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IEME B ATE AT 2B, IRMSCEIC R SN B & AT 2 IS
MULERIGENH Y, MESEOERFRMLE (LLF, MR) HE~OEFEROBINGE
RKROBRIC LIV BEREMRE L TETWVD, ZOBICHEREREBROICAFTT S
WOEHEY AR LTERNA 2 a—T74—25 (BLF, [FEBRT) BNEAL-
1988 I H AP sEAlRT = (LT, BHIWHE) PN 2/hEB SN 1 F OfCEM T
I FRodhk, I FRl#BEaRE L, T D% 1998 I HIRHKAIE 3 /NER AN,
2008 4, 2013 FIZ AREEEEREE SN | FRlsllZHOBGET 217> CT&E 72,
IFﬁﬁEﬁzmsuM I FIZPDFEDOEBE T — &&Lf%ﬁ#é & DR
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LD T FOEREBRFTOMREE LT (A2 b a—T7+—LHEE) ZREL, [
D1 F PP CELMHET 28 EERERE L CHEEEE - LTV D
2019 DA L ERHBEHEOLH (ALY, 1 FildiZH 2018) BNAE I,
Ao TR 35 O BRFE G AR SN R 2 T A R 7 4 ) (ZBEE T 5 15 HI& A
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I. MEICEA9 HIER

1. FFEDERE

ZAnu 7 (5-FU) 1%, 1956 4 R. Duschinsky 52 K-> THk I L, D% C.
Heidelberger & % H0y & U CIAHE K ONEIRIC H 2 R 72 WP 28 THUEMEER A & L CORHE
BHESL SN Y 2 VU R REHETAICH 5,

AFETIE, 5-FU #HFE : 5-FU 7 250mg/1000mg) 1% 1965 4E 10 H ~1967 4 1 H ICHi &
RERM T, 1967 4E 7 A ANKRR &2 %1 7=, R\ TC 5-FU #UE W 1 (A . 5-FU #0E
5% ) 1% 1968 I ERARRER A4 S 4v, 1972 4F 8 HICH KGR Z % 1T 7=,

HEHANZ DV TIX 2005 4 2 A THis AAIDFRIRIEICBE T 2 Migts) oWmEFEFICESE,
SHSEE 3T 2 PUBMEIER A & OPFA#E, BX O, #15 - EEcd 2 LARFR Y F—
kA n y T VR EHEOERRIEOZRE - iR, AL - AHENBIKR I, i
DO - HEOBIAGRIZ LY | HEOBEEFZESN O 7 A 0T 22 ETe R A
O BRMIIEIC T A EEENMRH SN, TOEBIIRZ LI, TAFa T T UADOKRE
BN T VRBIORT B L, 131 TvBH720 1000mg D HFZ vAna w7 v veahs
T HERAIORARG 2 5E L, 201141 A, 5-FU ¥ 1000mg & L TRARBINZ, £OD
. 2013 - 2 o34 7 V8K T5-FU 1 250mg | MR ST,

F7-. 2011 4£ 9 AT IZx3 % FOLFIRINOX WEEDHISHERICHOWT, R EOME
PED ENARTKFREE « FIS N RO RN EATHEE IR S 4L, 2013 4F 12 7 1T LA KRR
iz,

E 52, 2018 4E 9 HiZ, /NBFISHTHLARE Y F— |k « Zdu v T oV FgEREN
PAED [ZhEE TR RO THIER O &) DESHETY: EAMTH H & L ClEIG KGR
iz,

2021 4 11 AT, BEmE Sk 2o FrEMEEEAl & O OFHEED TIRESUTE ) KO
THER O R DEZFEZE FAMTHD & LTRSS AGR S Lz,

2023 4 3 HIZ, 1BEUIBRANGERENT - B OFEICHT D VARRY F—F - IrFu T
SOVERGERHEOF LD TRE IR KON THIER A& BNESEE EAMTH D &
L CHllJ 7S ST,

2024 4= 3 AT, 1B YIBRAREE R ELT - IO BRI Dt OHUEMEIRZE A & O fF HIRIE
O hEEXIIE ] RO THIEROHE] BEFEF ERAMTH D & L THEIGDSEKR S 7z,

2. R OARERFNEYE
1.DNA 4 RPE2,. RNA BEGEfEEIC L HUEEN R 2 RTEEZ b TN D,
(TVI. S50 33 - B4 2 THE | OIEBR)
2. thAIOEH CIREUIBRARE R e . /N, BIERSOAAENSHERE I N T\ S,
(TV IR 2T ] OEBR)
3. BIEH
WORIWERMNRS Hoid Z ENHDHDT, BIEEZ+HDITATV., REPRD SN-8HE2X
Beh A2 57 CEYIREZITH Z L,

717
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D.T7F747F— (WTNLHEERY), HEMNEZEZSOREHEES (HER
B, SoMmEDAE, DFHERE. REEFOE. DEMEE (T oBERY), E8
HEEE (BHEAY) . MEMMR EEA) . BIEFX. AL, FHREEES. #5E
(W HHEARY), FFEZE WERP), HEEES. EELORNE (Wb HEE
B, BtER (BEAE), BEEEEEHSST7 RS TIE (W AP . KBk
NIFLSICHETHHF - BEREE (LAY, FRERE (LR, REEE (BHER
). hEMREIEFEFMAAE (Toxic Epidermal Necrolysis : TEN) . R[S $EIERE IR A
(Stevens-Johnson fE&EE) (T HHEARH), FMEEM (FHEAH)

- ZTOHMOEIER (0.1%kL L)
BRI, FH, Bl - M, BEE, WRRERE, 0B, T, Bm, ~Tin, =
FR, RLE, BT, FE, ObA, KE, o8&, W, %2, %BE 5H

(TVIL.8. GIMEH] oIHZH)

3. B D BFIPHIE
Y L

AEEMREAICEL TRAMT NEHHE

WERE RIS 2 EM, BolfERAEED A KT A4 % A B A R - BRI
RMP i3
BIO Y 27 F/MEEE E L TER STV 5 &R i
W FAHEET A KT A v :
1B b o> B I S i

< INFNHEE >

INHHRGEIC L0 . LTIk 2GR S v,

201849 H  /MBIZRT D LARA Y F— bk - Tuda v T VRGOS

2021 £ 11 A SiEF I3 2 o HUEENE IR & o Of %A

20233 H  1REUIBRARBEZRELT - BROBWICHTHLVARY F—h - TrFur I
JVRRgE S OF A

2024 43 H IR UIBRRRE/ARETT - FIEE D B IS KT DO FUEMIEE A & O0F A

5ABEHRURE - FRALOKIREE

(1) RS
A RSAN

(2) & - EALOFIRES :
A LR
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0. &#ICEA3HIER

1.8R554

(1) ¥4 :

5-FU 1 250mg. 5-FU i 1000mg
(2) *4 :

5-FU Injection 250mg. 5-FU Injection 1000mg
(3) BFRDHEE :

W kT 5,

2.—fk4

(1) & (dadi%) -
Tt u 7 e (JAN)
(2) 4 (ddi%)
Fluorouracil (INN, USP)
B)RTL (stem):
—racil : uracil type antineoplastics

3EEXRITRIEX
(=25

N

\

4ANFREUDFE

N

¥z : C,H,FN,0,
FE :130.08

&

5AbF% (agiE) XIFFH

5-Fluorouracil

5-fluoro-1H-pyrimidine-2,4-dione (IUPAC)



6.[BRA%. Alf. BBE.
BS : 5-FU. FU %



M. A7 ICET HIER

1.9 LS

(1) 5VER - 143K -
F 8 ORE i SUTFE R PEO R T, IZBWITAu,

(2) BHEE
NN-VAF VRN LT I RIZEITOT <, KIZRORBETFITL, =& 7 —L (95) 12
WFIC <, P F Lo —F I & A ETET 0,

(3) WiTTH -
T EAERN, 25°C T 37C, 14 H. 100%RH OIRTFESMETRIBIEI 0.5% TH - 7~

(4) g (fiRm). . ZES
BhA K 282°C (4fR)

(5) BRIGE MR ER
pKa = 8.01 (pH &%)

(6) DERIRE -
log P'ocr =—1.00
CAlE: : 77 Aav oA X0k
oAU % ) —)VIpHT.4 FEERIE]

(7) ZDMD E LG RIEE -
YRR R kL (0.1mol / L HifETA#E 1—100,000) : A max 264~267nm
A min 230~233nm
RAE : Eln, (265nm) = 541~546 (5-FU 5mg, 0.1mol / L EFA¥AHX 1,000mL)

2HAMRDDEZRREHTICEITEREN
MRREOREM
(MEREICHT 2REN
WIRK) bg & WA F WD T AU AR, Fike U THRAFE L7z, IR OPRAFLEE MR BR S
R @ry FOFEHE) FUTOLEEY THD, 2B, FRARITVOSCENEIEICX D,

PRAFSM: ABRIE H Initial 6 5 A 12 & H 18 & A 24 f& H
s Ok bl i (—) (—) (—) (=)
=]
i AR (%) 100.0 99.5 99.3 100.2 100.6




PRAF4et: PRERIE H Initial 1% A 2 & A 3 A 6 & A
S O P45c) B (—) (—) (—) (—)
40C A (%) 100.0 100.3 100.2 100.4 100.7

(=) Z&fe7e L
QEERVEEICHT 2REM

WA bg & WA FZW O T A A, fike I ERERME IS TRF L., BRD
PRAFZEMRBRFER 3 1y FOYEE) IZUTO LB THDH, b, FRARITUDLE

EREEIZL D,

RIS BRTE B Initial 1154 2 & H 3 & H
Bk, WS P4l =E=) (—) (—) (—)
40°C, RH
50% BIER (%) 100.0 99.6 99.6 100.7
PRAFSRM: BRI H Initial 0.5 f& A 115 A 2 & A
BR ik, S A =R} (=) (—) (—)
40°C, RH
90% g (%) 100.0 99.7 101.4 100.2

(=) : Zfkre L
QAT T dREM

MERK bg v ¥ —LICAN, BT 7 TEV, BENEOE (BOBTE) ICBE L,
X /)T TORBRTIE, AN 1g 2R o F L Uofoic A, E—bhy—L L
TORBECTIRATE LTz, MIRDORAFLZEMERBRAE R (3 7y hOYHHE) ZLLTFD LY T

HD, e, FRFRIIVOCEREIEZL D,

PRAT 21 ABRTE B Initial 1A 2 & H 3 & A
ST S8 SFE) (—) (=) (=)
ya
1,0001x, =R TEIFER (%) 100.0 99.6 99.6 100.7
PRAF 41 RERIE H Initial 1H 3H 5H 10 H
S S S =F) (—) (—) (—) (—)
120,0001x Bt (%) 100.0 99.9 100.6 101.8 100.7

(=)« &bl L

SAMMN DHERRRRE. TEE

BRSO DHERRERE AR FF 7440w I 00 THERRAR) 10X 5.

