
FREOKRIE - JHEOBEIIS L TREE T, UToHE%

BEIITHT L,
- 1,250mg/m*H L & THG- & Blh L 72356 O e 0% 5-&

" S
e W B P
1. 13m?Ai 900mg 00
1. 13m0 1 21wk | 200m
1.21m22l 1. 45m2kiil coume 200
1.45m2Pl 1. 69m? i 1 500mg g
1.69mL 1. 77mk i : A
1.77m*Lh k. 1,800mg '
- 1,000mg/m*H 4 CHe G- % Billh L 7238 O Wi 0¥ 5=
N )
e B B Wk B2
1 Alm? i 900mg
1 42Dl 1 5lmeki  soom 600mg
1.51m?2l 1. 81m> A cUUme 000
1.81m2Pl 12 11m?ii 1 500mg g
2. 11m*Pl b ' 1,200mg

7.2.2 —HjE L7-BRICHWE3ITh W T &,

1)BYEIC & 2 EINERFERIC BV CTIENCI-CTC (Ver.2.0) 12 &
) Gradez %€ L 720 FRIEMBEREILLT O FLHE I THE - 720
F 7o, CHAC X B EANEBRRERIC B TP RIEREE D &9
TCTCAE v3.03LIZCTCAE v4.0312 & 1) Grade & 5 L 725

Grade 1 R 35 FEAE I
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%2489 BIEIR O Grade Sl 2 HE (FRARSHIR, PRAETHIS) T—3 L 2 WAL,
L0 Y] &HIEC & S Grade RS 5
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7.3 {LAIRIEEE D & 2 HER2FG M O T AN RE U FRIE RIS/ L
TYHFZT R TAY AT (WETHBER) LT D5
OREROCHEIZ, VI FZTOEFRLESHT L2 L.

GARYIRRTRE L ETT - BROKE - BERRE)

7.4 RE LGRS B MO BUEMEIEE AN, T17. R | O HO
WHEEZZAML. BERNNOBRFONA FI74 2 E22HF L7
ET BB OIRER D AACAFEREIZIS L CTEIRNT 5 2 &
[17.1.9-17.1.11Z%H]

(BREIC BT 3 RMEELEER)

7.5 KA LGS B MO BUEMEIESE AN, T17. R | O HO
WEZHINL 72 1T, BB ORER D ALFAFEREIS U T
K952 &, [17.1.122H]
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7.6 LG MIHI A8 T — A% 2 7B & OF R K O VRIS
LTwizvy,
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8.2 AFIFE G- d e MY (R 135 SR ) 12 g R Bt (fi i
A, HERE - ERRREMAESE) 21T ) & BB OREL 0
WK%, [9.1.2,9.2.2,11.1.4-11.1.6, 11.1. 13&]
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9.6 Rl
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3



10. #HE{ERA
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[1.3.16.7. 1] |fE8F . HIMOFEBAHE ST
5o SRR ISR E AR A (7 0
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BeG-& Rk L. B GEOBY) 2 LE LT 2 L,

11.1.2 FZBHEEEE (Hand-foot syndrome) (B EASHHED)
FENORKICEERFE. EFEEE. A8, B, RN,
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11.1.5 BEE GHEARW)
BRI BT 2 L) BERERDH HbILL 2 D 5.[8.2511]

11.1.6 BEEMHI BEHEEAIATD)
PLMERIE A, AR A S AT REIRI DS, F 72, BB o %y
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£, WTEE, SR, IR, $EL. BT, R ET. A
FREd FREEENRS SDbNLE I ENH D, $720 TDEH A
SERDSHEMIESOMIIERE LTHEDLNALZENDH S,
11.1.11 AT HEEA)
EIRE R MASRE . UAHZE, BISBIES N H O DbNDL T Db,
11.1.12 REFEEIRAE{REEE (Stevens—JohnsonfEREE) (4 EA)

11.1.13 B4 Em GEEARH) [8.221H]

1.2 Z0fDOEHER

11.2.1 BRIEEICH T 28E
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109624 1 10% A ™ BRI
Piegi MRS ELE L SRR (NIRE. O O, SIS
HFER FEED F
H(33.2%) . &AL, M. LREHACA R, B, Bl K.
Py ﬁK?)E(SO.S%)\ . TVE% T2, Bitin, 8
g Py INEES:, WAE, 17178,
B AV
spman Mo, FIRHE. O E.
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RS Ik P ] e
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2.2 EDHBHIEER & OHRAKRERICE T 2HE

= FRYHEET)
A
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B = 2 — 1 8| IRIE JEESURR
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AR (75.0%) |

BEEDN

HHRE. SRR, B B

H AP,

TRE|THALA L, TN

TCR i (40 o%0) . | Pdh, I E03% . AER.

