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5] Lmﬁé EEAME LTT YA v ENEROOPUERIEACH 5, AFNIL, IRIERE, KE
bR L UCTHEE D BRI S 3L, K DS TFIRICRTET DBER IV ARF V=27 7 —E (CE)
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vFUUT T 2 —F (CD) I2 kY 5-deoxy-5-fluorouridine (5-DFUR) IZE# I N5, & HIT
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AH2FE, 21 &S -7 BRI : AEY) OFELOHET T RINAEEX IR & 2hhe
R L L TR SN,
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O &, KO BRI 2 miBh b5k O2hie IR BMER ST,
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RO BIAR ST,
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ﬁ@mCéﬁj@%gﬁwﬁifr%@@%T B70 AT - OB I ORIRE LI EIAGR
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Xﬂ@%@%ﬁﬁﬁméﬂho
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éﬁ%k?ﬁ%ﬂﬁbfﬁ%%yfﬁ%ykﬁ%%%&LfFmemme152E\MH%
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14 HE#E - 7 ARWASE - E %) O FER O ENBIEKR Sz,
AN mny$7ﬂ CHEAR G %ﬁw\2m9$6H’fE%m\Eﬁ%ﬁ%®mE A&
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HEAEEEN B SN,
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FENRMRO Tz, (JO15155 kBr « FEFHNEH)
<825mg/m2/[a] 1 H 2 [, 21 HEHKYG - 7 HEAHE
['V—5 (5) B3 - JWienalE— ENZIE 2 FERRRER (JO151565 #lk) | &M
c TV N THA 7Y RIEAIBEERE T X XV SRR S OMEAT - FRIEAF BT, BEr—
HHHFIT 21.9% (32 Bl 7 61) OFMDENRD b, (JO16526 5k - FEFEAREHE)
<1,250mg/m?/[8] 1 H 2 [8], 14 HRE#SE - 7 B[RS
'V—5 (5) &% - wWienlalir — EWNE 2 FERARER (JO16526 #lR) | M
TN TYA T Y FREHR, FXRYRIEAILDN T AV XTI HIRERED S 5 HER2 [
PEHETT - RIBAETICB VT, B —X+ 7 F =7 fRIEOE v — F HMEEICRHT 5
BRI O N — R 0.51 TH o7z (95%IEHE X 0. 35-0.74, p=0.00032, &5 log-
rank &), (EGF100151 g V. FERHEEE , W7 — %)
<1,000g/m2/[F1 1 H 28], 14 ARG - 7 HFIAED

3) FERE - BRI T D AK DA R
- UIBRARREZR AT - IR ARIEEE TN T, Ern—X+4%4 1) 77 F > (XELOX) L M
A F IR P BN 7.92 » A, FOLFOX4 %1k 0 M AR I H Bl 8.51 » H TH -
7= (NT— R 1.05, 97.5%15#E XM 0.94-1.18, L ME~— 0 1.23), (NO16966 iklk - &=
PEHMIEE , WS — )
<1,000mg/m?/[0] 1 H 21[8], 14 HE# G - 7 BRI
[V—5 (4) — 1) Otk —EE 3 HERRRER (NO16966 iliR) | &M
- YIBRARBE /R HELT - R R AE 1B W T, XELOX+ Ny X~ 7IRIET 71.9% (57 Bl 41
B) OFMFENRD BTz, (JO19380 iR - EEFHMHEHE)
<1,000mg/m?/[0] 1 H 21[a], 14 HE#& G - 7 HHKRIE
[V—5 (2) BEREEPRBR—ENE 1/2 KRB (JO19380 #kbR) | =W
- —RALTEFRIEIE O & D UIBRRREHETT « IR KRR 12\, XELIRI (Er—4 +
AV )T H) 2N A TEO AR T IEIL 16.8 » H, FOLFIRIE XA X< 7
FEO AT R AEIX 15.4 » H ThHh o7 (AP — KE 0.85, 95%FHEX ] 0.71-1.02,
FHM~— 0 1.30 L1 1.25), (AXEPT 36k « IS HE)
<800mg/m2/[F] 1 H 2 [A], 14 HE&G - 7 HHIRIE>
- A7 — VIR % B L RIE IR W T B e — # BEE O 5 4R IR A 731X 60.8%.
5-FU/LV &% D 5 MR A 7R3 56.7% T > 7= (P — K 0.88.95%(E#EH X 1 0.77-1.01,
FLME~— 0 1.20), (X-ACT #kBx - EERHMEER . WS T — %)
<1,250mg/m?/[n] 1 H 2[6], 14 HE#& G - 7 HHRHED
V=5 (4) —1) @it —[Es 5 3 FHERARER (M66001 #l5R) | M
- 27— VISR B b R I8V T, XELOX #iED 3 MR A 7RI 70.9%., 5-
FU/LV ##%:0 3 4855 417 RIL 66.5% Td - 72 (p=0.0038, Mifil log-rank # )., (NO16968
ARBR - FEFHmEE, WS T — )
<1,000mg/m?/[m] 1 H 21[a], 14 HE# G - 7 HHKRIED
[V—5 (4) —1) Otk —EsE 3 HERRRER (NO16968 ilR) | &M
c 27—V E BB R EIC BN, Ta—2 0 5-FU I2k3 2 RFTHER E TO
I DAY — RHIE 1.00 Th o7z (95%(EHIXH 0.75-1.32, p=0.98, J&%!| log-rank fE. [F]
HMFEH O 72D DN — RH 0.89~1.12 XL p>0.40), (NSABP R-04 iBr - SZEHMEH .
W — %)
<825mg/m2/[F] 1 H 2 [\, 5 HH#& G - 2 HEKRHE
(V=5 (4) —1) @#A—EsH 3 fHEEAKRE (NSABP R-04 #5k) | 2

4) HEIZBT DAHOE M
- UIBRARRE R T - B EEAF BT, Ba—4+ X777 F 2 (XP) FiEO M A7
RSBl 5.6 # A, ZAAa T+ 27 5F 2 (FP) &0 MR A 174 [ b o fi 1%
5.0 # A Coh oz (O — R 0.81, 95% (5 #HIX[H 0.63-1.04, FEHHE~— 2 1.25), (ML17032
ABR - EEFHmEE)



<1,000mg/m?/[F] 1 H 2 [A], 14 HR#EE - 7 HFIAED
V=5 (4) — 1) @5 — E5 58 3 FHERARER (ML17032 3ER) | i
- UIBRARHEZ2 AT - B EEO B ARNBF BT 5, XP FEEO2AEFHM P IET 17.7 5 AT
BHoto, (ToGA RBER™ - LEFHMIAH)
<1,000mg/m?/[F] 1 H 2 [A], 14 ARG - 7 HEAKRED
) ToGA BRORGIT, ALERIEARIAR D HER2 BT - I HEEL O EHEAMEEE Tho T2,
(V=5 (4) — 1) @ik — ERESILEZE 3 FERRRE (ToGA #5k) | &M
« A7 =V, MO HARNEE OB HRIEICR T 5 XELOX 40 Doselntensity
DOFHfEIX, o —4T 67.2%, Ax% UV 7F7F T 73.4% Th-72, (J-CLASSIC-PII
BR - EERHMEEHE)
<1,000mg/m2/[a] 1 H 2 [A], 14 HR#EE - 7 HFIAED
[V — 5 (5) B4 - aenakER — ENEE 2 tHERR SR (J-CLASSIC-P I itk : MO28223/LOHP-
PII-06 k) | =M
c 27—V, MO BEHRZHEIIEFEE BT, XELOX JEiED 3 FEMRAFRIT T4%., #%
WD 3 FEIFAETFRIL 59% Th o7 (LR « 3 FEMHRAFHIR O N — R 0.56,
95% 15 HE X ] 0.44-0.72, p<0.0001, Wald #/&), (CLASSIC il « EEFIMHIAE)
<1,000 mg/m?/[e] 1 H 2 7], 14 HRE#ESE - 7 BRI
['V—5 (4) — 1) Okl —[E/F 3 fHEFKFER (CLASSIC ik : MO17527/1.9570
BR) | PR

5) EEH

<HERZREINEH>
WiACE IR . T2 EBERE(Hand-foot syndrome), /DfEEE, FFREE, HyE, BEE, B HIMHE. DN,
M2, EERIBK ., BEEOBPMRRES (D EMIES), MARTERRAE, B RL AR e R
(Stevens-Johnson FEMERE), RIMMER M A HE S TWET,

<ZEDMMOFENEH >
OHEAEIEICBIT D8
B 10%LL B ORIER & LT, B, BRI, W&k, JRmEREgSD, BimEREgR >, v >
INEREL D N~ e B, mBILAEREE, e Y v e g, AST H800, LDH #h1, ALT
BN, AP 890, Bk, ERCD . BEL T RIS HRE STV ET,

) AERE LI BETERMLUZENBERRR (BRI 5 ENG 1 ARFRRE (JO14865 R, #1T - &
TR B EANE DA ERER [JO15151 #BR, JO15154 iR, JO15155 ikBR, JO16526 ikBR], 1T -
R HIEIIXTT 2 ENE TAEERRER [JO15152 3Bk], 1T - RN - BEICXT9 2 BN AR
B [JO15153 3BR], ST - BB IERERS - EAR I B EWNE DFEERREE [JO15951 Bk]) DR

Ofth O HUENERESA & O P& GRS T 2 Wi

FEEE 10% L B OFIER & LT, mfkatt CRISMRE =2 — a3y — RigtEE# =2 —n
R ) BRI MR, O, BACRIE, WEM, RN, ISR, S, AFEREED . i
NG A MERERD . Rk ERE, B, EAR. AST N, AFEGeRE . ey, 4
LR (SR, mAE S, RLBE, FEIRSE) . BEUE. BB, EEBDO ARG STV ET,

) AVERELIZBIETHEM L-ENERRER (FEREICT 2 EAE 1 HEERRER [JO14865 :BR], #4T -
FEFLE T4 B E PN TAREERRER [JO15151 3Bk, JO15154 #Br, JO15155 bR, JO16526 3ABr], 1T -
PR ERRICRT D ENE TAEERRER [JO15152 3Bk], 17T - BN « BRI 2 ENE KRR
B [JO15153 3R], AT - FRRBVERENG - IEMGHE ()9 2 EIN G ITARERIRGABR [J015951 3lER]) ARG

Vil— 8. RIfEH] &

3. HAORF|IFERENE
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<AFNEEED

- VB UIBRABE /T - RO 12O\ T, EFE LOMLEEO @S ORI - @S/ o5
SENEAGHEE ICER T S AL, 2011 4F 2 AIZERGR & Tz,

- TEFEIZ BT 2] ([2OW T, ER EOMEMO S WARKGRIE « @0/ KO EE )
JEAE GBI S, 2016 4F 8 H KRR ST,

5. RREFHRURE - FRLOFIREIER

(1) AB&EH
2003 - 4 H BERFEAREUGRE, LU T OGRS S ie s, SBREHERE O M LA B F 2 72
BLERGEZERRRBROFEMEIC LV . EITHRIVEICHT 2 Me ¥ Xt & AR OO G,
FEHEIR D TIRERINE D 1 DIZR 0B D THDH Z BRI L. BRMIMESIT 25
O, KENOZEMELOEIMEZ LD AT 52 ENTEZZ b, 2019 4 6 A ARSMHEN
fiEfbr & 72 o Tz,
'V—5 (6) /BN &
[RIED FF TN D AZKT DRI EM T 250, REOFGIMER NLRBMEDE RS
kA B9 L Lo bl e i iRZERARRBR A [EN CTET 5 2 & |
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I. E{¥ICE894 BHIEH

1. BR5c4
(1) #n4
P r—&® §F 300

(2) *4
XELODA® Tablets 300

(8) BFDHAEXE
Hriz7e L

2. —fE4
(1) 1% (WaE)
B X EL (JAN)

(2) 4 (A4iE)
Capecitabine (JAN, r-INN)

(3) AT L
nucleoside antiviral or antineoplastic agents, cytarabine or azactidine derivatives
(X7 VAL RROHFT A VA THIREIEPE I E (2 7 € X7 7 v a))
: —citabine

3. BEXXIERER

4. P FRRUADFE
4313 0 CisH22FN3O0s
- . 359.35

5. {28 (&%) XIFARE
(+)-pentyl 1-(5-deoxy-B-D-ribofuranosyl)-5-fluoro-1,2-dihydro-2-oxo-4-pyrimidinecarbamate
(IUPAC)

6. BR%A. 4. BS. £E5ES
BH3EE = : Ro09-1978



M. A3E2ICEY HEE
1. MBI

(1) 58 - IR
FDmAR

(2) BfEM%E
AR )= VKBS TIRITRT L RUAT A a— T X /—L (99.5) [EITFF< . K

IZRRBETIT VY,
FM-1 ARIVAEVOREREICXT A0
. ARVEEL 1g & BMNTDIC .
e ET5EME (L) R
AH )= 1 AT HiD TEE TR
RUPNLT I a—L 2.2 T
=% ) — (99.5) 5.3 TR
7K 38.2 RRETIT W
* B - @A) A REL (20°C)

RIM-2 HRIAEDDLRTE pH DEERICH T 5884
ARVEED 1g BT DI

# R BY5ERE (L) R

4.5 42 RRETIZ W

6.0 42 RRETITL W

7.4 43 RRETITL W

8.3 37 RRETIZL W

9.5 23 ROREIT TN
o B - BB AR (20°C)

(3) WiEtE
FRAHZE 93% LA T TR MEZZR D 720,

(4) B (fEm). |, BRES
B ) 120°C (O fiR)

(5) BAIEEMMTER
pKa : 8.8

(6) NERZRE
RIM-3 HRIEECOHNEIRE

pH DEFEHR U8/ L/ BER)
5.0 4.4
6.0 4.6
7.4 4.5
8.3 3.5
9.5 0.98
(ZEiR)

(7) ZOMOEL T E
WEYEEE - (o) ¥ +96.0~+100.0°



2. AR DEREEHTICEITIREN
RIM-4 ANEZEVDREM

BRI B REFHR # B

E#MRT | 25°C/I60%RH | ZHAF7740" -1 | 3,6,9,12,18,24, | Z&2{b7e L,

A Fhsgadic A | 36 & A

AdEER | 40°C/T5%RH | Aui= 2 AE4 | 1,3,6 (5 A SR D DT IR B AIME 23588 B i

DF VxFrvag 7oAy, HMEHEIPAN, thoREREE Tl
(FZI8A1A) Bk L,

W[ IREE | 50C e T AR 1,2 HfH RREFZEA L & LT o7 D7ty

&5 (&) 1,2 & H INDFED BT, MOFBRIEH T

i FEAEENRL,

7 60°C 1 fEH NS DTN ER R FERD
L, BRI E LT o
7RISR BTz,

M | 50°C/75%RH | ) T4 IR DT RN FRS S, 2
(BR %) FHABTIL, EBIThPNERRR
WRE BN TR b,
60°C/75%RH 2 E B EEIK TN O A K &
OEEMARD b, 1 EH TiIHEBA
DR E 722 F LWEALRED 5 1L
77
t B YT K | vV (R Ak | 120 75 1x-hr X (RSN
VLSS E e | e =l vl v | BLERTY
;T NG5 200W - hr/m?
DL
BEHEE R, BRwE, Ky, 58 %

el
fife

7z
*
EZ)

B DHERARE. EES
PORRIE ¢ 1) RN AR FVRIEE (RAE U U SEEANE)
2) SO AT RE I E 1

R /iEsn~ NI T T 4 —




V. HE|IZBHY 5IEH

1. Flf
(1) FlzDRAH

T4 TA—F 4 U TEE

(2) HEOHERUMER

(3)

(4)

(5)

£RV-1 FO—48E 300 DFIF KR UMK

HR5E44 £ —Z§E 300
=5 =)
w2 — R Yr—% 300
45 Frhl )
—

ER #) 13.4mm

R # 7.1mm

=X # 4.8mm

(s %7 385mg

BAO—F
T —4 300 (FREAL : SEAIFE)

B D
MR L

Z Dt
AR

2. HH O
(1) A (EES) OEERVGHMHE

(2)

(3)

D %an
188 : v Z ¥ & LT 300mg

NIB]

HEAKHME, 7oA A —AF K T A,

TALT L, ZNT | BT Z

EREZORE
AR

BE
%4

24 L7

3. RIBABROERRUVEBE
Y LR

ki

BEARRAA

e Ao—R fESAELOD—R

ATT ) W



5. IBEAY HEIEEMED H 5 RHMY

BO' OH

5’-deoxy-5-fluorocytidine (5'-DFCR)

6. HHEDZERUTICEITIREN

HO OH

5’-deoxy-5-fluorouridine (5'-DFUR)

RV-2 FO—5§E 300 DREME

BRI B REFHR % B
wERER | 50C USRS 1,2,3 f& A IR ORREER IR NV & D T
MK T SFR H A= DN R R N,
fthoOFRERIE B ClI& b L,
60°C Oy R DR 72 BN OVE RO T
NROBI, BT, RE2HEAND
B TH TN H O IE AT
LTz,
50°C/75%RH 1 A ThOTMTRRRBEVRRD 5
. 2 A TEANCE S AL0E BT
MWD BT,
M AT & 120 77 1x-hr b7 L,
[OPIiR=P N YL ER O
xT 200W - hr/m?
UL gk
WEEE R, EgwE. Ko, BHRR, 58 %
REEH PN REFHE #® B
FH %t bR iz | 50°C RS @PTP | 1 & A X (RSN
Z MR FTVEE, R
L 60°C FIAD) 2 JE IR DN TR B ATz DN Rk
W, fihoERIEH CIIE kiR L,
40°C/75%RH 1,2,3 4 A Bl L,
BIEHEE MR, Koy, k. MERR, &8

PTP: RV Fmv L
[HEL%E

HE . [Baxs

(PTP: R EZY T )

(PTP: R Vb e =10 7)) & O HELEMERBR O R, [R5 E 2R S hiz,

RESH NS RFEHR # B
EWRT | 25°C/60%RH | A48 &H(PTP | 3,6,9,12,18, IR O 0T D> MBI 23RO B A
Yo +TREE, Wk | 24,3648 A | - VBURIELL T, L oORERE B TRk
FIAD) a9 b7e L,
AEEER | 40°C/75%RH 1,3,6 & H SR O DO F IR B AIME 23588 B i
ToDSBUASMELL T, o BRTE B Tk
RERZE 72 L,
ThERER | 50°C/75%RH 1,2,3 4 H SR DB ASFRD S T2 A8, il
ORBREH TIXEE A EEARL,
HEEE Mk, ERwE. Ko, BHERR, 58 %




7. AEERUVBHBEOREM
R L7

8. fiFlE DRALEIL (MELEHZL)
AR L

9. BAHM
i WHRBRE OSSR X viBRE1T o,
Mt \liEER 50rpm BRI K
FES 0 45 53 C 85%LL DA Z /R L, HUIZHE S LT,

10. &% - 9%
(1) FENDELERSE - 8%, A8/ EKRLEE - AZ(ICET 515R
BB

(2) a%
56 & (PTP14 $&X 4. HEFIAY)
140 #& (PTP14 $&X 10, RZERAIAD)

(3) FHBE=E
EARRANA

(4) REBEOHE

PTP: RU Ly, 7/AI=T A
N RV FLUTLI7EL—h, RIZF L, TAI=ZT L

1. BERBEEINLIEME
Brliz7e L

12. Z0fth
BARSAN

10



V. BEICET HIER

1. MEEXETHE
OFIARE XL FFE LI
Ol « B
OB#a

2. BDEEXIIHRICEET IR

5 MEEXIIHRICEET HIE

(FHITRERITERIE)

5.1 AHIOH &ML FIRIEICI T DA OV BVETFES L TR0,

5.2 HAIBE G ZITHHAIZIE. 7 NIV A7 U U RBUBMIEGA A & T b FIEIE OB L
VEHERHNZRS,

5.3 PFAIEICRI LT, #IBHERIEIC T A8 900 L OV BRI TS L TUviRny,

<>

E NS DR RBRARE. AR, EWNIOBIETA RTA EIHESERE LT,

3. RERUVHAE

(1) RERUVHAEDOHEHR
FHARESITHRIEIIT A BT BEELMEN L, 7F =7 F VKR L OFR+ 55
BIE CIE M %, Kl - EEICR T 2L ERIEIT BiEaA L, A3V 77
F o EOFHT 25 61203 CEEZMMT 5, 1BRUIBRAREZREST - FR O/ - B IZ IO
PUBMERESA & OO T CIEXIT BV EEM T 2, EBRIZIS T 2 MBI b0k TR R
EOFRT 25 AIIE D BEEENT 5, BEICIZAE&RA L O T CIEEHERT 5,

Ak RREMEICOOE TROBRGREZHIRE &4 &% 30 7L 1 H 2 [\ 21 HFEH#E
A&G- L, 0% 7 HRREST S, Zhid 1 a—2 & LTREZ#DIRT,

R 1 [A] &

1.31m2 Al 900mg
1.31m2 LI _F 1.64m2 A 1,200mg
1.64m2 VL £ 1,500mg

B & AEREHEICHDOE TROKRGEZFRE L Y /1% 30 2LINIC 1 H 2 B, 14 H A HifE
&G L, 20% 7 HRIREST 2, Zhix 1 a—X L LTREEA®/RV KT, ks, BF&F
OIRFEIZ &V EHHET D,

IR fE 1 [a] f &

1.33m2 At 1,500mg
1.33m2 UL E 1.57m?2 AR 1,800mg
1.57m?2 Pl E 1.81m2 A 2,100mg
1.81m2 1L k- 2,400mg

Cit: AERHEHICHDOE TROKEGELZFIREK LY &% 30 2LINIC 1 H 2 B, 14 H[HE HfE
A%E L, 0% 7 BRIRES 2, Zhiat 1 a—X L LTREEZ/RV KT, ks, &F
OIREEIZ LV W H T 5,

R 1 B &
1.36m2 Ajii 1,200mg
1.36m2 LA _E 1.66m2 i 1,500mg
1.66m2 P _E 1.96m2 A 1,800mg
1.96m2 VL £ 2,100mg

D ik AREFICHDOETROKRGEEF K &H &% 30 2LINIC 1 H 2108 5 H[FE H#E
&G L. €Ok 2 BFRKRET 2, 2R iRy, 2k, B8 OREIC LY EERE
T2,

11



IR EAE 1 [ &
1.31m2 A 900mg

1.31m?2 L F 1.64m2 A 1,200mg

1.64m2 Ll | 1,500mg

E ik RRERICHDOETROKRGEBELHER LY &% 30 7L 1 B 28], 14 ARE A #E
A5 L, £20% 7 RfRET 5, Zha 1 a—2 L LTRGZ#BYIRT, 2k, BE
DIRFBIZ LV @ B RS 5,

RE 1 [A] &

1.31m2 Al 900mg
1.31m?2 2L _F 1.69m2 A 1,200mg
1.69m2 LA _E 2.07m2 Al 1,500mg
2.07Tm2 L E 1,800mg

(2) AERUVHEDRERE - 1Bl

[T A BE UL T FLE O L K OV & ]

AV AFNT. EWNTCHEIBEEE 23558 & U CER L2AFIEREEICL2ENE 1 HEER
B (JO14865 ikB) 2BV T, 2,5610mg/m?/ H 2N Kifit & & S, 2R kv 1 B
RWHETH D 1,667Tmg/m2/H Z 5 2 FHERARRBROHELEH &L L, 1,6567Tmg/m2/H &5
HOHEHIREEDO—>Th 2 REEEOYIRIFA 2 Ret L 4 B4 7 v e LT,
AIVEHE 1 LU A V& TOMELT - IR FLIE RS 2 5 RICENTIE 2 FHERRRER (JO15151
ARER) O RICHESE [1,650mg/m2/ H % 21 A#S - 7 BREIAEE] (BLF “A ) ©
FE R OV &I THEAT « B8 ELIE ISk 2 A bk, ZaMEn iR S 4v, FINABE LI
FBIZOW T ABEOHELOCHE THEEZITV., ARZIE LT,

B & NS CTE SN ERRR, LOBERFERRBRN OGN ET U ADIEHNT
XHAV Y hEBEL, AN THHNORELOCHENEA T X1 TH2 L% H
& LT, 7 hT7H 4270 U REAIBEIRE T X4 0 RIEA S O FLge BE & k51
ENE 2 AR (JO16526 #BR) (2o& . [2,500mg/m? H % 14 HF&S 7 HREIASE)
(LLF “BiE”) om0 AR OHETERLZ, TORE, AtEico v, &%)
FX21.9% TH VY . HIFFEED 20%% LAY | [[F U TO AJEIC X 5% HE 2
B (JO15155 iBR) L L CHRERICRAF Th o7z, Fiz, BeMEIZHO N TIE, A
[T BIETIIRIEA B 8 < | 35/35 il (100%) IZEIVEH B3 # s S iz n3,
WEYZRHE - WEREEMTFT L2 EIckary ba— L RNAfETH -T2, bz &
D, FHIARRE I REILEICOW TS E R U B iEO AELOHE THIEEZITV, K
WERS LT,

C & : EGF100151 &l ViS5 &, 7 F =7 FN T VBE /KM AN I TERHA
[2,000mg/m? H % 14 HE&E- - 7 HEIKRE] (LLF “CIE7) L OO &R I L,
AANZONWTIE, AFKGRL, ERNINOBHESTA KZ7 14> (NCCN A K74 > (FLHE) .
ERNBIRAA KT 4 2) a2 RILE U, Hi-elkilbiid £+ 2 2 &<, FHiAGE
SOTFRIBICHT LTI 8T =7 b U VR KAl L OF 3 25 6121%, C E%216E
AT 2H5EEZITV., KREIS LT,

DR+ ERE O R & O &

< FERG - BRI BT DI MBI LR

B i fEGE BT D EIBMEFHRIEIC OV T, 1T - BRI A XU, AR,
BiED FEL O &I THREITE 2 MR 4 506 L 7=, & OFE R BhRIXZ N2 26.8%,
KON 35.0% (& HICEBEEFHE) T, ZeMICH W TR B B0 5 ABEIVER O3 HR
FENo T2 b OO, KIR - WEBEICKEY 2 & THOCIABRRETH D Z L PNERTE
7ol FEIEIC R DI LR E S BIEOREL ORI CTHERT 2 HiE 21T
VW, AR A RS LT,

B Z T 2 B b RE IS DWW TR M B 1T 2 BB (NSABPR-04 35k %) |
ERNNOBITETA RT7 A4 % (NCCN A RT7A > (B . ENZEITA K74 5)
IZHSE | BIEOMAEKROCHE TAMPEZITV, AREIS Lz, FEMIC 20T,
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M B DT D @O AR IK GRS « 5SS R S AH P~ O Y M IR 2 S
AR e (EREICBT DML E) ) 228352 &,

Cik: AFimX. HRNINIDOZEITA KT 4> (NCCN HA R4 > (5 - EERE) . ESMO 4
A RTA v GEBRE) . ENZIETA T4 Gl - BE)) S2RILE LT, #i-n
FIRRBR A2 925 2 & 72 <. NO16968 iR 292 HS& | G - EE ICB T Bk
ML FRIEE LAY U 775 0 L0 (XELOX #ik) OAICIE C ke
5 EEBMTHEEZITV, AKREIUSG L,

D 5 EBE IS I T D B LR TR R & OFH T 2552 DWW TR, AN I 1T D ERIR
uﬁﬁm&mmumﬁﬁﬁ ENS D %ﬁ4%74/(mmNﬁ4b74/ NI T
TRIETA BT A %) &2 HS&, 11650mg/m2/H % 5 HE#E - 2 BHEMAE] (LLF “D
E”) ORELEOHEIC T%Eéntoﬁﬁ_owﬂif@ﬁﬁ@%%@@%b%ﬂ%
B ISR AP E S~ ORL IR LI REE . X2 ey (EEEICBIT 5
WL FHRIE) | 22T 52 L,

IR YIBR R RE /R HEAT - IR OREN - B

C i MBI 20RO HIER OCHEZ 25, ENTARAIE AV 77 F o O0H
E&(MHDXﬁ&L&UKﬁkﬁ%#J77%/\NNVX?f@ﬁ%%%(MKOX
+BV L) 12K HHET - EBYERSRG - B ISk 2 ERARBR OFE RIS & | odt
M IEREA & OOFHA T CIEOAIER OHEIZB W T, 1%%* ﬁ@ﬁ&@ﬁéﬁ@ﬁ
SIS ERRICAE AMRRD b m), TOMEEHE LKRERG LT,