3)

BMEADEEE : AARFER T 7rAdnv 7o ERE] ITL D,




V. BHIIZB§d HIEH

1.%I#
(1 FREOXEH :
EFA] (ONA TV« iR
(2) WEIDONER B ULMHEIK -
7644 5-FU 7 250mg 5-FU 7 1000mg
{5, « PEIR M~ A D VI 72 FE SR
Xy v 7 OMH A pSE)
Q) BEAa—FK :

L

(4) HE DM
A pHIE :82~86
EBEEHL 4
tb = : 1.045 [5-FU 7 250mg. 1000mg]
REL pH I - pH3.0~9.0 OHiH TIXZENMEI LRI RE VY,

(5) ZDAth
Y LA

2. WAIDHRKL
(1) BHES CEMRS) OEERVHRMA
i 5-FU {E 250mg 5-FU £ 1000mg
e (1EF) 5mL 20mL
Rl %ay NP =Ry A% 250mg 1000mg
ey =P Y 423.5mg 1694mg
(2) EREZEDRE :
RZ L7
(3) BAE -
PARPNA

AARTBEMROEBRRUVEE
PPN




4.7
L 7g0

5.BAT HAREMD & 5 KHEY

BETIEHE 5 A XTI (BHRNIER AR HRHELD)

FIRESRF K (0fEY) - 5-FU IXEEIMNEIRA T ClL, -7/ A4 r-6-E Fu¥i bt Rkey 7
VIVIZEAL L, BT VA UM T CIEFEICRELE 7 v A ~vr T L
TeT 4 v I BIHRT D,

6.HKIDEEBEHTICETEREM

[5-FU ;¥ 250mg. 1000mg ®F—4% ]

FHIRAFRBRIC IV T, BRI DT 072 IRFBEOHNNAGRD B 7= LISMIZE L A58 O 38
N Tod o7z, NMERERBRIZI W T, RIS EO DT 0K M, JRFEOIEINAZED
b, ZOIEPORBIEBIZOWTIE, BN ZRITERO b THEAN TH o7z, WG
R ONZEERBRICB O TE, WTHORBRIE B IZ W T HRFAR LI DIV

BNTH-T-,
EEMHHBREROME
W 5 B 1% B St 1 [ PRIFIRE fil 5
3. 6. 9. | My T BN | P NRRED
FEWIRAF 5C — 5 P 12, 18, 24.| A 7v, FISE, | #BNAED 5
30, 36 & H | 1IENT niz
BRI S B
. o 60% o 1. 3. 6 Weft 777 AR | DT RIRT,
s 25C RH R % H A TN BISE | RFEOHINNRER
O LY
. . o 60% 30,000 T T AR
W OF) 25°C RH . A0 RERI Y | T 20 R

AERTEH - AR, pH., &R, MR %
a) ARy DGR L L CHASEN O ZE )
b) HaHREE 120 J7 1x - h, #ITERIMS = %L % — 223.0W - h/md

<BZE :5-FUZ 250 BFIDT—4% >

(1) B 2R3 2 2 ek
IR O 3TCIZEBIT DT ENM 8K %2 =E L O 37°C ([HiRg) TEEI 6 fEH M
RTF LT & & OB 7217 R 2 LLFITR T,

PRAFZRA: RERIEH Initial 2 14 A 3 & H 6 &5 H
E=¢i-) BAFR (%) 100.0 98.3 104.7 98.7
37°C BArEE (%) 100.0 99.1 99.8 97.5




<%% : 5FU & 250 ##1. Hoffman-LaRoch tLD7 — % >

YT PRAFSRAMT PrRAFHIR BAND T (%) A (%)
A E=Sih 2.5 1 100.0 88.5
B i 2.5 100.0 86.5
C E=tih 2.0 4 100.0 91.2
D i 1.8 4 100.0 96.2

ZEMEDOWIMOHEE (ERFRABY) « ]AIZEE 70°C, 80°C DIHIRAM IZIRIE L7z & & DOfFEF

H 2R AFR 2 L FIORT,

PRA7ett: FRBRIE H Initial 4 H 7H 10 H 15 H 30 H
70°C g (%) 100.0 92.1 88.4 83.4 75.2 71.8
80°C BAEFE (%) 100.0 78.5 71.0 65.4 46.7 —

R R EZT L =2 — 2O EFIH U TEFEDN 90%I272 5 IF OHEE 217 5 & WA 13
25°C TR B2 HIILETH H LHEN S D,
(2) Yeloxt4 2 & E M
A 2% 5001x  (EALE) . 9 2,0001x (RFRIZHLE) KON 20,0001x (B4 HYE) @
WA B Tz & & ORI 22738 % L FITRT,

(EE=SLs RBRIE A Initial 70 K 140 FEfE] 210 M

#7 5001x AR (%) 100.0 102.9 102.2 102.4

RAFRIE REBREH Initial 10 20 MY 40 L 80 MY
#7 2,0001x EAFE (%) 100.0 101.0 85.3 107.8 93.7

TRIFGRAT: REBE H Initial 10 MR 20 B 30 60 1]
#7 20,0001x AR (%) 100.0 88.9 104.5 98.5 99.2

7TIREERVBREOREN
ESFIDOREE
Y L7
BREBEOREM
<B% :5-FU ;X 250 B#IDT—4%2 >
[F IR D22 E ]
(FRER 1)
HEH AR KD 2 WVITAEEBERICE Y 5-FU 250 iz 7 v4 0 v T L RER
10pg/mL &KUY 1pg/mL 272 5 K 5 IR L, iR (8 25°C). WmpT (4°C) KO IE
(-20°C) 2 7 ARG L CLEMZ M Lz,
(53]



FRIITRIZIRT LBV THY, GRETITRD LT, SMIELRO bR hoT,

BREEHTT7 BEMRTHF L1 5-FU iZ 250 BAIDFTERDOREME GRFEE(%))

5-FU DA
AR RIS

10pg/mL 1pg/mL

£ & (2570) 101.8 98.6

TS FRZR K oAt (40) 101.8 99.0
E (-207C) 102.7 98.9

= i (25C) 99.2 99.7

A PR R mo Pt (470) 100.0 98.2
MmEE (-207C) 99.5 98.7

E)7NAny T o EGRITEmEREs n~ 877 7KV IE L

[EiRGETcoZEM (37C, 500)]

(FER 7 1%)

5-FU {E 250 #Fn 1 & 23 Y > 7L ik 500mL M OVEFI&IE 500mL I EEA L
THELE L. 3TCKR U 50 COIRE G IR AF L CREMEZ ME LT,

(&R

FERITTRICRT &Y, 96 £ TCORBIETEREINT, M LITRO o T,
5-FU ¥ 250 BN EREH T TOREM (37°C, 50°C)

FRATRE R
Rl HH
NN AR 1hr 3hr 6hr 24hr | 72hr | 96hr
N e A0t 47 VR — — . . o o
my i | o0 B ARIED]
a7 (500mL) BAr3 (%) 100.0 97.6 | 92.6 | 93.4 | 95.6 | 90.4 | 95.2
OC ]
L I £ P - — — — _ _
AFA IR B .15
(500mL) A3 (%) 100.0 97.5 | 97.7 | 97.8 | 100.0 | 94.3 | 99.6
N e A0t 47 VR — — . . o o
my o | o0 B AEIED]
(500mL) e
50 A3 (%) 100.0 97.9 | 98.1 | 98.7 | 100.0 | 96.0 | 100.9
OC ]
L I £ P H - — — — _ _
AFA IR B .15
(500mL) A3 (%) 100.0 98.6 | 98.7 | 98.0 | 100.0 | 94.9 | 100.3




8.4l L DEEEEL (MEILFEMZEIL)

<B% :5-FUZ 250 B#FIDT—% >

AENNIFREREN B D720, MAIEELE L TH pHIZFKE S A LAV (FR), AHIZ1
LA L35G, AR HF DR SN DRSS TR A, 7uh U PO K IENE 5K
DT, THAHVAITHIT DENAE OREGITRET 5 & TH D,

5-FU ;T 250 t##1D pH ZENRERRLIE

R Bk | SOk prsm—— A& pH X | BE) |
IR
HEZAFa 5L 8.9 ~ 0.1mol/L HC] 10mL 7.88 0.46 27z L
250mg/bmL 8.6 8.34
: 0.1mol/LNaOH 10mL 8.74 0.40 | Zfb72L