Sihin SR SRR, SR TR
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y
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1091415 10% K™ AT ¥, 5-DFCR. 5-DFURK U5-FUD MAE Rz X. 5%
& R, ASTIIfLR, ALTH#IN, L 1.7~2 3 M TCmaxIZEIFE L. 0. 55~0. 81 Tk
. ] & 2 VA =
il S el B L7z #2510 HO5-FUDAUCk I, 5-DFURDH1/30
B BT LTS Th oo 5140 HOEWBIE ST 2 — 5 135-FUR IR,
9 57 (57.9%) [ FFERTE . HADE, 81| S0, IEZILA MG HOMH L ZIFFBETH - 7207,
VY OIS L. WA, RULEE, %8 |WbE, 7 ) v AL FE2)H 51 H H 121, 250me/m?% § £ AT 1 H L HE 192 5 L 720
(B, M55, | B, RS e (BRI . S0, 1 M) g ) g s o .
2ot {38, NENES) | %) . MR, AL |7 Al B K BECHES LEBG ORI 72— DILH
(40.9%). 8| BAEHE. Ao, I B R, TR ~ (Lo Cmax (ug/mL) AUCus (ug - /mL) n
BUE, 5B | PEIRILEE 1P ) > | ¥ 5 A, b IHH | 14HH [ 1HH | M4HH [IAH[MHH
R CRPHIII, HHIR V7)) FIlLE ANYIEY |4.80+1.75(4.19+2.55|6.91£2.40|6.14£1.92| 20 19
F1D) ERS OB RRE L O E RS CHE SN, HERERTERVE 5-DFCR 5.95%2.50|5.20+1.90 | 15.1+4.31 | 14.14.58| 20 19
V3| 5-DFUR 6.02+2.496.59+2.83|12.8+3.74|13.0+3.31| 20 19
PE2) ABH L ISBHECHEHE L 7 [ MR PR SRR R 1205 2 (P o 5-FU 0.22%0.12[0.38+0.21[0.45+0.18[0.710.23] 20 | 19
T IR BUBR (JO148655ABR] . AT - FESTLARICH S 2 EIPO4S A mean +SD

i R 2 B[ JO15151 30k, JO1515430 5k, JO1515530 6%, JO16526:4
B HEAT - FESSEARICH S B EI A TR ERR LR [JO15152508%]
HEAT - TSRS U %3 2 A I KB AR SR BR(J 015153
SERD, AT - ERASTERN I - W RS 2 A4 AR R S
[JO1595155%]) o &5
TE3) CHC M L 7= B P B PR U (AT - SRS Py - I 1St 2
EIP4 1/ ARG 3kER [JO193805kER ], Stage IL % NI 0 BHE D i
R RAT #e BB RS B B ES T ARG R 38R [MO28223 55 ])
DEE
14. BALEDIEE
14.1 EJFZMHEFOZTE
PTPOUEDHANIIPTPY — S WY L TIRAT S L9
8352 L, PTPY— bORREICE D, HWEATIE
BRI A L, FIZdzilE B2 L CHitbRiR R0 R E
BEBHERBRET L LD L,
15. ZO/MOEE
15.1 BRERERICE S 158
TNFuT T VORI ETHL Y FOE Y I
¥ 7k Fu’y)— £ (DPD) RIEFOEFAH T TIITHLE
L. 2OXI)BEHITINVFa YIS U VREHZHRS LT
Wit BGMUNCEEZBIER (DM 2%, T, ks,
IR ESE) DSBS 5 L OMEDND 5.
15.2 FEEREAREABRICE D 154
KENOBW T H5-FU 12DOWT, BEFEE W72 Etic
BWT, BETERERFREMNZRT I ENIRESNT
WY, [9.4.351]

16. ZEHEHRE

16.1 IMARE

16.1.1 AR THERE L 580 mEFRE
EIZHE EF 128127 R & ¥ 0 829mg/m?*™Y & £ 1% 12 H Jn]
OG- Lce &, v ¥ ¥, 5-DFCR. 5-DFURK
U5-FUIE, #5-#%1.1~1. 3K TCmax|ZFHE L.
0.4~0.8F [ T A L 720 5-FUDAUCrstid. 5-DFUR®
#31/20Td - 724,

AETES LG 0EMBIEE/ T A — 5 O HE (n=12)

1Lat Tmax Cmax AUCast tz
(h) (ug/mL) | (ug-h/mL) (h)
HNRYEEY | 1.1£0.7 4.85+3.74 | 4.77£2.51 | 0.42+0.70
5-DFCR 1.3+0.7 5.35£3.04 | 9.63+4.25 | 0.79+0.19
5-DFUR 1.3+£0.7 4.33£2.09 | 6.96x1.66 | 0.67+0.11
5-FU 1.3+£0.7 0.25+0.18 | 0.39+0.20 | 0.69+0.17
mean +SD

¥ 72 BT 164412251 ~1,255mg/m2E o ¥ 58T, H

YUY R OEARBH DOCmax. AUCusd# 5 & 12 )