Ek: AxV VU 77 F o 2E0—RIGHEE! %%Lt%%@%?%ﬁ@ﬁ-ﬁ%@%%-ﬁ%ﬁ
BEERFRLE LT, AFKHmIL, lW%@ﬁ%ﬁ%F?%y(EmﬂmﬂmMo:yty#
AHA RTA v Gl - B . ENBZEDTA R4 (65 - BIGE)) %425kt
AT THE R, AFNEAV T 0 OPFEE XELIRI EE) | K%k%)/fﬁ/&
ANV X2 7 OFFEE (XELIRIEBV L) OfF AR RO FER OHEIZOWT
REFHE LA TH D LB L, H AR RBRE EiT 5 2 &< AXEPT 35 9IC
FEOX | IR UIBRABE /BT - RO « BRSO PUEBEMERESA] & OO HEE T
[1,600mg/m?/ H % 14 HH&E - 7 HEKRE] (LLF “E{E7) OHELOCHED KGR
nic,

[H 9o k& O ]

TR U ANRE 22 E T - I8 O B Tl ML17032 3B M OF ToGA #RBRICBWT, YA FTFF
y&@ﬁ% iéxﬁ@0£1®ﬁ¢$&0£éﬁ#%;ént_t#% FRAKGRIE - IS
SAEERRFI R L D IR UIBR A e/ T - HFROBFEOMELOCHRILZ CIEERETH L
%ﬁé&%mén\ﬁméﬂtoﬁm;owf E. [ER EOLEMEO EWARKGRIE - #55h
HRATEE AHMPEASOZYMEIRIMEE v 2 ey ETTEE®R) | 22,

F T TR HREIT OV T 3 MRERAER (MO17527/L9570 5-5k) % C 4T XELOX
PRI CEESE L, &G IS L7z,

4. AERUVHEEICEHET ZEE
1. RERVRAEICEET 5FE
(FheELE)
1.1 HEHEOREHE (1 EIHE) 13U TOREERHEOHZY OHENLRBL TS
- A7k 825mg/m?
- Bi£ 1 1,250mg/m?
C % : 1,000mg/m?
- D £ : 825mg/m?
- E £ . 800mg/m?
1.2 {R3E « EIZOWNT

7.2.1 BEKO CIEIZBWTEERANKER LESEAIZE. UTFTOHEEZSEIC L TR - BiE
%ﬁﬁ L, B, BHEIC Té{fﬁ&%ﬁﬂmt%fg/ﬁ BT Grade2 DOIEIMIEFIENTRE L
7-35E121E. LT Grade3 OKH « HEHEZSZEIZ L TKREK - BEZEETHZ &,
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REE - RO E

NCI iz kB #ED

P LW EHIESNEHAE.
GradeO-1 ([ZHP9 5 £ TR E-H

H:;ﬁ‘

Grade 1|51 TR H D ALiE BB 5 &
Gradel IREE - AR TR AN
Grade2 #]FEIFEEL GradeO-1 (ZESPRT 5 F TIRIE o AN

PACINER:5:7) GradeO-1 (ZERT 5 F TIRIE To B B s 1
3 [B1 H F 8, Grade0-1 [Z#R9 % F TIRIE Tk B 2
4 [n] B 388 g5k - F&RE AR —
Grade3 #]EIFEEL GradeO-1 (ZESPRT 5 F TIRIE ER-NEd ]
PACINER:3:7) GradeO-1 (ZER 5 F TIRIE TR 2
BREINSE 3:7) BehH b - HEH AR —
?Qi‘}jjl% '(?T%Efﬂ(ﬁf
Graded HEI%EE, & D WITTRFER N B2 L - T L FLERE

FELOREE - WEROHEIIE U THEEZITOEE, UTOHEEZSEICTLZ L,
- 1,250mg/m2 #1252 Bils L 72 56 OERF O 5-&

1 [a] &
I TR B P 1 VB B 2
1.13m?2 A 900mg
1.13m2 L _F 1.21m2 R L9200 600mg
1.21m2 L F 1.45m2 A ,20umeg 000
1.45m2 L I 1.69m2 A 1500 mg
1.69m2 2L | 1.77m2 Al ,oUVmg 00
1.77Tm2 L I 1,800mg ,200mg
- 1,000mg/m2 f4 & TH G- LB MG LBt O E R O 5 &
” 1 [\ &
s IR 1 IR 2
1.41m?2 Al 900mg
1.41m2 Pl F 1.51m?2 Al L 200 600mg
1.51m2 L F 1.81m2 A ,2UUmg 000
1.81m2 2L I 2.11m2 A 1500 mg
2.11m? JLE oTme 1,200mg

1.2.2

—HjpE L2 BICHEII TRV &,

) BIEIC X 2ENEREEBRICB W T NCI-CTC (Ver.2.0) 12XV Grade #¥|E L7z, FRIEBERHITILLT
OHEIRIEIHE -T2, T2, CIBIC L D ENERRBRICBW CUITRIEBERH S DT CTCAE v3.0 Xix
CTCAE v4.03 (2 X 9 Grade Z¥H|E L7=,

Grade | BfPRfEI HRE fE Bk

1 LML, REmREE, e VeV - F27 | BEAEFBICHIRZ S5 Z L3R WE
T 7%, MEEPEIERR ., e MEALEE BN

2 NERR 2 £ © AR ME R RS HLBE H & BTG HIFR 2 52 00 B ek

3 VRIS, 185, K, TR VE A H & AETE 2 23T T E IRVVER

T HHER D Grade 2SWAHE (RRIRAEE, MERESEILD) T—HLAWGAIL, L@Ebl s

HIWr T 5 Grade =8 AT 5

(FMAEXITEHRIE)
1. 3{LEIIEIE D B % HER2 Bk D TR A E
7 BT z) ORI BOAERCHEIR, YA F =T 0DE

CREVRTREET - BREOKE - ERE)

1.4 KH &P 2 O HUEBIEREGAI,

FHERALEH LTI A TF =T KPR T RAY X%

KXW T DL,

[17. BREAAE] ODHEONEZZ L., EWNOEHT

14




DA KT A LSBT LTI BT, BEORESCH AACFRIERIZS CTRINT 52 &,

[17.1.9—17.1.11 ]

(BREIZE T 5B HMER2EE

7.5 AKH| & O A hoPUEMEEANL. 117, BIRAE OEONEELEM L LT, BFD

ARBECI AL FPIERR IS U ORI 5 2 &, [17.1.12 B2E]

(HEBERUVBEICE T2 R EMIEREE)

7.6 BeHHIRIN 8 21— R &M 2 12356 OF K OV 2 EIIMENL L TV Ru,

<figgan>

FEINA O EGERRBRARE . AR L OENNAOBTETA RTA VHITESEFHE LT,

1.1 RAE AT 2 OPUEEMEEREANL, AFOWRMSSCE TI7HRREE (RS -NE %
TR Lz BT, BEORE, BEEIS U@ RET 52 &,

T2 1BIEIZAEICHART I HH-0 OB GEENHEZ TWAHA, BIETER L-ENO 2 # 5 (7
7k 2—/L No.JO16526 X7 7 s =2—/L No. JO15951) 2B\ T, K3 « HEREIHE
)T LIV EGHGENFHETH Y, BHARNIBITDHEEMEN RSN b, [T HIE
K OREICBES 2 FE ] ICENEERRER & RSO  BEOBRELERE L, BERFO
FAEICOW TR, RN 1 CI3E&EGED 75%% 58 (1,875mg/m2/H) . BB 2
TIEIWIEE 5 ED 50%#% 58 (1,250mg/m?/ H) ZREREELE LT, KERREO X1,
AF| 300mg FEEF « Y BBRICFEBTIRAT LI L E2EZE L, BRGEEORZY BN/ e
%L IR UTe, ABIHEARIEIC X 2AMNERRBRICB N TH . AR - JHEHE & [FEk
DOREITHE D Z LI D DEMNHRTE D Z EIRENTE Y | ABEIXES A I
HEtHE S, RS BRMEH STV D, BUTIC MRS - B0 RE ) 12T g = LT,

®KV-1 KRE - HEORE) CET SR

&, RELTWSEIEAOGradeld ?

v ok v v
Grade Grade2 Grade3 Grade4
v v v v
HE-HEFE Grade2dE®|(L | V% Grade0-1Z8EH: ‘5%
HEIFREE 1EB M ? | THETHRE BEETH
T miE#., 1REEELT
s L LR ) RERENEEIZEST
gELWEHShES(E
Grade0-1/1=#% ) 3B EOHEEFT Grade0-1 |8t . B8
FTHETHE TOHE. BE5hIE P D A R )
EE#E. (RE/MD
AETRAEERN

T2, HEICB T DI L REEORRRBR TlX, Grade2 OIEMETEIEIZ W T, ¥)
BIFEEIRG L 0 KSE - WBEATHEHEL T2 Lh ., Grade2 OFEMIKEEMENFEEL L 7=
BT, RER - HEHED Grade3 22 EIC L TIRIR - EAEE TS L) ICRE LT,

7. 2.2 ENGIRBBRICBWN T, —EREL-BICHEZTTomRBa N2 s —HE® L
BRI TRV ERE LT,

1.3 ALFEEERE O H D HER2 BYEO BT ARRE LRI EE 2 X8ic, Y AhTF=7, FT7 A
VR T RN B ARG U BRI AGE LV . RIS OR A H
HERRBD LN D, BETT 5 2 L) &l i,

1.4 FERRE BT DML RGO FUEME SR L 0P 2854 b TIT. R 12
FLH SN ANE A ootz L, AJIZEERE L CTRIEEZITY 2 &,

1.5  AAHIE PR SN D HUEMEEANC OV T, TOWRMLTEEZ FOICHA TR &, T3
FOFEEFRELNESF LT, BREEITH Z &,

7.6 AR & BREICRT DMTRMBIEREIEICE L X, 8 a— A2 X A OBRMREHE
ENTELT, AR OZEMIIHESL L T RW=0ORE LT,
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5. Euu H'EEJZ?E

(1) E

SRT—2 /Ny lr—

F%‘:ﬁﬁ mz%#u;@ KO TREMEE N 3T DI B b3k 1, 2009 4F 8 H LART D7
BTHHTZDZY LR,

/’L‘%J@J@Tﬁgiﬁ@ﬁi BHREROHE] 13, £E - AhEERESE I:IEIIJ%:‘“K:’: BiF 5 [EHE
L@Jé%@?ﬁ@mb\ﬂ@%w{ NG4S & N e /A ST S RN OL7 é 1%6%& S HREE

v (EITEE ) | o, TEREIC J‘éfﬁ%wﬂlﬁ%f@ﬁ{fj ERIEEICBT FEféﬁszrﬁzmm
WARTKGEIE « 3SR A /A%DEE A=Eed %Z)il&’%% w«/&t/ (BRI
BB EEEE) | F%é?“é%ﬁﬁ%ﬂﬁc:%d& INHHFEIZ L 2 KRTH D=0 Liﬁb\o
DUFIRESEEZ EAMTH Y TES/ME I 6R D R RS OB O Lou\m Rk 11 4£
2 A 1 BT 4 B R OERES 104 5 JEAE @EREECR RAT 72 B J8 45 BLER R @ ) OV E 3R 22

RRFEAE AR @) |

- PAINAHE

1 CRNEN
%)

SR(Er 18] 5 N EAS S
W)

(TP TR

- I ORI -

IS HIEEL

EL P

CEDBEKRETHDHTD
(kT BARRE T RF =Tk //vﬁzz H KT o HF % 5-
B A bFEELE LTAXRY U FI7F 0 Lok s (XELOX %

WiZY L7,

SR B O BUERERESEA & O GERFEE (XELIRT

£RV-2 [ABEUIBRTRELET - BREOER - BERE"] (CETABET—2/\yy—
SBmES | | | R HE 5 R Ao | wet |EwmBe
THLY
H AT - BB
A | FEEMR | - B )
oo Joises1 | I LB e X:2,500mg/m?/ A © © ©
ik (— IR
FEER | JO15951#EHh . g _
Joi7219 | I LB Dagees | X2:500mg/m?/ @) O
SO4695 | m | FEsm | o " | X:2,500mg/m? H © © -
2H | )
S01479%6 m | EEH o X:2,500mg/m?/ H © © —
2 e
o 47 - M | XELOX/+BV
AW e | G- EEE | X:2,000mg/m2/ H
U JO19380 i 18 B 0:130mg/m?/3 i © © ©
% (—IEH) BV:7.5mg/kg/3 i#
i AT - BB
cinn . g | XELOX
M| mesone | m | R R EOBE ) Ty 000mgime © © —
1 B 0:130mg/m?/3 ¥
(—IRH)
FOLFOX4(+P)/+BV
§ 0:85mg/m?2/2 I
iﬁ’f{; 5FU2,000mg/m?2 i
fﬁ R LV:200mg/m?/2 ¥
Noweoss | m ﬁﬁﬁ%[ﬁﬂ%ﬁ BV:5mg/kg/2 o o _
R Gl
g R CS ) XELOX(+P)/+BV
A X:2,000mg/m?/ H
0:130mg/m?/3 A
BV:7.56mg/kg/3 i
RS L iRt FOLFOX4
NO16%67 | M | e | &M - B | O:85mg/m?/2 i © © —
2 H 5FU2,000mgim?2 i
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HBES | 8 | oo 518 5T B | met | EnBE
THAY
(ZWRiB#*3) | LV:200mg/m?/2 iE
XELOX
X:2,000mg/m?2/H
0:130mg/m?/3 i
R XELOX/+BV
IFEHR | AN - M | X:2,000mg/m¥ - ~
NP1ess7 | 1 8¢ B 0:130mg/m?/3 i ©
(—KiaF) BV:7.5mg/kg/3 i#

O : Mgkt O :&E&k

X: v Fey (28 1TEMEKE) O:4x3V7FI7F P:FI8K BV: INVX<T

55FU: 74 nmvoi L IN: KU F— R mh

XELOX : Y Z v u4x% ) 75 F 9 MEE  FOLFOX4 : Hiki#ni: 5-FU/LV/A x4 U 75 F L F L

¥l ARVEZEUOERREINTAELOCHEIR AREREICH DT TAELODIETIE 1R 900~1,500mg % |
B T 1 [ 1,500~2,400mg %, C #Tid 1 [ 1,200~2,100mg % . E ¥ Ti& 1 [ 900~1,800mg % 1
H2RERO%KSETHD, [V—3. AIELRUHE] &,

*2 . FOLFOX4 j&i% L XELOX SEIEDIEEHER L LTBMB LD, FOBRBREEELUITL., THLEN P
FIX BV #iBMT 5 2X2 ERO “HEERARICEE L,

*3 . —WIRWED 5-FUNIA Y ) 7 71 U EGEN IS SUXFENER DML T & 2o ToiEfl &2 x5t g & Uiz,

RV-3 TBEICETHMERMENILERE ITETAERT—2 /v 75—

e HER e . s
HBES || . % g | PR | TEWEES | AHES

i v MMb | Stagell K OMI .

s | MOLTRT |y | e | oEmomED | 1,03 xﬁi&%* SR | ERAR

2 it B E1T1% O
- Stage Il & OV
M LOMH%?S?E?O/G 1l Egﬁf OEFEOERY] | 100 |XELOX RE* Inge(;lssei . Al
WA T 1% 00 B Y

¥ 3WMAE 1Y AL LT, INUFEL 1,000mg/m2 % 1 B 2 BIRAFKS T 2 ABERRS . 1 8 EKE
L., %%V 775 130mgm2 2 &V A 71D 1 B BICEIRNES L=, &SP s 170 (248
) & L7z,

(2) ERREIEHER
CHARNZB 2 k>
EMEE 1 HHERFRELER (J014865 FXER) ©
XHGBE  ERE A (B, &M - ERE, FUE) 16 SEf
P51 U Z e 502, 1,004, 1,657, 2,510mg/m% H%A 1 H 2 [EI243 ) T, 6 ML, B
A5
ARG R - b BEO O BMEAERIZR EEE (8/16 ) Th oz, FKMtEI 2,5610mg/m?2/
H &S, ARERICIIT 5 4 Bl OERRRE N ON BRI A S OHER & et L7z
FER. HEGIRRHIHmEEEEE O FRE CH T2, —J7, PUEREN R
1,004mg/m?/ H B ONT 2,510mg/m2/ B BEIZ B W TR BTz, BLE X 0 | A 2 4
ERAR BRI 30T D HESEH &I TR & &L 0 1 B & D 1,657Tmg/m2/H & L7,
RV-4 ERNE 1 HEEERAER (J014865 HER) I2H T ZBIEARBRR

®E= 502mg/m?*/ B 1, 004mg/m?/8 | 1, 657mg/m?/ B 2,510mg/m?/ 2
E151 3% 3 3 6 4

Grade 1t 2341 [2]3[1]2]3]1]2]3]4
R - e R ek

g% )R> 1

i 1

=EESV% 1 2 2

FIRNE R 2 | 2 1] 1

B Bt 1
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hEs 502mg/m?/ A 1, 004mg/m?/8 | 1, 657mg/m?/H 2, 510mg/m?/ A

FE 51 50 3 3 6 4

—_

Grade 2341231 ]2]3[1]2]3]¢4

HLE RE

Hib5 1

It 1

T 1 1

% 1 1

H b 7= Uk 1

BRI 1

B AP 1

{5 5K 1 1

ST - REAESRBETE

ALT (GPT) L& 1

vy LeME EH 1 1 1 1

EFErYLE S R 1

Pt - o dehis

Al-P |5 1

LDH k5 1

i PR % 57 1 1

REEEE ™ 2

Mg H U o 2MET 1

g7 v — KT 1

mHF F Yo AMETR

BUN L5 1 1

R BR PR E

PRILERID  (iE) 1 2 1] 1

~< s U v MERD 1 1|1

~NES | UED 1 1 1

FEK - HEPREEE

I ERER I

i R

DO = | = [

B MR GiE) 1 1

U U BB 1 1

IFRAERE S (F) 1

/)N - H i B o e

i/ % 1

i /g GiE) 1

UBIR e i

wtyvrr=vbg | ] [ [ o] [ ] [ 1] [ |

B GPESC LN

R -+

* . Graded NTFE(E L7 HH (1)
FVEOFHM : TNCIC-CTC Grading System (1991 4F 5 HhR) | &S, TEENAALFRIED
SR OFELLAE) 12B1T 2 TRWEMOFEEAER O EEE TR L 72,

ERNE 1/2 HERREER (J019380 5XER) ¥
KIGUBE L RIBEOHELT - EEBMEREG - B B
XELOX #i£ (Stepl) 6 JiEf]
XELOX+BV %% (Step2+ Step3) 58 JEf] : 9 © Step2 13 6 i
¢ 5.751% : Stepl ; XELOX J&7ED BN DMt
FxH Y FT7F 2 180mg/m? & AfEFE (5 1 BH) + Xy F2E
2,000mg/m2/H% 1 H 2 BN 2805 (&5 1 HEYB#%226 15 H
HEAR%E T) +1ERKREEZ 12— L LTRY RS,
Step2 ; XELOX+BV #E D AE MO
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AHEEE -

AR R

\CANESUNIS S

Step3 ; XELOX-+BV #iEDIEF|Z4EFE L. Step2 DIER| & G THIME, Ze
PO R
RNV X7 7.5mglkg & 30~90 Z3/n i CaEREERE (&5 1HH) +4%
P U TT7F L 130mg/m2 FAfEERE (&5 1 HH) + v Z v
2,000mg/m2/H% 1 H 2 BENZ3F -k 0G5 (&5 1 HEY B%26 15 H
Helftt <) +1HEBKREZ 12— LTRYIRT,

FEFHMIEE ; R, Lt

BIRERHGIE B ; M EATFHIRN, A, B, EKpdhne, %

et ; XELOX ik Tid, BIER X 6/6 512 81 138 Hiviz, FELRO | EIE
FIEED (6 61]) . REMERE =2 —av— (66]), BREAIE GH), T
Fi (46, P - BEBRARASEERE @6, 95 @), B2 (3
@) . GFHEREORA B #) KL< v (3#l) HThotlz, FL—F
3/4 OREIWERIX 2 1 8 4 (Mm/MREGRD, REHEETE =2 —r Xy — F
B RIERRATEADIEGEREDNA 1) IS8R0 bz,
XELOX+BV &% Tl BI1EH I 58/58 il 848 1RIC78 0 Hiiz, FEHLR
DEWEWERII R = 2 — a8y — (54 61)) . BEkAIE (50 #1) ., I
5 (48 ), FE - RIERBINFEASIEGERE (44 6)), by (43 1), B
AaEREE (34 ). FH (32 61)). AWK (31 61) MOEHERERED (29
i) HThote, 7b— K 8/4 OEIWERIX 35 il 58 fRIZFEH B, EDON
FEHUBEE DS 5% L, EORIWERII R = = —a /80— (10 ), 4FHER
B (9 B1) s sEDRD (4 61) . mimE (361, 9y (341 Tho
77

HINE AT - B MR 1 - LG FEE k9 % XELOX #E 1L D 22203 1% 66.7% (4/6)
Th ., XELOX+BV HEIEOENHFIL 71.9% (41/57) Th-o7-, F7-.
XELOX+ BV #iE 0 M A AR (PFS) OF X 336.0 H (95%(5
FEIXE : 293-380 H) ThH o7z,

% >

E5E 1 HRERIREAER (EHRS) (S014693 &iER) ¥

PO IS E
F e =
B 551k

AR

B GREMpr. ERpRE. FUm. URNEUE. M%) 33 JEfH]

P NES|

LA L 110, 225, 502, 1,004, 1,331, 1,657, 2,083mg/m2/ H % 1 H 2 [ElC
S TC. 6 ML LA 5
FELROEOEIERIZTH (10 #1) . FRAEFER (961, Eo, Yy (&84, 1
W, HFEWV, IEH: (% 5 6] KOBRSAIR 46 Thotz, BEHD S H 71%
(82/115 1) 1% 1,65Tmg/m?2/ H &% 5HED 12 B W THE S, AHEIC T L—
R 3LLEDRIWERN 76 (FHI 4, M 2 1, FRIEFERE, O FE WV, B - TR,
Bk, PR RIS, i RS e OFRARIMAR 2345 1 1) ICRBLL7-72 0 KitE L L
776

Es 5 1 HERREER (RIRIZE) (S014794 FHER) ¥

PO 3 e
ESy/ES
B 551

BRI

B G, B, L) 34 JEf

AXVAR AT K

R K e 502, 1,004, 1,657, 2,510, 3,000, 3,514mg/m2/H% 1 H 2 [BIZ431F
T, 2EMEE 1EMKRELZ 12— LT2a—RE
FHROEmORIERIZEG, J7 (% 2160, mH: (7 #1), TH# (16 #1) ., F&iE
BERE, BACAIRE (% 14 6)) KO'ON%E (10 ) ETho7-, %40 3,514mg/m2/ H £
BRECeplF 4Bl L— R 3 OFWER CGEO, Bl - gt - FRAEERE, DN -
TR - JEERIRE . TP ERED) RO BN OR KR & L2, 0%, —BIFIK
WHETH D 3,000mg/m2/ HIFRGRETY L— R4 O L OMRMEN 162, £/,
7 L— R 30 AMERED S 1 HNCHIR L2720 kAR & A2 R R & Lz,
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) BV H B OEGRESNIEEE I RIE, [ RIHRRRE USRI THEN - B (B Tb o,
TR DOERB I N HIER O & i EREREFEICHDOET A EROC D ETIE 1 1E 900~1,500mg
Z. Bi£TiL 18 1,500~2,400mg % . C ¥ TiE 1[5 1,200~2,100mg % . E ¥ TiE 1 [51 900~1,800mg %
1H2EREO#HEETHD,

'v—1.

BREX TR TV —3. HEROHE] 2],

(3) AERNERHAER

CAHAANIC

BT 5>

EWW%%ZH EEPRRER (JO15151 5tBR) 12

XTREH
5 I3k

A ZE H

GMELAIZ

BITEHE 1 LY A TOEST - ﬁ%’%ﬂaﬁéﬁa%‘ 23 SE]
HRUAE L 1,66Tmg/m2/H%Z 1 H 2 [EIZ4T T, 3HEMB&KRSG 1 #HEAREZ 1 a2—
AELT2a—ALE

L EEIIAA ; R
BRI

B NMERRAT 6 G2 4511% 22 511 C CR1 ], PRO Bl TdH 0 . FTEhRIL 45.5% (95%(EHHX
M : 24.4-67.8%) Toh o7, (FHEXHE FRIZFERGHEFHIZRE L-BEIEA 2% 10%
& BAlo 7=, VRl X 2B 561 23 Bl SOV T Thiu, 19 61 (82.6%) IZ8WU\T
BIVEF N REL L7z, EARFRWERIZ. e UL r E5 10 4 (43.5%) . FRIMEREA 10
B (43.6%) . FR§tadEibas 741 (30.4%)., LDH L5 761 (30.4%). HilEkEL 7
5 (30.4%) ZEThHo7-, 7L — K 3L LEORIWEMAIZ 7HNIEE L, NiRIZ, U
ey BESBEL U REREAD S 4 B, EREEE Y Ve B 3 BECRIR, R
MmERR A% 2 6], ERERIE, DPRRIER, LB, REHEE, TH, DK, NE
K. ~EZREVED, KON 27 Uy MEBORE LI THoT2, 7 L— % 40
BIWERIX S HNCHE L R Y vy RN 26 U o8Bk 1 ISR LT,
ARFEICHAD X 1,65Tmg/m2/ H | 3B G 1 HEKREOHEST - HRILEICHT 580
ke, ZeVERHER I NI To D, BHIEE 2 MERRRBRA~OBATRE S,

Bl 5>

E5E 2$EE""E|E=T%§ (8014797 &tB%) '* ™

XREH

ES RNES
Be 551k

A E H

{LERIERSEAT OUELT - EABMERE NG - B A 109 SEH

F—=ANZ VT, BFH, KE, EUREH

TROWTrzRAlE LT 12 B -

HWEHFGRE ; I8 Z B 1,331mg/m2/H % 12 3

MR GHE ; WXV X B 2,510mg/m2/ H % 2 5 1 HFAER

LV B XEE ; XU X B 1,66Tmg/m?2/H % 2 E#H S 1 BEFEIARE R U F—
F A A 60mg/H & 2 WS 13 RS

P BEWER BT ETOMIM, Latk, F

ARERAE IR - A MEFEAT  R5 D ZE5h R I, 1 H BEGRE 21.6% (8/37 f1]) . IR 5-RE 25.0% (8/32

) . LV ORI R EE 24.2% (8/33 ) T o 7=, WA OHEFT £ TOMR Ol X
AR 127 B, MIXEZE5EE 230 B, LV §FHABIKEE 165 B & MK EGHE TR
RFERDRR O, REER G EOPRME S | B 58 307g, MR 387g, LV
ORI REE 218g & MIRBERETE D o 12, I bHE OB WA EHEST, ML IER.
TRIEGERE L SHMTIETh o203, MHIL 180, RH:, TRAEEREORBLEIX
LV DR BECBW TR b E o7, 7L — F 3 OFRIEROZREERT, A EE5
28 15%., MR 58E 35%., LV OF AR KEE 57% CThH - 7=,

AR X 5§ 3 IR I % v 2,510mg/m?/ H % 2 HE#KE 1
WA (RIXREGE) BRI,

E) AR Z L OERRINTZHELOCHET AEmEICHHOETAELKODETIE 1E 900~1,500mg %
B £ TI% 119 1,500~2,400mg %, C#%ETi% 119 1,200~2,100mg %z, E #%Tid 1[5 900~1,800mg %z 1 H
2ERENFETH D,

'v—1.