KEEEFEDEALRILERFLLFHFMT —2(F, TXIM.2. Z0MOBEEEN [EEeE
EABRAIR]] 23RO &,

9. AHM
RN

10.8% - 2%

(1) FENDELGERR - . NELVRKRLTEHR - QRICET 2HFR
Y LR

(2) A% :
5-FU ;¥ 250mg : 10 Jik
5-FU 3% 1000mg : 5 Jfi

Q) PHEE
A LR

(4) BEROME -
INA TV IEAHEH O] T A
L  7FLrIrfloks T VI =0 AEE
Fry T R Fa LG

1B RIS S EME
LR

12.Z Dfth
RN



V. JAEICEAT HIER

1.30RER (TR
O Ttk EDN BRI Wt B HIAE R DIERE

B,

. &85 - ERRE. B, BE. FEWRE. FERE. NEE

2L, TREDFREICOVWTIE, tORBHESHIEHIREFRT I EABETH

Do

BERE. ffifE. BREAMES
OLTDEMESICHT 2thDmELREEHR & OHARE
ERTRARRE. ROERE. AEUVIRTRGET - BROBRE
OLARKRYF—Fb - TUAOYT VLG ERARE

i
(AEER)

<4BFC :
a2

<JBFC :

- ERE. DMEE. AEVIRTRGEE. BREVRTRTET -  BROEE

2018 4= 9 H LT >
A AREGRIESE F2 5, AF| (5-FU 7 250mg. 5-FU 7 1000mg) (ZxF L. /M5
BT HLARRY F— b« Tt u v T VR EEOFRREO T3EE XI3X%h
F RO THIEROHE] OIS BINZ R 5 EEENEA T IR STy
7oo 2018 A 4 AIZBAME S - 3EF - AR SRS EIRLE etk T, &=
W b D BN D 3O ARAATRIE - ISR R ST Y] CoMEFICESE ., AMH
FEEY A To Th ALK ARVl ST,
INEZIT, SUREZ R FAIRILE U, AHI 0 [ 36,5 & AR e K R S I — A8 H K
ROHFEZITV, Yix [T KO THIERORH&E] BEFEY EAMT
b5 ELT201849 H 21 HfFTHAGRINIZ LITffEv, BRt LT,
1) R EOMEMEO @O ARERIEK BN IR RE S %
Bk I AR BTV B8, [EN TIEAKROERELRLMESIC OV T, EE L5
FMEA TS 2 & & bIT, AHBFH~OLMER, KFRE O - DB TEMENLER
HROZYMAFERT 52 EHIc L, WIERMKIC XD TRRGRIE - ISR OBR(E
HEICET LA HME LTRESNEZLOTHD,
T 2) ANEIHEE
EIHA BB L) OERGEHRIEICEN T, BEERLOFAIMERLLE RN EFIICA
MTHDHE LT, BKRBROSE T EEHICEMT 5 2 &2 KRB EITH
LRTEDHIETH B,
1 2021 4 11 J e&ET I >
: 2021 4F 11 A 25 BAFC. ARAIORIEFE KT DO FUEMEIEER A & OO LD
DHRE ST R THIEROHE] NARIN-Z LR OREHEMC L2 LD TH S,

2023 4= 3 A kT >

{BRYIBR A RE 2 AT - RO H e

MR LD RLBEED G WARAGEEE « BISHMFERTT 5 AH P GE~ O S PEI26R 5
HE) S E, 2023 4 3 27 BT, TRIEUIBRANRE LT - AR O BRI
FTOURKRY F—F - ZAFu 0T VR IEED TRRE ST, TH
EROHE] ARSI NEZLICEDbD0THD,

13—



http://www.pmda.go.jp/review—services/drug-reviews/review-information/p-drugs/0015.html

<GEFL : 2024 4 3 H ETHE>

TR EIBRANRE 2R EETT « I8 D BRI T D O HUEMEEL A & O OF AR
2024 - 3 A 26 HfF T, AFNOIBHEIRAREREST - RO BT Hiodt
FVEIESA L OPFRBESIRD IR0, THIELROHE) BNWARSNZ
LIZEDbDTHD,

2MEERIIHRICEHES HFE

5. $MBEXIIHRICERET FE

CREYIBRT e EERE)

51 LARKRY F—h - TAA w07 VAR REE FE T 556, BLFOAIC
HEETLZ L,

511 BEORHY, &FRiE, UGTIAI™ BB T2MEIZ oW, 7R OE
DNEZE BN L, AAIOF DR O 2%+ CBfE L2 BT, i BE o
REFTH 2L, [17.1.2, 17.1.3 ]

5.1.2 RFN O AABIFIEC BT 58 2K O I LT,

E) AV T 0 RGN OIS PEAGEHY) (SN-38) DL M@RO 3+ TH
60

CEREYUIRT R ET - BEOBRE

5.2 fOHUEMEEIGH & OFFFRIER VAR Y F—F -« 7m0 7 VR
MFREIZ BT, AFI DR IFEIEIZ 31T 240 OV VRIS L T,

(fiRER)

<JBFC : 2023 4E 3 H i >

5.2. EEUIRAREREST - BROBEOIEIZHOWTIZ, V.1, EEXITIEE ] omE (i
) =B

<JBFC : 2024 4F 3 A iR >

5.2. TR UIBRAEE/RELT - FRO HEIIxHT 2 OB A & OOF AL OFEEIC S
WCIE, TV ZhEESUIRh R oE Rl 251

3JHERUVHE=E

(1) AZERUVHAEDMHER
1. BMITEHERY 556
1) 7)Ao Iiovl LT, @i, AT 1 B 5~15mg/kg #&#D 5 HREEH
1 B 1 [EEARNICER A3 AT T 5, LM% 5~7.5mg/kg #MEHIC 1 B 1 [EF
PRI SO S =T 5,
2) ZAAurTio oLl LT, lE., AT 1 B 5~15mgkg ZEHIC 1 B 1 6
IR S SO SRR T 5,



3) 7AmruZioLl LT, @E., AL 1 H bmgkg % 10~20 HfEEH 1 H
1 EIFRARPNIC S UL RS 5,

4) IAnw Tl LT, @, RAIKIE 1 H 10~20mg/kg & 1 [FIFFARNIZEE
ST AT EHET D,

F7o, MBS UCEIRNICES . BAIZIZ 1 B dmg/kg Z @B IER T 5,

USSR E# FERIZ XLV @ EIEE T 5,

2. thDIMEHEERIX (ISR EGFRT 555
INhdu ol LT, lE. RAIZIE 1 B 5~10mg/kg % O HrEEMEIE S A
IR E PR L, Lo EICHET . SUIRBRICE 1~2 BIAW S

3. EEEREE. BERR VAR UIBRTEELRET ﬁﬁmﬁﬁlﬂiémwm MBS

L DHABEDES

thOPUEMEREEA] & OO RIEICB W T, B, A7 vAru 7ol LT

1 H 1000mg/m? ((KFmfE) £ Tx. 4~5 BREEH CHRATET 5, &5 240K

FTHEII DR &b SHEMU EORREEZ & CTHEET 5, ARFHEME S5 OHAIC
PP GRHCHET 5,

B, Fln, BEORERSICIVEERET D,

4. #58 - EREICHTALARKRY F—F - T 0905 D LERESEGFREE

1) S@E ., RACIE LV ARAY F— k& LT 1A 100mg/m? ((KEMEE) % 2 B0
THRMEFIRNTER 5, LAREY F— b OSHEFEIRNER K TEZICZ v An Y
7Ll LT 400mg/m? (BERER) ZHIRNES., Sblcordnrnusont
LT 600mg/m? (K@) % 22 Wi CHEEET 5, 2z 2 B ER: L
TATV, 2 Z & ITH#E D kT,

2) WH. RAIEVAREY F— k& LT1E 250mg/m? ((RERFE) % 2 BE T
THRIEERIRNTER 95, LARFB U F— b OsEERIRNIER & TERZICZ VA r Y
73L& LT 2600mg/m? ((KREME) % 24 FEMFfeidET 5, 1M LIC6
0K L7, 2 @EREST 2, Zhad 17 —rET 5,

3) W, AICIZ VAR Y F— & LT 1E 200mg/m? (KRFHEFE) % 2 B T
TRIFEAFIRNIER T 5, VAR Y 7 — N ORMEFIRNIERE TERICZ VAR Y
7 e LT 400mg/m? (REHEFE) ZHIRNES ., 61T 7wﬁm73yw&
L T 2400~3000mg/m? (KF£ ML) % 46 FEfFpEHET D, ha 2 lM T
(ZH 0 IR,

72E. N, BEORERSICLVEERET S,

5 IMNGE. BEUIRTREGEER CARVIRTEEGET - BROBEICHT HLARE

JF— bk - LA AD3 VI EGEETHRERE

WE. RAIE VAR F— & LT 10 200mg/m? ((RRHFE) % 2 FEf T T

REEIRNERT 5, VARY 7 — N OREFIRNIERK TERZICZ VAR D F

Ve LT 400mg/m? (RRER) ZEIRNITER. S 617 wﬁﬂﬁﬁvwkbf

2400mg/m? ((KFKiEfE) % 46 ReflFriiiE 2, Zha 2l Z L1007,

7eB. Filn, BEORERSICXVEERET S,

(FRER)