LC¥hn L., MRS HOH ¥ ¥ ROEH 0%

PEIRE IR 2 7R § 2 L AR S 7Y,

P AREE S 7 i - I EIMRR TR & b CARE R UDE:CIE1IFI00
~1,500mg%. B#ETIiE1M1,500~2,400mg% . C#ETidlE1,200~
2,100mg% . E@:TIx1m900~1,800mg% 1H2MTdH 5,

16.1.2 BT 5 L a0 miEhiRE
W - ESE 20412 Y Y U], 250me/mP R ATk
TH2E M H B 5 Lz SOHEIHER o~y ¥ ¥

16.1.3 EMFHIEEM
HAENEBRBZIZH RS ¥ 5300mgl ¥ H 8 | ¥a—4
$E300% 7 O A+ —N—{EIZL D), FRENSFE (IR FE
& LC1,500mg) & %I E BRI G L, ks <~y
5V RIEACARIEE e L 720 B 5 N3 B RE/ S5 X —
% (AUC, Cmax) IZ2W>T0%EHE X M #: 12 THFHIMT 2
175 72455, 1og(0.80) ~log(1.25) D#PHNTH v . TiH| D
R R SR ATRERE S 7z

(ng/mL)
2500 1 —o— R HE §E300mg 15 14 |
—— Y O —4$£300
(Mean=S. D. , n=40)
2000
1500
L3
h
i
e 1000
500 1
0 T T T T T T —R

4
IKgfH] - (hr)

HENTA=S BENTA—S
AUC(ng - hr/mL) |Cmax(ng/mL) | Tmax(hr)| T12(hr)
HRY YV
300mgl % 7 | 3868 1475 2645+1102 |1.9+1.2|10.5=0.2
£ — 5300 3968 = 1807 2645+1260 |2.0+1.2|10.4=0.1

(Mean=S.D., n=40)

MAE R REE N NICAUC, Cmax®5 /85 A — %1%, #ag
OFAR, A ORI EL - FEH SO MBS Ic L - TR%
BUBEMEN D B
16.3 9%
16.3.1 fHBABITH

XA O VAZHUCHE R XY 7 ¥ U R F N EN198mg/
kgt O54mg/kgd & THIGE OG- L7z & &0 gteeiE
HR PN B N7zt RPIZIE K 57 L7208, 51424
BHETICZDIEIEAEDPENLDIHE Lz, IRTFE
Y OWIL, ACH, BEICRIS- 5 A WA, BPER. EFEIC B
V2 BURRE I B 20 o 7205 BURBE DB~ O BAT 12K 2 5 7%
FER~ ™7 AN HCHER S <Y 7 ¥ (198mg/kg) % M [E] R
B L7z & BEEDOIIEANOBITARRS iz,
16.3.2 BEEEIRAIS-FUDAERK

L MEBFEHCTL16. CXF2805 UFCOLO205FK (71 % ¥
)G X — Ry ZICANRY 7 Uy BOHRE), FEY
7)) Y 2 (5-DFUR. #0385 K O5-FU (JERENTS-) % %
FHE R (R RO R KT $05- L R ER AR
AR O MEEROS-FURZME L7z Y F kS~
7 A CTHES AL RIS O5-FUMMI S vz, B
BeAlfkS-FU AUCIEfA L OV o5-FU AUCIZ HE~X )
R F PG TCENEN265 K O 114~209f%, 5-DFUR#:
LHCENEN6ME R O2~34fFm i R_ L7z —4. 5-FU



¥5-Tld, 5-FUIRTEERRR IS 0 T < F A S NIz
LB OA LTze IRV ¥ b~y ZDMEEHRE-FU
AUCIZ5-DFUR K U5-FU$ G-~ 7 A Ji A1 #k5-FU AUCIZ
HR, #N2EN3.6~4.305 K 016~ m iz R L2,
16.4 L

BRI VIEANEKFEY VI AT S —FI2 L )5-DFCRIZ
R EN, E5IZVF VU FT7IF—HIZL D5-DFURNE
#esnsb, 5-DFURIZEY IV U X7 LAY FhAKRY) 55—
£ (PyNPase) (b hDHEF IV UVRAKRY T—¥, Foil
HOWEY ) Y URAKRY 5 —EA 52X D5-FUIE
han?,
16.5 HEittt

Kl - BB H Y ¥ ¥ ], 250me/mP % #R IR
H U728 &, 55240 F TloR5 52 069~80%12 FH 24
TRRDPERAHEE SN2, 20D B RBLED R
KL% L MEZ /R L. FBALIZR50%% 7R L7207,

B BB ICHCTEBZ LI R F U VKB
2,000mg# EHERAE RS L& & THEE TORF
PRI G EDIW%IZHL L, HGEDITEA LD
PRAECHEN S e IR FEIE, K5 (F1884%) 234 5-
FL2WF I DL ISR S AL, #Y144BERT T T L7z, JRPT
Boonizn~y s ¥ roft@iyiis-DFCR, 5-DFUR.
5-FU. FUH:, FUPAJt O'FBALT® V. £ -4 1238
5N A I35-DFCR, 5-DFUR. 5-FU. FUH: % O
FBALT® » 720 M L ORI BT 5 B RE & &1L
EMOEFHBIIZFEBETH o772 0o, IMEEH L OFR
RSP AAFAET 2 W BB IR 2 & AVRIE S Izl
MEAT—2%),
16.6 BHENEREHT 8%
16.6.1 BipESERE