BRI R TV —3. RELOHR] 3,
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(4) WRIAAOEAER
1) BIMHERREE
O :: (-2
SELAZ
E%%sm
POE- 35 E

A E H

QLEEERER

SHER

THRHERGRER

B 2>

BEPREAER (S014999 EXER) 15 19

T NTH AT REREETIRFEICEIED U IXIRER I EOHEIT - i1
ML B 511 SE

CTNEBF U A=A NTIT TITUN, ATE AV AFI R, TT A

ARGV A ZYT AFoa, —a—V—F3 K, J)Vyz— a7, AHA
VA =2 N S ES|

R EUPERRE ; I Z B 2500mg/mZ/H A 1 H 2 BN CL 2 R

m&%1@%%1%6ﬁﬁ%k+%ﬁ&#ﬁwwwgmwa
Z 3 MM 1 RFRFIRN 54 6 UL
Nt % % /VHEMEE ; FE 4581 *100mg/m?/ H % 3 w1 FERIEHIRN & 5 %
6 HHILL
o ENARBHELOHE LIRS

DRBOETE TOMM, AR, B, T, waeth %

ﬁWEMWﬁéntiﬁﬂ(ﬁ&v&fyﬁﬁﬁzﬁﬁLFt&#tw%@ﬁzw
B) 2B DA, RBOETE TCOMBIII X B OFHRE 186 H, K&
&%ﬂw$@ﬁ1%a\ééﬁ%%mﬁ&y&fyﬁmﬁ4wa\Ft&%ﬁwﬁ
MEE 338 H., TR (LEIREFM) 1320 % B OEHRE 41.6%. FEX Sk /LH
MBE 29.7% T o 77, LM (H_v X E U PEEE 251 i, N& % 3B /L HEMEE 255
) 1X. ZL— K 3/4 OFWERMN, B2 X R 78%., Rt & %k LBt
GA%IZHEL L, F72 7 L — K 3/4 OREIWER L, TRIEMERE (DX & v 2 OF EE 24%,
Rt & 2w VHIMBE 1%) . ANE (D% E U 0FRE 18%., R& 4 X /L BhEE
5%) . FEEMELFHERD (D22 B UOFHEE 16%., RE & B/ /VHEMEE 21%) . 4
HERIAME (Do Z B BERRE 16%, N2 F R VEMEE 14%) . TH (D=3 %
EUGEHEE 14%, e X 3BV HEMEE 6%) Tholz, AfEL D . ROEHBEITT
Y NTH AT U RIERIBEEE OWELT - iSRS B ISR 1R E LTHIET
bbH LRI N,

CHAN ESE AT B D
ER £ FEE 3 45K ﬁﬂ%(hmﬁﬁ)”m

XTREH

% e H

Be 551k

(LS FEEARTIRR O HER2 BEPEMETT - FRR B L OVRIE B HE A 5E*1 FB3E 594 JEf]
*1 ;i A O
F—=A KT VT, XX — TITVN HE, aRFZ VD, Tow—T T 4T
BL7I A, RAY ITTF<T, AV R A2 YT BA, ME, Afva s
T, b= RV NI a T BT 7V AL Bl Mra, A XY
A
XP#E, A7 7 F 2 80mg/m? mfifriE (&5 1 HE), Xy e
2,000mg/m2/HfE 5 (1 H 2B, 1 HEYR%~15 HE#HRE) % 3
FRRET 6 2— A £ THY KT,
FP®LE , A 7F 2 80mg/m? miflighiE (&5 1 HH), 74w w T *2
800mg/m?2 SifEHE (%5 1~5 HH) #1=2—xL L, 3HMEKETE =
— A FETHY KT,
* : ENARAER O R L ITR2 S
r 7 AV X<7; f)la] 8Smg/kg, 2 [BH LK 6mg/kg % 3 @ME CT&R 545,
XP BREUI FPRIEIZ F 7 AY XA~ T &0 (n=298)
XP ##1E XX FP #EE (n=296)
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AHEIEE -

FERHRTEE R
RIRHIRHARIE B 5 S IR BRI, 28, 7 U =127 1 v b
R, ROWIE, Laetk, QOL, HEymfk, %

ARG R« XP RIE T FP REIC TG L7z 290 Bl I i) 2 MM Ju il x 11.1 » J

\CINESYNNS S
E 456 3 FRERIRER (M66001

PO IS E

SN NES

BehGI5ik

FEAEA -

BRI A -

S A F AR T i1 5.5 0 H Th o T2, BANESE 50 Bkt 5 XP RiED 4
AETFHIR P OB 17.7 » A BB HIM TET 5.6 » H TH o7,
LRI OWN T, XP#EIEIL FPIEIEIZ T 98% DA EFRNRBD HiL, /' L—F
34 DHEEFERIT68% TH -7,

KV-5 EFRHERLE 3 HERKRHAR (ToGARER) ISETHIAEER

= XP & X (X FP &% (n=290)
AEER £ Grade Grade3/4
B ERES 284 (98) 198 (68)
2R L 184 (63) 21 (7)
g 134 (46) 22 (8)
i 80 (28) 11 ( 4)
15K 93 (32) 5 (2)
A% 43 (15) 6 (2)
N 56 (19) 5 (2)
e T PR 10 ( 3) 1 (<1)
Mmig « Vo r3R TR ER YA 165 (57) 88 (30)
2 ifi. 61 (21) 30 (10)
i/ MR D 33 (11) 8 (3)
FEENE LT BRI 8 (13) 8 (3)
2H%, HR, Toft BERAR 133 (46) 18 ( 6)
I 57 82 (28) 7 (2)
TR IE 64 (22) 5 (2)
RS 40 (14) 7 (2)
I 0E 53 (18) 10 ( 3)

FEEN 36 (12) 0
B RE R 39 (13) 3 (1)
NI IE 18 ( 6) 2 (1)

ENEES 17 ( 6) 0
KAV v AIffE 13 ( 4) 7 (2)
Jii Ak 16 ( 6) 5 (2)

I ] 16 ( 6) 5 (2) SEBIEL (%)
% >
eg) 1

SBFHIYIBR A SEHE S AT L SFEEARNGETT O Dukes C G0 B4 1,987 JEH]

TANEFo, A=A RNTIVT, T30, BFE A ATV, U HR—L, X

A, UNTT A, KE, EUGEODG 25 » H

AHRE ; B2 2,500mg/m2/ HA 1 H 2 BN T, 2 BRERE &S 18
KA1 a3—RLLT8a—%

5-FU/LV &t ; 74w v Z /b 425mg/m2/H +748 Y F— K /L2 v A 20mg/m?2/ H
Z1H 1, 48ME>5 BffFERkEE21a—xLLT6a—X

FEFHIE H ;5 A A7

BIRHIFHNIE B 2SI, BmERAFERE, 2o, %

HEVEZ AL B Gk S LT 2 2EM ORAIRE © 1,004 61, 5-FU/LV £ : 983 f3]) (2B 2 H%)

PRI, BRI, EEERAGAIN ., 24AFBREICBW T, AFIEED 5-FU/LV B

2%t D IELMED TR S T,

BIVEANIAKIRETIX 868/995 il (87.2%) ZHIL L7, FREWEMIX, TRAAEMRE

594 5l (59.7%). T #1458 f5il (46.0%) . Hl» 326 5] (32.8%) FETh o7z (I b

47 H 200444 H1H),
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£V-6 EE 3HEERREAER (M66001 FKER) (ZH (T 2 HMMEDHE R

ST{IE B S5HEAFE (%) N — K>
. AEIEE 5-FU/LV 3% (95%E R X )
Jeypy A A 1 TH] 60.8 56.7 0.88 (0.77—1.01)
AT 71.4 68.4 0.86 (0.74—1.01) * . AFEEE 5 FUMLV B
1.0 1.0
] wum 5-FU/LV (9834) wnn 5-FU/LV (983#)
e —_— R E (10046) . S =R H T (100461)
£ 0.6 % 0.6 T tmee L
ZQ ] £ 0.6
L4 * o
0.2 NHF— K" (95%(EHEIXMD : 0.88 (0.77-1.01) 0.21 NY— R (95%FHKM) : 0.86 (0.74-1.01)
{ tHRYFE > 5FU/LV Tijf\“*/&l:“/}s—FfI/LVq
01 0
0 6 12 18 24 30 36 42 48 54 G0 66 72 78 84 90 96 () 0 6 12 18 24 30 35 42 48 54 60 66 72 78 81 90 9 ()
<UATBBEOKEE> T i
SFU/LV 983 902 801 720 640 596 562 522 492 453 378 301 227 136 73 10 2 5FU/LV 983 964 934 903 850 795 753 724 700 659 614 550 417 258 165 46 26
A2y # £71004926 836 748 696 658 609 574 532 497 432 332 228 137 66 8 3 A+t # £1004983 964 929 888 849 808 769 735 702 665 581 434 280 174 55 36
7y hATH 2007426 H 4 H o k7 H ;200746 4 H
MV-1 SEFEGFLRO Kaplan-Meier Bhig V-2 2£4£7EHMD Kaplan-Meier BHfR

) ARBRICEIT 5 5-FULV FHEIIENTEBEIN TS LARR Y F—h - 744 a U T L RER LR R
UF—h-Tndn w7 N FgEHEORIEDO AL OB L1382 5,

E 415 3 HEERFREKER (NO16968 FXEx) »
KGR - AARROBIER DY it X 47z Dukes C #5838 1,886 SEH
K EH:A—ANTVT, XX~ TITUV AFH, HE, T4 TR, TTA R
AV AXVA, XY vy, FEE, N T — TANLTU R A ATV A X
TVHEE AX A 22—V =T RN R=T U R BRI, vy T
VUK =N T TV, AL AL R BB, A, KE
#5775  XELOX B ; H_23Z ¥ 2,000mg/m2/HfEO#%5 (1 H2[E) (k2 3By A 271
DR (2 HEES - 1 BRRE) &Ax3 U 77 F 2 130mg/m?
D 2 KEFFRNE 5 (dayl) OPFHEE, §H8 U1 7L (24 ) £ T
5-FU/LV % ;
—Mayo LA *1: LV 20mg/m? SURERIRNE G (LLF, 28FE) +5FU
425mg/m?2 2UHERE%Z dayl~5 12 L, 4 lZ 1A 27 LT6H
A7 (243) £T
—Roswell Park L3 2 > : LV 500mg/m2 2 FEfEFHRIN# 5-+5-FU 500mg/m?2 &
WEEEZ 1~6 D dayl IG5 L, 8lEZ 1A 710 LT4H 47
v (32) £T
*1 o RFRBRICEIT 2 5-FULVRIEZERATER SN TWA LREKRY F— b7 rdnr vy Z vk
ELXOVARRY F— b 7uAdny T o fimE 0t iREO E L OHE S I3/ R 5,
FHmIEE - EEEAEIEE A
RIRAIRHIE B BRI, SR, 2t F
BRAE R - AR ARS8V C XELOX #EEE D 5-FU/LV FREEIC %9 5 Bk 23 e il
SNz,
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1.0
0.9
0.8
0.7
0.6
0.5
0.4
0.3
0.2
0.1
0.0

wenuns 5-FU/LV (94271)
XELOX  (944f)

HIHE

NH— KT (95% (48K : 0.80 (0.69-0.93),
P=0. 0045 (log-rank test)
T XELOX,/5-FU/LV

0 é 12 18 24 30 36 42 48 54 60 66 72 78 84(H)
<UZAZEEDORES>
5-FU/LV 942 855 753 689 650 606 573 529 438 320 135 2 0 0 0
XELOX 944 862 782 720 673 641 613 580 497 362 182 7 0 0 0

J1v bF 7 H : 200944 A30H

KV-3 EFREFHRD Kaplan-Meier gz

1.0

0.9

0.8 -

0.7 SRESRED
g0 messm 5-FU/LV (942)
%05 XELOX (944
0.4

2; INH— BT (95% (28K @ 0.87 (0.72-1.05),

U’l P=0. 1486 (log-rank test)

0.0l TXELOX/5-FU/LV

0 6 12 18 24 30 36 42 48 54 60 66 72 78 84(H)
<URAIBHEOAKES>

5-FULV 942 901 876 847 812 781 751 718 666 495 255 15 O 0 0
XELOX 944 898 873 832 804 787 764 733 679 543 284 28 0 0 0

fw A7 H L 20094E 4 H30H

KV-4 £4£FHAMD Kaplan-Meier B

M BIER X XELOX ##7% Tl 920/938 5] (98.1%) 123 L=, FRRIEM
IE. EL 619 B (66.0%) . R 566 1 (60.8%) . NEM: 405 1 (43.2%) .
SR 338 13 (36.0%) . P%57 324 i (34.5%) . K== —r /35 —278
Bl (29.6%) . FJEIEMERE 278 5] (29.6%) ZETdh 7= (I~ 47 H : 2009
4 H30H),

EE 3 tEEEERRER (NSABP R-04 tEg) %20

R B

iR Stage IT/T O B A5 B 1,608 SEH

e H 1 KA hZ B 1,650me/m2 BRRO S (1 B 20, 5 BHF&E -2 BFEARIEK)

AHEEH -

Z 5 MR KT,
XYY 7T F 2 ; 50mg/m2 miEEHE, 1B (%51 HH) % 5 B KT, *2
5-FU ; 225mg/m? FifisfiE (5 ARG - 2 HEIRSE ) % 5 MR kT,
RREE (RT) ; 1.8 Gy/ElI/H (5 AMAA) . & 25 [ (RIS HRE 45 Gy) *3

AHKI+RT AHKI+RT AH+A %YV 7ZF 0 +RT
(n=146) [::$> (n=326) (n=330)
5-FU+RT 5-FU+RT 5-FU+A4 %4 ) 75 F > +RT
(n=147) (n=330) (n=329)

7 v H MMEIEE R 2X2 7 & MMLIEE AR
(n=293) (n=1,315)

AT & ORIFIFH L U A & UTARKIEM & 5-FU M OFRIEN OVZ 4

MWERAET 57 X MuFEERmaER & U CBth S o, £ ORICHRERGmENUET

S, AFNEWSUIAXY Y 7T F U0 E 5-FU BT AXH Y 77 F

HNER LM ERRGET D 2X2 BRO T v ¥ MEIEERABRICATE ST,

*1:2005 4F 10 AIZRBREIEENKGET S, EER THORBBEE 2 S &2 BT, KA &

5-FU OG- BEIX 7 HAENS 5 HARICER,

AV 7T F UTEGEIC R DI ERE & U COIARIRAAEGE,

IR PIHES T AS T3 K OB iR 22 LIS O B I BT 1ok L TiL 5.4 Gy (1.8 Gy/[al/H |

3 HRE) . T4 XITEAAE GG BE IR LTI 10.8Gy (3.6Gy/[a/H, 3 HE) o7 —A M#

LT RESIENIIN

FEFHMMEE ; R E COHIRM

BRI B 5 B RI5E 228003, FERMIRAEE, ARMETE DK TR, &4
M. éﬁfﬁ/ﬂﬁﬁﬁ\ ﬁﬁiﬁ%ﬁﬁﬁﬁ\ &%

*9 .
*3:

ARG R - A FEEHIEEE TH 5 AT E TOHMICB N T, Bu—F LY A R 5

FU LU A UBRCRT 2 RIEMEZ R LT O — Kb 1.00, 95% (5% X[ -
0.75-1.32, p=0.98, &% Log-rank /&, RIZMIEAD DD Y — K
0.89~1.12 XX p>0.40),

 RBRGHHESETRICBIT S, 7 L— K 3 U EOFEFEGIIAAIRE 30.1%.
KA+ AV 7T F R 41.9%. 5-FU £ 26.5%, 5-FU+A XV U 7F
T U BE 40.1%258 0 BTz,
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xV-1 EHE 3EEGREER (NSABP R-04 HER) IZH T 2B EBMLEEER

AERETEIERET A AERETEERETE
BEE (JL—K) ¥ +A4FH 5-FU+# %+
ARH 5-FU AREl yFSF 5-FU yFS5F
F2 A A et e 451 K 146 141 319 322 317 322
J1— K3 EoFEHEHR 39.0% 31.9% 30.1% 41.9% 26.5% 40.1%
Ed
HEFRIZLDHEL 0.7% 0.7% 1.3% 1.6% 0.3% 0.3%
R (3~5) 17.1% 15.6% 6.9% 16.5% 6.9% 16.5%
B (3) 2.7% 1.4% 1.3% 2.2% 0.3% 0.6%
g (3) 3.4% — — 1.2% 0.3% 1.6%
57 (3) 6.8% 3.5% 2.2% 5.9% 1.3% 4.0%
g5 (3) 3.4% 2.1% 0.3% 1.9% 1.6% 2.8%
NLFE (3) 5.5% 1.4% 3.4% 3.1% 3.2% 4.0%
TR % (3~5) 7.5% 2.1% 2.5% 1.2% 2.5% 2.2%
ik (3) 8.2% 5.0% 2.2% 4.0% 0.3% 2.8%
FRIEERE (3) 3.4% 1.4% 0.3% 0.3% 0.3% —
KA bEE (2~4) 2.1% 2.1% 2.2% 6.5% 0.6% 5.6%

E 55 3 HRERPRELER (NO16966 FXER) 770

PO 3 e
ESSRNES

Beh 5k

BALIEEIER

BRI R

HRIBPE OEFEMERERG - BB 2,035 GEH]

F—ARNFUT F—ARYT . TIN, HFHE FE, Fra, FTrov—T, 7

4TV R, TITUA RAY AXVAR TTT<T7, FE AT — TAL

FURAARTIN AXZVT BEE AFxva =a—V—=F K, AT z—,

WNE< RV IITN, av T HT 7V, AL AT =2—TFT U AL A, B,

24, bz, KE

XELOX % %; Ax% VY 77 F 2 130mg/m? it (%51 8H), 1y 2¢
> 2,000mg/m% Bk A#E (1 BH 2\, 1 HEAY&B%~15 HEHH
Bt%) % 3R THRY KT,

FOLFOX4 #&i% ; %%V 75 F > 85mg/m2 miishit (%5 1 HH), 714 ny
Z v 400mg/m? ZUEEE. 600mg/m?2 £ EHEM R Y F— |k
AN A 200mg/m? AiEEHE (&5 1, 2 HH) 21 a3—2&
L. 2 HHEkE Tl IKd,

RNy X< 7, FOLFOX4 #iEDOGHH T bme/kg (23R4 1 =—R), XELOX
FIEOPFH TIX 7.5mg/kg (3 Z 1 22— R) &AL ST

L5935,
XELOX XELOX+P XELOX+BV
(n=317) [::$> (n=350) (n=350)
FOLFOX4 FOLFOX4+P FOLFOX4+BV
(n=317) (n=351) (n=350%)
Z v H MM IEE MR 2X2 T U ML EHE R
(n=634) (n=1,401)

XELOX %1k & FOLFOX4 BIEDHINER NLZE2M ARG 5 7 v & 2bIEE MR

B (NO16966a #lR) & L CRAA S N7223, £ DO®RICREGHHEDSET S v, XELOX

ik M O FOLFOX4 JRIEIC~ AT X< (BV) X7 oA (P) #6HH#%5 LT

BB MR NEEMEEBRFT S 2X2 BHRO T X AL EHS KRR
(NO16966¢#ER) ITAEF I 7=,

* . FOLFOX4+ BV BEC (4L SN SRR 2808 L, 2 0% BIER - € XELOX+P
BECIEIE AL Sz 1 B4,

FEFEANIE B M A A R

BIRARHMEE H ; AW, %, B, 1BREhBIM. etk 5

HE R IV T, XELOX ¥ FOLFOX4 WiEICx 5 IELME

NEIRD BTz,
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&K V-8 FOLFOX4 #iEICxId & XELOX FEEDIE S IEAETRER

B An
FOLFOX4 / FOLFOX4+P / XELOX / XELOX+P /
2 fffj*2 FOLFOX4+BV XELOX+BV NP R
HH (N=937) (N=967) (97.5%CI)
N GED e (H)
PFS 259.0 241.0 1.05 (0.94 ; 1.18)
0S 594.0%3 600.0 1.00 (0.88; 1.13)
FI| R BOSEAT
SEfii FOLFOX4 /_ FOLFOX4+P XELOX /_ XELOX+P A R
T H (N=620) (N=630) (97.5%CD)
- e (H) i (H) )
PFS 241.0 220.0 1.06 (0.92 ; 1.22)
0S 565.0%4 572.0 1.01 (0.87; 1.17)

* :PFS /v A 7H : 200641 A31H, OSH v h4~7H :200741H 31 H
*3 RN SR OB T 939 )
*4  fENTSISRE O BT 622
F7-. b5 (FOLFOX4+P/XELOX+P) 1ZxI7 A{b5E 1+ BV &k
OEHIE . XELOX #iEICx4 5 XELOX+BV #iEDOEBIE TR H v,

R V-9 LFFEICHT DILFHEE+BY FEKR U XELOX FEIC

xt9 & XELOX+BV FE D @ik 14 AZATHE R

T AT
o FOLFOX4+P / XELOX+P | FOLFOX4+BV / XELOX+BV 1
fﬁ:{éﬁ*z (N=701) (N=699) P& (/L;j— -ra}r\llittest)
5 TRiE_(H) TRfE_(H) &
0.83
PFS 244.0 285.0 P=0.0023
0.89
0Ss 606.0 646.0 P=0.0769
BRI AT
XELOX+P XELOX+BV 1
g{éﬂﬂ (N=350) (N=350) P1a (/L;Z'ra}l\llittest)
- e (H) i (H)
0.77
PFS 225.0 282.0 P=0.0026
0.84
0S 584.0 650.0 P=0.0698

*2:PFS Ky FAT7H 200641 H31H, OSHy hA4~7H :200741H 31H

724 XELOX/XELOX+P. XELOX+BV. FOLFOX4/FOLFOX4+P. FOLFOX4
+BV ICTH 2 99%DAHEFLNRBD B, 7' L— K 3/4 OFEELIT, K%

71.5%. 75.4%. 78.1%.

FV-10 E4s5 55 3 HHERRFER (NO16966

84.5% T~ 7z,

AER) ISHEITORHBMNLGAEER

= XELOX/ FOLFOX4/
% Grade DEEEZR YELOX+P FOLFOXA+P XELOX+BV FOLFOX4+BV

2 AR A SRR 655 648 353 342
B E R GBI 649(99%) 644(99%) 351(99%) 340(99%)
B oy JE

H ke 606(93%) 603(93%) 325(92%) 320(94%)

i,/ v v FkEE 312(48%) 448(69%) 125(35%) 229(67%)

JRYIE /7 A HUE 210(32%) 292(45%) 137(39%) 164(42%)
FRCIEH T REfFEHSR

Fibe bR 534(82%) 515(80%) 296(84%) 281(82%)

T 429(66%) 394(61%) 224(64%) 219(64%)

L EE 464(71%) 452(70%) 252(71%) 235(69%)

A% 140(21%) 242(37%) 102(29%) 141(41%)

I HpERIE D R BRI JE 180(28%) 379(59%) 70(2%)

189(55%)
SR LS BRI JiE — — — —
TSR 201(31%) 70(11%) 141(40%) 47(14%)

26




Grade3/4 DEEER XXEELL&XK p FFOOLLFFOOXXi/ p XELOX+BV FOLFOX4+BV
LR VERTAM o S Bk 655 648 353 342
A EEG B 468(72%) 506(78%) 266(75%) 289(85%)
SRE Y
5 5k 216(33%) 167(26%) 132(37%) 94(28%)
i,/ v v b 104(16%) 318(49%) 44(13%) 159(47%)
JRYYE / F A BUE 45(7%) 66(10%) 21(6%) 31(9%)
BCEE T _REFEES
s 114(17%) 107(17%) 64(18%) 61(18%)
T 133(20%) 74(11%) 77(22%) 44(13%)
LI 52(8%) 47(7%) 38(11%) 25(7%)
AW 4% 8(1%) 13(2%) 7(2%) 12(4%)
T ERI I R BRI iE 46(7%) 282(44%) 25(7%) 138(40%)
FEENAELT F BRI JiE 6(<1%) 31(5%) 4(1%) 15(4%)
T IEERE 40(6%) 8(1%) 42(12%) 6(2%)

FEGIEC (%)
BIEHIL XELOX %75 (XELOX #ik, XELOX {5 +P) TlX 642/655 {3
(98.0%) . XELOX+ BV ##: Tl 349/353 il (98.9%) IZ3I L=, F72
BIVEMIL. XELOX J&VETIX TR 414 1] (63.2%) . H.0» 395 4 (60.3%) .
M- 262 51 (40.0%) . $HECR 240 1 (36.6%) . P57 238 f5] (36.3%). F
JEIERERE 198 f] (30.2%) ZETH Y, XELOX+BV L TILEL 226 4
(64.0%) . T 220 5] (62.3%) . WEM- 157 5l (44.5%). FEiEMRE 139
B (89.4%) . $EIEHE 131 1] (37.1%) . 357 127 ] (36.0%) FETh -7 (I
v hA7H 200641 H 31 H),

E5 55 3 AHERERHER (NO16967 &ER) ° *

KGR

AHEEE -

ABRAE S -

AV T HUATINVET T TR S— NRIEOIBRE) & DR - B
B 627 JEW (IRIBE)

NV X = DT IaTFT T TR T TR KLY X r AR

TN, AZVT | WE, K—TF K, BALET, AaART Aux=T BET 7

Ui, AL, BB, AXY X, XKEH

XELOX &% ; A%V VU 77 F 2 130mg/m? AiEshE (%5 1 HH), 1~y Z e
2,000mg/m2/ B 0% 45 (1 H 21, 1 HEY®#%~15 HHEHR%)
% 3 B [EIRE TR Ik,

FOLFOX4 & ; %%V 75 F o 85mg/m2 St (5 1 HH), 714 ay
7 v 400mg/m?2 SUEERE, 600mg/m?2 FRiErEL R Y F— R~
LTy A 200mg/m? A ERHE (851, 2 HH) #1a—2& L, 2
TR TR v KT,

FEGHMEE ; eI A

RIRAIEHIIE E A, 2058, 2201, 1B, %

IS A TE I B8V T, XELOX #i: 0D FOLFOX4 JRIEISK 2 IELMENTRD 5

ni,

RV-11 FOLFOX4 FEIZx g 5 XELOX A D IE L 4 MEHTHER
e o N N K
T H - - (95%CI)
TARIE_(1) TR (1)
PFS 168.0 154.0 1.03 (0.87 ; 1.24)
0S 402.0 393.0%6 1.05 (0.88 ; 1.27)

*5:PFS v b4 7H 200648 431 H, OSH > b4+ ~7H : 200742 A 28 A
*6 : RN R RER OFIEIT 252

LRMEIC DWW T L, XELOX JEIEIZ T 98. 7% DA EFSL N/ L, Z'L— K 3/4 D

HEHELT 60.1% ThH o7,
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xRV-12 ESNE3IME

REREER (NO16967

AER) ICHETARBMTAEER

. XELOX #&;% FOLFOX4 &%
AEER £ Grade Grade3/4 £ Grade Grade3/4
AR R 615 311 311 308 308
B E RGBSR 307(98.7%) 187(60.1%) 302(98.1%) 223(72.4%)
T 177(56.9%) 62(19.9%) 150(48.7%) 15(4.9%)
L - g 205(65.9%) 17(5.5%) 191(62.0%) 15(4.9%)
N2 42(13.5%) 1(0.3%) 93(30.2%) 4(1.3%)
I FRER R BRI S 56(18.0%) 14(4.5%) 149(48.4%) 108(35.1%)
BN AT P BRI I 1(0.3%) 11(3.6%)
T SE R 70(22.5%) 11(3.5%) 18(5.8%) 2(0.6%)
R 222(71.4%) 27(8.7%) 225(73.1%) 26(8.4%)

FEBIE (%)
BIVEA X XELOX ##1ETid 302/311 61 (97.1%) (2B L1-, ERENWERE., Bl
181 fil (58.2%) . T 169 f4] (54.3%) . &M 131 5] (42.1%) . %57 113 5] (36.3%) .
SR 103 151 (33.1%) ZETho7= (v bA7H 200648 A 31 H),

EHME 3 HHEREREAER (ML17032 &%) 7 %

KGR

Be5 51k

AFmIEHE -

E 52

ALFFRIERIGR OMELT
ESy/Es

- 3 E RS 316 SER
hE (F#a2ETe), 7790, E, AxFva, oy 7, TABCF, ~Ub—,
~L—y7, au T, ITT~T, N, ULTTA

XP#gIELE; AT 7 F 2 80mg/m? AfEERE (5 1 HH), AxXvZEvr
2,000mg/m2/H#X A5 (1 H 2F, 1 HEY&B8%~15 H H#R%) % 3
T b TR 0 R4,

FP L, A7 75 80mg/m? AiifiE (&5 1 HH), 744y 7 u*

800mg/m? fSfErE (5 1~5HH) #1=2—A& L, 3 HERERETHRY
T,
: ENARAER O & 138 5,

FEFHMMIE H ; M AR A
BIRHIFEIEE ; 24FHM. 20 CoMRM., FOHM., 28R, etk %
: XP #yE 0 PPS 4£[H 139 f513F TN FP kD PPS % 137 filic i\ T, AT
IR, XPWVETIZ 5.6 w A, FPWIETIZ 5.0 » H, F7-. 4FHME
P, XP#ETIZ 1056 » A, FPEIETIZ 9.3 » HTH Y, FPIEEICKT 5 XP
WRIEDIELYENTD iz,
LERMIZONTIE, XPREICBW T L—

R4 OFEFEGL)N 13%ITHRD L,

FV-13 E455E 3EERRAER (ML17032 388) ICHRITHAEETER (RIREE 15%
KE)
— XP #&i% (n=156) FP &% (n=155)
= Gradel Grade2 Graded Grade4 Gradel Grade2 Grade3 Grade4
L 49 (31) | 35 (22) | 3 ( 2) — 44 (28) | 37 (24) 4 (3) —
M - 32 (21) | 33 (21) | 10 ( 6) 1 (<1) | 31 (20) | 47 (30) | 13 ( 8) —
T 9 (6) |14 (9 7 (4) 1(<1) |11 (7 6 (4) 6 (4) 1 (<1)
AN 1 (7) 4 (3) 3 (2 — 15 (10) | 16 (10) | 10 ( 6) —
1T ER YR ) 2 (1) |24 (15) | 22 (14) 3 (2) 2 (1) | 15 (10) | 23 (15) 6 (4)
P ifn Bk g 3 (2 |15(10) [ 4 (3) — 4 (3) | 16 (10) 4 (3) 2 (1)
BRAIRE 23 (15) | 18 (12) | 3 ( 2) — 23 (15) | 19 (12) 1 (<1) —
57 15 (10) 8 (5) 1 (<1) — 11 (7) 3 (2) 1 (<1) —
77 E 10 ( 6) 9 (6) 3 (2) — 14 (9 | 12 (8 1 (<1) —
FRIEGERE 20 (13) 8 (5) 6 (4) — 5 (3) 1 (<1) — —

JEGIEL (%)

3 HHEGEPRSEER (CLASSIC 5%B& : MO17527/L9570 &tER) 34 %

KIERE - AREIIER AN E i S 7u7- Stage I/ &5 1,035 SEL]

% i [ -

#5771  XELOX # ; 31

Bis
ER% 1A 270 LT, B2 E L 2,000mg/m2 H% 1 H 2 [EIC

mi[E], HE,

28



FEAER -

ST, 2 ARG, 1 EBIRIEL, A% Y 7T F 2 130mg/m?
7&%*}4 JNV® 1 HBIZEHEANRS L, B50MIE8 (271 (24
W) & L7,

BIEHE , RBBIEDOHREITo T,

: EEEJ?{EEIEE ; M AR AT R

BIRIFEMIE H ; AN, 22tk

s B g2 T 5 XELOX fé/ﬁ@ﬁﬂz PEMRFRD BTz,

FARENTRED 3 M A 731X, XELOX B0 74%., BIZEHEN 59% ThH Y (NHF— K

EE 0.56. 95%(ZHEX M : 0.44-0.72, p<0.0001, Wald /&) . XELOX # CTH E /2

B AT OWDNRIRD BT, BRI O 5 AR A 73R 1T, XELOX #E2Y 68%.