<JBFC : 2018 A 9 H UiTHE >
NBFEDIBREIZOW TR, TV ZhEEIIR R oI (fF) 22

<HEBFC : 2021 & 11 H GTHRE >

BB ORI OV TE, TV.1L ZRE IR R omE (i) =5

<BEC : 2023 A 3 H ULETHE >

IBEYIRAGE 72 AT - HROEBOTHICHOWTIL, TV.1. BRE IS8 oIE [(fiF
) B

<JBFC : 2024 & 3 H URTHE >

TBIEYIBRARE /2T - FFRO BT D thobrEM S Al & OO HEEOTH Iz
W, TV e 3zh ) oA () =5

(2) BERUVHAEDRERRE - RIML -
ENANDOBIEITA T A > BRE, AKmCELARIICS, HEROHEZRE LT,

ARERVAEICEEY 5FE

7. RERVAEICEET 5FE

(GESEERRE. REBRVABUIRTEELET - BROBEICHNT 2MONEEESH &

DBHRAEE)

71 KE|OF G 8, #HEAT Y a—n, fFHEEICOWT, ERNOEFOITA K74
VEEEBELTDHI L,

BRI Re L)

72 XY VTFIF 0 AV T EBEARMY., VARKRY F— & o HEE
(FOLFIRINOX V£) %17 2356 12iE. RO G- ATRES M, Jiia R J OV o
BHEBEBEBIZTDHI L,

721 29— )LBLBEOEEATREEY
BGTEBICHER L, YU 2MTIRE~EE T2 £ CREAIENT L L b
2y 1722 EEME ] RO [7.2.83 MERORGE] 25510, #5 BRI

T52 L,
G| FRpE
EREREEs 1,500/mm? L k=
RN T8 75,000/mm?® L

722 BEREE
HIEI OB GAZ I WT DO FRRE IS4 T A BIEANRKE L= 84813, %4354
2. LR OB ST, B L% 1 LT 5 (17.2.3 Bt OB
HH RBEIITHIE), F. DTROREIZ YT B I P BRI UL
WD DR B L 7261, BARE DA 2GRN 5% k35,




el o S A AL )
2) 50,000/mm3 A

AR o L1
BUF O 2 2 1T 5
AN
o Fu gt | 1 U T AR & 1 B
e - X4 i %fé°
FEE Bk m§ﬁ$§§§§3ﬁ%uf%f FIELL A Y )7 0 AR R
3) Eﬁ%ﬁéi&irm%'f%%b 75)0 5‘1//*/1/75“%4"\:# U 707?‘-\/; D 'f&l/\%
oo L ‘ Bl AU )T H AR 7
’ S LoUIZi B ETAESY Y 7T F &
B2 K
4) FEEWERF BRI Y
R (38CLLE) APk
T
Sl k3 ok B =
‘ . I B L ol . S
ATONTUDNOREEWIT I | oo " 325075 F ool L
— o o o B S ot by g | 1V 7 7 MRS 0 d )

BlE, AFYVTTF LR LIS
D ETA Y T I R KT % 6
15,

wryarey
ot

2.0mg/dL # 3.0mg/dL VL T

AV T KT % 120mg/m?
WZET 5,

3.0mg/dL #

AU T h AARERE KR Z 90mg/m? (2
WWET 5,

LIS

FIEBERE

JL— R g Pk

KAt L A T S,

D) EEORIWEMMP B L2 HE1E, FHBICHBEN R & RO EELZE T2 &,

7 2) CTCAE version 4.0,

723 BEROESE
FXH U T F 2 85mg/m2, AV T h HEEEE KN 180mg/m?2, ANA| R EHE
2,400mg/m? TG % Blih L7258

] bt )
B Lo XY T T T B A
—1 65mg/m? 150mg/m? 1,800mg/m?
—2 50mg/m? 120mg/m? 1,200mg/m?
—3 Hk ik Mk
(B#)

7.3 BREEICEBIT AT - ITBAEEE LTTF a v b~ GBE T Z) . LAK
VU —h, XV IV TITF KRR EEZXE L EHATAIRORELNHEL, 7
2NV~ T (B z) OBFBFIRLEERTDH L,




(AZ:R)

TSR L &AL AR L A Bl U 7o I K D &L B R IR B IS B W TR IR
(Z K DRIEROEETR, BB & 2 A OHEDHE RIS O BUHE D LA RE ST
b\é 1N3)o

<HEFD : 2021 A 11 H SGTHRE>

7.1, KE|EAMOFUEMEEER & OPERERIEICOW T, ERADRFOZIRTA FTA >~
HEBRBIITHIENHEYITHDLZ b, EBRRLT,

<JBFL : 2026 45 6 A ETRE (A XSG >

7.3. AN 645 A 31 AATEHRAEES 0531 45 1 5 - EEIHMHEF 0531 4 3 5 « IR
0531 % 1 5 MOEMRS 20T 5 B, EFRERR & OFRA E RS 0 &R
EEORIRICOWT 1TSS 7. HIEEAOHEICEEST 235 oz, [Hi#E
BT AR - INREEEE] LT al v T GRETMHEEEZ), LRAY F
— bk, XV VT IF RPN RNEXXE2 L LT IEOFEE B LT,

5. B R A

M EERT—2/1\vH5r—

1. BMTHERYT H58
PARPANA
2. DI EMESFI ISR EGFRT 558
PR
J.FEHEEE. BERICHT HOMERESHK EOHRAEEDES
(BEFE : 2021 F 11 B $hEEXIIHE. AiERUVHZEM)
AR
(BB T DIGIE, ARG S AR INTE)
4. 450 - BRREICHT S LAREKRYF—F - 04095 VLR EFRERE
PARPANA
5 ARYIRAFRELGBREICHT S LARRY F—F - JUA 0905 L EiGrEGREE
(2013 F 12 A $EEXIHR. RIERUVHEEM)

R | g |, i B | BEROARO | i
poyy | | PR | HRRE e s BT
) (EERIERIBIRD -

B gf& I | EREEEAT 2 36 | FOLFIRINOX ﬁf&

s o

¥

fepmiskiRo | 342 ”

s | AccorDIL | 1 | WsEs a4 s | D1m | DROMFIRINOX | AT

s @171 o

6. MNBEICHT BHLARKRYF— bk - Z)LA 005 VLR IHARE



(2018 £ 9 A #EEXIIHR. RERUVHAEEM)

BARPANA
(RANTIAFBFEICHES X /NEEICKT 2 e KR ENTZERLTH D)
7 REVIBRATRELEST - BREOBEICHTLHLARKR) F— b - T4 00 5 D ILiEHERH
EGtRRE

(2023 £ 3 A EeXIIHRE. AERUHAEEM)

YL

(RFNZAFHRFEICHEDE | IREYIRARE T - FR O B ISR 285 03 KGR
NTEFELTH D)
8. AFUIBRTRE LT - BROBEICH T 20 BEMHESH & DG ARE

(2024 &£ 3 A $hREXIIHE. RERUVHEEM)

PR

(RFNIAFHRFEICHED X | IREYIBRARE 2T « TR O B EICK T D o PuEM:E
A & OO RBRIEOMBIS AR S NZERLTH D)

(2) B PR ZE KB
MR L

(3) HERIEFRAE
P - L 2

(4) HREERIERER -

1) EHPERIRES
AR L

2) BEPEEER -

R L

(5) 8% - HAERIHE -
BB L
(6) BB

1 EABKEERE (—REABERE. BEEABERE. ERMELERE). RE
BRFEEERT —IN—RRE. RERTEREBRABRONE
AR L

) ZRBEME L TEBFENABTRIEER L -AE - HABROBE :
AL L0



(7) £ Dith -
O X EEMLES
- EINERRERER
[EN 32 Mg 23T, ARG B 2 x4 & U 7= Bl F 61 & OF A A 131 o
BAEMEIIU T DO LB Tholz, k., AOFRITIAREIERTFSHELED [
). Karnofsky HIEHHED T1-A] LLE, HDHVIIKEHEIEAED [O0F%) )
DEEAEE L THEELRE &Y,



[FEIRAR 5]

HAA e A5 G F A A3

RZIRIE GRS GRS
(A ZhBiHE B %) (B2 BIHE Bl %)
B 27.3% ( 41/150) 37.8% (202/535)
JiT 22.2% ( 2/ 9) 40.9% ( 36/ 88)
RN - B 41.9% ( 13/ 31) 49.3% ( 36/ 73)
LI 35.1% ( 13/ 37) 58.7% ( 37/ 63)
. 21.1% ( 4/ 19) 23.1% ( 3/ 13)
(s iﬁiﬁ) - 57.1% ( 24/ 42)
DN 100.0% ( 1/ 1) 56.0% ( 28/ 50)
RIERE 33.3% ( 2/ 6)» 12.5% ( 2/ 16)
it 9.1% ( 1/ 11 25.8% ( 89/345)
GIERGRE i) 40.0% ( 2/ 5)? 78.1% ( 25/ 32)

a) ZEME (MOGUEMEREGAI UM & 0P 2 2 L R RE R D)

[BIARA IR 5]
PIE S/ B (HERBIHERIE)
B 50.0% ( 11/ 22)
JE 52.7% ( 29/ 55)
LI 81.0% ( 17/ 21)
it 72.7% ( 8/ 11)
SRS S 75.0% ( 18/ 24)