B BE2IL DGR 7 LT F =y - 2 )T T 2 AL
Lo T IEH(>80mL/min). B HEEEREE# E (51 ~80mL/
min). 1 EEE (30~50mL/min) & OV & JE (<30mL/min) (2
SHEL. B Y S E ], 255meg/mP B RS L7z
HRYFE L EFORBMPYOAUCKHIL T D EBY THo
7PWHEANT— %), [2.3, 9.2.28 ]

BHRERSEEN O N < 5 ¥ Y RO O AUCK (ug - h/mL)

sVT7F=r 7)) T A (mL/min)

L& >80 51-80 30-50 <30

n=6 n=38 n=6 n=4
HNRYHEY | 6.24+2.06 | 5.98+3.06 | 7.88+4.32 | 7.79+4.43
5-DFCR 11.64.12 | 12.4+£2.25 | 13.5+7.18 | 12.0+2.09
5-DFUR 13.7+£2.62 | 13.8+3.57 | 19.4+7.16 | 23.4%£5.38
5-FU 0.87+0.45 | 0.57+0.17 | 0.78+0.27 | 1.07+0.43
FBAL 39.6+14.6 | 42.6+12.8 | 73.5+28.2 | 142+53.2

mean = SD

16.7 EWHEEIER
16.7.1 77>

[ FEHE B4 A Y 8 ¥ 22,500mg/m?>/ H & £ %1 H2
A, 2RO S. DEMKRIEZ 1 -2 & LRSS %
3T —AfTHRIBTENENT VT 7 ¥ F 1) 7 A20mg
OGS Lo AT H E U EGETE L TR G%IC
BUBS-T VT 7 ¥ Ot B OSHE) 0 AUCKIE57 %
INRIZO1%HI N L 7219 (FHEIN 7 — %) [1.3. 10.2Z1&]
16.7.2 Z Ot

e MFIZ7uy—AlSEHWTARY Y ¥, 5-DFCR.
5-DFUR. 5-FU & ("FBAL o #£ Wy 1% 3 B % 5% (CYP1A2,
CYP2A6. CYP2C9. CYP2C19. CYP2D6, CYP2E1.
CYP3A4) ~D 2 % in vitro CTHE L7 ZORER, B
8 E LR B CHEE S N A I IR A SRR I (R
0.0156mM. 5.4ug/mL) D7TRFAH L3 5 (0. 1mM. #936
ug/mL) TIXHEIZFRD SN h o 7208 1305 1YL 5
iR (2mM, #9700ug/mL) 12 B\ TCYP2C9, CYP2EL1%

50963 < B L 7z0 — 77 ARUEHIC 2w TS SEM AU SR
ANOHEN 2 HE IR0 SN h o729,

A B E 1244124 <2 5 ¥ 01, 250mg/m* & B RKERIL 7
VI = b, KBRILS 7 4 20 &% & GHIERA & OF S
L2k &, B % ¥ ¥ JUE-DFCRO Cmaxid Bz 5
EHBL Tl4~21% LA L2 b 00, 2 oMo R
ERD NG o 727 GHEANT— 5 )0

17. ERERRUIE
17.1 BsiERURLMICET 258
(FHAEER I BRIE
17.1.1 ERNFTERSE [ 1HERRABR

BGHLL D A v ETOMST - BEIEBEF AR IV
FEe 5+ AR E SR L 72(1,657mg/m*/ H. 1H2[[ 4%l
BeG-o 210 W45 - THRIRIR) o A &b Mk AT 0 R 51220012
Xt 5 ZRNF1X45.5%(10/22) Td - 7219, BIVER$19/2361
(82.6%) 125 L7z0 FAEWEMIZ. LV ILVE » EH1061
(43.5%) \ ARIMERIRA 1051 (43.5%) K R T3z A5 761 (30.4%)
LDH F5-761(30.4%) . HIMERA7H1(30.4%) 5 TdH > 726
17.1.2 ER%EASE I HEERRHER

BIAHELL 2 X FToOHMIT - BEFLIBEF ARV IV
$Ee 54 5 RE % F06 L 72 (1,657mg/m?/ H. 1H 2114551
e 2LH ¥ - TH RS o A BV AT o S 04665112
X9 % Z25hFR1428.3%(13/46) TdH - 721 EIEH 1£50/50
B1(100.0%) (2 FEF L 720 E 2 BIER L, T L JE 5 33311
(66.0%) « R MLERIF 2611 (52.0%)  FIIILER R 42561 (50.0%)
1) 2 NERIE A 2560 (50.0%) « FHRER A 1961 (38.0%) . 1)
W ME FF1TH(34.0%) 5 TH > 720
17.1.3 EIN%EASE I HHERRHER