BEREN 53% ThH o7 (Y — K 0.58, 95%(F4EX[H : 0.47-0.72, p<0 0001,

Wald #27E), £7-. XELOX FED 5 FAAFHIL 78%., BIEHE TIL69% T, NPF— R

J:t 3 0.66 (95%(E#EIX[H : 0.51-0.85) TH Y, XELOX Bt CAGFHMOA B Rt R
N HT- (p=0.0015, Wald Fi7E),

1.0 4

Lo wnmn GEREIEC (H151)) i

0.9 — XELOX  (520{5) e

0.8 0.8 4 i

5 0.7 T e,

0.6 = T s 0.6 -~ . ” T -
g0 e . E . wean AEBEEE (G156
7 05 i R e XELOX (520f)
£ 0.4/ = 0,44

0.3 0.3

0.2 NY— R (95%ISHEIXM) : 0.56 (0.44-0.72) 0.2 NH—RELT (95%EHEIRM) : 0.66 (0.51-0.85)

0.1/ P<0.0001 (Walds) 0.1 | P=0.0015 (Wald#ii)

N a8 XELOX./ #3352 ] XELOX /%@t 5e

). ( .0 4

0 ‘I§ é 9 I'2 15 I‘S 2‘] 54 27 3‘0 '%“3 SIS 3v€) 4"2 45 =l'3 51 (H) 0 3 6 9 121518 2124 27 30 33 36 3942 45 48 51 54 57 60 63 66 69 72 75 78 (A)
<JRIYEDREE> <YRAIPEDRES>
#flHlse 515 442 415 388 353 332 289 255 211 188 148 120 58 25 22 20 6 0 FRIBIEEE 515 473 460 453 443 431 415 407 395 379 369 352 344 320 316 284 247 222 194 163 137 10781 6033 8 0
XELOX 520 462 442 425 409 379 332 295 246 218 166 147 73 31 30 25 10 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
Hw hA7H 201049 H24H A1 bAZ7H 20124611 A22H
KV-5 EFEFEIRD Kaplan-Meier ghfz KV-6 2EFHRO Kaplan-Meier gz

BEMEIZOWT, 71— R 34 DFEFEGIE XELOX £ T 4% 28O bivle, F7z
T L— R 8/4 OFEFERSRIT, HHEREADIE (21.6%). M/ OEAE (8.1%) . HEiL
(7.9%) 72 CThHo7-,

xRV-14 E4EE 3 1HERREER (CLASSIC HER) ISR 1T BT ER (RIFHE 105U L)

£ Grade Grade3/4
HFEER XELOX #f B XELOX & k=g
(n=496) (n=478) (n=496) (n=478)

L 326(66) 20( 4) 39(8) —
RRRIGE 294(59) 18(4) 23(5) 1(<1)
L R ER P E 300(60) 4(<1) 107(22) 1(<1)
T 236(48) 52(11) 9(2) 1(<1)
K= 2 — 1 T — 277(56) — 12(2) —
Mgk - 191(39) 16(3) 37(8) —
(%51 156(30) 11(2) 23(5) —
1 MR E 130(26) — 40(8) —
201 85(17) 42(9) 8(2) 2(<1)
T - REFIRA R R EIEGERE 93(19) — 5(1) —
e 87(18) 5(1) 10(2) —
FEPED 64(13) 25(5) 3(<1) —
5 63(13) 17(4) 1(<1) —
AR R 59(12) 13(3) 1(<1) 2(<1)
H e 59(12) — 3(<1) —
KV = 2 —a X F— 50(10) — 3(<1)

* : Mouth Ulceration, Mucosal Inflammation, Stomatitis & 7 /L —t > 7 L=, SEBIEL (%)
BIER X XELOX %15 Tl 488/496 1 (98.4%) (2R Uiz, ERRWERIE, Ei
326 1] (65.7%) . 4FHERIEAIE 300 1] (60.5%) . RAKIBGE 292 1l (58.9%) . KAl
M= 2 —a X5 —276 il (55.6%). FH#i 230 ] (46.4%). W& 189 51 (38.1%) .
57 152 5] (30.6%) ¥ Th-o7c (Wy NAT7H 201049 H 24 H),
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2) REMHER
CAARNIZIBU D RGE>
ER&IE 2 HERREER (REIRSHER) (J015949 FER)

)G  ENG IS 2 AR (JO15154 3B K1Y JO15155 §BR) THER S 7= ARHKI D
ZhRDERE L T2 e o ST - F3E IR B 11 IER)

PG5k 2 e 1,66Tmg/m2/H %A 1 H 2 [BNZ3 ) C, 3 HEE#RS 1 HEARIEEZ 1 2—
A b L, HILEEIZEYTDHET

FHMEE  FEEFEEE ; BRI, BRI A
BIREIFEAIE B 282011 ]

FRBRRE R - ARBRCIX 11 B epR &G 2 Ik U, PIEEH T DRBOEITORD ) 288 4, TH
EHLD- | [HGHE%, KREBETH-T-Z ENHBA L-720 ] THIRSICBITL
el BE1BITHoT-, 11 HIToG I [PRiE (FEF) ] X189 B (15~
1,142 H)., =—2% [P @) ] 137 2—2 (1~41 =2—R) Thotz, HE
FRIX 11 I 10 11 (90.9%) 1< 223 £, EIFEAIE 10 Flic 195 fEREL L., EN#%
S 2 FARERRBR D OR GG L > THEFRORBRE B L FRONE
WCEbIX 72 o T2,

(5) B&E - mEANHR

CHARNIZET % pki>
ER&IAE 2 ERREER (J015154 &XER) *7

TR
B5I51k

A ZE H

CHIARIR 1 LY A E TORLT - I FLERE 50 JER]

D HRUZ BV 1,66Tmg/m2/HAE 1 B 2 [ENI4 T, 3MEEE 1 BEREKEZ 12—
ALLT2a—RALE

C FEFHMEEE  BRhE

A RNIERRAT 6] 46 B E T DRI 28.3% (95% (S HHIXH : 16.0-43.5%) . J#
BOHELTE TOHMOFIAEIX 155 H Th 7=, M 254 50 #ilic>
WTATOIL, BRIV TRI D 22O RIWEH 2R BL LTz, FeBWERIE, 7R EfRE 33
il (66.0%) . ZRILERIEA 26 151 (52.0%) . FIMEREZD 25 6 (50.0%) . U >/ BRjED
25 B (50.0%) . FERiEkI 19 61 (38.0%). B U /LE A EF 17 61 (34.0%) % T
bote, ZL— K 3LLEORWERIZ 23 HITHIL, 10%LL EOFHEERO L DI
PRERD (22.0%) . FRIEWERE (18.0%) X OB Y /LB AE E5 (10.0%) ThH o7z,
Fo, AEFRIZLED 2 a—ARWOFIEIZ 1l TH -7z, ZnE D, RKFOHNHA
1LY AETOET - BRILBICHT 2HIMEROCBEENER SN,

ER&IAE 2 ERREER (J015155 &XER)

ISE3:-E
B5I51k

A ZE H

: R XV OMEIT - TR EE 60 AEH]

IRV Z B 1,66Tmg/m2/HAE 1 B 2 [ENI4 T, 3M#E 1 BEREKEZ 12—
AL LT2a—RALE

D FERHMIEE B

A NERRAT R 55 BRI DRI 20.0% (95%(EHHIX[H : 10.4-33.0%) . 4
BeH4 60 BlZI1T DI OETTE TOHM O RAEIX 84 H ThH-o7-, THRHENK
FTH DB LT 42.9% (9/21) 12 PR BNR® bi-, ZetEilhi a5
B 60 FIZ DWW TITHAL, BIVEARBLFEIL 96.7% (58/60) T -7, E72EINEMIL,
FRIEERE 36 ] (60.0%) . AST L5 29 5] (48.3%) . VU >/ ek 26 il (43.3%) .
LDH 5 26 5] (43.3%). #RMLERBED 25 6 (41.7%) . BECRIE 24 ] (40.0%) .
B 22 61 (36.7%) . AlFP 518 ] (30.0%). HIMERED 18 #il (30.0%). BV L
vl A 18 5] (30.0%) . PERiERED 18 5] (30.0%) % TdH 7=, Z'L— KR 3LL
LORWERIE 33 B THRELL ., 10%LL EOFBLEHED & OIXTFRIEFERE (183.3%), U v
RERID (28.3%) Th oz, AEREL Y . KAIX N & XN L 72 o T EG]
W L THHEDT, OB RIS,
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% 2 HBREREAER (JO16526 BER)

XT%%% :
551k

A ZE H

R Y ZXENLNIT RS TV EOET - HRILEERE 35 GEF
TR A E L 2,500mg/m2/H%A 1 H 2 BENZ4T T, 2MMKE 1 EAKEKEL 12—
AELLT2a—AYULEG6a—RET

D RERHEIEE ; Foh

s B RIPERRAT RSB 32 B IB1T 5 WEhHRIL 21.9% (95%I5HEIXH @ 9.3-40.0%) . FiZh
OWEATE TCOHMOTIEIL 103 H Th oo, LaMINITEE G5 35 o0
TAThiv. BWERIZAH (100%) 12 257 Bl L, EREWER X T RIEMEE 29 f
(82.9%) . HE.0> 19 6] (54.3%) . BACAIE 18 1 (51.4%). NN 16 Il (45.7%) .
T#INOS14 5] (40.0%) . W& NOS11 ] (31.4%) . (F AR 10 ] (28.6%) Th
>, ZL— R 3LLEORWERIL 10 il (28.6%) (2 29 FFFRBLL, Z D5 b ¥
BUEFE S @ o ToBWER X T RIEMERE (14.3%) TH o7z, KRB TIXZ/ L—FK 2 u
FORWERMGRD b2 HE ORI - ESENRITONTEY | AFFLIC
IRIR - &2 B L7 JERNT 24 1 (68.6%). D HH 9Bl (25.7%) A3 &% B Lto
ARFEL D, X7V 2L E R X vV BEHOMEIT « HRILEBERE IR LT
AHAl 2,600mg/m2/H O HEKL OHEIL, AFFRITRD LN, BEICHE-> TR
HoHETLHZEICKV EAEEITHER T EEILNT,

% 2 ¥AEERRER (J-CLASSIC-P I 5% : M028223/LOHP-P I -06 5E&) *©

xfgi%%

SMEHHIEIER A S S 4172 Stage IT/IT o & FEFE 100 SEH]

P55 8 E 1A 7 v LT, I B 2,000mg/m?H%Z1H 2ENZSTT, 28

R H

BRI R

\CANESPN e

MR &E, 1 EEREL, %3 77F > 180mg/m2 &1 7LD 1 HEHIZ
FrRNFE S L, S5 8 1 7 v (24 ##) & L7,

: FEEHMIEE ; Dose Intensity (ERICH G S 7o & A O BRERG-& IR - J

BAEMETIZ 8 VA 7 VR L Ga o REEGH 5 &)

BIRIEHIE H ; 16 ez E 6, 1 FmRERR, 28k
Dose Intensity O FE¥EIZH R X BV 67.2%, XV VT T7F 2 73.4%THV
XELOX #iE L L COEHEEEEIEIL 76.0% TH - 72, BAEMEICHOWT, 1 E8E)FA
FR1% 86% (95%IEHX L] : 77-91%) Th o7z, AEFRIL100%IBO B, 7

— K 8/4 DFEFEGN T1.0%IZRD LT, £/ L— K 3/4 OFEFHEGT, i
EBasb (33.0%) . BAGEGE (17.0%) . RIEMER =2 —a /35— (14.0%) 7= &
ThoT,

B 5>

E5E 2 mEﬁant%ﬁ (5014697 tER) 42

SREA

% E E
55

FEAMTE

AlBR R

XYY & X VIR OMELT - FRSILEEE 162 EH)

&, KE

T B e 2510mg/m2/H % 1 H 2 [BENZ4 T, 2 HEESE 1 EFRKREZ 6
YLk

D BERHEEE ; FHHIPTRERA A D IERIIC 5#%)]4

BIRHIFHMIE H ; 20, S, ﬁéﬁ

maﬂﬁa WA AT 5 135 BllZEIT 5 2%h3%1% 20. o% (95% (5K - 13.6-27.8%) .
FENHIF Ol 241 A, %541 162 BT 2R OHLT £ TOHM Ol
1293 . EfFEHMOTIAEIX 384 H ThHo7-. BIEMIX 150/162 5] (92.6%) ZFEH
L7z, ERBWERIZ, TEMRE 91 1 (56.2%). Tl 88 fil (54.3%). .l 84 fl
(51.9%) . MaM- 60 5] (37.0%). ¥57 59 i (36.4%) HTh-72, F/'L— K 3LLED
BIER X 162 51+ 68 f51] (42.0%) (ZFBL L, F72 7 L— R 3L EORIWERIZ TH#1(14.2%) .
FTIRIEGERE (9.9%) . JK57 (7.4%) . Hls (4.3%). WEH: (3.7%). &9 (3.1%) TH-
Too ARRHEL Y . AFNT RV 2 X VEAOMAT - BRI LAEHATHL Z &N
ST,
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(6) A

1)

E 455 2 1AEGEREKER (NO15542 3RE&)

RGBE 7 ) A XA T N2 B VESOMT - TR ERE 74 JEG]

S} A AV S JES|

Be G5 2 ey 2,510mg/m%H %A 1 H 2 [BNZ3 )T, 2 B# S 1 HERIEEZ 6 B
PLE

ARG - FHIIFTREIRA 2635 69 BT 5253038 1T 24.6% (95%(EHHIXH @ 15.1-36.5%) .
FENIM O PR IX 253 B, 56 74 B2 2R OHEFT £ TOMM O ol
£ 98 H., AfEM O fElL 8373 H Th 77, BIVEMIL 66/74 1 (89.2%) IZ3HLL
7o ERRIEANZ, T RIEMERE 46 1(62.2%) . T 43 #1(58.1%) .l 41 61 (55.4%) |
M- 27 151 (36.5%) . HN%E 25 il (33.8%) HTh-o7z, 7 L— K 3LLEDOEWERIX
74 I 36 41 (48.6%) [ZHIL L, T2 7 L— K 3 LI EOREWERIL T RIEFERE (21.6%) |
T (18.9%). HHNE (12.2%). Tl (9.5%). 5% (8.1%). MK (6.8%) ThH-
Tro RBAEL V. 237 U EZX VLT RE & v /VESOMEIT - FRARICK LEH
ThbdHIEPREINT,

R {E A

FABERE (—RERAKERAE. BEFERARERE. FRARELRAE). 2ERERT—42
R—RFE. WERFTRERABOANE

ERARERE

BEEE

FTHTARBE ST R I ISR U CARIZ T L7 BF 2B D EIERSRIVRI., REOBIVER.
BEMROENEICEEBEEX D B2 0N BREZHET S Z L2 HIZ, 2003 4 6 H~
2005 4 12 H ORI CHhE L7z,

FRAAEAESR -

OF==:s

LM G 1,058 I . BIWERIREEIA1L 45.4% (478/1,053 ) THh 7=, FEHL
7= EREWEH (R Wﬁ%ﬁﬁm43%UL)®@%i T RERIRANE ARG 26.21%
(276/1,053 f5il) . Hl> 4.93% (52/1,053 f51l) . T 4.46% (47/1,053 f51]) . H I ERERA 4.17%
(44/1,053 #1) . BBIEER 3.03% (32/1,053 ) TH -7z, ZHHOEWERIZWT S EEMOE
TECTH o7,

QOF Ik

HIHPE RIS SER] 896 BlC 51T 5. TIREIC L 2 HIWMEHIE (TE%h). TR o 2 BeFEEEA)
W CHMERIZRZ B L7k R. 54.4% (487/896 f5) T -7z,

BEFEABERE HEHEMEREMEEERE

WS

ERERETIZH VT, Dukes C FiFHEIC BT 2% ML FRIE L L TARAIZERT 20 8
o — AEHFERIRIL, mﬁ%i%ﬁ(ﬁﬁ%mﬁﬁi XA EREEOEIS) . FIRIEGERER
BLIRIL L O DA D BIVE R BRI O O 52175 2 & 2 BHAYIZ, 2008 4 3 H~2010

5 A O T L7,

FRAAE R -

Ozt

MR XTGBT 1,816 fillc ks . BIERRHE S 77.4% (1,406/1,816 i) TH-o7-,
%ﬁbkik@@%(@@%%ﬁfﬁ45%ui)i%% JEEFE IR R AREIEBERE 59.91%
(1,088/1,816 fil) . T#17.10% (129/1,816 i) . FAINK 6.44% (117/1,816 i), A E Y LB
VHEIN 5.94% (108/1,816 f4l) Th o7, ZHNHDOEHWERIZWTNLEBERMOREWER CTH -7,
AF TR IR B D FH L ERFEMRFTE A AIE G DO FEHEI 513 59.9% (1,088/1,816 Hil,
1,459 1) T, BEE RN FE - Ei%fﬂﬁréf@ﬁwﬁﬁ%ﬁ%@ﬁbt# FE-B
JERRFN A DIEGEREZ BB T 2R E L TRHICEE T NS ERITFRO bnienoiz,

L RVERRNT X GER] 1,816 il kwf\&5%%%@$%@§§\miibﬁmbkmﬁﬁ%
IZHES W 1 FHEZ R G R L U, BERG RN 8§ a— AR INZBEO REKk 5 &% T
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ERHREELTEH L, ZOTERSGREICHTIEERGE (B 0F&% IDI EERL,
BEZLICEN L, 2o, REREREL OBERGRBORENAIETH -7 1,778 HlIC
BIFL52a—Z2ToOIDI X 0.74+0.28 CE¥E CARHERZ) . HRAEIX 0.83 TH-o7- (8 =2—
XT@JDLO&ﬁQ%\@%@%B&o%%ﬁif@%%ﬁ%(mm%C%%ﬁﬁﬁﬁ%k
SRR RS & LA S ITFERER) 128175 8 =— A To IDI X 0.84+0.24, H4fElE 0.93
Thv., Kt (EER) | kwf%%EﬁiTkH% ZEIF72 IDI R SN0 D 2B X
Sy AW
OfF ik
AAE T, SEREAIUFHIOY 07— b= RRA > b E LT, &5 8 a—AD%EXRR
R U, ARWMEMAT R SIER] 1,686 k1T 5 8 22— A5 HIX 73.7% (1,243/1,686 i)
Thote, FILOEH (EEHV) X, AEFRICLLHIE 254 6] (15.1%) . FRHEIZELHHIE
60 il (3.6%). WP EMLBEOREFHRSG HIUIMI L HHIE 132 fl (7.8%) ThoTo,
R E TORER (DukesC FERGEMTZ AL FRIEZ 0t G & U psh S IAERER) ([ 558
PRI 83% TH o7,

HEFEARERE XELOX. XELOX+~R/32 X< )

B
TR YIFRARE 72 AT - PR OFERG - B O BEF BT 2 AK+= 177 v MEHEE (LT,
[XELOX &), WNC ZUTA_INT AT AT IARA+ VT Ty h+_R X~

(LLF., TXELOX+ RNy X< 791E]) 12oWC, EATHEEE (FREFERE, KRR,
I RERBORD O RIWERFEBLRDL) . BIERZBLRGL, #5R0L, ARMEDF R A INE, MR 5
ZEAEAMIC, 2010 4 1 H~2011 45 7 H oMM CHEhE L7,

AR 3

OZ 2k

L ARVEFRNT X GHER] 366 B33 2 BIVERSBLEI G113 80.1% (293/366 fil) TH -7z, FEHLL
kiﬁﬁ@%(@ﬁ%ﬁﬁﬁ%+5%ui>i%§aEiﬁfﬂﬁrirﬁﬁ4mw%um5%
fl) . KitE==—m/XF—28.14% (103/366 #l). T 18.57% (68/366 ). 4f-HEkEIED
14.20% (52/366 1)) . A M ERER 12.84% (47/366 1)) . Hbs i/ M EDRD 4% 12.56% (46/366
). BEEGR 11.47% (42/366 1)) . 1} AR 9.01% (33/366 f5]), 7 ANRTX BT b7
VAT =7 —BHINN 6.55% (24/366 f4]) . TINZK 5.73% (21/366 i) ThH-o7-, ZiLbDREIE
IV B ORWER THh - 72,

T« RIERRANT A SIEBREORBLEIA1X 47.3% (173/366 #i, 191 1F) T, AR ETHOF
5 RIRRIRNTE AR A fﬁﬁ@%ﬁﬂsz%@%ﬂwﬁDkm@t1m<ﬁ5@ﬁ IR 5
N7ehot-, BEELEWERIZ 26 (21F) Thol=23, BHIFITWVF S [EIE TR Th - 7=,
KM= 22— RF— DR EE 128wuwww6m 120 ) T, &§RKFE T XELOX (+
NNV X2 7) PEREEORER (JO19380) (21T 5 KM= =2 —r XF —DRBEIE 93.8%
%MMW)k%ﬁbf%<@é@ﬁﬁ%@%hﬁ#otoE%ﬁ@@%ﬁ2%(2@)T%o
T, BRI bR TH o 72,

I R EREOED (A HPERIBUE . BURIEREORD 2 5 ) OFRBIEIA X 15.6% (57/366 fil) T, 7&K
mﬁifmﬂ$%ﬁﬁ¢(%¢%ﬂ9r‘%m%ﬁﬁ&%aﬁ>®%ﬁﬂ 24.0% (87/362 i)
LG L CE AR b o To, EHEREWERIZ 261 (24) Tho7ond,
TWTFNLEE TH -7,

PLEX Y, KHEOZEVEMAT R SIEFNICIB VT, BEAHREE B ICOWTHEO SN SLE L
72% X0 RMBEITRE D bR o Tz,

QOfE

BRI S SRER) 345 BBV T, EIBEIZ XL S Clinical Benefit @2Efi (Clinical Benefit
2L, T THEARRE) @ 3 [X4y) T, PHIEAREE] @ 37 fil & RS L72EED Clinical Benefit
F (% 83.8% (258/308 f5i) Td -7z,
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2)

(7)

ARRBEFHLELTERFEODARXITER LZHAE - REROBE

EIT BRIABEBFEENRELEAFE FE4XEILOGRAKRES A#) RUFEZXEIL. K
FIDIEREZE (BE) #L&TI2BEALELFNMREERTREGRIAER (KBT)

B

T TV AT CRIEHIBEEREOMEIT - FRIEAE ZXRIT, NeZ e L M 5Tkt
TOHARHE & X 0FHE G O EEEEAFEIR (PFS) ([T 2L BEET 52 & 2 H
AIZ, 2008 4F 6 H ~2011 4 10 H O <T3HEhE L 7=,

AR R

OZ 4

BEHERG K OBWER XA & HIC2FNCED b, REEKRRER TR LA EHS LHE]
TERNZ, ARSI FEX AL TINE TIZHE SN TWALEEOHPHANTH D . W3EH %
OFA& G532 Z & CTPIRRERAEFLUIRNER IR b vk oz, Ik, RRBRIGHEIC
B L 72 E 3RO B Lo T2,

RV-15 FMHAERFTRERARICETL2HEER (RJRANSE 50%LUE)

e . B (80 #i)
HERRA AR (8241) FE S T AR R AR AR
Jit B 62 5l (75.6%) 55 il (68.8%) 55 il (68.8%)

e, % A
FE Eﬁﬁgﬂﬁfi 58 4 (70.7%) 19 i (23.8%) 30 il (37.5%)
I FRER B 51 1 (62.2%) 49 B (61.3%) 50 Bl (62.5%)
B S 48 31l (58.5%) 37 5 (46.3%) 38 i (47.5%)
RIS 47 i (57.3%) 32 f5il (40.0%) 35 f5i] (43.8%)
BRI 46 1 (56.1%) 43 B (53.8%) 46 ] (57.5%)
D& E 46 il (56.1%) 36 i (45.0%) 38 5 (47.5%)
GV 43 il (52.4%) 36 f5il (45.0%) 40 11 (50.0%)
QOFIE

s IR A FHAR (PFS) I2BW T, A+ R 0GR (AR © KB /L EHA|
B GARICARFNZE Y B 2 DA GHE (B (CxT 2EBEDGR D ST,

RV-16 FE2FtEIL. FRDIEREE B (ST 2FFE P2 XL HARE AR

DEHMHEEFER
. . B#RE (774 xt BEEAY— i
FHAE B ABETOBD | o (95% (I i) Pl
0.62 D 0.0342
(0.40~0.97) (&% log-rank i 7E)
PFS 10.5 7 A 9.8 7 A 0647 0.0354
(0.42~0.98) (log-rank 1 7E)

JERIE T 3ERBAAE 12 4 A DL ERTICHIAT X 4072 & 3 3 o RERANC L IR AL FRRE RO A I, R /LE
EIBRBOAME, RO 714 a T L VBB OA &

1) BN Tl LG A0 — R

7 2) JBRIREF T LR WEE DY — R

Z0fh
AR L
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VI.

2.