MAHFEIAECOWTIL, TXIL.2. Z O BEEE OIE A 5 MR

BRI se A i i
- BSVE T/ AR ER
EFEERIBREOIEREE 2 A T o 2 x4 & U8 T/ ERRRRICK T 5
FOLFIRINOX i£8f (17— Z 2 E L TCE 1 HRBAICAXT Y T F
%mwﬁ\$9%~k4mmwﬁm>4)/7w/ﬁMhmﬁ%1%mwﬁ%mﬁ
FE L. 5l &t & AAI 400mg/m? % 20 ERIRIN 5., A 2400mg/m? % 46 Fif )
tf%ﬁ%&)k&A/&t/ﬁ&%‘@EM>@ﬂ&%ﬁ(ﬂmwmmmwﬁwﬁ
A G2 7 R L, 8 HIXKHET 5, Dk (] AR 4% - % 3
ﬁb\4ﬁﬁiﬁﬁkbf\_ﬂ%4mﬂ_ﬁ@@?)@$%%ﬁﬁ@ﬁ@ﬁﬁﬁ§
DEBYTHolz, MEEFIT ECOGE2Performance status™ 0 L1 Th - 7=,
BERIZBWNT 2 ODOBEIE TS (UGTIAI*6, UGTIAI*28) \ZF8T 5 HUEITRE S
ﬂ&#okoit\%ﬁﬁmﬁmﬁﬁkbf R ERS (1,500/mm3 LLE), eV
e AE (BEa%IEYEM ERO 1.5 f5LLTF) ERGRE Sz 1219,



AAF )
% (FEFHEH)
i Bk \
(ITT) » e R
i () P fig9
FOLFIRINOX # 127 10.5 0.62
GEM Hiph#z 5 128 6.9 P<0.001

FOLFIRINOX VEREIC I 1T 2 A FHSLH B IX 100% (166/166 ) *9Th -7z,
TR EFERIT, Al 90.4% (150/166 ), 57 87.3% (144/165 ) *2, y-GTP
N 83.7% (139/166 #1)) . s ALP H#40 83.0% (137/165 ) *9 4fHhER ¥/
79.9% (131/164 #i) %9 ML 79.5% (132/166 1)) . /Ml 75.2% (124/165
Bi) 9 R 73.83% (121/165 ) 9 R ORISR = = — 1 /3F— 70.5% (117/166
Bl) Thotm, [5.1.1 BH]

1) AYF— b 400mg/m? 1L LARA Y F— b 200mg/m? (21

7£2) Eastern Cooperative Oncology Group

7 3) log-rank 1

1 4) i%ﬁﬁﬂﬁﬂ%&% 167 HID S EH . FEFGPNETE R0 o7 1HIZ RS 166 B2 L5
F5) UZFRICHT 2R AT RPANETE o7 1 BlE < 165 FllC L 2845

1 6) UHFERICHET 2 REMFEMPIEE TE o7 2 il & FR< 164 BIlIC X 24EG

MIXM.2. Z DO OBIEE R DHASHR

- ENE DHERE

IEFRIERIBIFROERIEEZ AT 2ME L5 L LE THBERRBRICK TS
FOLFIRINOX # (1 7 —/v % 2l & LCHE 1 HRICA XYY 77 F > 85mg/m?,
LARAR Y F— bk 200mg/m2, AV /T 5 R KT 180mg/m? Z SiEEE L. 3l
58 & AH 400mg/m? & BIEFIRN G- A 2400mg/m? % 46 RFfH 2T TRt
) OFBEIIREO LB ThoT-, ®5HEE 1T ECOG P Performance status™
01 THoTo, 2O0DBIETER (UGTIAI*6, UGTIAI*28) 1O\ T, W
Nk REEASE (UGTIAI*6/%6. UGTIA1*28/28) XTI\ b ~T niEsk
(UGTI1AI1*6/%28) & L CHOBFIIRIIN SN, £, 17—V BHOEG S
& LT, fFPERE (2,000mm® PLE) . ME UL E ME (gt A EIRUIT) 28
IE ST,

ZE5hE (A IS )
38.9% (14/36)

FOLFIRINOX {EIZ 3817 2 BIFEHFEBLHE L 100% (36/36 f5]) Th o7, EEIFE
L, 4 EREaE 94.4% (34/36 f511) . I EREGE 91.7% (33/36 f1]) . 1fin/ Mk
P B OV 4 88.9% (32/36 51]) . Al OVEAKARE % 86.1% (31/36 i) . T ik
O C-RIGMEZ X7 BN 45 83.83% (30/36 f3) . KRIMKT = 2 — a2 /T —
75.0% (27/36 f) K&OVY > 8EREOR) 72.2% (26/36 ) TH -7z, [5.1.1 0]
£ 1) Eastern Cooperative Oncology Group

MIXL.2. Z OO E R DOIHA S




<BE>
BREEEICH T SOMBLEER L OFRARE (BN T —%)
- BAEERE W
T EERE 69 D A FERE O P2 RS 2 A £ D & MEEMIC R 2447
IR FH PN ZE 2RO Mo Tz, Lon L, BALFRIERE CIIMEENREAFA S To

HEAFTHL20, QOL DA HEAMEFRIEOBE R FHli ST D
TOREESE 5 9 5 WAL LD B

=0 y 2 e ﬁzﬁ/ﬁ;ﬂ FEﬁ
= He S 75h %%
AR, Wik (mg/mi/d) N EIE S i g
FHi—RT 2Gy/d (5 50~70Gy) 94 — 25M
/R 2 Ll 2R N
“ﬁzﬁfﬁ% CDDP 100 #7F d1
s _ o VA _
199619 ifﬁ[;ﬁ;,ooo 24 FFEFHeEE d1-5 100 86% 44M
and/or RT 2Gy/d (Gt 50~70Gy)

RT : Jdsiiis

- LSRR L 12

HOR RS &AL PR RE & DO HERIC T, FRERIEMITHZRE CE RN o2 b DD,
CR =, JIpTlHIR, MR AR A B BIE B THRICERL TV,

F 7o, ALFHESBRE TIEZRR RPN E W T OFIT ORI TRIME < | HRBIRFOBLEN D
HARENFHE S TN D

BETRERE IS 9 B IR ETR R B 6 FRBE D AR

o ; 0 MEFRAAT | EFE
= A b=y R
uit%ﬁ\ %Z&III Jﬁ{f (mg/m/d) N CR S %_—i (5 45'5) (5 ﬁi)
RT 1.8~2Gy/d (i} 66~72Gy) . . .
WSS D B | 1 T % i T 50 66% o1% 8%
R 2 iR B
Aﬁﬁfﬁ‘sﬁﬁ RT 1.8~2Gy/d (5t 50~55Gy)
90000 | CDDP 2024 IRp ) Fie e 4 F 9404w 62%*
5-FU 1,000 24 BERIFHGCAFE 4 AR | 50 | O ;ﬁﬁ) (Wilcoxon | 50%
d1, 22 (CBitA x )
H@”O)t BN IT P & hE 1T
RT 2Gy/d (I 70Gy) 113 25% 15% 16%
A 2 H g 2 B
{/';ij If f*;t%ﬁ RT 2Gy/d (i 70Gy) 48%** 27%*
20042 CBDCA 70 2L 4 H fH] 109 (Mantel- | (Mantel- 999
5-FU 600 24 W FHg i 4 AR Cox Cox ’
3 o—2 (d1, 22, 43 ([ZBHAR) JAT Logrank) | Logrank)

RT : B#REIE, * 0 p<0.05, ** : p<0.01, ***: p<0.005

a) JRPFTHIEE CEBRGIR - (P RAE 5.5 ) 0 5 T I 56 )

- B5f% - BRAIZE T L EF P

Jacobs C & OHIFIZ K 5 & F%h313 5-FU/CDDP J L CHEIZENTW b 00, 4
EHIRIC 2T o T, ZEEMITORER, PSR TPHRHAER T Tho7eZ &0vb, PS
T EIZIE 5-FU Ffeit B, PS RAFHIIZIE 5-FU/CDDP FE D TEFERROD —2 &
INTWN5,



TIEEEJEIZ*xt 9 % 5-FU, CDDP, 5-FU/CDDP O &% ER D AifE

REIAESFR | AN

AR, ik (mg/ni/d) N | Zph (= 9M) it
CDDP 100 #¥E d1 . .
35@Fﬁlﬂ:‘kbci{f§gwi&ﬂ_ 83 17/() 24/0 50M

MEfE 2 LEigaBR | 5-FU 1000 24 R REGEEHE d1-4 . )
Jacobs C, | 3 =& iT#k v & 83 | 13% 27% 6.1M
199215

CDDP 100 #:7F d1
5-FU 1000 24 FrjFRfeiHE d1-4 79 | 32%* 40% 5.5M
A Z LR Y T

* : p<0.05 (vs CDDP or 5-FU) Kraskal-Wallis tests

ARORBENBERUAR]
AR EIRIC L 0 IR OB RARA 5, (V3. MERCRE) OREBRT S »

Q@ ETHER - ERREICKT 5 5-FU HFfkfiE/nqraR) > (LV) &E G8nT—
/)1) 16~18)

5-FU FrfefiE/LV JEiL & 5-FU 20 R E/LV BE % bl U 7= JE4E 2 bh i 305k D fE 5
de Gramont & (37850 N QMRS 7 HI[#], Kohne b IZHEEHIE/ LI Y 5-FU Fifii
FELV IRIEICBWTCHEICEF Tho 72 & A LT\ 5, Tournigand 5 ¢ sLVFU2
(simplified LVFU2) #iki%, fthoo 5-FU/LV ik & RSO R 2RI EHE LTV 5D,
5-FU e /LV i%1E 5-FU SulE AV Bk L0 2%, BIER (%) o<
B, AV )T HRAX ) T ITF U LOMAREICEL TV E STV 5,