Kt % X VEROMEST - BRFUBEE IS RY ¥ E Uik
¥4 53R 950 L 72 (1,657mg/m2/ H. 1H2M 5 &% 5.
21H Wi#e 5. - THIKRSE) o BRI G FI5561 12k 3 25 22
WE1320.0%(11/55) Td - 722, B 1358/6011 (96.7%)
WEBLL 720 FAERIL. FIRERETES661(60.0%). AST
52900 (48.3%) . 1) v /BRI A 2661 (43.3%) . LDH 1526
B11(43.3%) « ARIMERIRA 2561 (41.7%) « FEAIR24451 (40.0%)
TELL2201(36.7%) . Al-P_EF-18%51(30.0%) . HFIER KA 1841
(30.0%). ¥V ME_EF186H1(30.0%) . T ER A 1861
(30.0%)%TH o720
17.1.4 ERE I HEERZER

¥ X REHI (OS2 ) ¥ FELTUL P Y T2 ) EHD
AT - IR EICH Y Y C Vi ki3 2 R % 5
i L 72 (2,500mg/m?/ H . 1H 2[4 #0#% 5. 14H %5 - 7
H RS o A RVERAT O 5132601250 3 % ZRah #1321 .9%
(7/32) T > 72%, FINEMIZ35/3561 (100.0%) 12 5EH L 72,
F BRI T AERERE2961 (82.9%) « FELL1951 (54.3%)
AR IR18H1(51.4%) . 11N 921651 (45.7%) . T 11451
(40.0%) MEH-1161(31.4%) 5 TdH - 72
17.1.5 B8 1 HHERRHER

INT) F X VESOMLT - BREFEEE IRV IS
$EA G4 3B A i L7 (2,510me/m%/ H. 1H2/H 4
B G- 14H MG - THRKREE) o A BT 5451135
B3 2 2Ah1220.0%(27/135) TdH - 722, FIEH I
150/16261(92.6%) 1258 L 720 FEARBWERIZ, TRAEMRE
9161 (56.2%) . T #188%1 (54.3%) . H.[:84%1(51.9%) . Mt
6081 (37.0%) 957591 (36.4%) =T dp - 722,
17.1.6 B85 I HHERPRAER

N7 XN PR X2V OMET - TR EY
ARy F R G4 5 3B E FE i L 72 (2,510mg/m?/
H. 1H205-88 5. 140 M5 - TH RS o A sptEmar
RGBT 5 2N ER1324.6%(17/69) Tdr - 722, FIfE
JH1366/7451(89.2%) (236 U720 TR, T fEfeht
46%1(62.2%) . T H14361(58.1%), L4115 (55.4%) . NEH-27
B1(36.5%) . [1R2£25061(33.8%) 55T - 72,