ENEREICREHT HHE

- REZHMCEESH S LEMRITIL SR

IrFuasgv. THI—), INVET—)L, THIT—L e TTFTI) RFIT7L) D
HEE  BEEOH DA DR XITRFIL, OB LELSHRTH L,

FIBEA

(1) {EREML - 1ERAKF

AFEITHLE L0 REMERDOEEFHRINI L, HIETHARF I VLT ZATF7—BIZL Y 5-deoxy-
5-fluorocytidine (5-DFCR) (2R &5, WIZEE L TIFIECIESEMMICFET DTV
77 I —EIZ LY 5-deoxy-5-fluorouridine (5-DFUR) IZEH IS, X511, FEEMEKIC
FLNLVTCHETHTFIVUFRARY 7—8 (TP) IZLVIEMAETHSD 5-FU | W?ﬁ‘%éh#ﬂi
R AT 5 19,

5-FU 1L FAUMP (2R S 4v, F I D AREMEER (TS) KU5,10- A F L7 k7 b Fu gk
ERIEMEEAEREERT 5, TOMET I DNBEKREMHT 5 Z £12X D, DNA A% LE
T 5, £7-. 5-FU IZ FUTP (2183 <4, UTP o 0 12 RNA IZHD AL T F-RNA %4 A%
L. URY—LARNA KU A vtV r —RNA OHREAEET L L EX LTS 9,

AR>EEY -
—

5'-DFCR DNA &FEE
CD -------------- TS 7
CH,THF (FIULE
5'_DFUR aumarm | Ternary SmEER) | cemrrorzzes—e
*..complex CD: VFSUFTIF—E
Ui S T
FdUrd FdUMP Sk A

UK: Sy d+—+
5' F U T UMPK: HUS LB +—t
OPRT FdUDP OPRT: #OF VBRI RY VNSV RTT5—E
\ RNR: JRRILAFRLE 58—
UpP

R . .
’ FUrd ‘—ﬁ FUMP ‘4—)’ FUDP ‘(—) FUTP| —> @
UK UMPK ‘ ‘

RNA #EEEFEE

HVI-1 ARTEECOERKRE
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(2) EMEEFIT LB
1) ARTAECOMEBERR UMD
DARSEECDHDFEHN (XHR) 9O
HR R e MEE HCT116 HE~ 7 2 IR 05 LU JEEHARE T o 5-FU XX FAUMP
P U, ZORER, 102 T 5-FU, &5I1Z FAUMP IZE#EIN TS (52 VARG
lER) ZARIE (LT 5 LB b,

6 5-FULAR)L

5-FU (pg / g tissue)

48

H FAUMPLA)L
E 0.5
z
2

0 H&—//_A__

0 10 24 48

80
B BEETSLAJL
g By Ay (359mglkg) % b b GG
3 HCT116 BIEIEE I <~ 7 2R N 544,
g /% JESHARE D 5-FU KX FAUMP &%, TS
g 20 /L/ﬂ/ ~EHIE L (n=3),
H (F—%  FH AR ZE)

/. /[
T 1/ 1/
0 10 24 48

H 5 %E:[ (hours)
KVI-2 b FERFEHCT116 BIEEBEETILICE TH AR A E D EYENRE

QARVHEDmE#E (xHR) 9P
R BRSO e S HCT116 & AISHE - TiHED v MiEEHE WiDr 2 848 L 7241
B~ VA HNWT AR Z B OEYEEE R T 5720, IV e ROB5%ICEBT 5
FESEARL R T O3 5-DFUR & 5-FU REAZ R AZB-> THIELZE Z A, BT HEUARR
PE - MRS Tl TP 12 L 2 R EY 5 -DFUR 706 5-FU ~OZEHN DRI THY . D%
RN R H B Uit D —o2 LB 2 bz,

607  HCT116 607 WiDr
]
E 501 501
=y
£ zw 40
el 5-DFUR ‘
% 230 5"DFUR 301 b R HCT116 (=3 & v gszil)
N | ROWiDr (B33 % L RISHE - itE) 41
> 52 SFU 2 Fae U AT AR Y (539mglke) A
2 ol Y 101 A5 L, RISk O 5-DFUR K&
© 5-FU OB FURELZMELE (n=3),

0 Fo o (F—% PR IERER )

0 2 4 6 8 24 0 2 4 6 8 24
Time after administration (h)

HVI-3 HRIEEVREOKRGEOERERS -DFUR XU 5-FURE
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2) EMAS-FUDEEERNT /N —
DARVEFZEVRVUZOREMOHRIETEINGENE (/n vitro)
R B E R OEORFEOTF T, 5-FU 28 b MMk U C e b 3R\ Al IREE i m i 7
oLz, T 5 -DFUR T&H Y, 5-DFCR., ZXv % EOIERIZEH, T OREEIX,
J1 X X 5'-DFCR, 5-DFUR ~OZ 2 & CREFEEFEINHIERH 2 7~r 32 & 2R LT

% 48

RVI-1 ARIVEEVRUZFOREMOEIEEMMIAKIZ 3T 2 MARIETENEEME
Cancer Origin) [Cso (M)
cell 5-FU | 5 -DFUR | 5 -DFCR | #n Yt v
ZR-75-1 (Breast) 0.25 0.36 207 ND
MCF-7 (Breast) | 13 91 >1,000 | >1,000
COLO205 | (Colon) 3.1 127 >1,000 | >1,000 B b (5 X
HCT116 | (Colon) 3.7 39 830 | >1,000 10%elliwell) % R71%
' ) LUEH_U A EVR
DLD-1 (Colon) 7.6 190 >1,000 >1,000 UV DRIMIEE F T
MKN-45 | (Gastric) | 3.3 38 174 994 3~7 AR 37°C CHHE L
MKN-28 | (Gastric) | 2.9 65 >1,000 | >1,000 T KRNTHHIEL S D LT
SIHA (Cervix) | 7.5 67 92 578 o NI L CIE L
HT-3 (Cervix) 21 84 >1,000 | >1,000 z%‘/t ‘;}ﬂ%ﬁ%ﬁ’fﬂﬁéﬁ
Scaber (Bladder) 0.72 3.7 9.3 97 (ICs0) ZEE LT,
T24 (Bladder) | 4.3 90 >1,000 ND
ND : Rk

¥7-. 5-DFCR KU 5-DFUR OfiffiisiliErtizehens F 077 I —BIHEH K&
OF IV UARARY 77— (TP) AFANINC LV EET 52 &226, 5-DFCR XU 5-DFUR
X 5-FU IZEBM SN THO TEMZ R T EEZ L 9,

Scaber ZR-75-1
120 '-DFCR+THU| 120 ]
— 100 100 5-DFUR+ACU
2 2
£ 80 £ 80
o [«]
O 60 O 60
b 5-DFUR s
e 40 - 40
20 5'-DFUR+THU 20 §-DFUR
0 0
0.1 1 10 100 1000 10000 0.01 0.1 1 10 100 1000

Concentration (uM) Concentration (pM)
b MEEBEFERE Scaber % 5-DFCR &Y 5-DFUR & v F Y77 I+ —EHEA THU (3,4,5,6-
tetrahydrouridine) fF{E£®H 2 \WIIEFLET 37°CT 5 HMEEEE L=, & MILykk ZR-75-1 Mz 5-DFUR
L TP fLEAI ACU (6-amino-5-chlorouracil) 1F1Ed 2 VMEIIEIFIE F 37°CC 8 AWk L7z, Ml tEsitrn
OFEEZ MTTIETHRIEL, 22> bu—b CEAIIERN) (k3 5% TR LE (0n=3),
(F—% P IERE R 7E)

EVI-4 £ bEHREICXT S 5 -DFCR R U 5’ -DFUR (#ERatEFEIMSIVERA *©
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QARVEELD 5-FU ADESERMZERR (RHR) O
bt hMEGEE HCT116, CXF280, COLO205 K U WiDr MBS AEHEE~ 7 A2 Ry Z B (f A
Feh) KOV5-DFUR (RO 5) #Z%mtEAE (BEYBEGRORKIMNE) &5 L, REFICHE
AR, A (HCT116 #REE o 4) K OMETR O 5-FU B2 HE LT 2 A, hv X
VP T A C RIS RIS EIRE O 5-FU 23 S 7z,

HRvAELEE _ 5-DFURS%

- b G HCT116 $HiE X
— F= U A EE A&
B Z B 1.5mmol/kg
- = (539mg/kg, 2,341mg/m?2,
p.o.) XU 5-DFUR
0.75mmol/kg (185mg/kg.
1 | 802mg/m2, p.o.) % #h

i % L. RREFEIC IS, 75
A, MiEF o 5-FU 5 % H
. A ELE (=)

(F—4 V) R ZE)

5-FURE (ua/ml m#F or g fH#%)

SeHIIE 5 45 (h)
BVI-5 £ MERZEHCTI6IEEY DRIZEFTEARIEEUNL S-FUAD
fEE R RAZ

3) mESEH
DARLAEVRUS -DFUR BEF|DEBEEHIHE] (¥HR)
H R HE KRN 5-DFUR IZOWTX— R~ X[ BEME e MERT T VISR 2 HUEgEE
PEERREFI LT 2 A, I Z E T 5-DFUR ICH A% H 5 0T L0 E - s hinE %
R L7258,
RVI-2 b MEBEESICHT DHRESEEDHE

tMEFEIEIES FE P 1 TE NI =R (%)
BN VEET Y 5" -DFUR
Breast ZR-75-1 105 87
MCF-7 77 72
MAXF401 71 69
MX-1 73 64
MDA-MB-231 28 13
Colon CXF280 96 77
HCT116 101 72
LoVo 78 61
COLO205 61 53
HT-29 34 22
DLD-1 27 38
WiDr 46 36
Gastric GXF97 94 70
MKN45 102 65 X— F= 0 XA BHE%E e N BEE
MKN28 72 39 JE AR AE KD B
Cervix Yumoto 98 96 DFUR % RIg#5% 5 O o K e 2
ME-180 79 52 2705 4B GERHAWITE 5 B
STHA 68 63 MR ORE Uiz, &S 1 Bk
HT-3 66 38 Y A R BIE L, A
MR 2RO 5RO T,
Bladder ,%f:;fer 92 ‘ﬁ [1-(V£-Vo)/(Vn-Vo)] X 100%.
o Nakai %9 = Vo, Vt XU Vn ix#h2h, #5
vary akajma BRAARE O BRI (AR, SEAI GRE D
SK-OV-3 11 4 AR S35 AR R, Ok BT 00 MRS (AR,
Prostate PC-3 77 43 WS (RO IS AL DRI 2 X
50% UL | B 5E B ] A3 22 75%(18/24)  63%(15/24) BEX12 M BRI,
BV IEBRE OFIE
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EHIT, ANV FE KOS -DFUR Zffix O &TX— R~ 7 ABAEME e MEGHEET L
WG LPIEEEEZ et L2 & 2 A, I XU X B iE 5-DFUR IZHER[FSEH DV I E D AW
HPH CIEZF A S 2 7~ L7z 52,

Breast Cancer MX-1

100 -E

HRUEEY

Breast Cancer MAXF401

Toxic

03

100 3

50 3

fESIEIEINHIRE (%)

5'-DFUR

100 3

03

03

0.03

0.1

0.3

« 5g Toxic
-
T T
1

3

#5MAE (mmolkg/day)

0.03

0.1

0.3

#¥5HE (mmol/kg/day)

b L MX-1,

MAXF401 KOtk #ERG#E
CXF280. HCT116 &l
B~ U A TN A E

Colon Cancer CXF280 Colon Cancer HCT116 %% 5-DFUR %

S INRVEEY | s ] ARVEEY o DUNEIHE 5 A 3 w0
™ W_ O _ Toxic o E ‘Toxic 5 1L77,
B o3 ! : : ‘!’ 0 — : ‘]’— Toxic ; FBR~ 7 ADF
ﬂé‘& FH 33%LL LICET D H
@ o §3-DFUR * w0 § 5-DFUR - (R
S S o R, CToxie > Toxic -

E s P HREE LS % B
ﬁ LS. : ‘I— 0 : . p<0.05

0.03 0.1 0.3 1 3 0.03 0.1 0.3 1 3

HE5HAE (mmol/kg/day) BE5HE (mmolkg/day)

X VI-6 E MELEE MX-1. MAXF401 R U E ~§ERRHE CXF280, HCT116 BBAERERZICX T 5 H

RUBEVRUL -DFR IZ & ZEEEEING (FHE4EE) 2

@HRVEEUHAIC & B IEZIEIEHNF
OfifE#l & DHAIC & 2 EZBIEEIG] (THR) %
X— R~ 2AaBhEtE e b (688 ETMICBWT, IV FEVERT U AFELHDH N
X M & Xt e o IFAINECL EOEE S 2 = L,

RVI-3 b FELIEMREH xenograft YR O RIZHEITHRHAHRVAEVER—X([ZLT:
Z %6t A DRGSR E
HETERRE
HERZE E M2 ARVHEEY idE S ARTVEEY
BHEES B B +HERE
FEhR 1
CPA/MTX MX-1 61 40 102 AR b b LA R X — R
MAXF401 77 48 89 = R R D B2
ZR-75°1 101 59 112 % E (p.o.,1,616~3,770mg/
H-62 61 36 92 kg/i#l, 7,024~16,389mg/m?/
H-71 78 38 86 ) #HEA#E 5~7[F, 2~6#H
CPA/DXR MX-1 61 67 105 M5 Lz, GFAZEIEE 1 1=,
MAXF401 77 45 89 2 b 6 G L7 ; CPA
N7 Y H xRV MX-1 51 109 108 (Lp. X 1/#) . 10 & 5\
MAXF401 84 118 119 40mg/kg/i#; MTX (i.p. or i.v.
7ZR-75-1 105 93 125 X1U#E)., 25 H5H WX
DU4475 61 48 75 10mg/kg/ # ;s DXR  (i.p. X 1/
2 P Snn Gk ),
N J 1.v. 1) |
:ﬂz?%tﬂ/ MX-1 38 36 107 100mg/kg/ 8 K& 4 % ¥ 1
F# 3 (iv. X 1) . 3.75 &5\
Kt &%t L ZR-75-1 72 65 111 7.5 mafke/iA,
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OXELOX Bt AR U* XELOX+BV #tFIZ & A EE @M /ER (vHX) ¥

bt KMk COL-16-JCK xenograft ~ 7 A B W CHEGABZAET 5 Z LI LV hilE
B ERET LI 2 A, AU Z EVHEMEB GRS, I RO X Y T T

O (XELOX Of 1) #5¢ 5-ig D NEIFHEFEENHIVEH ~ DT80 b ivT,

Tumor growth inhibition (%)

Mz T, XELOX IZ_INY X~ 7 %20 (XELOX+BV fH) #5 U7-F, RGN HIE T
DI LR DHIEMPR/O b, Z OBEOBEHETHMHIRIX, NN X~ 7 HM & 5 44%,

100

80 |

60 +

40

20

0

o F
ol

HVI-7 E FXEBEMER COL-16-JCK xenograft ¥ XIZHIT5
XELOX 6 FHIC & S IEEIBIEINHIIER~DFE

PUEAlZ v N KA COL-16-JCK xenograft = 7
AZEE L, 851 HA & 36 H BICHEEAFE (Tumor
volume) ZMIE L. MEHEEIMAIZE (Tumor growth
inhibition) Z&KDOHBHRDIZ,

TSR (%) = {1— CGEAIBG OISR
(L ESEEIE, ot BREE D IR AR FE A L & 40E) | X 100
NSRS - ) IEERE (n=6)

‘PR ORE &R - BEAS Y a—/WILTO LR,

HRUHEUHEMBEE  h Xy ¥ B 180mg/kg/day,

p.o. (day 1~14)

FXH Y TITFUOBEMEE  AXY Y 7T F 2 5mglkg,

iv. (day 1)

XELOX fff#¢5 : 7y % v 180mg/kg/day. p.o.
(day 1~14) +4 %%V 77 F > 5mg/kg, iv. (day 1)

XELOX {f A # 5K 70%. XELOX+ BV {fH# 5 86% T - 7~

Tumor volume (mm3)

1,000 |

300 ¢

100

Control

BHUER OR G 5T a—
LT EEBY,

Bevacizumab

N R T RIS S AT

= Capecitabine + Oxaliplatin 4mg/kg\ lp (J@ 2 [l X 3 r’ﬁ'j)
]* Capecitabine + Oxaliplatin XELOX fFfi# 5« h v & e
+ Bevacizumab 180mg/kg/day. p.o. (day 1~14) ++4

X4V 77 F > 5mglkg, iv. (day1)
XELOX+BV G : v & e
180mg/kg/day. p.o. (day 1~14) ++4

% : p<0.05 (Mann-Whitnev U Ki/E) YU TFTF 5mg/kg\ iv. (day 1)

8 15 22 29 36

Days after treatment started

+ N R T 4meglkg, ip. GE 2 [H
X 3 fH)

HVI-8 E FXEGEMA COL-16-JCK xenograft ¥ RXIZHIT5
XELOX+BV $tFIC & S IEZIEBEINHEIER~NDFE
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OARVAEVHIRTISFU+ FSRAYRAI T=FIGHAIC & 2ESEEINEER (T9R) P
HER2 5Pt b B NCI-N87 xenograft ~ 7 A2 AU X BV HH R T A X~ 7 B,
ARV BE+ N TRV AT 2 E L, BEREZIEST S Z LI X0 PSR A2 B L
2L A IRV EEUHMBE R, h R A+ R T AV A TR I, 3 b —
JAZHEATCH B RS EA 2~ Uiz, #5-8161% 21 B BIZ351) 2 JEEEHEFHANH] = 1%,
HR B HEMBE R T5%., XA+ R TR A2 TR 110% Th -7,

1,000
I YAl 2 HER2 IMEE - FRE
NCI-N87 xenograft ¥ 7 A|ZH
5L BESAH (Tumor volume)
- B 2 WHIE L, # Bt 21
,,E HE (%584 HE%Z Day 1 &L
" 72 Day 22) (Zif&EH 24T >
ﬁ —~Control 7.
& —O—Capecitabine KpuEA oG - A5V
2—VFLUTOERY,
—&—Trastuzumab TR NEEH D R A E
> 359mg/kg, p.o. (day 1~14)
" Capeciabing | M7 AYAYTHS b xY
100 Lo v e Mean + SD, n=8/group A<7 20mg/kg, ip. (day 1.
1 8 15 22 *: p< 0.05 by Wilcoxon test 8. 15)
BERBEEHR

HVI-9 HER2 (51t B4k NCI-N87 xenograft ¥ RIZHITHS
hRAEVICK ZESBEBEING R

F7-. HER2 (Gt b BH#Efk NCI-N87 xenograft ~ v A2, IR A E U+ AT TF o b
FTAY R THM, B H U+ AT TF o+ NI AV AT EERE L, BB AR A NE
THZ IRV PEREEEEA MG LI 2A, IRVEAE U+ VRS T FURER, A
B+ VAT TF U+ R TAY AT ERERFE I, a3 ba— LIl Tf B R hE
FIVER 27~ Uiz, #&5-8006% 21 B HIZR T D IEEREMEIRIL, h X+ AT TTF
P50 82%, WL AE LT RATTF U4 b T RAY R~ T LR 106% Th o7,

HugAla HER2 Bt b HEK NCI-
N87 xenograft v v A5 L, EEE
177 #8 (Tumor volume) % i 2 [REIJIE L,
1,000 ¢ s BB 21 A A (5B A % Day
* fol:5 IR EH I &4 T
| -0 Control 7{,& L7cKf Day 22) T EHAIZ1T -
E 300 _ | | | =o— Capecitabine+CDDP ZhEAORGE - RH5 A a—uT
= T b UFoEEy,
E , rastuzumal B A UG hRY A
= —e— Trastuzumab 180mg/kg, p.o. (day 1~14)
1] +Capecitabine+CDDP NGAY X< TG . NFAY XS
20mg/kg, i.p. (day 1, 8, 15)
Mean + SD, n=8/ s T SE PN
PN Mean + S0 I BI0rOwp VAT IF R VAT T F
1 8 15 22 5mg/kg, ip. (day 1., 8. 15)

RERmEAE N

X VI-10 HER2 B51EE ~ B#E#k NCI-N87 xenograft D RIZEITHAH
RUBEVHIVRTSFUH+ FSAYATI=FIHAIC
K D IEZIEIEINHI/ERA
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OTP HIEFEH| (¥ X)
Ry YEXEL, FeEZFEIL, v~ b~ C 7R A77 I FEEICED, X—F~
7 AR[EREE N ISR T T L ORISR O TP EHEIN2ERD STz 56,

RVI-4 E FEEMN-T1EEX—KIYRICE T 2EFIZLS TPFED

EH RE [EBMEER TP &
(mg/kg) | (units/mg protein)

FE 1 v bhr—L 12.2+ 1.7

(n=4) R Y ExEL 45 6.8+ 1.2%
RVAR L 15 49.1+14.9%
Ry EFENL 5 15.9+ 2.8

FEk 2 v hr—L 12.9+ 4.3

(n=5) Kt % 1 7.5 40.9+ 3.5*%

k3 oy ha— 13.3+ 2.5

(n=3) ~A F<vA3 > C 5 43.0%= 9.6*
~A kA4 C 1 19.2+ 1.8*

T4 | ar he—n 143+ 2.0 PERZ & PR MX1

(n=3) F#ngyy 7.5 16.5+ 1.2 E;@%%;%ﬁfééﬁ
NES A 1.5 14.3+ 1.5 LI
vrmakA77 IR | 200 30.0+ 8.4% (F—# : Fiy AR %)
vI7uaRA77 IR | 40 33.0t 8.3* *ORIBFEEE (20 har—)
AR BRLFH—| 50 14.8+ 2.5 & OHEAE, p<0.05
AR RLFH—k 10 147+ 33 (Student’s t test)

F7o. X BBFHIESMEHE DO TP KON TNFa 2558 L=, TNFa X TP #FEELHT DL Z &0
b X BHIC LD TP FHEIX TNF o 20 LM LD L EZ B D 57,

N
Lo

0.67

E O Control § O Control b hiERE WiDr B~
% 0 O 256y 2 o5 O 2.5Gy 7 A X #1 2.6Gy X% 5Gy %
E-, ® 5Gy > | 5 Gy MR AR 2 e T B ISR ET
E 15 204 WS L. IESHAED TP KOt
2 B o3l Xray TNFo L~ v% ELISA #5CH
z 101 Xray . = irradiation E L7~ (n=3),

% irradiation >, £ 0.2 (F—4% Py EUE(R )

E 5 E | rar ho— L DREE,

T 0t p<0.05
0 2 0 — (Student’s t test)
0 3 6 9 12 15 18 21 0 3 6 9 12 15 18 21
Days after X-ray irradiation Days after X-ray irradiation

EVI-11 X$Batick b FMEBEWIDr BIEEED TP R TNF o 553 57

(3) ERRIREFR - FriuhraE
REER R L
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VI.L EMEREICEII SRR

1. MPREDHR
(1) AEEEDGMPREE
B A

(2) BB THRSNImebRE
1) AETES LI BAOMBRE
DHEEES

BT ERE 12 LIS Z B 829mg/m? P % B%ICHEIRAO#E LMo g b e
LFDEBY THoT=, I HZE L, 5-DFCR. 5-DFUR & 5-FU i%, # 5% 1.1~1.3 i
1 C Cmax {IZE3E L, H0HA 0.4~0.8 EFfE T L7z, 5-FU @ AUCust 1. 5'-DFUR D) 1/20

THoT= 59,

F - EIE R 16 4412 251~1,255mg/m2 ™ OB/ T, h XL Z L KOS D Cmax.
AUChast 1T G- BB LT L, FIREG% O R Z B v K OSE o RN Eh eI TR E

MA R Z L BNREBE X LT 59,

(ug/mL) —e— Ry HEY
----0--- 5"DFCR
w0 | —&— 5"DFUR
I WS —o—5FU
A N
R T e
Y)% 0-1 |-
J
0.01

0.001

0 1 2 3 4 5 6

mean*SD (n=12)

(h)
[
FVI-1 HARI4HE > 829mg/m* BER O K5 HOMTRREEHT Y
RVI-1 AZTCHREERS LIZEEOEMBE/NT A —F DLHE Y
Tmax Cmax AUC\ast tl/2
o

L& (h) (pg/mL) (pg-h/mL) (h)
TR EE 1.1+0.7 4.85+3.74 4.77+2.51 0.42+0.70
5'-DFCR 1.3%£0.7 5.356£3.04 9.631t4.25 0.79£0.19
5'-DFUR 1.3£0.7 4.33%+2.09 6.9611.66 0.67£0.11
5-FU 1.3+0.7 0.25+0.18 0.39+0.20 0.69+0.17

mean+SD (n=12)

FE) A 208 OGRS VT IR ROV B R R RS & oH T AL OV D 57Tl 1151 900~1,500mg %
B 5T 191 1,500~2,400mg %, C{£TIE 1\ 1,200~2,100mg, E Tl 11 900~1,800mg % 1 H 2

FIRRO#HEGTH D,
[V—3. AEEOAERE] 21,

OR#ERE "

BRI~ Z L 1,66Tmg/m2/H %, B1% 1 H 2BERKRO#EE LR, #5156 HE

DIPE/ T A — 13 5-FU 2R, HIERGHOEE IZIFFAETH T,
RV-2 AETRERSLEBEORS 1 HEE 15 BEOEYHE,

T A—Z DI

A=

Cmax (Hg/ml-)

AUGos (ng-h/mL)

n

18H 15 HH 18H 15 8BH

15 8H

A A= 1.284+0.18 | 1.44+0.45 | 2.22+1.18 [ 2.66+0.96

o |
m

6
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’“f,]%% Cmax (Hg/ml—) AUCO—S (th/ml-) n
1HH 158H8 1HH 158H 1HB | 15HEBE
5-DFCR 3.03£1.27 | 2.92+0.58 | 6.40*+1.57| 6.47£1.63 4 6
5'-DFUR 2.86+1.64 | 4.12+1.71 | 5.33%1.84 | 7.79£2.71 4 6
5-FU 0.160.08 [ 0.29+0.10 | 0.27%=0.08 | 0.55=*0.17 4 6
mean+SD

2) B&ATHERE LIGADMpRE © 0
FER - BB 20 BT R B 1,250mg/m2 &, BRI 1 H 2B ARAEKE LzkD
51 B E*OMETEEIZUTOLEEBY Tholz, H2 %t 5-DFCR. 5-DFUR M} 5-
FU 1%, 5% 1.7~2.3 K] T Cmax (2B L, 483 0.55~0.81 Fefi] T L7c, &5 1 H
H® 5-FU @ AUChst 1Z. 5-DFUR 0% 1/30 TH o7z, &5 14 H H OEYEHRE T A — X |
5FU Zfr& ., A% OME EZIZRETH - 72,

* o f 51 HHEIE1,250mg/m2 Z#FR#%IC1 B 1 RRO&EE L,

(u g/mL)
100
—e—HHE
- o- -5 -DFCR
oL —a—5 DFUR
—o—5-FU
g
iE
"
i ..
i 01 .
0.01
mean+SD (n=20)
0.001

0 1 2 3 4 5 6 7 8 9 (h)
i ]

HVI-2 ARIZET1, 250mg/mEOH%E 1 HEOMREHREHR

*VI-3 BETREBRSL-EBADHBRE51BEE 14 BEDOEYEIRE/NS A —F DLLEE

’“f,]%% Cmax (Hg/ml—) AUCIast ( g h/ml-) n
1 HE 1488 1 HE 148H 1HEH | 14HE
VR A 4.80+1.75 | 4.19%+2.55 | 6.91%+2.40 | 6.14*+1.92 20 19
5'-DFCR 5.95£2.50 | 5.20*£1.90 | 15.1£4.31 | 14.1£4.58 20 19
5'-DFUR 6.02+2.49 | 6.569%+2.83 | 12.8£3.74 | 13.0%£3.31 20 19
5-FU 0.22%+0.12 | 0.38%+0.21 | 0.45%=0.18 | 0.71%+0.23 20 19
mean+=SD

3) CETEREL-BADMBERE 2

HEAT « SR MERE G - BB RE 6 £ 12X Z B 1,000mg/m2 2 B2 1 H 2 Rk 0#&5 (%

H1HEAYRE%?S 15 BAPREKET). A%V U 7 T7F > 130mg/m?2 % 2 BT T

H &5 1HE), "SRV X~7 7.5mgkg % 30~90 00t CaEsrE (&5 1HHE) LK
(XELOX+BV &) 05 2 HE*O B Z B OmMEREEIIUTO LB Thotz, &

~v & ey 5-DFCR, 5-DFUR KU 5-FU (%, 5% 1.8 Fffi] T Cmax (CEIZE L, -] 0.47

~0.75 BT LTz, %5 15 H H OFEMBIRE ST A — X (X 5-FU Zfr&, #5 2 HHOMHE &

FEERETH - T,

¥ 9 HEIIHANYZ E L 1,000mg/m2 ZHIA%IC 1 H 1 ERO®%S L,
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(3)

(4)
1)

(ng/mL)
1001

107

mEEEHE

0.01f mean*+SD (n=6)

0.001

0 1 2 3 4 5 6 7 8 9 (h

e
HVI-3 CATERELIEBEDERE2AEODARIZE MNFEHREEHE

R4 CETREFRSLI-HEDHEE2HEE 15 BEDEYEEE/NT A —F DHLEK
Cirax (]J-g/mL) AUC-1 (Hg 3 h/mL)