RIBREIZHT 5 5-FU sV BE DR

4 L
e, A ik (mefifd) N | g | aremm | G
thffE -
de Gramont J&E ) @) ®
LV 200 2 I¢( s i iiE 175 | B2B%TE | oo s
—5-FU 400 2L © (Mantel- (log.*rank ©62.0W
L —600 22 K FHEEHE d1-2 HaenSze e
Ak SR R N PR i
ROERMRGAR | o =012 i AT g | PO
de Gramont,
16)
1997 Mayo #Ei: ®
LV 20 Sl #HE 173 o
—5-FU 425 2t d1-5 @) D14.5% @22W | @56.8W
4 FE T LTk K 216
ATO Wik 5.6M*
LV 500 2 PR 3 0 i
—5-FU 2,600 24 B FEGERE A1 | o2 17% GO;; %ﬂk 13.7M
TEVE 2 beieadk B | 0 X 6 B E- L, 2 BREIRIES 5
Kohne
200317 Mayo %
LV 20 2udifEE
—5-FU 425 SuliErE d1- 5 139 12% 4.0M 11.9M
4T Lk T
sLVFU2 1k
Tournicand FINV® 200 2 HERE i #E
O‘iggsngl * | —>5-FU 400 ZjdksE 59 37% 8.6M
—2,400~3,600 48 ik irie
2 M = LY IR

* . p<0.05, **:p<0.01

a) : LARAE VS —h (FLV) &, S CHASNTHD LV (dR) o IRV THY, FIV OfE
XLV O 12 HETRESN TS, 5FU L OJFHTARINTND DX, EATIELARFRY F
— hDHTH D,

 AHORBEIEAERURE]
 RANTAGERIC £ RO RS R S, (VA RO R OEAE BT S T

QIS EEEZEICX 3 5 FOLFIRINOX iz E S LV A EY (GEM) BEDLE GBS T
_9 ) 12)

Conroy T &%, FOLFIRINOX &1k & GEM &1L & & kbl U 7o 1 2 bhlge sl o fE 3
GEM ik & e L C, FOLFIRINOX BEIZEB T 5. AL ol & O e
TP IMEOFERIEE ., FENREOUE, QOL OBHELRIKT 2RO DHETD
FER] O A B/ 25 LT b,



ERF IR (C 6T b FOLFIRINOX % & GEM D s

FOLFIRINOX %1% (N = 171)

GEM %k (N = 171)

1B Tk

XYV 7T F L 8bmg/m &

2 IR A3

-4 3R > 400mg/ni %
2 Mg AR
30 3teiHA Y T 5 180mg/m
% 90 43 R E

—AFH| 400mg/nd Z B H |2 A
AF 2400mg/nf % 46 HEfH
Ffot M e

PLEZ127—nb LT 2 imc

0 &9

GEM 1000mg/mi %
—if 1 [1] 30 Jy s FE

—iE 1 [\&5% 7 FEREEY

1 8 FARSE

- 1 [\ 5z 3 R

1 38 RS
LI, 4 8 I

ld
$lid

DR

L.
L.

3 AEICiREE

MRETE L b BUGAS R S BB LTIE 6 » H o bRk 2 HEE L,

Zoha—REBE (%)
£

5E427%%) (CR) 1 (0.6) 0

w575 (PR) 53 (31.0) 16 (9.4)

REvEE (SD) 66 (38.6) 71 (41.5)

P ABEIT (PD) 26 (15.2) 59 (34.5)

A HE 25 (14.6) 25 (14.6)
EBIIZREE" (P<0.001; x 2 MiE)

SEGIE (%) 54 (31.6) 16 (9.4)

95%CI 24.7~39.1 5.4~14.7
PRI (P<0.001)

SEGIE (%) 120 (70.2) 87 (50.9)

95%CI 62.7~76.9 43.1~58.6
FEZh AR (NS)

i 5.9 % H 3.9 % H

95%CI 4.9~7.1 3.1~7.1
2AFHM (P<0.001;log-rank HE)

i 1.1 % A 6.8 H

95%CI 9.0~13.1 5.5~17.6
fmpa /AR IR (P<0.0015log-rank HiE)

i 6.4 4 H 3.3 % H

95%CI 5.5~7.2 2.2~3.6

EAEAERECREE, QOL REDBHZMET™ (NHF— R 0.47,

95%CI 0.30~0.74, P<0.001)

6 » HEER

31%

66%

Cl: EHEXM. NS: AEsEkL
o BENERIL, BERNHLIVITHMOFN ThoTmBREDEIE L EE LT,
o IR, BeRR. MR H D VIIRARE ThH T BREDEIE L TER L,

*% . QOL FHMiiE EORTC # 4 KT A U 1cht-> T, QLQ-C30 EfZE (version 3.0) % VT3 L7,

HiR EHEE R 10 RELEOZA L EZ TQOL OWffE/ME T 2580 5 L TORE) & LTHAT L7,

AGRER TITIERED RN T 2 23 3E T L7z, 1 #l% FOLFIRINOX Jg7% CHE R L 38 B4t
HERIBAETH D . b9 1 BT AT Z EVRIETLARTH o1z, 10 & OBEMEN




027 L— 1 3T 4 O PEBAE, FEEWELFHERIBE, f/MRBAME, TR & D

AP RR IR EE O FE B2 X FOLFIRINOX ik D A BIZ @ 1273,

71 —1R3

XZaD77=0T7 ) T ARAT7 27—Vl EFRIZT A2 B EIEOFREEILE

Mmot-, 71— R 2 OBEED FOLFIRINOX #iE TlE 11.4%.
ﬁ%m#%ﬂﬁ#otoﬁﬁﬁk%\%%x%y%
FERCCThHoTze T4 NT T AF L

£ 1.2%I2%8EB L7z (P<0.001), JH

DA D B, METEIE R OEGEY A 7 13

ESZASY S he

NG 7D, FOLFIRINOX JEiED 42. 5% T HEPHED 5.3% TH o1
(P<0.001),
FL—F3XRF4DEEZELRODEY"
FOLFIRINOX #&1k GEM ¥k
HEES (N=171) (N=171) P i
L% [ REBIEL (%)
IR
I BRI E 75/ 164 (45.7) 35/167(21.0) <0.001
FEENE L BRI E 9/166( 5.4) 2/169( 1.2) 0.03
M NI E 15/165( 9.1) 6/168( 3.6) 0.04
i 13/166 ( 7.8) 10/ 168 ( 6.0) NS
FEIM R 5
Ty 39/165 (23.6) 30/169 (17.8) NS
M - 24 /166 (14.5) 14/169 ( 8.3) NS
T 21/165 (12.7) 3/169( 1.8) <0.001
TR R e 15/166 ( 9.0) 0/169 <0.001
TI=T I ) NI AT 2T —Y LR 12/165( 7.3) 35/168 (20.8) <0.001
I Ag FEARIE 11/166 ( 6.6) 7/169 ( 4.1) NS

NS: FEZEL

¥R L OBNEMENH D L — R 3 T4 DFEERELD S B,

ST-HEEFRGETE L,

@ /NEEIZXY S mFOLFOX #ik

- BIE DS
N (el e t)
DEBY THoT,

<BHMZB T DERREAER >

1) 3R [95%CI] 1% 48.5% (16/33 f) [31.0,67.0] TdH 7= 19,
1L 61.7% (21 /34 1),

2) FEh#IX 32.3% (11734 1) .

SIS

WL OFETIHLE 5% TH

(2P LTS S o, ERNAORRBREGRIZ LT

PFS o

i [95%CI] (# A) 1£6.3 [3.3,9.4], OS oHdfii [95%CI] (» A) 1%
14.2 [10.8,17.5] Toh -7 (CAPOX &5 & 7~ fRMTHE ) 20,

3) ZERhHRIL 34.2% (13 /38 i) .

PFS o dufii [95%CI] (% H) 1%6.9 [5.0,

9.9]. OS Oy [95%CI] (# H) 1317.8 [14.2,24.2] TH o722,

4) FEEhHR1T 55.6% (10/ 18 #) .

» HTHoTz 2,

5) ZEEhEIE 35% (10/29 ) Th o729,

<AEHIZH 1T HERREAER >

1) 1 4EMEEHEEAERIT 23.3% Th o 72 29,

PFS OHEIX 7.0 » A, OS OHHRAEIX 15.0




2) ZFHRIT 42%, PFSI1E 82 » A (T RfE), OSi1%22.2 » A (hkfE) ThH-
7z (L-OHP XU S-1 O FE G L VA b @D TR R) 2,

FREOWEI AR R A S IS & . NCCN HA4 R A Tk, /MBI 516
B, FEMEOZIET A RT A N> THRET 2 BN e S, Mmoo R T A
N7 A AR S 72 mFOLFOX & /NMGEICk3 D1 & LTI T\Wb, F
7= Peer-reviewed journal MO#FHEEIZIBWTH/MEREIZH T 1R L LT, mFOLFOX
PHERIN TN D,

AT LR ORI Z T, Mgk (F2HEBEEZE0) ITx LT
mFOLFOX TIAHE & AUTAEBI iy 2SR S 4v, BEEER/ NV RSB 6T D

- REME O
WEREEE (FRBEEEET) O L THEBS N, ERNSORARRBRSE T T
DEBY THoT,

<BHZHITHEERFAER >

1) Grade3d OIREE#E AN E LT, FHERAME 4 6 (12.1%) . KRS 3
B (9.1%) . L 2 61 (6.1%) , Mar:, T, 2597 K O IMRIBAES 141 (3.0%)
D3F 8 B, Graded OIEHREHEEFMEITFE O Lol 9,

2) ALZFIEICBE L7- Grade3 LA EOFEMEE LT, & ERBAE 3 6] (8.0%) .
i, i/ EE K OV I 16 (% 2.9%) D3FRO BTz 20,

3) EERAFEFZORBIFIL, 2241 (46%) Th-olz, ERAEFEFRITMIK
PETH Y, Graded LL EDLFHERPAEIX, 12 6] (25%) (58D i, 9
N L-OHP o5 2k &7~ (Grade3 O#ffkE=E 4 5], Grade2 DOHffk[E
=341, Grade2 DT L /LF—Ji e ONRHBIHAES 1 61) 2V,