(FEBRE S B TR LS
17.1.7 85185 L HEERER R ER
SRR YD B A2 5 X AL 72 Dukes C oD #& M2 B (1,98741)
ERBIC, 70Fay T yor - kY F— MEEG-FU/LV
. Mayol ¥ A YED) I H S ¥ ¥ vk Ul 53
HREREFERL 72 (AR Y Y U8 1,250mg/m?/H. 1H
200, 14H MG - THRAARSE) . 2 ofHE, ML 1.
fEF IS A AE I, A FEIcB VT, AT ST E VD
5-FU/LV#EEII S 5 IEH DML S /5%,
D AR B A5-FU/LVHEFIZENTEE SN TV S
LARK)F—h - 70Fay sy viEELRFLREKY)
F— k- ZNF T Y OV GE EEO HE -
Jih R B
RIVEHIZ 71 2 & ¥ 2§ BETI3868/99501 (87.2%) |2 58B1 L
7oo EEMERI. TR BEREDIAH] (59.7%) . T 14581
(46.0%) . H0:32601(32.8%) & Tdh o7 (v AT H:
20044E4H1H) o
17.1.8 @515 M HEERER R ER
IR YIBR Y92 & L7z Dukes CO#E I 3E . (1,88641) %
XRIZ, 7NFam T ) - R F— MEEG-FU/LVEL,
Mayol ¥ X »#U X (ZRoswell Parkl ¥ * >) XIZXELOXJ¥%
BRIV EEEFFT ) TITF M) 21T Rk E
FERL 72 (52 ¥ ¥ gt 1,000mg/m? TH2[A, 14H f#%
G- THHKSE) o 2R, B AEA 2BV TXELOX
L DOS-FU/LVIRE AT 2 8k A ERE S 722
B IX XELOX % E T13921/938%1 (98 %) 12 FEH L 72 &
ZEIE R, R ET3061 (78 %) . HE618%1(66%) . T
564161 (60%) . MEIH406%0 (43%) . 5732561 (35% ). T2
SEBERE27361(29%) & CTH - 722,
GREYIRRTEE A ETT - BROKE - EEE
17.1.9 ERE I / T KRR
HEAT - B VERE RS - R % oF RUICXELOX R & (AR H
EF x5 F U PEE). XELOX + BV i (XELOX & i:
LN X~ T 24T 9 R A 9EE L 72 (A ¢ 1,000mg/
m? 1H2[H, 14H S - THHRSE) o 47 - SR TERENS - 16
T B 1263 A XELOXRE D ZERFIL66.7% (4/6) TH D
XELOX +BV#E i DZE5h#1371.9%(41/57) T > 720 F 72,
XELOX + BV i o i34 5 A= 77 1 [ (PFS) 0 i 92 4#114:336.0
H (95%15 #E X [ : 293-380H ) T & - 72, EIMEH IZXELOX
P8 19 T2 6/6%1(100.0%) . XELOX + BV # {2 T 1358/5841
(100.09%) 125 L 720 F2EIERIZ. XELOXJE D TIlEEL6
B1(100.0%) . HKRMEEE = 2 — /32 —661(100.0%), AL
AIR551(83.3%) T H1441(66.7%) . T-J2 5 B HEARY (66.7%)
P57 4151(66.7%)  FE95361(50.0%) « TP ERER 351 (50.0%) |
L% - <)361(50.0%) 5 CTH 1Y) . XELOX + BVHEETIIHRR
PESHE = 2 — 18y —5461(93.1%) . EEARIRS0%1(86.2%)
P 574851 (82.8%) \ T L REMTHEAAM (75.9%) L4351 (74.1%) |
it 35 7 75 18 34451 (58.6%) . T HI3251(55.2%) . 114 423141
(53.4%) . TFrEREIRA 2961 (50.0%) 4T - 720 [7.45]
17.1.10 45155 I AAERARERER
ARG - BB RE 2, 035F M RIZ, FFF) TIF
VTN A T T I - kY J— MNED(FOLFOX4%E ) |
FOLFOX4# i+ 77 KR (P), FOLFOX4+ NN X< 7
(BV) ik, XELOXJ# i, XELOXJ##: + P, XELOX +BV
W AT ) WA S L 72 GRA - 1,000mg/m? 1H2[A., 14
HRE$2 5 - THRRSEE) o S A IR (PFS) % £ Z5Hll
HH ., SEFHM0S) % BIRFHEIER & Lz, Z0fk%E,
FOLFOXAF# /3 5 XELOX R E 0 IEH M A3 T BT I
OEIR AR CRED BTz,

FOLFOX4H LI 2 XELOXHH % D I VAT A% R

FEfRAT
FOLFOX4/FOLFOX4+P/ | XELOX/XELOX +P/
2l FOLFOX4+BV XELOX+BV INF— R
THH (N=937) (N=967) (97.5%C1)
it (H) it (H)
PFS 259.0 241.0 1.05(0.94:1.18)
0S 50407 600.0 1.00(0.88:1.13)
B HEAT

S FOLFOX4/E~“OLFOX4+P XELOX/E(ELOX+P PN
=H (N=620) (N=630) (97.5%CT)

) FryuiE (H) rrfit (H) '

PFS 241.0 220.0 1.06(0.92:1.22)

0S 565.0° 572.0 1.01(0.87 :1.17)

FHE2)PFSA v M4 7 H 20064£1H31H. OS# v b4+ 7 H : 200741 H31H
TE3) ST G4 F o> 51 813 93951
1:4) TR S A F OB 501262241
F 720 AL (FOLFOX4 + P/XELOX + P) 123 ¢ A L4k
s+ BVIE L O BB A T 2T TRES H . XELOXIE
x§ 9 % XELOX + BVFEZE O B SRR AIENT TRAD H 7,
L2 HE 5 2 b2 568 + BV B OXELOX #2857 5 XELOX +
BV O R AT 5

FFERHT
FOLFOX4+P/ FOLFOX4+BV/
A XELOX+P XELOX +BV N — K
JHH (N=701) (N=699) Pfiti (log-rank test)
HhufiE (H) Fhefit (H)
0.83
PFS 244.0 285.0 P=0.0023
0.89
0S 606.0 646.0 P=0.0769
BRI IEAT
SR XEL_OX +P XELO_X +BV N R
THH (N =350) (N =350) Pff (log-rank test)
' ik (H) il (H) £
0.77
PFS 225.0 282.0 P=0.0026
0.84
0S 584.0 650.0 P=0 0698