(A=E?)
2HAB 15 HH 2 HE 15 HE
TR HE 3.95+2.90 5.89+3.92 5.19+2.21 6.47+3.61
5'-DFCR 4.78+1.48 5.00*=2.34 9.93+3.05 9.15+2.27
5'-DFUR 5.72+1.19 8.11+4.75 10.8+1.58 12.51+3.48
5-FU 0.25+0.14 0.42+0.25 0.44+0.19 0.62+0.21
mean+SD
ok 317
AR R L

BE - ftAEOEE

BEICLI2EVHE~DEE NEADT—42) @

AT U TERBME OFE RS - ERERE 11 412, I Z v 666mg/m2™ 2% 1 H 2 [[oE
HRRO#&55H 50 % 1,255mg/m?2 #81% 1 H 2 ROBXEOEE L, #5 1 BBELXO8 HEIZ
HET, HDWIEEEL 30 FIC ARV Z UL LT Ry % e v kOO O ik
HSEMRIEHER 2 T, IR 2 B OERYBREIC RIETRFOEEBIZ OV THRE L7,
BREEO DR Z D AUC 1T, BH%EGEFIZHETEMUZN, B_XUH e O &
Telc o, BEOREBIIRD Lz, IV Z 0 ROMRHEIIC RIS DHEFED tmax 12, BHE
H X0 HEME LT, FEREYENRE T X —H2 TH D 5-DFUR @ Cmax Tld., BEEE & i
L. #em G TIE53%ML7-, L L AUC Tix (a5 AUC) / (%% 5K AUC)
=115 THDH Z &5, 5-DFUR O #p@hRe | xt L CHRR BB & 7R 2 BHOREII W EE
2 bz,

RVI-6 ARV FZEVRUKEYOENHRE/ S A -2 ZRAVEEOZEORE

HEEBES Cux / BBES th / BB S AUC/

BEES Gt BRRES the? Bi#%i%5 AUC*!
HXHEEY | 2.47 (1.61-3.78) 0.50 (0.020) 1.51 (1.28-1.79)
5'-DFCR 1.81 (1.34-2.43) 0.32 (0.004) 1.26 (1.02-1.54)
5'-DFUR 1.53 (1.05-2.22) 0.50 (0.012) 1.15 (0.99-1.33)
5-FU 1.58 (1.06-2.37) 0.25 (0.002) 1.13 (0.93-1.36)
FUH: 1.26 (1.02-1.55) 0.67 (0.016) 1.07 (0.86-1.33)
FBAL 1.11 (1.01-1.22) 0.67 (0.020) 1.05 (0.94-1.15)

Crax % OV AUC fi1T 1,255mg/m?2 B (2R L, S5 # L7,
*1: (90%(5 4 IX )
*2 : lbOH YL (p-values-wilcoxon method)

E) AR Z L OERRBINTHELOCHEIT FEIEICHHOETAELKOD ETIE 11H900~1,500mg % |
B #:T1E 1 1,500~2,400mg % . C{ETiE 1A 1,200~2,100mg %, E ¥ Ti% 1 F 900~1,800mg % 1 H
2EREOHEEGTH D,
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2)

3)

4)

'V—3. HiEkUGHE] 2],

FIEF s OHEER GHEADT—42) @

B ERE 12 £ 12X 2 B 1,250mg/m2 Z BB KIBIL T VI =0 A Kb~ 27 127 A
o tellBaAl & OFHEE Lk, XU Z BV KON 5"DFCR @ Crmax T HMPEE 50 & bl L C
$20% EH L7 DD, ZOMOREWIBITRD Lo T,

XYV ITSFUOARNOIATTHBAEDHEEERS 2

TR < BB 20 KT & B2 1,250mg/m? % 1 B 2 Al B OG5 Lk (B3 ¥
EUHAD OARE DY EIRE L | AT - IERAERE - EREEE 6 Al F e
1,000mg/m2 % 1 H 2 | AL, A%4% VY 7Z 5 130mg/m?2 % 2 FREE 0 TRffiE, -~
N A< 7 7.5mglkg % 30~90 73/ F CHRIEEE L 72 (XELOX+BV #ik) o _v 2 e
DIMENREZ LR LT=, T ORISR, I ¥ B U HAI L XELOX+BV #EM T, Iy 2w
LOERHO tmax. tuz, AUCHE G- 8K O Crad B 5-BICHAE/LEWDITREO SN oTo 2 b
NS, FFHVTFSF RN X THIC LD IR Z B ~OEWMEER L2 & &
Z b,

JILI7) U EDMEBEER
VII— 7. FHAHEAER] OESME

2. EWEERI/NSA—E

(1)

(2)

(3)

(4)

(5)

(6)

R %
TRy H RN EG#OMmES 5-DFUR, 5 FU KO FBAL BET— X ZIEL, LLFD 3
EEDOMRHET L ARE L, NONMEM 7' v 7' F A X 0 RHEM SR BN RERRIT & F2hi L 7= 69,

Dose 5-DFUR 5-FU FBAL
® — — —

KA, TLAG Vi CLI V2 cL2 V3 CL3

KA : WIGHE L B %k

TLAG : 77 %A A

V1, V2, V3: &3 /%— |k X N OSHRM

CL1, CL2, CL3: &3/ X— AU FMBDOIZ VT TR

RVI-4 HARIEEVBREROEYBERFTORBETIL

IRARE 2 5
R L

HEEEER
WAL L

273 VRA
A~ A e D CLIF : 308+103L/h 6V

BB
R L

Z0ft
R L

46



3. B&ER (REaL—T3ay) @
(1) BWAHE
VI—3 (2) /8T A—XEEHRK | OESMK

(2) INSA—BEFHER

HME BT B R

AT SUTERRAE DGR « B A 481 412~y % £ 2,500mg/m2/B™ % 1 B 2 B4y 1)
T, 2EMEG 1 EAMKREEZ 1 -2 LTHRES L, EITHEEEES 24 L2002 v
> 2,000mg A HEIFEG Lz, MXEEDa—22 kT4 DFIH (22 k164 HH) X
ITHEIE S A omEd 5-DFUR, 5-FU KO FBAL T — % 2 v, RHEHSEyEiiEE T L
IZE 0 EYBERRICK T A2 LB ERZ G Lo, TORR, EREBERTCH ST AT Y KRR
Ty =B I LT F= 7 VT T U AROMEREK M & EBNHE T A — & L ORI D,
OF7NAVKRAT 7 Z—EN 2{EF@EmWEEDES . 5-FU ® AUC 78 12%H 0

QI VTF=2 e 7T T AN B0%EWEF OHA, FBAL @ AUC KON Cmax BENZEI

53% K& TN 41%E
OEFRFED 30% K& WEE DA, FBAL @ Cmax 78 19%{K1
ZERHEES N,

5-DFUR. 5-FU ;O FBAL ® AUC & Cmax & 241 (Grade3/4 OEIVEH. Graded/4 DT
. Grade3 O F BIEMBEREN N Graded/4 DEE Y )L E VIMGEDOFE) K OVEDME (FEEITE
TOHIM., BERLOAEFYM) & OMICEKRICA B Z2BEMEITERO b iveno T,

HE) IR Z L OERBINT-AEROCHEZ AREREICHDOETAEKLOD ETIE 1E900~1,500mg % .
B TiE 1M 1,500~2,400mg %, Ci{ETiE 1[H 1,200~2,100mg 4. E ¥ Ti& 1 [H 900~1,800mg % 1 H
2RO GTH D,

V—3. BIELUOHRE] 20,

4. IR
THALAE > BTN S v, IR 96% LA ETh - 7= 66),

5. 9%

(1) Mm% —BxRErT @& M
MY ER e L
(BE <R HLO6D
~ A MUC AR RV X B % 198mglkg O R CHIERR OG5 L7ckE, 85 0.5 BREfE o
BRI IR IR E D 1/10 LR Thote, £, iz B W T UC fE#f v Z ek
54mglkg OB CHREREOEE L2k, & 51% 1RO KA, /MO E X iR ED 1/10
UTFTH-oT,

(2) m%—FREEMERM
M ER e L
(HBE . <7 A>69
R 16 H H DO~ 22BN T UC FEFHR D =T & B 198mg/kg % BRI O & 5% . AKDIEIE
~OBITHRRED STz, RO S RERE X REM) Mg b & g SOI0em <, BIR1IES -
0 DFEEEE D AT I = TR G- ED 0.46% TH o7,

(3) i~
MUER e L
(HBE . <17 A>69
W T~ 7 A2 1UC fEFR A~ 2 v 198melkg % HERR O &5 U 72 BR O T i RE T FEHE
L0 AR GHESCOICH BT T 2 2 LR35 bz, o, It R aER AT
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Feh% 2 B E TR D 20~40%RE TH Y, &5% 4 ReF LRI D RED 2~5
fEDWE 27~ UM R & RIERERZ R CHA LT,

(4) BR~OBHE
LR L

(5) ZODIEB~DFEITHE
RS D WDITIHFHEERE O UIFRNS LGS B B 2 X 2 B 1,255mg/m2 %+ &% 1 H
28], 5~7 HEBG%., RGN D 2~12 FEREILINIC BT 2 1B & OMESHRRR O —38 2 £%
BL, 2 OOMMAN 5-FURBEZRE LA, R TH 5 5-FU DEEIZLLTOLEEBY
T o7z 70,
=VI-7 #E#EDH D 5-FURE

EEHEE (ng/g) fES#RE (ng/g)
fE - B (n=11) 174 510
B (n=11) 296 336
Mean

(6) MPEAFESE
b hER N o vitro 3B BRIZ L 0 . IR ARSI 53~55% % < L7- T,

6. #5

(1) KHERRL R S BHRER
YRR L
<BE P AT
PN TR Z R LM RE R OIRPRE LD, I X e IR F
VIVEAT T —BIZL Y 5-DFCR IZfR#f S, &bl Fvrsy7Ih—Fizky, 5-DFUR
~EENS, 5-DFUR I3t 3P0 X7 LAY R AR Y 53— (PyNPase) (b FDBE
FIVUHRARY T—8, FoWEOEHEAT U DU RAKRY T—ENE) 2k 5-FU ~EH#
H, BT, FOIFEAEIL 5 FU BRI TR 251 5-FUHz, FUPA & O* FBAL ~
THInb L HEINT,
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TRERERS (HEE)

0
NHyO(CHZ)4 CH, NH, o
F F F
N nRUFILTILA—) N HN
&l\ él\
)\ 0Z N 07N
(@) o N ‘Z» o —_— (]
\j( PLRED I \\V;j SFUY
IRTS5—E T7IF—E
OH OH OH OH OH OH

ARIEEY 5-DFCR / 5-DFUR
(0] PyNPase

HN )j/F
0)\1;11 —> FELBRGESHER)

(RILER) S-FU
DPD

0
F F
F H
HN H,N N )\ H,N )\
)\ —> \l( ~ COOH —Pp ~ COOH
(6] N fo)
H o—fluoro-B-

a.—fluoro—B-ureido— alanine (FBAL)

5,6-dihydro-5-FU propionic acid (FUPA)

(5-FUH ,)

HVI-5 HRTEEUOHETE BRI

(2) REICEAE5T 5B% CYPE) OnFiE. F5F

E MNFI 7 ey —AES %AW T T Z v, 5-DFCR, 5-DFUR. 5-FU } O} FBAL 0¥
RS2 (CYP1A2, CYP2A6, CYP2C9. CYP2C19, CYP2D6, CYP2E1, CYP3A4) ~®
W% in vitro THELTZ, ZOME, T3 Z B NIEARNCE O THEE Sh 5 I IERES
USRI EE (59 0.007mM., 2.5 u g/mL) @ 14 {544 53 E (0.1mM. # 36 1 g/mL) Tlix
P IEER D IR Dy o 7273, 280 f5IZAH Y 972 miRE (2mM, 9 700 u g/mL) (23T CYP2C9,
CYP2E1 % 50% i< FLE L=, —7. REIZHOW TITEEWARSIEESE R~ D BN A2 PR E 1138
DO T2 T,

(3) PEBBHROERRUZOHE
R L

(4) KEYMOELOHERRVEEL, FHELE
REW DOIEIEDOAIE -
TEVERE O ERREI /N T A—2  IVI— 1 (2) BRRRER TGS S h bR 22,

7. B
PR ER AL & R R
TR S 5 60,60,

Bt 32
Tl - B HCE 20 £V Z B 1,250me/m2 A% A% G- L7z, Fe 5% 24 B £ Tlo
HED 69~80%IZFHY T 2 BN RP~PE S iz, 2D 5 BHREIKRD R FPEIRITH 3% &K
% x L, FBAL 134 50%% 7k L 7= 60,61,

HENDT — X560
[ TR 6 441 14C THERR L7203 & B o kIR 2,000mg & B R OG- Lz, 7 3
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10.

11.

HE CORYZHEIMRITHEGRED 96%ITHE L, HE5EDOIFEA ENRRFICHEESI N, JRE
PEE T, KB (P 84%) 3% 5-1% 12 RERILANICHEME S 4, K9 144 BRI Co8 T L7z, R TR
DN Z e OREIT 5-DFCR. 5'-DFUR, 5-FU, FUH2, FUPA X, (* FBAL T&% Y .
F - IMIETICERD S5-I 5'-DFCR, 5-DFUR. 5-FU, FUH: X O FBAL To 7=, Ml
R OSRFNZ BT DIRSTEE & S AW OIHED G PIFEFRKE ThH 7= Z &0, mEF &
QIR R DAFAET D ATREME IR N 2 & R STz,

S U RIR—2—IZE89 B 1E%R
ZMEER L

. BEFICEDREE

R L
HEOBREHT HBE

BHEEEFZFS5SEREEEOEYHE WIEADT—4%) ™
EEREBRE 2T L DOBELZ 7 LT F=r -7 U T T A2k - T, B (>80mL/%y) . BikherE
EHREE (51~80mL/4y) . FEE (30~50mL/%y) K OEE (<30mL/4y) IZH%EL, v & e
v 1,255mg/m?2 ZfR ARG Lo A~y 2 L Z20/REmD AUC IZLFD LB Tho
7=,

RVI-5 BHEREEEENDHARIEE U RUKHMD AUC: (1g-h/mL)

Z Ot
AR L

SL7F=-HPUTFS5VR mL/H)

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

n=6 n=8 n=6 n=4
H_EE 6.24+2.06 5.98+3.06 7.88+4.32 7.79+4.43
5'-DFCR 11.6+4.12 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 23.41+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 73.56+28.2 142+53.2

mean+SD
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VI. £2% (FALOEES) ICEI HIEE

1. BEHERBEZTDEH
(=)
1

A REZEZEOHNAILREEEL. BREBICTHARETELERBRICE LT, NALREEIC
TR - BEEFFOEMDEL & T, AFABEYEHWH SN BEFICDOVTDAERET S
&, BILBEEDERICH--> T, KEIRVBHRAEFORNNELZSRLTHREET
Bl &, Tz, RAERBICENSL, EEXIIZTOREICEDIERUVEREZT2HBEL. BE
B THhoRETHI L,

1.2 THIT—=I - FASUIL - FTFIVIILAYILRBEREDHAIZEY ., EELMRES
DEMERMNRBRT 52EETNLHLIDT. HRAZFTHENI &, [2.2, 8.1, 10.1 5]

1.3 ARFIEITINTZY 2 AYDLEDHAIZKY ., MAREEREBERE. HOARE LELT
IZESEflEHmEINATLD, ChoDREMERIE. AFIEDILT 7)Ao LOGRARRER
HEBEMSARFIZREDIEE 1 » ALAOHBICERLTWADO T, AT IBEICFMKR
BEfEREZ EHMIZITOD. BEICE L CEYBEREZFITI &, [10.2, 16.7.1 SH]

<>
1.1 AFoOFGIC L0 BEELRBEAORANTHEIND O T, HHICE L TXRIERIC 4 72%f
JENTEDLZENEETHDL I ENLEELT,
AFNOFEGAZ L 0 BEARBEANEERT L Z ENTFRENDDO T, AFOMHICE L TiEn
PCFEFE D53 72 5 & BB ELCTH ) . ARK % 9 2 R G & OVERR O BT
DWTIR LTz, F2, AAIKROPEH T 2 HAORA CEOFTLH A2+ 12488 Lz B¢, s R
FEORRAE TS, S50, AKFOEEICHT- > TUXEE XTZF DFEHEITH L TAFIOIERIC
L BEWERZE OGRS . WSR2 ROBTITHONTHICHIA L, REEZSD LER
»H5,

1.2 704k S DU RMENEES (— R4 TH 7= TH TV UT N Tt ay
TN, RXTTILU DY) 7ok ) IV URPIEREA] (4 Ty by icHE
*OEEHRETH D,

* o AR E IR R A R E A R B 21 B (CEAR 114E 2 A 26 A )
FHT—IL e XTATIIN - FTF3INH T 7 AREFNCERES SN ATFTIE, 7t ay
FTUNDFRREEEZE TH LY e ) I P05 Rasy+—+ (DPD) #HETHEM
EATHED, AR EHESNSE, P 7o Fn T oV BENE L B L, BERML
WIEEZORIERANEERTL2B8ZNNH 5,
Fl THT—IV e XFRAT I AT TNV U LAEAEHIBEGH IR DX 2 Z 2V OVEHTE
RETCOHMBIAZEEB L. THT— N XATIN-FTTIAH Y 7 AREFIOFEE R4 7
HUNIIAA Z E G LTnD,

1.3 ESMCBWTAR L 7~ U b3 & O fEH C Mk ke E MR A I 5 5. 233831 LFE
CIZE S 72l b @t =729, 1999 4 3 A KEIZI W CEEBERE IR - 5 30
(Dear Doctor Letter) 23EcAT &i7=,

FEBUREH] - ARKIP 5-BRAEEEL A DIN~%n AUUN, AFIEGHIE 1 5 A%BUN

# % :PTMER, INR E&. Hif
tMFI 70 Y — Al EANTHZ v ROREM (5-DFCR. 5-DFUR. 5-FU kOt
FBAL) 0 #¥pfEEe#7% (CYP1A2, CYP2A6. CYP2C9, CYP2C19, CYP2D6. CYP2E1.
CYP3A4) ~DEBEN /222 % n vitro TR LTERER, DX X BT AARANCEIT HHEE
A TR IERS A B SED IR FE DK 14 5 ITHE Y 3 D IR B TIEBAEITERD b o 7273, 280 {512
FIY 45 @I Tlx, CYP2C9 K1Y CYP2EL % 50%iUr< PHE L7z, £7-. AFIONRH T
I, BEITREO b o Tz ),
—Ji. X H RO OREIIAE R GAIZ B TEREMED TR D DAV THRNIT H 2
OO, ULT7 7V OMHREN EFTIOICHABULEEZEL TV I EnD, AFIKD
REIT P450 ~DEEZIRFLE O RIS DD BERE R OEAGRICKTT 5 [
TR AT T AREMEN B D EHEER S LD,
VI—6 (2) @53 28% (CYPZE) 04y 1fE, ar5%] 5],
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TILT7 ) ODEYMENRE - BEAFRADARIEDDEE .
B ERE 4 LI~ 2 2 2,500mg/m2/ H A2 ##% 1 H 20, 2 @FEAOKS, 1ERBK
a1l a—2e LEMXEEZ 3 a—2THoRiETENTNI LT 7 U T MU UL 20mg
EROBE LI A, DXV EZEUEGRIE R L TERGRICBITS SSULT 7 Uy (O
FEMEARO SIR) @ AUC 1% 57%. INR (% 91%HE N L7z ),

2. ERNBEELZTDERH
ZZ ROBFIZEEBEELEWNIE)
A KFIORRS AT 7 VA 1 7 5 2 x5t LIRBUE OB D & 5 B
2 THT—=)v e XRXT )« T T H U T AEEHIEGFRORE R OGS HIE% 7 HEL
WoEE [1.2, 8.1, 10.1 &/
2.3 EERBEEOD S EE [9.2.1, 16.6.1 BH]
2.4 W TR LTV D AfEEME D & D Aotk [9.5 B ]
<R
2.1 ERHAERLO— RN EEFEE L TRELE,
AKENDOEGAZ I Tz > T, RANZE 4D ATk 2 8BUE OB O A E2 R+ 25 2
Lo 7. BHENIOBESICHOWTIE TIV— 2. BFIOMAL] 23R+ 52 &,
2.2 IWII— 1. BENEEZOHEE] 258,
2.3 EAMzRBWTC, EEREREE (VL7 F=r - 7 VT T A<30mL/4y) b D EE T, R
#o 55 5-DFUR KO FBAL @ AUC 3 EIZHIM LT & D 190135 5,
VI—10. ¥sEDOYREHTLHERE] 258,
2. 4 BB CIMBIEIEH K QMR FEAER DS 0 ST D Z EBEE LTz,

3. MEXIIMRICEES HITEELZDER
V. RRICET A 22RT52 L,

4. AZERUVHAEZICEET 5ETEEZTDER
(V. JBIEICEET2HE] 22352 &,

5. EEREARNIE L ZTDER

8. EELEKRMIEE

8.1 THT =L« XRXAFTI )V« AT T NH Y T LEAAIEGFIEE, ABIOK 5 21T 5 55
. e b T BULEORIREEH TS Z L, [1.2, 2.2, 10.1 &[]

8.2 AAIFG-HFITEWIN (Rric& 50 38ER]D) (ICERRRE (R, e - Biemi
) BITHRE, BEOWREEZHSICBIETHZ L, [9.1.2, 9.2.2, 11.1.4—11.1.6, 11.1.13
Z ]

8.3 JRYYE - HffEH [ OB T HiEET 5 2 &,

8. 4 IR UIFRARE /2 ETT - IO B, BRI BT DML FEIE I ARE & H 9 2 BRI,
BEESCHR (TEER L OB O @O ARKGRIE « IS/ R FT 23 AMBGE~O S IR D
WEE) 11.20) RRGETHZ L,

<R
8.1 TVIl— 1. BERNELEZDOEE ] 22,

8.2 7 kB U X P URPUEMEEANCIEOEEFHETH S, ARG I, BWERRBE O

e, R L AL DT BRI ZIT ) I FEEOREOBIENEETH D, £,
7 oAbV 2 VU RPUEMEESA OB G X0 | BRSO EELREWER N RELT 5 BE
T, BB 1-2 HE#%ZIC, OWNR, THEOVIEIERNIET 5 Z L nwmE ST b,
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8.3 BHMA ORI X 0 EYYWE, HIEAM I TE T D2 BN H D,

8.4 ENARAGEDEIMWICIEIZ DWW TIER EOLENEZFHET 5 2 & 82 AL LTRIE
SIVIEATKRRIE « ISR 2BV T, AF O EmUIBRARERELT - RO B &
O TEREIC BT DML ARIE] Z2HIS L T2 2 L OWMEF 1T 203ER I TN DD T,
O THERB S 2 Z &,

6. BENDERZETLHEEICHT HIE
(1) B6HE - BEREDOHLEE
9.1 &6HE - MEEFEOHIEE
9.1.1 BIREEDEIFREDHHEE
LEERbLLDLOROIBENLRH D, [11.1.3 ]
9.1.2 BT OHHEE
BEEIEINER T BENRH D, [8.2, 11.1.6 & ]
9.1.3 HILEEEBXIIHMD H S EE
JERD BT D2 BENND D,
<>
9.1.1 EAMTIWT, LFEE (DA, P, ODAR%) Z25BLICBFDOL L, wlk
WHROBFREZA L T\ oRE Lz,
9.1.2 KRFNEGZIEHIH QULEREA, BRI ) NRBLLZE OWMERH Y | B R
W23 8 B BE~TE LI GE, ERPHET 28200 H 5,
9.1.3 AHIFGZICEERAONK (AFEMNES., ARG . BIBHMARE L & o#mEn
HY ., TERPNENTDIBENRDH D,

(2) BHEERSE

9.2 BHEEEETESE

9.2.1 EELBEEDHLIEE

BH Lz &, [2.3, 9.2.2 B H]

9.2.2 BEENDHIEE (EELERETOHIBEZKR)

BIER DN EIE(L SUIRBLEN AT B0 b5, (8.2, 9.2.1, 16.6.1 ]

<R

9.2 AFNOFEHHMRRIIIIRT THL Z b, BEENH D EE TIPS BIET 2 Z L2 X
0. BRWERDEEUIFHEREN L/ TLH5B8Z00H 5,
VII— 7. HEift) 2208,
B, EAMCBWT, BEERBEE (LT F=r U T T A<30mLSy) B DHBE
TiZ. 5"DFUR X O'FBAL @ AUC A EIZHIM L= & OWE 908 H 5,
VI—10. FEOEREHTLHHEE] 22,

(3) FFHEEEEESE
9.3 FIieElsERE |
<R
—RIZHFREE 2N & 2 BE TN BET 2BAAH 5720, REANES HbbhbBENn
N HIFBEEFED B 5 BF A~ EMICHRE (IFEIERES) 217572 L, BEORELZ /72
B LR bEEICEEF T &
(%)
R K OV B OO IR RERR S O A 1 S OVEEFE R O SRW B RE /X T A — X ~ DR
SFGUER] - AT TR E R R E 183 4
ok BAES 2 W u AF— =B BRIEIC LD, WU Z B 1,255 mg/m2 AR, HERRO
5
AR - EWRITEREZ AT 0 BE . BE R O EEITHsRERE S AT 5 BE TRV T, R
HAE VR3O REH (5-DFCR, 5DFUR, 5-FU) ® Tmax X t12ll1, HE
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ZIFRD Lo T,

+5-DFUR ® AUC |22\ Tk, IFHREREE 2 A3 2 BE CIXIEF e E2 67 5 &
F LR L THBEEITRBD LN -T2, 20% EH L=,

o EHEOMSRERE 26T 2 BE TIL. BRetSnTunen,

(4) £JEpe eI 5F

9.4 XIEREE BT HE

9. 4.1 AEFEATRE/R MO BE TR G T D2MEN D DA, R 2B E2EET 5
ze,

9.4.2 IR ATRE ACMERRF TR, ARFE G RO 54& 7% — EHIEIXE U 2l 217 5 &
IRETHZ L, [9.5 ]

9.4.3 /X— NI —DMEHRT D RREMEO & D BIHEEE T, AFEG T RO G T%—EH
MITE ) 22 2172 KO RET 52 L, [15.2 B

<>
9.

9.