4) mFOLFOX. FOLFIRI, CDDP/5-FU } (O} GEM Hijh#% 5.0 Grade3 L1 LoD
MEEMEIL, TEh 4, 3, 5 KON 2 BNZEEO HIL, M4i% 14 FloFEZ2NFIE
I REREDE 66%., i/ MR E 22% Td o 7 22,

5) FL#ZeL ¥

<AHIZH T DEERAER >

1) Graded UL EOFFERGL, 4FHERIRE 9 1 (37.5%) . &l OK A HHHR-IE
WA 661 (25.0%) . $-72 4 6l (16.7%) . #55. BERARIRL O Y LEe s
HNA 2 51 (8.3%) . T, Hif & OBKIMAE E A 1 6] (4.2%) Thoiz 24,

2) Fodk7e L

W%@/A?Eg/‘\ WZBWT, /MMEERE (F BBEE ) 23 LT, mFOLFOX
ZHEAT LT2BRICiR® S 7272 Grade3 it 4 DFEFRIT, FERBICL 2T L%
2 HIHPAE R O E R M A FRE . WIS RO SCE TR R#H ST 5D
FERThHoT,

{



OB EEITHT HHARE
A R OAIRIZ I 2 BB B E T 2 AR O & B G OFNIEE 2 e L Izagk
Wi LD DB, AFOAKRSVIZMELOCHEICER LTS HDIFLUTOLEY TH-

776
<EHN>BEEREZFIIRTIAFNDESHERSDADENRFT SN -LARAHX
o sE | G| AROREROME | GUIK | AR SRR
Ann Oncol. EQ’(’@ Ei%%;fog 7/ . - /‘EB; LAk CR % -
2016; 27: 181 | o e CDDP | 7R ReERE 9%
660-6672 % 1~5 H R ICFAipiR fiFHT CRT B 28%
WS (3917 0),
J Clin Oncol. A}C@ E;?:%J 18(-)%/1’2 7/;;/%; 54 08 =% :
2011; 29: 224 | S CDDP |  fifiil{L AR, 38%
1715-172127 % 1~5 [ HIHasiR TR 24%
N&E (2~3 31 7 L),
Lancet Oncol SHEMAE 1Ao7t L OS (Hyefi)
Mrmifbs 9017 18: | 897 | ©» AF1 1,000mg/m? H CDDP AF1/CDDP £f 23.4 71 A
ik 12 49:12é028) & 1~4 H BICFrbeE: T &L /CDDP/
RANBEE (291 7 0), Cape B¥ 26.1 77 A
J Clin Oncol. %CJ@ E;?:%J 11 —(H)-O/(r)é //I;nkZ/LEll 54 08 =% :
2009; 27: 802 | o a,%fﬁ% CDDP | it 910t 23.0%
_ 29) —TIL ,;4“, a o
200275067 BRPSEE S 2941 20, AR T
Lancet. %CJ@ E;?:%J 11 —(H)-O/(r)é //1;1&2/15/ OS (Hyefi) :
2002; 359: 802 | o L B ssgeys | CDDP | FAGLAHEERE 16.8 7 1
_ 30) — T /r\\/ )
1727-1733 WIS (291 70, T EAMEE 13.3 7 A
J Clin Oncol. ?Kfi léog(glg;l;/fl;gﬂg OS (Hyefi) :
2008; 26: 56 | b yc kb R CDDP |  {fii CRT B 4.48 4F
1086-10923Y 1 (=TT THTHAMRE 1.79 4F
(PRrAm) o
SHEEZ 1Y A7 vE L
J Clin Oncol. T, A%l 800mg/m¥ H % OS (Hriufi) -
2007; 25: 259 | %5 1~5 A HICHHsi% Ak | CDDP CRT B¢ 19.3 7 A
1160-116832 WG (ivan 2 %4 7 v, FUTEAMEE 17.7 B A
itk 3 YA 7 ),
JEI T P
CRT | J Clin Oncol. ff”;%%%@gii%ﬁl RO I :
2014; 32: 195 | - g 2 5 CDDP ffiAi CRT #¥ 93.8%
2416-242239) 1 LT FAHTHAIRAEE 92.1%
(PRrAm) o
Lancet Oncol. AH| 800mg/m?/ H % % 1 PFS (H4LfE) :
2005; 6: 256 | ~4 H BT EEARN CDDP #tiaii CRT #f 16 77 )]
659-668% Beh () . TAHFEAREE 12 7 A
Ann Oncol. AFH 1,000mg/m? H % 55 OS (HRfi) -
2004; 15: 101 | 2~5 H B ICFeE# RN CDDP | ffigi CRT #% 28.2 7 A
947-9543 Be s (i) . FATHILEE 27.3 1 A
3SXIX4EMEZ 1Y 12
. JAMA. L LT, AH 54 0S % :
RIGHY | 1999; 281: 196 | 1,000mg/m¥ A %45 1~4 | CDDP CRT B 26%
CRT | 1623-1627% H B s RN # 5- FRSRHRR R B RE 0%

4vrA7n),




% pRWE | Y| AROREROMR | PRI | RS LR
3 XX 4 WEME 1Y A2
Lancet Oncol. L LT, KA PFS (H4ufE) :
2014; 15: 267 | 1,000mg/m¥ H %% 1~4 | CDDP | A#I/CDDP #f 9.4 /1 A
305-314%7 2R sk 4 - FOLFOX #£ 9.7 77 H
FRIGH) ayr1ar7n),
CRT
| AIE 1A oAk L 08 ChoRil) =
J Clin Oncol. <. A% 1.000me/m? H ikt (64.8Gy) #E
2002; 20: 218 | 2 4R Vg%ﬁ%% CDDP 13.0 1 A
_ 38) =INR i Y ’7 = . .
16T WAL (4% 4 20, PRI (50.4Gy)
18.1 % H
Eur J Cancer. %C@ F;EJK%J 11?)—04(;ri //I;nkz/lEl/ e
1997; 33: 88 | L 1p 11 F1- pegess | CDDP | AFICDDP R 35%
_ 39) =R Y 0
1216-1220 ey CDDP £ 19%
TRk ) ~
R | m Omecl 4% 194 /12 L | CDDP Sk -
ﬁ,g} = | 2009: 20 6a | o AAI1,000mg/mH | X% AFI/ICDDP B 13%
%%%L 66T 1673 %% 1~5 A BICFHs: | CDDP | A#/CDDP/Cmab &
ERYITN RN 5-, /Cmab 19%
/QIEY
Ann Oncol 3 Z 1% 2L L | CDDP S (HyefE) -
92090: 81¢ 146 T. A#1,000mg/m¥H | XL | AHI/CDDP # 10.2 77 A
228_’235;1) %% 1~4 0 BIZkiekr | CDDP | AHI/ICDDP/Pmab &f
RN 5, /Pmab 9.4 W H

F7-. LR
« Ann Oncol. 2016; 27: 660-66729 :
T/JFTHIMK%E?QEH“G 1/91 B (4P BRI FE/SE 1 61) K OfET CRT BEC 2/90 4

(FERRAE K OV

+ J Clin Oncol. 20115 29: 1715-1721%7 :

ARSI V113 1) (AlEB R4

- Lancet. 2002; 359: 1727-1733%

FERIIAATH S b DD IEHEERIETIC 8/372 BIDOFE LT 7D bl
+ J Clin Oncol. 2008; 26: 1086-10923V :
141 DIELTHRD BT,
+ Lancet Oncol. 2005; 6: 659-668%% :

firai CRT D58 TH#IC
+ Ann Oncol. 2004; 15: 947-954%) :

AT CRT #£C 1/30 31  (Jayy

ffrii CRT M OFHfrik

1/128 % (i1 &

W2, 1/51 61 GERAE) DTN

- JAMA. 1999; 281: 1623-16273% :
1A CRT BED 2%
+ J Clin Oncol. 2002; 20: 1167-11743% :

ERRERE T 11/109 1 (R 3 41,
132\ = SO | R =2
M 1 H1) .

FE YRR B RE T 2/109 il (J%

TR LT,

« Eur J Cancer. 1997; 33: 1216-1220%9 :

AHI/ICDDP BEZEB T, 7/44 B GOAE A N> b 341, BUmiE 2 4,
TREFERIES 1 61)) DOIGFEEIEDIET D580 iz,

15) DO

aﬁ%% 1 'fﬁj) @%tz})wu b)) Eﬂfuo

DEEtE, DM IR ARG
PRGN PR AR Bl F e, WAPRAE AR . IR m e M OBV AL 2
(ﬁ‘ 2 @‘J) @/A}?Eg ﬁ@ﬁEtz})mu O %*Lf;o

IZBWT, LTORECHRRESNTWD,

W bz,

BA RN 1B OFTRRD BV,

A bz,

I, DR M

B HH o, e O



+ Ann Oncol. 2020; 31: 228-235%V .
AF/CDDP/Pmab 23T, 5/73 1] (BEIRREH) OIGHERIE OIE T 2358 D Bz,