B /E 13 XELOXJ# i (XELOX # . XELOX##: +P) T
13 642/655 11 (98.0%) . XELOX + BV # i T 13 349/353 f5l
(98.9%) 12 5B L 720 EARRMEM X, XELOXFHEETIXT
1414451 (63.2%) « 039561 (60.3%) M I:26211 (40.0%) «
$E % 5024051 (36.6%) 9% 5723841 (36.3%) . T E f
198%1(30.2%) % T b . XELOX + BV# i T I3 1E.0,226 /1
(64.0%). T¥#1220%0(62.3%) . WEH:-157%1(44.5%) . FEAE
BERE139%1 (39.4%) S5 HE 13161 (37.1%) 57127451 (36.0%)
ETHor(Hy A7 H 1 200641H31H) . [7.45H]
17.1.11 785158 M HEER PR 5%
AN FHy - 70N Fay Tyl R F— MEEDGEE
FEA D % BBVt - R REC2TH % R RIZ. ¥
TIF TN Fay Iy R F— MEE(FOLFOX4
JE ) EXELOXE H: & i 4 2 sl 2 920t L 72 (R
1,000mg/m? 1H2[Al, 14HE#%5 - 7THBAKRSE) , HEHEAE
I (PFS) % FZEEEE H . 4 2EFHIR (0S) % Bl Uiy &1
MHEEH & L7z. #0fE%, FOLFOX4#H: 1253 5 XELOX
WEOIH VDR S 7z,
FOLFOXA# 12 %55 5 XELOXIR B D IS5 ML FAT 5 5

e FOLFOX4 XELOX .
igﬁa (N=252) (N=251) ’;;’;% Ckat
B it (H) Hefii (H)
PFS 168.0 154.0 1.03(0.87 1 1.24)
0s 102.0 393.0% 1.05(0.88 1 1.27)

#5)PFS71 v M4 7 H  20064E8H31H. OS7 v ko 7 H : 20074E2H 28 H
TE6) AT 542 [ 00 1 3501 £ 252050
B E F 1 XELOX % 7 T 13302/31149 (97.19%) 12 56 B L 72
FARIERIZ, 018161 (58.2%) . FHi169%1 (54.3%) . I
13161 (42.1%) . 985711351 (36.3%) . S5 10361 (33.1%)
ETHhotz(Hy b4+ 7H 200648 A31H) . [7.45H]



(BREICH T 2T mBMLE2ER)

17.1.12 75158 MABER AR 3 B&
VR BB A I S L 7-Stage IT /T o B #E B (1,03561) %
RIC, B L XELOXEEL (KRB LA X)) 755~
B % i3 % 3B & 06 L 72 OR#A © 1,000mg/m? 1H2
O, 14 H 5 - 7THBRIE) o SLym A A1 % F2EHmIE H |
ALY % BIRREHEIEE & L/ize ZORE., Rl
V2§ 2 XELOXIFE O BB TR0 & 17220

HE% A A I O Kaplan-Meier Hi#3

mmmn fEEEIE (5150])
= XELOX (520)

1.0
0.9
0.8
0.7
0.6

S

17 0.5
0.4

0.3
0.2
0.1
0.0

NP — REET (95% (S H#EIXH) @ 0.56 (0.44-0.72)
P<0.0001 (Waldfi)
T XELOX /%% #52

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51(H)
<UAIHEADRES>
i@ #i% 515 442 415 388 353 332 289 255 211 188 148 120 58 25 22 20 6 0
XELOX 520 462 442 425 409 379 332 295 246 218 166 147 73 31 30 25 10 0

Jry A7 H 201089824 H
A O Kaplan-Meier i #

1.0 ]
0.9
0.8
0.7

s 064

1% 0.5

0.4 ]
0.3
0.2
0.1
0.0

wenn REEBIER (G1561)
m— XELOX (520i])

NH—RELT (95% Z4EX ) : 0.66 (0.51-0.85)
P=0.0015 (Waldfi)
 XELOX /#8152

0 3 6 9 121518 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 75 78 (H)
<UAIEEDRES>
FEMBIBIGE 515 473 460 453 443 431 415 407 395 379 369 352 344 329 316 284 247 222 194 163 137 107 81 60 33 8 0
XELOX

520 481 468 461 452 439 434 426 418 405 392 382 376 369 361 333 294 246 220 200 169 126 92 67 42 11 0

1w bA 7 H 1 20124E11H 22H

B E H 12 XELOX % 3: T 13488/496151 (98.4%) 12 38 B L 72,
FE R EIER X, E0326%0(65.7%) i b 3k 98 A iE 30041
(60.5%) . HkiFIBE29261 (58.9%) . KM= 2 — /35—
276 %1 (55.6%) . T #1230 (46.4%) . M 18941 (38.1%)
5715211 (30.6%) % Tdh - 72 (F1 v b+ 7 H : 20104E9H 24
H). [7.52H]