4.1 7oL Y X VU RGUBMEES AN B OB FHTH D,

4.2, 9.4.3 AFNOHFININZ TITZRK « ¥+ OO MR 2 FE L, —EHFiEY)
IRRERE AT O KO ICRIE LT, 7edh, KERMCEDOTEHITILLTO LB,

» KPR OREHEIIRI O B %2 - eGP RO G T% 6 4 HH

« BYEORHEIIH O A% B 5 RO G T% 3 % HH

Vil—6 (5) 4w ViI—12 (2) FEERRABRICES CIE#H) [XI— 2. I 5 IR
EEw 22H,

(5) Wiz
9.5 1F4%

T SUTHTIR L QWD AfREME D & 2 etEic i3 5 L 2 &, B 328 CIRBUEIER L O
BARAERPHRE SN TWD, v U RTBWT, RIS, M=EIER, BHEROH,
LBt (198mg/kg/ UL AE#G) . Iz W T, JipE, FET (90mg/kg/ H UL E
KE#E) NG ENTW5D, [2.4. 9.4.2 B1]
<>

) FER CIRBSEIE N K QM AFTEAE R 1023 ST 5,

[X—2 (5) AFHFAEFENRER 22,

(6) =5
9.6 Z3LIF

AL Z EREE L, 8 FER (U R) [ZBWT, it ~DO#1T (198mg/kg H[A]
&5) B@EES TS,
<R

i) EER CTIHIH ~DOBAT 90| SN TN D,

VI—5 (3) HAI~DOBATH] TXI— 2. MBS DR G ®R) 25,

(7) NR
9.7 MR
AN Z b5 & U T BRARERIRI T S L TRy,
<>

INREZRG & LIZBRRARZ L TR b, TOFEELZTH LT,

(8) E#rE

9.8 EkNE
BEOWREABELANOERICKRET L2, —BICAEFBERENMET LTS Z ER%
VY, FRIC 80 ik LA o mnE lz BT, BHAED M, R, MRHESEORTRN EH Lz o
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| @52 b 2,

<fRFL>

Filin A TIE—RANCAEBREE M T L TV D a2z, BHERRES Hobh bk

D%, ESOE 3 HEERRBRICI N T, 80 il Lo miin# Tik 80 MO BH IZH AT,

HIED T, FRIEGRHE, DAREFEORIEN LA LI EORERH D ™,

7. HHE/ERA
(1) HREEEZDER

TOHORBEINNRD D,

AHIDBFFF + 7 v— A4 P450 (CYP2C9) DOEEFEE H AR
MRS B DT, CYP2C9 TfL

Wz A EGHT 25

TR, BERIEMEME T 95 A]
G B WO R SR 0D of R B S B -

<fRFL>

Vi—6 (2) R#ICBEGT 8% (CYP %) OnrH, F5R 22,

10.1 SREE

ERALGNI &)

AN

BEAEAR - FEE Tk

BEFF - faBRIA+

FHT =X AT
A% My N e
K (F4—z=RT L)
(1.2, 2.2, 8.1%H]

BYNCEE R MREES T
Fl. ARSI E REES
DRBETHBENDLHDHOD
T THT—IL e X AT
% RN RS IE
B R OBEHIE% 7 BUA
IIARKNZH G- LN b,

FRATUANRNT NI
DR ZHF L, M
TIVF T T T VB INE L
< EFF 2,

<fRFL>

VI— 1. ZEEHERNRELEOHE] 238,

(2) frRAZFELZDER

10.2 HtREE

(BRISEET S L)

A4 F

EEAER - HEE T ik

WY - faRE T

U7 7YY oA
[1.3. 16.7.1 &/&]

OF B a3 B 7 70> & AR A3 5-
HiE% 1 LN ORI m
R [ pE AR A A . Lo
BEPHREINTWD, EM
A MR EEERERR A (77 B
o v R, INR %) &217
VN, B S U] 2R AL E
7Ok,

AREIBFFT b7 v — L P450
(CYP2C9) D= E H AR
(TR L BERIETEME T LT
WD ATEEMENE 2 LT 5,

TJx= AV

T = kA OMPPEEN
FLIzEDOHRENHDHDT,
Trx= A OMPEEDE
BICEETHZ &,

AREIBFFT b7 v — L P450
(CYP2C9) D= E H AR
TR L BERIGTEME T LT
WD ARIBEMENE 2 Hiu T 5,

7ol IV RPN E

NV 7Ry - FET | BHEANERT IBZENLH - N
S BRI OAHHC R % K F 9 0]
N e Rda A
/ll/ijmﬁkiﬂllga = %IJ éo ﬁE‘I‘EZﬁg}) 60
<R

1. U757 U U mA: VI— 1. BENRKLZOHE |
2. 7= bV EHNT, 7= b o OMPRE EFICX 2EIWEH GEEIZGH, F 1 E)

MRBE LT EOBEND A,
3. RUTZNANU Dy FETINERBERSH  FETIANF IV UARARY T—B A2 HES
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P ST T ATREMEDN B 2 DL D,

i

I

B9

5D Z & TARAIOFHZE

8. ElEMA
1. Bl¥EA
WROREIWERNS LoD I ERnHDHDT, BELELHDITITV., BENRD ONHEIIT

Gamib4 572 EWEREZIT O T &,

(1) EXGEMER & WEAGEIK
1M1 EXGEERA
1111 BEAKIEIR (BEEERATED)
U TRF (OISR« B8R, BEEIORES) H L ONBKERETELZ 0D D, =
D LD BRIERD B B o =HAaIciE, Be5 2 ik LR, ERER5%EOmEY) 72L& 21T

22 &,
11.1.2 F24ERE (Hand—foot syndrome) (S ARHHD)
AIRMEALEE, JEIRS O F 2 E

TR OV RIS . REE S, A0E, KR, MR Re
RN H DHOND ZENDH D,

11.1.3 DEE (BEEARHED)

DMFRZE, PROME, EEVRE . OMZIE, DARE, 229850, LDENEE (LEERENR, L5FE
HE . ODEMEEISMRES) SoLEEND HDbID Z LR 5, [9.1.1 B3]

11.1.4 FFEE. &E (BEERHTY)

FTHERERM A IE S . BE AL ) IFREENR D S b, FAREICESTEMA L HRES TV D,
78, HEEREREMEEE 2 DR VWEERH Lbiud Z ERWE S Tnb, [8.2 ]

11.1.5 BEE (HLLY)
BRI & (0 BIEES b ODNS Z L1k 5, (8.2 ]

11.1.6 BREHNE] (BHEEARHED)
PLIMLERIED . BERIERID 28 OB HEHI 25, F 72, B HEMH OERGi I L 0 5YGuE., Bu s

NhHLbLNDHZ b5, (8.2, 9.1.2 B

11.1.7 ORK BGEERBED)

ONK G, RIS, DENTESS) B"bobbs Z Endb b, AlREOREE, AW
B, GEEBEEN/RO NG EICIE, BEEPIELEDRLEZITY Z &,

11.1.8 FIEMEME GHEARD)
FEPERGZ (CRIEAR « ik, B8l PR INEE, 588G "L D Z bbb, B
PRS0 BN EIZIT G2k L, W X BEORE 2TV, BB RERVE CH 2 &

957 SR EEIT D) 2 &,
11.1.9 EELREHEX GHERH)

H I PERG S . M PERG g . BB REN D Db d Z EMd D, WL WIESE « F#) - i f#
LR D SN iT s 2RI L, @URLEEITY Z &,
11.1.10 EELGRBAERET (BERNES) (HER)

TR, BROE. BEMRMESAENR . KA. WaREE bR, PR, MR, Bk, g
R, SEEL, S, FER KT, FREE, RREERH DD ENH D, o, 20X

I IR S HEMNIESF OMBIER E LTH LN End 5,
11111 mizEAE (BEERH)

G ERIRIMARIE . MAZE, MERIESENHODbND Z LB D,
11.1.12 RIEHEIERAEIREE (Stevens-Johnson fEIREE) (HHEEAEH)
11.1.13 R EMmM BEAY]) [8.2 5]

BAE OB ZE GRS BT A ITIE, EEZR ML BATEIRICE 2 AIREMER & 5 D T,
FERIZIE U TARBIZRIEST 5 2 &, Fio, EEZR THNBE LIESEI2IE, AR E &S

ik L, iR, EMERGSEOMYRNEEZTO 2 L,

HENRO SN HAE, BG5E2FIET 57 Pl EETIT S, FREEFITARH

<R
11.1.1

11.1.2
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N, HEESNDOIHFE L CREOREMEOBEIEENEI NS Z &, £l s Y
AFIRIN D OEFN O W ERFIR E L TEZBND,

11.1.3 #BEE2 51TV, BENRRBD ONHEICIEBE G2 HIET 5 7 CiEb) 2 40L& 217 5
Z b, FRICEENRE R OFOME, DA ZESE) OB & 2 BE 1L, FITEET L Z
ko

11.1.4 #@EE (U A, v b ) IZBWTE, AFIOBE#ZER72FEHEIERO T
RN, FT invitro 2B W T, AFILOREWIT, eV e D7 v B EIZ L
ZHC¥ % UDP-glucuronosyltransferase 1A1 (UGT1A1) #[HFE L7222 & 23R
ﬂ(b\‘éo 78)

11.1.5 @R (L) 128V T, AFIOEEZRE HEITRD AL THRN,

11.1.6  AKHFGZIEHEINH ORI HE SN TWD,
AENEG-BAERHZEBEIH O H 5 581E, HoIEERMLETH D,

AFIP G HX, EPICRAE (IWKRRAES) 217572, BEOREZ +oICBlET

HIZ &,

*MEROFEMAEZE L, BEREE 2 » ARIX 2B 1B, FALBEX 1 2 A1
BIOBE CEMT D EDRLEE LV,

RHNBE G-BAERH B #EHHI O & D BE T, FOICEETH I L,

¥, ARG 1-2 8E%IC, ANk, RBE RIS OWHIER D HL L 7255

BITIE, EHICERE~NEKT L L0 BE~FFET L2 L,

11.1.7 BEEERIEMENE W T, 22 - RICER SN egGER T 5 5-FUICK Y | 1H
(BRI, DRI, FEEIND D EHESND,

11.1.8  [EANDOTIRE ORI TR MR 2 R B U IEFDN RS S Tn 5, B ME
PRI TIZWE SRS &<, ZOXINIIE+o R EERNLETH D, BN
IR PRI SEE | Bk, FE 2L D — i) 72 HTHIE IR 33RO BT B II AR O G- 2 IR L,
M X SR OME 21TV, BB R E R LVE CHIZ2RET 57 CRURAEEZTTO Z &,

11.1.9, 111,10 EWNICBWTAEA L ORREERNBE TERWVEAWERA#HE SN TS Z
EMBEH LT,

11111 ERIZEBWTAHF & ORFEMENEGE T RUVIERMEIRMARIE, IMFEZE, HZERIE7e &
D MARFERIENFTRD HILTWND Z LB Ri#H LT,

11.1.12 ERNICHBWTERA & ORFEENEE CERWVEWERZI]E SN2 &b L,

11113 o7 b I P RPUEMEESGA (KX7Ao IAFauI3v 707
=V T UVE) LBV THE SN TV ARITERTH Y | AANCE O T HRBEENS
ETCERWEMMERE M AHE SN TND Z &b LTz,

(2) ZDthoEIER
1.2 Z0fbDEIER
11.2.1 BRIFEICE T H8E

10%LL |72 10%A0i 2 BERE A B
A WRRE S BEIE . SRR | RIRGE. 9 OUE. SRR
R EJA
B (33.2%) . BACARIR | R, 8. BRI, O | HIERE. SiiE. E s,
e (30.5%) . Mgt J& 2% + —famk. Binhimn, 8
P, DL R, DY,
NSRS
e Mafes. TIRRE, DABAE,

gL, AEIR
&S S P-4 IR
ARIMEREDRAD (26.2%). | ~~ b7 U > M, M | &lfl

H I ERHOR D (24.8%) . | /IMREGRD BLEREEE N,
RPN S R A/ B = B N = S -l = 111 712
(21.5%) . ~FEZ oty | . PekEEd
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i
BRI AR E W5, PLEIE TN FL 5 (TCH BERRE | e
550 NV Y A b o
7 4 ) | RLBEMERE,
i B R, AR, ok
BRI U o — L E R RE
B2 R wz g SRR R 2%
FREWIE . & D FEIE, B2
K
IRpEE (REREAE. MRt
i[=! ARFITRSE) . BRIEHE N
ey e v Em| RIEEM., AR, | IFEERY., mhr L7
JIFME - (24.2%) . AST #n. | BUN#I R 7 Rl | F=#90
g | LDH #5500, ALT #50, Al- | Btk
P 40
AR, RERCD, FE | SHERK ., REHEIN, B | EIE, B, DGR, R
Ot | AL T R o pER N CiR %“%‘Bfimﬁ%vfi i . Mge . . &
W BEEE, e EA | FY 27Uk Y RiE
11.2.2 thOREHESAIE OHBERESRKICE TSRS
10%LL Y 10% A -2 BEPE AT D
RN CRAMRE = | /B8 F N, 5. AR | S5 B R4
p— a—m Ny — RAGPEE | E JFk
N = 2 — N — &)
PR R . \
(93.9%) . B %" F &
(32.3%) . ##%Jm
Bl (82.9%) . BACRIR | HEX. BAPE, MIEE | ML ARR, ANz
e (75.0%) . &t (40.9%) . | I @Wﬁ PR, PR L
B, M i, EREERSE. AR, oA
K
g S Sl FE PR AL | R IR
EOMEMERE, Leo< b
IFPEREOEY (66.6%). | ~FZ B B U, i, | FEEWELT HERIF E
1% M/ REGEY (35.4%) . | U > SERE D
3 i Bk ek
BFRILERE (35.4%). | NOEE, BEIE. JIH
R R& SIS0 K, HIWKB, KEWEE, £
2 FESE
iR RN, AR
AR, AST H, Fe | mpr. ALT #n, mf e
JHFlk - | REELH UL e HE, Al-P
R ik fn. y-GTP #8440, 7
VT2 W
P57 (57.9%) . VEFHANL | T, MoE A peEe, W | BEJE IR 2 EARTHE
B (9 | I8 2% RLBRE, | RL, BEIEZS i, F8 B, | K H U ¥ A IfUAE , B | K
MEARSE) (40.9%) . i | EXGEEY (MWEBERK | 7 Y o AMSE, BIE RS
ZOM | E, AR, RERD | %), TURE, FEE, BT | BEORIE, OpEh T X
I RS R SEERIL | SEERL. s R U 2 Y
JE. ff Y 8. CRP | RififE
N, AR
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1) ERSOREKRRERNE O RBHRE THRE S, SEEARHETERVEITER

H2) AEE LI BIETERL-ENERRE (BB 2ENG 1 FEERRER [JO014865 35k ],
AT - FETSFLIR R0 2 E NS T AHER R BR [(JO15151 78R, JO15154 3Bk . JO15155 #tEr . JO16526
B, 1T - HREEIOET B ENE DAERRER [(JO15152 3R], 1T « FIEE « EIEIC
*9 B ENE TFEERRER [JO15153 3ABk], 1T - S IEREG - B C k92 BN T ARERRR
B [JO15951 #RBR]) DEE

*3) CIETEN L -ENERRER GETT - IR - B x4 2 BN 1/ KRR (JO19380
BT, Stage 1 KON O B 5 OG5 O BE T 5 ENE THEERRBR [M028223
) ofER

<>

HAPFEICB T WA, Alks BB X 2 ENIORRRBRSHE O R B IZ RS EF#E L
7oo MOPEEMENEE A & OO B GRICBIT 2 @A X, C BRI X 2 E PR ER B O R B
JEIZEESEFEH Lo, F7o, BB EXIRICOFHEE CEM L7258 3 MERRRBROAF K GHET
ROLNTEWER O S B, BN E R EG A MHE R OMITER LT,

<ZEIFH>
EHEREMERRTRAE

1) BHIEEIZETHHE
RWI-1 BIERARFKRIE—ER

FIE B2 298

mIVE 28 BB 5 277

RIE R FE B3 (%) 93.0
FENE BER [zi’;ﬂi] %(I;/?Sgr_ Gradel Grade? Grade3 Grade4
ERERIRE 202 [892] 67.8
IR ERER D 78 26.2 57 17 4
9 ifn BRE ek 74 24.8 44 28 1 1
M UL e N 72 24.2 2 39 28
U 2 oRERER 64 21.5 5 22 31 6
AST(GOT)¥ 54 18.1 39 10 5
LDH #n 45 15.1 37 6 2
ALT(GPT#n 39 13.1 28 9 2
~NET 0D 38 12.8 20 14 4
Al-P #40 38 12.8 33 5
IR 37 12.4 28 9
PERIER AR 37 12.4 22 14 1
iRl N =:5e5 i 31 10.4 21 5 4 1
~~< h7 Uy b 29 9.7 21 5 3
PRUCHE BB 22 7.4 18 4
iR b 21 7.0 17 1 3
U P ER B 17 5.7 7 5 3 2
HLEREE N 16 5.4 15 1
)£ k& 15 5.0 14 1
A~ U o A 15 5.0 11 4
7a ha e U REIEE 14 4.7 11 3
IREHEM 13 4.4 11 2
A7 7 2 R 11 3.7 11
BUN #4in 11 3.7 9 2
M A v v A 10 3.4 7 3
SR R o BERGE 10 3.4 5 5
frf 7 U o B 8 2.7 7 1
7 v F = B 8 2.7 4 1 1 2
R ae ) Gk 8 2.7 8
L ER N 8 2.7 7 1
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RESE BMEA [zgﬂi] %(%ZX Gradel Grade?2 Grade3 Graded
K A 6 2.0 6

i HE R B 0 4 1.3 4

i N N 3 1.0 3

A U o AEEIN 3 1.0 3

i H AL Is > 3 1.0 3

BUN 3 1.0 3

A HREREHE 0 3 1.0 2 1

HLERER D 3 1.0 3

M7 vy F =i 2 0.7 2

T ¥R R BRER A N 2 0.7 1 1
U IR ER 0 2 0.7 2

L EE NOS 2 0.7 1 1

KR BN 2 0.7 2

TAT I - a7y s 1 0.3 1

U BRI RE NOS HH 1 0.3 1

EEALE Sy he v R T AF 1 0.3 1
v HEFEIE R )

R T A 1 0.3 1
fﬁl L URAT —¥

. I? 7V R 7 X 1 0.3 1

A B 1 0.3 1

I AN 1 0.3 1

I s 1 0.3 1

TR ER B> 1 0.3 1

DB ST #% FFE 1 0.3 1

IR I ER A 0 1 0.3 1

GV 99 33.2 76 292 1
T H NOS 76 25.5 63 8 5
EIAPS 67 22.5 57 9 1
& NOS 42 14.1 26 16

5K 17 5.7 14 3

&% NOS 14 4.7 7 5 2
I 13 4.4 12 1

AER 9 3.0 8 1
AR 8 2.7 7 1

11 D G SRR 6 2.0 6

HAbas M 6 2.0 5 1

B i 6 2.0 6

[U¢ES 5 1.7 5

RS B A R 5 1.7 5

RS 3 1.0 2 1

PR 3 1.0 2 1

HER B 3 1.0 2 1

DB AR PRI 3 1.0 2 1

ALF 2 0.7 2

T RE IR 2 0.7 2

AEOVVEN 2 0.7 2

EXi 2 0.7 2

AL TR 1 0.3 1
LyFo s 1 0.3 1

H 7% NOS 1 0.3 1

ElSIEES 1 0.3 1
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RESE BMEA [zgﬂi] %(%ZX Gradel Grade?2 Grade3 Graded
B 1 0.3 1
HREON S A 1 0.3 1
5 1 0.3 1
HEN R 1 0.3 1
AR 1 0.3 1
I 1 0.3 1
HEE D A 1 0.3 1
AiE % NOS 1 0.3 1
=R 1 0.3 1
TfEE NOS 1 0.3 1
15 FAZE NOS 1 0.3 1
PEEEE 1 0.3 1
JE K 1 0.3 1
S i 1 1 0.3 1
JTPH HH ifn. 1 0.3 1
T - 194
EESLUETHERES [282] 65. 1
TR EERE 176 59.1 84 56 36
BRI AR E NOS 41 13.8 41
B2 16 5.4 13 3
i B AE 9 3.0 8 1
JNDFEE NOS 8 2.7 7 1
) FENE 5 1.7 5
(RS 4 1.3 4
B 4 1.3 3 1
B [ 2 0.7 2
HLBE 2 0.7 2
HIBLEFZ JE 26 NOS 2 0.7 1 1
F &2 NOS 2 0.7 1 1
&S NOS 2 0.7 2
iR 1 0.3 1
P O FEAE 1 0.3 1
E20N 1 0.3 1
JI\J& 1 0.3 1
B2 & DJAE NOS 1 0.3 1
TG RTRE 1 0.3 1
F2 & RE R 1 0.3 1
B EBIE 1 0.3 1
A3k 1 0.3 1
2HBEL L VIRERFERE 98 [121] 32.9
U AU IR 41 13.8 29 10 2
FEEL 33 11.1 24 9
57 13 4.4 10 3
iob] 6 2.0 4 2
R A R 5 1.7 5
K78 5 1.7 5
Y PR IE 5 1.7 2 2 1
T E NOS 4 1.3 4
I NOS 3 1.0 3
JE3i8E% NOS 1 0.3 1
HLH 1 0.3 1
A By VN 1 0.3 1
R 1 0.3 1
HilEEEE NOS 1 0.3 1
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RESE BMEA [zgﬂi] %(%ZX Gradel Grade?2 Grade3 Graded
AP NOS 1 0.3 1

REBELUVOEXEEST 96 [101] 32.2

LGS 91 30.5 69 15 6 1
EH Y v AIMAE 2 0.7 1 1

i AK 2 0.7 1 1
B LD SfiLSE 2 0.7 2

iR IMLE NOS 1 0.3 1

K7 V7 2 U ffE 1 0.3 1

KAV 7 AffE 1 0.3 1
KT KU 7 A E 1 0.3 1

HERES 57 [11] 19.1

P 19 6.4 17 2

SR 18 6.0 18

FEME D £ 11 3.7 11

JERIOR 3 1.0 1 2

s 3 1.0 3

RO D F 3 1.0 3

SEIRE 2 0.7 2

Kk = = —r X —NOS 2 0.7 1 1

e 1 0.3 1

RS NOS 1 0.3 1

P T JBREL 1 0.3 1
AR 1 0.3 1
0 OFERKE 1 0.3 1

thRe Mt NOS 1 0.3 1

Jr8EJE NOS 1 0.3 1

CRIREES 1 0.3 1

JhE AR 1 0.3 1

WL SERE 1 0.3 1

MEERES L UHEEHEBES 32 [43] 10.7

SRk 13 4.4 10 3

RaHE 11 3.7 9 2

F77 0 L 3 1.0 3

%63 3 1.0 3

J B 2 0.7 2

A5 A L 2 0.7 2

i /1 NOS 2 0.7 1 1
HIH 2 0.7 1 1

VU e e 2 0.7 1 1

RS 1 0.3 1

AT 1 0.3 1

i g 1 0.3 1

MR ER. MERE & UiitfRiES 33 [37] 1.1

Ik 11 3.7 11

NNz B IR 7 2.3 7

IR R 4 1.3 3 1
WE Ifn. 3 1.0 3

FRGEDRIAE 2 0.7 2

I 2 0.7 2

Jilg & 1 0.3 1

AP ERERME i 2 1 0.3 1

A R E 1 0.3 1
Jiti ZEARE 1 0.3 1
24 NOS 1 0.3 1
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RESE BMEA [zgﬂi] %(%ZX Gradel Grade?2 Grade3 Graded
£ HH I 1 0.3 1

=20 1 0.3 1

SR 1 0.3 1

BB L UREBESE 28 [30] 9.4

EHEPR 19 6.4 16 3

HER A HHE 3 1.0 2 1

BEIR 2 0.7 2

Bt 2 NOS 2 0.7 1 1

2P AR4 1 0.3 1

i fR 1 0.3 1

JREH NOS 1 0.3 1

[ B AERE R 1 0.3 1

BEEED K UEFE R 25 [25] 8.4

BHEES 17 5.7 13 4

&Y NOS 2 0.7 2
JE T i 2 0.7 1 1
2PERE XK NOS 1 0.3 1

VU S 1 0.3 1

PRI NOS 1 0.3 1
FIiE 1 0.3 1

ARIESE 16 [18] 5.4

FRIEHLN 5 1.7 4 1

A 3 1.0 3

IRNG 2 0.7 2

AR D F 5 J% 1 0.3 1

R o Fe . 1 0.3 1

IRH2f5% NOS 1 0.3 1

RIS 5 FEdiE 1 0.3 1

AR g 2% 1 0.3 1

IS My 2 ek 1 0.3 1

AU 1 0.3 1

H P fs 1 0.3 1

fBHEE 7 [7] 2.3

ASHRSE 7 2.3 7

MES LV UNREE 5 [6] 1.7

% 1f. NOS 5 1.7 1 2 1 1
FEEME AT B BRI E 1 0.3 1
FFREE REE 5 [5] 1.7

JFHERESLH NOS 4 1.3 3 1
RENIF 1 0.3 1

mEEE 5 [5] 1.7

&1 £ NOS 2 0.7 2

U U NER 1 0.3 1

RERIREAZE 1 0.3 1
TR SR AR i 1 0.3 1
DEEE 5 [5] 1.7

HIk NOS 4 1.3 3 1
@ iE 1 0.3 1

EH L URKEE 2 [2] 0.7

%5 NOS 1 0.3 1

Hig 1 0.3 1
ERBLVIERE 2 [2] 0.7

Ji2= HA 1. 2 0.7 2

SE. TEH L UVNESHHE 1 [1] 0.3
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RESE BMEA [zi’;ﬂi] %(%/34 Gradel Grade? Grade3 Grade4
i) 1 0.3 1
#£3F - MedDRA Ver.6.0 IZ & %,
BI/EFAEEELE : NCI-CTC (1991 4Efi & 5\ id Ver.2.0) (Z X 0 HIE (FEMREAERL),
2) thONEHEERREOHRARERICHE T SHRE
=W-2 BEEARBARKE—E
FORE 15K 164

RIVE R BLBIEL 164

FIAE 8 B (%) 100
RESE BMERA [ggﬂg] %(ﬁf)i Gradel | Grade2 | Grade3 | Grade4 | Gradeb
BialEE 158

[490] 96.3 146 74 23 1

G 136 82.9 90 36 10
TH 100 61.0 64 32 4
[ 67 40.9 43 18 6
(EEE/S 61 37.2 51 9
(EE 38 23.2 35 3
R 23 14.0 17 5 1
eI 9 5.5 5 3 1
AER 6 3.7 5 1
HE B AN R 4 2.4 4
N REER YR 4 2.4 3 1
IR 4 2.4 4
i) 3 1.8 2 1
B P H I, 3 1.8 3
o JE 9P 3 1.8 2 1
B 3 1.8 2 1
iZES 2 1.2 1 1
GRS 2 1.2 2
B E W R 2 1.2 2
AR 2 1.2 1 1
i D it % 2 1.2 2
HE R e 1 0.6 1
JITFH i, 1 0.6 1
AL D ZE 1 0.6 1
JINiki=e? 2 1 0.6 1
SR N 1 0.6 1
Rl R 1 0.6 1
H i R HH 1 0.6 1
T BRI 1 0.6 1
FEH I 1 0.6 1
TR AR H . 1 0.6 1
1gs T R D R i A2 i 1 0.6 1
e A R f 1 0.6 1
M AR 4 1 0.6 1
M BEPNR 1 0.6 1
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BEHEE FMEA [§§§ﬂ§] %(iof)i Gradel Grade2 Grade3 Grade4 Gradeb
B JE 2% 1 0.6 1
FLFH & PR 2% 1 0.6 1
HIEREE 157
[266] 95.7 126 51 26
KPR = 2 — T — 154 93.9 87 42 25
R S 53 32.3 48 5
PSR 22 13.4 16 6
SRR 15 9.1 13 2
FEED E 9 5.5 7 2
KIEVEEE = 2 — /R F— 8 4.9 6 2
WL SE R 2 1.2 2
JE B BR 1 0.6 1
=l 1 0.6 1
PR 1 0.6 1
—f% - 2HBEEB L VRS OKE 144 478 116 15 1
[238]
9T 95 57.9 61 25 9
AN T 44 26.8 35 8 1
I AR 33 20.1 22 9 2
FEEL 16 9.8 12 4
RS MR 13 7.9 12 1
TENEBAL S 5 3.0 4 1
TEAENL# RS 4 2.4 3 1
TSN 4 2.4 3 1
e G- TR 3 1.8 3
A ek 3 1.8 3
TSR 3 1.8 3
TN 3 1.8 3
ENEBAT I MR H 2 1.2 2
e N AC S 2 1.2 2
TSN RLEE 2 1.2 1 1
Jiobr 1 0.6 1
LA BRI 1 0.6 1
ARG 1 0.6 1
HEAEBALALEE 1 0.6 1
TESTERAT B IR 1 0.6 1
VIR 1 0.6 1
ERRRE 140
[331] 85. 4 57 105 57 2
I HRERER D 109 66.5 3 64 40 2
LIIRANY ol % 58 35.4 20 27 11
i BRE Jak 40 24.4 11 26 3
IRE R 19 11.6 15 4
TARGRUVET I ) 8T VAT 2 7—CH 17 10.4 7 10
PR AR B 17 10.4 3 13 1
TI7=0T ) N TUART 2T =R 14 8.5 7 6 1
ML e v ve 8 10 6.1 1 9
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BEHE BER [ﬁgﬂg] REF | Gradel | Grade2 | Graded | Graded | Grades
MAFT A Y RAT 7 & —F 6 3.7 4 2
U 2 SERE R 6 3.7 4
o7 7 3 R 5 3.0 4 1
A Y A 4 2.4 1
y=INE NN T VAT =T =B 4 2.4 1 2
ST REAR AT 5 4 2.4 4
PR H i B 3 1.8 2 1
C-RIS M | N 3 1.8 3
~NE ST R 3 1.8 1 2
I EREHEN 2 1.2 2
M= L2 m— L 1 0.6 1
1. HP L v A S T S R D 1 0.6 1
s U o L 1 0.6 1
fHF ~ U o A 1 0.6 1
i HR R S HE 0 1 0.6 1
LEM QT LR 1 0.6 1
I R ER S N 1 0.6 1
REBLURERE 125

[130] 76.2 72 34 20
EEXE IS 123 75.0 71 33 19
Ji Ak 5 3.0 4 1
& Ifn 4 1 0.6 1
KA U v A iffE 1 0.6 1
RESLUVERTHBES 125 16.2 14 97 3