18. ZEphEig
18.1 {EAMRE
BT B ATEALE &) RO TS, F
THNKF L VI AFS—FIZLY5-DFCRIZILH & h
bo WIZEE L TR ESGAMK T2 T2 77
I F—PIZL YV5-DFURICER SN B, W2, JESHKRIC
ELNVTHEETLFIT vhAKRY 7 —HI2 & ) iEEE
TdH H5-FUICZEH S NPUIES A F % 283 2%, 5-FUIk
FAUMPIZRE# &, F 3 VIOVERE ISR K U5,10- A F L
YT M T FUEREARNEERAREERT 5. T OMKE
FIUNMERER IS A2 12X D, DNAGH Z EY
%o F72. 5-FUIRFUTPICMH# & i, UTPO{EH ) IZRNA
WY AEFNTF-RNAZAER L, )RV —LRNAR D X ¥
vV ¥ —RNAOHREZEET 2 L £ 2 LN TWw5%,
18.2 MiEEsE
WASHEE v N FLE (ZR-75-1. MCF-7. MAXF401. MX-1),
b b (CXF280. HCT116. LoVo. COLO205) % Uk b
B (MKN28, MKN45, GXF97)#HJE X — K~ 21Zx LT
PUEE RS ZRD 572 72, MboPUEEmEEH] & off
XY BUBEER R OB R 57239,

19. RIS ICEAT 2EEFMRE

—fEZH5R © A1 X3 4 ¥ ¥ (Capecitabine) (JAN)

1b54 © (+)-pentyl 1-(5-deoxy-f-D-ribofuranosyl)
-5-fluoro-1, 2-dihydro-2-oxo-4-pyrimidinecarbamate

st
o
HN)I\O/\/\/CH;;
F\(gN
N/Ko
o:: _.-OH
Hie! om
43 F3 - CisH2eFN306
& 359.35
% IR AaofREoRETH 5.

AY )= VIS THEITRT L, =¥ 7 =) (99.5)
AT R <L AKRIZRREITIZ v,
20. BRWL EDEE
7V ¥u—uERERIRER T B CTRET A2 &,

22, @k
563 [145E (PTP) x4, ¥ZBHIA Y ]
140%E[ 1482 (PTP) x 10, §ZEEFIAD ]

23. EEXK

1) FEEEOLEROEGERRSE - #In/ S RET S A
HFENOREAYEAR L IEE « H Yy E o T ER)

2) BEREOLEEOECRKGRIE - B/ S &
HIREENOFZUEIR D HdE - h vy B v (B
BT BB

3) Cavaliere A, et al.: Tumori. 1990 : 76 : 179-181.

4)  HARNEEIZ BT 2 3EE)EE (E A F I ER R 240 55R)
(Eu— &4t 0 200344 A 16 H KRR, HREEEHIZEA. 3-2)

5 HARNEHIIBIT 23 EyRE (E WK S ERE) (¥
0 — ¢+ 20034F4 H 16 H KGR, HIFEERMEZ A, 3-1)

6) Hyodo I, et al.: Jpn. J. Clin. Oncol. 2006 : 36 : 410-
417.

7) AT - ERYEOME - EEEEE 2R L L2z EN Y
2R (B0 — 5§ 0 20074E12H 12 H KRR, AT
#)

&) FNEHEL © R FEF SR (7 <Y ¥ ¥ 2 $E300mg
(%74 %))

9) lEER. MLERHEREE (Yo — 58 20034 H 16 H A&GE. H
FERMEZEE A 2-2-1)

10) JRIERBATIE (¥ u— 4§ © 200344 H 16 H KRR, HREE R
YN, 2-2-3)

11) B8 ¥y O5-FUNDESFRAYZHE (Y o — 5§
20034F4 H16 H KGR, HIREE AR k-1, 3-2)

12) fRHHeERE (¥ 1 — &8¢ © 20034548 16 H KRR, HI Rl 2Rl
P 2-3-1)

13) Judson IR, et al.: Invest New Drugs. 1999 ; 17 : 49-
56.

14) BRERERE % 1) BIREEH OSEYERE (Y o — ¥ i ¢
20034F4 16 H ARR. HEEERHEZEAN. 3-3-7)

15) Camidge R, et al.: J Clin Oncol. 2005 : 23 : 4719~
4725.

16) I 70y — AR HERIS T 288 (Etu—%
$E © 20034F4 H 16 H KGR, HIGE @R A, 2-3-4)

17) Reigner B, et al.: Cancer Chemother Pharmacol.
1999 ; 43 @ 309-315.

18) AEFT - FEFLEE S & U7zl e 2AHER R i (2 o —
e 0 20034E4 H 16 H KGR, HREERMEZ b . 1-2-1)



19)

20)

21)
22)
23)

24)

34)
35)

24,

HELT - T A xR & L7 I 2 iR bR (Y o — 5
$& © 200344 H 16 H KGR HIFEE RS . 1-3-1)

Nt F L VIEROMAT - FFEIABE ISR & Ltﬁﬁ}%%zﬁ‘ﬁ
RRRRRER (£ 10— &8¢ © 20034 H 16 H KRR, HIFH &R
b.1-3-2)

5 XA 2 RIEFIERY O FLRE & KRG & L 72 B2 IR R (€
O—&§¢ : 20074E 12 B 12 HAKGE, FAHH)

Blum JL, et al.: J Clin Oncol. 1999 ; 17 : 485-493.
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