[219]
FE - RERRNR ARSI 97 59.1 74 21 2
BRI EE 50 30.5 48
FIB 24 14.6 21
i =i 8 4.9 8
B gt Fm 8 4.9 8
JIIN) == 6 3.7 5 1
& O FEIE 5 3.0 5
Jid[ R 4 2.4 4
EAR 3 1.8 2 1
B2 T . 2 1.2 2
JTRRIR P 2 1.2 2
JTFR B E 2 1.2 1 1
I 1 0.6 1
FEE % 1 0.6 1
SIERRR B % 1 0.6 1
TV AR 1 0.6 1
FEALBE 1 0.6 1
RN SIN A2 1 0.6 1
Z O VRS 1 0.6 1
DO - bHrEh 1 0.6 1
FEIRER. MENE & UHtRIES 53 [70] 32.3 52 4 1
& Hfn, 25 15.2 25
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BEHE BER [2%@%1 REF | Gradel | Grade2 | Graded | Graded | Grades
LoD 12 7.3 10 2

WA AR 4 7 4.3 6

IV 7 4.3 7

1 JPEF e R 6 3.7 5 1

FE B 5 3.0 5

BRI TE 3 1.8 3

AU 1 0.6 1

M R B 1 0.6 1

1 AR B A R 1 0.6 1

TP I ik 1 0.6 1

B A2 S 1 0.6 1
REEAE B K UFERIE 32 [43] 19.5 24 10 4
PPN 11 6.7 11

NGNS 4 2.4 4

RS 4 2.4 4

e se 3 1.8 1 2

S 3 1.8 2 1

R RGE R 3 1.8 3

G MERG 2 1.2 1 1
SR B R SN 2 1.2 2

T IE 1 0.6 1
RUE SR 1 0.6 1

Bl PSR 1 0.6 1

IV AVERE A 1 0.6 1

RN 1 0.6 1
&z 1 0.6 1
B H BRI PSR 1 0.6 1
N IE 1 0.6 1

AR~ A 1 0.6 1

fitiz¢ 1 0.6 1

SR R 1 0.6 1

FFRRERESR 24 [24] 14.6 18 5 1
JFiRE 25 21 12.8 16 5

Eiiis 2 1.2 2

ST IR E 1 0.6 1
HERRB L UEEHARES 24 [29] 14.6 23 3

A 7 4.3 6 1

B A 5 3.0 4 1

VU e e 4 2.4 4

RA & 3 1.8 3

P 3 1.8 3

=R N 2 1.2 2

TR 1 0.6 1

B+ R IR 1 0.6 1

[ENEg T 1 0.6 1

i 1 0.6 1

IR HESE 1 0.6 1
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BEHE BER [ﬁgﬂg] REF | Gradel | Grade2 | Graded | Graded | Grades
mERES 24 [26] 14.6 13 9

e 1fn. 16 9.8 5 8 3
JEE ST YRR I 4 2.4 3 1

TIAL 3 1.8 3

FTh 1 0.6 1

{8+ 1 0.6 1

FHEFNR AR AE 1 0.6

REREE 23 [23] 14.0 14

R HOE 23 14.0 14 6 3
ARfES 14 [16] 8.5 14

it 4 2.4 4

T 3 1.8 3

Fti e i, 1 0.6 1

NS 1 0.6 1

AR R 1 0.6 1

IR 1 0.6 1

MRy 1 0.6 1

IRZ 5 e 1 0.6 1

AR Mg T 22 1 0.6 1

AR e 1. 1 0.6 1

Al 1 0.6 1

mES LV VIRESE 11 [11] 6.7 4 6 1
=il 8 4.9 4 3 1
ERRZ M . 1 0.6 1

1 ifn BRI E 1 0.6 1

e e 1 0.6 1
FaEE 8 [9] 4.9 1 1
RHRAE 7 4.3 7

NS 1 0.6 1

RS 1 0.6 1
DR E 5 [5] 3.0 5

IR 3 1.8 3

F—EEETay s 1 0.6 1

RIR 1 0.6 1

EBLUREES 2 [2] 1.2 1 1

IR 6D F 2 1.2 1 1

BE. PEBLVLEESHIE 2 [2] 1.2 2

HEAIZHE D RS 2 1.2 2

BB LUREES 2 [2] 1.2 2

PREEFEA 1 0.6 1

BEIR 1 0.6 1
ERBFLVIEES 2 [2] 1.2 1 1

R BIR% 1 0.6 1

FLIHR HE 1 0.6 1

43t : MedDRA Ver.15.0 12 & %,
BITEFEBEE . CTCAE Ver.3.0 X Ver.4.03 (2 X v &,
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10.

11.

i
=

SRBRERRICRIETR

AN\

BREI TR

BERE
BRE S TN

BRALOIEE

14. BALDIE

14.1 EHIRABEOTE

PTP GIEDIEHE PTP > — F B0 I L CIRAT 5 & 5 5892 = &, PTP o — h 0
BT LY | BRI L, TSRS L CRRIR RS 0 B A0t
RSB LR S,

<FRFL>
PTP @3k DA — R I@T A2 EEFHETH D, ¥R TR LADLE*FEEL LCHREH L,

o AARREEMAGES S B EGEREE 240 5 (PR 84 3 A 27 A

12. ZOHMDFE
(1) BRERERICEICER

15.1 BREREAIZE D < 1E#R
INAu T ULORERE#EE THH Ve Fur U I Y5 Rush—+¥ (DPD) XKiE
HEOBRENILS ENUTFEL, 20X RBFEIZTINAR T T IV RERZBE LT-5E,
BeHINCEERRIER (D%, TR, MKPEE, MRiEES) 2388325 L omERH
D,
<>
AANL 5-FU [ZEH SN -%, EICElicBWCYe ke 25k Ka s —+E (DPD)
ko TREans, Lizh->T, DPD XKEZHOEEFIZHRE LA, 5 FU BMMRUE ST
EERAIER (DK, TR, mRkEE, REES) PRETL2B8203H 5, 723, DPD
RIBIRE DR BUAE BT 2 F A TR BIZ b e SN TV W O BEBIIAATH 5,

(2) FEERPRERBRICE D {1HHR

15.2 JEBGEREABRICE D < 1B

ABNIORHHTH D 5 FU (22T, BEREEAWTZRFHIRB W T, B\n 2R E BRI
HERTZENRESINTND ), [9.4.3 0]

<R

AENORH T 5 5-FU ITHIEE I U CERFMEIL /<, DNABELZ R Z Seho7on, B
BRI L TR F v FERERARZ L2 L0 b, WIHROREICHERERE L RITTEL
nNndH 5,
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X. JERGREAERICRE9T HIEH

1. REHER
(1) ENFEHER

VI BT 5HE ) OEHSMR

(2) REMREHR

RX-1 ARIEZEDO—REEAER ARG 80
HErE e | =BAE |8 B | B58%| B58 mg/ks) | AAE
—REREITHICRIZTTEE
— IR OB ER Irwin % ~ U (5) #&Oo o [100, 300, 1,000 |27 L
7>k (3) &M 100, 300, 1,000 |27 L
PIRBERICRIFTEE
HREESEICKITTHE  |Act Monitor ¥ | <7 2 (10) #0100, 300, 1,000 |1,000mg/kg T H 3 iEH)
2O
IR M AF 9 KERE writhing 1| ~o 2 (7) O 100, 300, 1,000 |7 L
YU QA RAET | A7) -t ~ A #0100, 300, 1,000 |E2%7e L
(9-10)
R AFARE A- MR | ~ 7 2 (10) &0 (100, 300, 1,000 |27 L
IR R IE T B EFERIROWEE | ~T7 R (5) O 100, 300, 1,000 |87 L
R E A SR RRER R ~ U (5) O [100, 300, 1,000 |27 L
7wk (38) #0100, 300, 1,000 |52 L
BEABRRUTEHICRIZTES
$ii H [ R A A e TEFval UG ELE R fHIR (106, 105, 104M |8 L
LR (in vitro) Tl PN
fEIRes - FIRABRRICRIFTTEE
EER - FRIR AR R ENRE MR, REIRIM | BRERA X (4) | BRI 10, 30, 100 [100mgrkg T % - K
. ELENE, Ji% B AR DA B ifn T o>k
FELEIHERE, O 5. P-Q MR R, K
ik, KEREhAR M. JoR 0 A 425 B 1 £ > T
F L OVLE R, ZEDESRPNERIN, K
JRR A AR 1 5 2 D ek
FEL K, mE, | BRERY L (3) Frie 10, 30, 100 [100mg/kg T - .03
itk e L O FrIRPN AR T, &g, p-
L R MMERS 1/3 fillC
QRS OIEE K S #E
MO ER RIED ) v F
e, D%k HEET v k #Oo o | 100, 300, 1,000 |1,000mg/kg TS 6 i
(4) M A E DB
EIERRICRITTHE
HHEH B ) OVE BB htee (2 v S G 8| <~ 2 (8) O | 100, 300, 1,000 |7 L
MBI OB E R
BEOWE, BHNE
)R
KERUERERBICRIFIEE
PR QR AR EERERAR| Ty (2) #B 100, 300, 1,000 [1,000mg/kg T#H 3-6
7w b e KrgRttsgn,

Nat / Kgid

AV - BFER O ZEO R 21T Dunnet 8 € X% Duncan O ERE DV S L7z,

SHHRERIC X9 D ZE DM E T paired t BREDNHW BT,

(3)
MR L

Z Dt D FEIEHER
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2. AR

(1)

(2)

B[O 5 E5 4R

VU AKROT v MBS EERR O EG R, YRR ERBREE_R L7, v AKD
7 v b TiX 1,000mg/kg DL ECTHIEB 2N A L, HER O S TOMBK O EIT
2,000mg/kg LA b EHEE Sz, VLTl 500mgrkg LA E TR, #E - FRIDERD BHAVTZ08,
2,000mg/kg H G2 W T H A TIHBUI 0> 7 8D,

RX-2 ARNIAEVQEERSHNE

5= BHROBRE
BWE | R5E%- 1R (mz’;f‘ja) Bk
~UA & - HE 0. 1,000, 2,000 | 2,000 Ll I
7 v h F&m - B 0. 1,000, 2,000 2,000 LAk
v FRO - 500, 1,000, 2,000 | 2,000 LA k*

* 1 2,000mg/kg £ THE- L, IRERBLUISH > 2L THI7Z2 L,

RERSSEHR
~UA, 7y ROV 4 BFERE ARG, <~ U A ROV v o 183 BN RERER, T o
R R OM L 26 38 R O 530080 OV L o0 52 8 R O 53R 2 Sk L7 82,

ARV H B DRERGRISRD DNTFTRITWTNSERICT b U XV R EEHN I
LTRBOOLNLmMEE —E L TBY ., HE, &V o SRIES ’iﬁ‘éE’%ﬁi‘if“&)of:o
HALE ML LTI, WErL, SR/ T, 15 2 MK - ’ﬁfﬁz 5% *Eﬂﬁiﬂiwﬁ FEREK
B OMPELRR EA5, EifErE e UCid, g, BifERkEgED . BRI T 2 AR e -
Ve H@aﬁ%ﬁﬁﬂiﬁébﬂiﬁkﬂ Wb, £z, U o SRIEAR Ciﬂ"/ﬁéﬂflfgk LCid, M-
[l U o RBEBR O ZHEN RO B LT, B Z U AERER DRBRRIFECH TITEED

%ﬁ?@ﬁﬁ'&@ﬁﬂ:ﬁ B DIBATHED R SIS, EFEHITH LN D% < IEm
PEDZELTHY ., 4 HF'%WM% EVIF L A ENEE I EIE-M 278 LT,

~ 7 ATIE 4 KO 13 BB D 395mg/kg/ H UL ETHALE ., &LV > SRS 69 5 R
DR 5L, 13 HERER Tl S 512, 395mg/kg/ H UL ECTAGEERIZ BT 5 BT MHEE1L.
791/593mg/kg/ H (#4537 HH XV 593mg/kg/ H TH5) TRERFECH O, (AE- HAE
BN SN, EEEEIT 4 KO 13 BERER T 198me/kg/ B & #HEE Sz,

YL TIE 4 BRRABRO 179.5mg/kg/ H LA ., 13 BB 108mg/kg/ H LA L. 26 ¥ REER D
144mg/kg/ A Tiili- U > 7SRl 263 2 B 0 b, 4 HREEER O 179.5mg/kg/ H LA F|
13 A FFER D 215/162mg/kg/ H (31 H % T215mg/kg/ H . 32~34 HIAH# 35 H X Y 162mg/kg/
HCT#E), 26 @R 144mg/kg/ H CIHLE BN DLz, 52 HHFBRO 108mg/kg/ H
TIXRE D&M U N RIEEHZ BT DEAEDR A LN DR TH - T=, 4 HERERD 359mg/kg/
A, 13 HRHFAER D 215/162mg/kg/ H & T* 26 JHFAER D 144mg/kg/ A TRER/FETIBLIFRD &
L. 2D ORITIE ERRFEEICIZ AE-BIEEORD AR O b, BEEAERT, 4 B
B CTl1% 35.9mg/kg/ H . 13 HRFER Tl 54mg/keg/H . 26 HHFER Tl 54mg/kg/H . 52 HE
BRClE T2mg/kg/ H & HEE S 7z,

7w F T~ T AR AR, BESNEBLITRETH Y, SETHRBITRD LR -
7. 4 HMFRERD 538.5mg/kg/H., 26 HEFER D 359mg/kg/H LA CHEHIMMHI, FEAT S
D HAEE DAL RS B, 26 HREEER T E 512 359mg/kg/ H LA E THRIMERXT A —Z D
EALNBIEE S, a4 MR T 359mg/kg/H . 26 ## FFER TlX 179.5mg/kg/H
EHEE ST,
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(3)

(4)

(5)

RX-3 ARVEAEVOREERSEMH

TYE | 5% R B8 REIER
(mg/kg/BH) (mg/kg/B)

~ U A | &R0 - 48[ 0. 198, 395, 791 198

v b | &0 - 458 0. 179.5, 359, 538.5 | 359

Wz B o4 B 0. 35.9. 179.5. 359 35.9

~ DA | #&0 - 13 A 0. 198, 395, 791/593| 198

oL oo 13 #R 0. 54, 108, 215/162 54

Zv b | &0 - 268 0, 179.5, 359, 5385 | 179.5

v B - 26 B 0. 18, 54, 144 54

% O - 52 B 0, 36, 72, 108 72

BinsEEER

B 2 W28 IR ZER S B, ~ o A/ R K OV FLBERS 2B MR 2 F W Tl s 7 28R A i
AREBRICBWTIE, BB TH o7, b b SERE VI AR R G RBR T, ENE LR IESE
ETFOMREYZGT 2RE (250 u g/mL PLE) TERFFEE U -F, YRR 284 54
RO DIEIMZRD BTz 83,

AARIEEER
~ U A&z 24 5 H EHEAERE D #5208 AJFMERBR (IC B W TN AJRIEIRER O e o 7z 89,

ATEFR A SHAER

~ U ATBT DZIAEE L OISR £ TOMRFEAIZEE T 58, 8- Bl Fa'é?“éﬁ%% (BRI
%Fﬁ%&(ﬂf&ﬂﬂi\ ﬁﬁ’ﬁﬁaﬁi) K O AR M OV AR R D AR NS !@J%@Hﬁ (2B 5
BR, VUSRI DRI RIS o2 S Lo, ~ v AR IR VA B9 23 (BAE
B EHE) TIREREERF TR Ao IA A b, WEEENRD bRho T
b, HEE TR (BIER AR AEmS, £, BRI 228 e
D LA E LICRBR (BRDIERE) 2B S iz 70,

HR_RUE L DAETEREBERBRICBWTIX, 7 ok ) SV URBHITEICHRE S TWD
IREEAER | AT EMEIER 72 EREIRIT 3T D 52 803550 DL, MEBATRRE DR T, HEBLAE AR 1C
BT DRI DWW M T 5 HLT2, 777203%)% ELOERE CORFAEICET 5B TIX
760mg/kg/ H THEMEBLIENY) O (R EIE NN & - FEEE B . HEBLENY) CHEE 0 B R OV EIC S
< R ZREEEDIR T . HEREMW) CAFERS ORI FAO LB Stz K%, R M
BT R ERE - ZMEREIC E@ﬂﬁ%ﬂto%mm&gﬁuif%ﬁ@ﬂﬁﬁtéﬁﬁML %
AV, BB OIERZ NI 2 RERD A A b, BEaErkE I3 EY & ORI T
190mg/kg/ H & HEE L7z,

~ 7 ZDIR G FAIC T 5 3BR TlE. 100mg/kg/ A UL ETREMW) TOKRER MG, JBIET
D 14 P EEE NN RD Hil-, 198meg/kg/ H DL E T, A TEME K& OWE I 0 58 538N 2338
Doz, HARTIE 100mg/kg/ H LA E THEILHE OAME RS (K — 20REEE) OB LA R
i, 5T 200mg/kg/ H CTHEFAHAREBRED . 4 BAGFRIKRTFRALN, BEMEREIIEE
B AR EREBR I RE K OWE IR T 50mg/kg/ H . H SRS HERECII R8I 100mg/kg/H . HA
2 50mg/kg/ H & HEE 7z,

PO JRIERAEICEE T 2R Tk 90mg/kg/ H LA L CHEEENRIEIE 3580 Hiv, Mt & iT )
¥ 90me/kg/ H | H I3 45mglkg/ B & HEE ST,

~ U AO AR R OH AR OFEAEW NS RHAOIEREIZ B4 258k T 400mg/kg/H £ TOH#5

THREMWENE, HAERORE MU EBITA OGN o Tz, BEEEIIFESY L AR E S
(2. 400mg/kg/H L HEE STz,
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(6)

(7)
1)

2)

KRX-4 ARVEAEVOEERESMH

n B5E J\EUE
i BSaE- W (mg/kg/B) (mg/kg/B)
AR BE <~ U A |NAECHT 28 H ~FZHEEEMEER £ T (0. 190, 380, 760 |HEW- R : 190
R ZZHCRT 14 H ~4FiE 6 H
S - B A8 A ~UA IR 6 H~15 H 0. 198, 395, 791 |RF&EM-HRIE : 198 AKiili
(BARERE : mAE)
iz 6 H~15 H 0. 25, 50, 100 FaE- g 50
(BRRERE : KA &)
iR 6 H~15 H 0. 50. 100, 200 |REEM# : 100
(SRS I kE) HAE R 50
H |HEHR 20 H~50 H 0. 22.5, 45, 90 téb%
fale
JRPERI R ORI [~ 7 2 |{F4E 15 B~ 20 H 0. 100, 200, 400 t@ﬂf% Hj@% : 400
ERT R B ER
MAE R L
Z DD EHKENE
R %

ELEy D ASA RN O~ 7 AD PCA B %2 320 L, £ 72l CRERAPURDORIEZ1T -
7o TNHORBREMT T, XU Z BT 1gG BIPUR DR D _EH TR S 1025 55\ 0% JFE
WERD BT, WP ORERIC kwf%%ﬁ%%ﬁu&ﬁ<\ﬁ%@iﬁ%@%&ﬁ%oto
Fo. UMD EHAPBOONT-HEICH, A X EVEMTT T 0 T KIS DFHR
Mﬁ<\7%747%/—ﬁmfﬁﬁﬁ S 2 g IgE MBUROEA TV EB 2 DL,

Rt n =t ®

HRAE ORI THH n— X FAT I aA— )LOFMEEHRTH-0. Ty FEHNE 2
IR 53R 21T > 72, 88mg/kg/ H D5 T—MED X A BT, HEHEAL TO /AT
FEME, i, FFREREIS F7e R L=y, W b E ©, WEBSEM L &2 kb7

ST,
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- AR5 -

EEMEEREICAT SEE

. BRHIRS

B AL S8 R T
) EE—EASEORTE LV ERTZ L
BRI 2 B3

K . Yo — 2 EE 300

. AR

AN - 4 4

. BERETORE

Wik - IR

. BREWEDEE

20. RkLLEDEE
T e —udBRERITRR AT TRFT D2 L,

<S>

(V—6. RHIOKHEEI FickT 2 LEN 2R

. BERITEM

BERERLTA R /Y
<TFVoLEY :AY

P
RERS, P AFFOMBI R,

. EffEEERAR

1998 =4 A 30 H (CkHE)

- BERGAREABRUVARES, EMAERFEFAE. RELFAE

Mot BOEWRGTATREA B TR

St AL AE R F

IRFeBRMEA A

£ r—&§E 300 2003 44 H 16 H 21500AMZ00400 | 200346 H 6 H

2003 £ 6 H 24 H

BUEHR T ATR AT

It I n I
(F=TF777—1)

20242 H 1 H

_ PREREMEEN. AERURAEEEENENERBRUZORE

EEFAH EERE

- TRATARESUT AT @ IELROHE] (Bik) OB
- DRERE 38 1 DI AL AR o Tohke

RFENI

20074-12H 12H

TRR) RO THER O &) (Bi)

- R YIBRANRE /DT - R ORN - ERE ) © T2k
(Cik) @B

20094-9H 18H

R RO THIER O &)

- HREYIBRARE 2R HET - BREDO B O T3hhE
F & DOHEHIT CIE) DB

20114£2H 23 H

FRR) RO THIEROHE] (Aeid
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ZEFAH

EREAR

2015411 4 20 H

- TEEICRI AL FRE] © IREXIIshE) KO THEROAE] (CH) oiB
IMTEE, TRHREX I % TR YIBRARREZ2 AT - OB o THiE) T8 H

20164826 H

- TEMHEIC I DB L ERRiE) o [2hnE

R RO THEEOCRE] Bk,
PRI OEA OLAIT DR OBV, TZREIBR & TR T ik
BbEHE RO NEEUIBRRRE AT - RO - B 20 THEM - B
\ZAE W

20204F11H27H

eSS

WEEREERE] © THIEKOHE] (F/8F=7 bV KRfw L OFET 2
A CIE) oM

- TG - IERGRE SR DINRMERE] © THIEEROHE] (K3 ) 77 F - Lif

M543 CiE) oBn

- HREYIBRARE 2R HELT - RO « B © THEROHE) (o GrErEimsAl &

O 255132 E1L) OB

10. BEERR. BMEBRRLAREABRVZORAR

11.

12.

13.

14.

RO

RIS & EH A, ERE T O E, ANER R e OMRE BT 5 A

FHUARE2HE 3 FAMBNAETONTIUCHEY LRV E OFERRE 21572,

BHFRHE

HEERFZNE

201946 H 20 A

 FfT N U PR RIS

- A 30U D IR AR B L SR

- IRIEYIBRARE 2R AT - HFEOREN -
- TR EIBRANREZR ST - BREO H I

BEEHM
SEEX IR RERUVEE HEEHM
« PINREE T ERILE (AR 20034F 4H16H ~20114F4H15H (] 7T)

- T RE

TEEFE (BiR)

20074£12H 120 ~20114E4H 150 (& 7T)

- RIS BT DINERA ML RRE (B 1K)

20074E12H 12 0 ~20114E4 150 (#7T)

B UIBR RE AR AT

- HFEORNG - BB (C k)

20094E 9H 18H~201144H 150 (#7T)

- IR DI BRABE AR AT

- FHREROHE (CIE)

20114F 2H23H~20114E4H15H (& 7T)

REHMFIRICEE T H1HHR
AANL, BEEIARCBE T D HIRITED 5TV,

£Ea—F
N BASHERGEE | BHERREI_F . | LeorREn=
RITA RBEERD— K (Y 3— F) HOT 04 &S | o 23 nma—F
£ — & §E 300 4223005F1022 4223005F1022 115169502 610470009
RIRFEH LDFEE

AREFNOEH EOTEFIC,

[RAN T BRI A5 226 S 28 AT RE 22 fitn it S O AL SARIE IS 00 7R R R

ZFFOEMOb & T, A EORESFEZETO L, 53528, ) LEBINTNLHDOT,

DT> T TIREET D L,

JEAE A R R R R R R B A AR ZE FE 5 0606001 5 (CER% 1546 H 6 A
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8.1 Pregnancy

Risk Summary

Based on findings in animal reproduction studies and its mechanism of action, XELODA can cause fetal
harm when administered to a pregnant woman [see Clinical Pharmacology/. Available human data with
XELODA use in pregnant women is not sufficient to inform the drug-associated risk. In animal reproduction
studies, administration of capecitabine to pregnant animals during the period of organogenesis caused
embryolethality and teratogenicity in mice and embryolethality in monkeys at 0.2 and 0.6 times the
exposure (AUC) in patients receiving the recommended dose of 1,250 mg/m? twice daily, respectively (see
Data). Advise pregnant women of the potential risk to a fetus.

The estimated background risk of major birth defects and miscarriage for the indicated population is
unknown. All pregnancies have a background risk of birth defect, loss, or other adverse outcomes. In the
U.S. general population, the estimated background risk of major birth defects and miscarriage in clinically
recognized pregnancies is 2% to 4% and 15% to 20%, respectively.

Data

Animal Data

Oral administration of capecitabine to pregnant mice during the period of organogenesis at a dose of 198
mg/kg/day caused malformations and embryo lethality. In separate pharmacokinetic studies, this dose in
mice produced 5-DFUR AUC values that were approximately 0.2 times the AUC values in patients
administered the recommended daily dose. Malformations in mice included cleft palate, anophthalmia,
microphthalmia, oligodactyly, polydactyly, syndactyly, kinky tail and dilation of cerebral ventricles. Oral
administration of capecitabine to pregnant monkeys during the period of organogenesis at a dose of 90
mg/kg/day, caused fetal lethality. This dose produced 5-DFUR AUC values that were approximately 0.6
times the AUC values in patients administered the recommended daily dose.

8.2 Lactation

Risk Summary

There is no information regarding the presence of capecitabine or its metabolites in human milk, or on its
effects on milk production or the breastfed child. Capecitabine metabolites were present in the milk of
lactating mice (see Data). Because of the potential for serious adverse reactions in a breastfed child, advise
women not to breastfeed during treatment with XELODA and for 1 week after the last dose.

Data
Lactating mice given a single oral dose of capecitabine excreted significant amounts of capecitabine

metabolites into the milk.

8.3 Females and Males of Reproductive Potential
XELODA can cause fetal harm when administered to a pregnant woman/see Use in Specific Populations]/.

Pregnancy Testing
Verify pregnancy status in females of reproductive potential prior to initiating XELODA.

Contraception
Females
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Advise females of reproductive potential to use effective contraception during treatment with XELODA and

for 6 months after the last dose.

Males

Based on genotoxicity findings, advise males with female partners of reproductive potential to use effective
contraception during treatment with XELODA and for 3 months after the last dose /[see Nonclinical

Toxicology]/.

Infertility

Based on animal studies, XELODA may impair fertility in females and males of reproductive potential /see

Nonclinical Toxicology].

INREFEA~DOB G 5 HH
KERISCE KL EU @ SPCIZHBIT H#iILL T LB TH D,

KX I-3 /NEFIZEY HENER

High

EHNE

KERASCE (2022 4 12 H)

8.4 Pediatric Use

The safety and effectiveness of XELODA in pediatric patients have not
been established.

Safety and effectiveness were assessed, but not established in two single
arm studies in 56 pediatric patients aged 3 months to <17 years with
newly diagnosed gliomas. In both trials, pediatric patients received an
investigational pediatric formulation of capecitabine concomitantly with
and following completion of radiation therapy (total dose of 5580 cGy in
180 cGy fractions). The relative bioavailability of the investigational
formulation to XELODA was similar.

The adverse reaction profile was consistent with that of adults, with the
exception of laboratory abnormalities which occurred more commonly in
pediatric patients. The most frequently reported laboratory
abnormalities (per-patient incidence > 40%) were increased ALT (75%),
lymphocytopenia (73%), hypokalemia (68%), thrombocytopenia (57%),
hypoalbuminemia (55%), neutropenia (50%), low hematocrit (50%),
hypocalcemia (48%), hypophosphatemia (45%) and hyponatremia (45%).

EU » SPC (2022 4 10 H)

4.2 Posology and method of administration

Posology

Posology adjustments for special populations:

Paediatric population

There is no relevant use of capecitabine in the paediatric population in
the indications colon, colorectal, gastric and breast cancer.

5.1 Pharmacodynamic properties

All indications:

Paediatric population:

The European Medicines Agency has waived the obligation to conduct
studies with Xeloda in all subsets of the paediatric population in
adenocarcinoma of the colon and rectum, gastric adenocarcinoma and
breast carcinoma (see section 4.2 for information on paediatric use).
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