<FH>BEEBHICHT SAHDERERSDAMESRE S BIRMHX

% AR Q AAOFER AR | GRS | AR D TR R
CDDP
Jpn J Clin 4B 1A 7 0EL | st
L ) T, AFK| 700mg/m2/ A % | ik v 0
it | oeor 200 | TP | 1~ B EICHERIR | (30Gy CR % : 87.5%
WS 28417 0), ) &D
B
3EME 1A 7L L 54 OS % .
Ann Surg T, AHAl 800mg/m* H % MR bR
Oncol. 2012; 328 | % 1~4 H BIcHikEIk | CDDP 55%
19:68-74% WG (e X 3% (= £
JE 2H%A 7)), 43%
== 3 % .
. SHME 1A 2L E L 5 4 DFS = :
J Clin Oncol. ) TR AR
2003: 91: 949 | T AF 800mg/m? H % CDDP A5%
e % 1~5 B B ErfeaaiR L
459274596 M. (I 2 94 7 ). R
_ o 24F OS % :
Jpn J Clin FUSHCEREERE « AH) S LR R
, 700mg/m? H % & 1~5
Oncol. 2012; 9 | B o29~33 0a | CDDP 46%
: _ 45) " ‘44\14; ¥ =y \“ Y
| e0TEL2 FEERIEL . CFHT). SIHET R
i 44%
CRT 4EEE 1A E L
Jpn J Clin T, A% 1,000mg/m?* H 14 08 % -
Oncol. 2013; 51 | Z% 1~4 H BIZFikesr | CDDP 38.9% ‘
43: 608-615% RPN S figl 2 1 2 e
V).
J Clin Oncol 4 AE 1Y A 70 E L
) ' T. AHl 1,000mg/m? H 54F OS = :
ifzoi)?iéﬁm 9 | am1~a A pcHE | DT 64.5%
PP RIS (2 WA 27 1),
) AF| 400mg/m? H Z 45 1
gi‘iﬁt};ﬁ)ﬁ)s. Lo | ~31A. 15~19 A H, | CDDP s -
87: 39840 4 29~33 H A X1 43~47 | /DTX 89.5%
H B I Rpe RN 3 5,
) Jpn J Clin AH| 700mg/m?/ H % 5 1 N
HYBHY | Oncol. 20045 | 60 | ~4 HH&(X29~32 H | CDDP %ﬁjgg/'
CRT | 34: 615-619% B et i IR 42 - o
FENE CRT & « AF
700mg/m?/ H % 5 1~4
HH&O29~32 HHIZ OS (Fhfif) -
Cancer Sci. Frge iR B 5, FEUE CRT B
2015; 106: 142 | {4 CRT B : 438f% 1 | CDDP 13.1 4 H
407-412%0 YA 7 E LT, KA f#: CRT #f
200mg/m? H % £-18 O fc 14.4 71 1
WD 5 1 R ERIRN
BE QW A7),




B

PSES INF i 3L $ AAHNDOHIER O H & DR | AP D TR

rmb

SHEMEZ 1A 7L L
T, AA 700mg/m*/A%E | oo KR .
%5 1~5 H HICFrpEaR 35.9%
NG (2 YA 7 vBlk),

4BEzZ 1A 7 vEL
T, AA 800mg/m*/A%E | oo e SR
% 1~5 H HICFrpEiR 33.3%
W5 4V A7 10ET),

Jpn J Clin
Oncol. 1992; 39
22:172-176%Y

Jpn J Clin
Oncol. 2001; 42
31:419-423%%

:,L\t
*ET{%E);E% Esophagus. 4BE 1A ﬂ; Ll NN I
FOEIC | 2014 11: gg | S 7 800mefm 2 | % T REE -
4% | 183-188" % 1~5 H BHIZRiRehRIR | 7F 39.5%
BRSNS IR
Cancer Sci. 4BREE 1Y A7 C L "
92014: 105: 62 f#\ AFH soomg/ﬁa %z | CDDP T
1189-1195% % 1~5 H BHIZRiheh#k | /DTX 62%
N5,
. 4B E1IYA I EL | o s
Cmcolomst | g | <o A 800memmyri & | 227 R
1630765 iz ;;;5 H BZReeiflR IDTX 72.7%

Fo, AFFRILIZBNT, UTOREHLRHRE S TND

+ Int J Radiat Oncol Biol Phys. 2011; 81: 684-690%9 * :

BRI OB EME & LT 4/76 B (s 2 1, DR M OWIKSS 161 DIELTH
O bz,

+ Jpn J Clin Oncol. 2004; 34: 615-619* :

TR TR REIER T 2/60 1 (B 1 M ORUILESS 1 61) DIET 2GR b7,
« Jpn J Clin Oncol. 2001; 31: 419-423% :

1/42 5 (FEFED THRIC L 5 MR ES 2 v 7 16]) ORBEEEOET R0 5
iz,

- Esophagus. 2014; 11: 183-188% :

1/42 1] (FEEMMELF TP BRI E S ORUIEYE S 5 v 7 1 6]) OIGFRBEEDFE T 3780
bz,

+ Cancer Sci. 2014; 105: 1189-1195°% :

1/62 41 (il 1 61) OB DI LA bivT,

BRI AR OE A B G LB 2 BRSO A EK G B W TR bive £
RAEELL, CEHIE, EYYE, DIAE RS, BEE, WEREEETHY . WTh

HEEHDERTH -7,

%Int J Radiat Oncol Biol Phys. 2011; 81: 684-690% |&. Ml & 18 ¥ [ R B 76 51 2t
| RICEME SN RBHRE Th D

P A O R R O R

B Z 1A 7L LT, AHI 400mg/m? H 2% 1~4 HH, 8~12 H HIZHHER AR 5
L5 @Y AT,

i fFHZE

i CDDP (HcHiheis (60Gy) & OfF)



FHORBENEAERUAE] |
 EEEE. SEERCATIRTELET  BROBECHT SORERESH & |
 DFRREOBE (k1) 3
L O PUEMIEEA & OPFRIREICRE T, @R, AT AAE Tk LT
1 H 1000mg/m? (KRR & Th. 4~5 HE A CREMAET 5. 125580 K
TGO L b 3 WAL EOREE BT TRGT 5, AR GOHMC ||
EOFR R SR L B, (V.3 R OIR) DOEER) §

AR ET - BROBEICHT % FOLFOX &%

. ﬁx)ﬂimﬂ%ﬂ%

TRRYIBRAEE /T T - RO HEICx L CEl SNz, BN ORI T
DEEBY ThoTz,

B BT DEGKREER >
2020 40 Igbal S HIZ X 2 #iE 7 1B\ T, EHEFMEE ThH5H PFS O
Pl [95%CI] (# H) 1X FOLFOX % 5.7 [4.4, 7.1], IRUDTX #£ 2.9 [1.9, 4.1]
THO., ~"P— K [95%CI] 1% 0.71 [0.53,0.95]. p =0.02 TH -7,
2016 £ Enzinger PC HIZ X 25 % 1T W T, FEFHHEE & SR
ZhER 1%, ECF #. IC # K& () FOLFOX #£ CTZ 1 60.3% (38/63 #),
45.1% (32/71 f3) K O*53.0% (35/66 f]) T -7,

REDIS O HES R R 59763 (2B T, FOLFOX 1Txift & &, FOLFOX (2

b4 B A O PUEMEEEA O _ERES R IR STV,

<AKFIZH 1+ BEEKRAER >
2020 #£D Mitani S 52 K 245 0 ([2BW\W T, EEFMEEA & S B5h%R
[95%CI] (%) 1% 27 [18,46] Th -7,

EREOHA & RBRLISMIE IO T HRAIRES 9~ (2R W THMEDTE RS &
NTWD,

FRROWIMERRBRRE SIS & NCON HA KT A > Tl IBmYIRAREZR

AT, PR3 UTEMRIEEE 2 A3 2 BRIk 2 —RIBEICE VT FOLFOX 23 %%
INDHLTAELTRBEENTND, 612, ESMO A F7 A4 BT Hix
WRisf & A3 2 T B O &g O — &I IZHB W T FOLFOX 23 il S v T 5,
F 72, Peer-reviewed journal DFEICB VT, IBWMUIBRARRE/R LT - R OH
FEZxI HiEHE L C FOLFOX ARt s T 5,
AH Tl FFE ORI 2 T, IRIEYIBRAGEZR AT - RO BRI LT
FOLFOX TVAH#E S AV SEG RS 23 EBesE S 4. T/ N R DFE O T 5,
Fim. ENBZRAIA R4 2B W T, HER2 ORI UIRRRE/ T - HROH
FEICKTT 5 — IR CHERR SN D LY A L LCRidlESh T g

- eI
FRROENA DR ICB VT, BmYBRAEEZRET - B OBF IR LT,
FOLFOX Z fiifT L7-BRIZER Hi7-F72 Grade 3 UL EOFERLO KL, A



DRI SCETBEICERH EN T DL FROFHNTH Y | ZhUNOFHFEFESR (Fik{b
fE, EREAREGRE, AT v MREEIAICRIT D E R, M R BRI K OS2
L) BFERBRICED b0 EEZ BN, £2, BENRICRS HE - AR, Bk
BT TREEIBRRREZRIETT « TR OREN - B FO%6E - VR TRR
NTNsZaEzxsl, ARNOREMIZET IO T U ARERHINT
W5,

BEURTRELGET - BROBEICHT 2thDnBELESH & DHFRARE
@%&Uﬁ% B DIBWYIERARE R ELT - HREOBFREE T 2R/ OmMETO
L DHUEMEELT A & OB G- OAMEE LG LIZAKR LD O b AL HRIER D2
WIBRIEUIBRANRE 2R AT - AP O BB 251412 CDDP & O ff &G TAAI D 5 S
N2 b DA IIAFIOAGE S NI HEROCHEICELA LTS bDIFLUTDO LB TH

277,

<BH>BEYRTRE T EST - ﬁ%@ BEICHT SFAFOESRETOMOREEESH L DOHRAKRE
DEDIMEDNRE Sh-BRHR

BMECEED | REMITRD ERHER

INFR R L %R AHN D FHE KL OH & ey GE1-1)
SHAE 1147 E LT,
@O CDDP : DfifH, @ K%
Cancer. @103 IV RO A Fv A RN
1993 7’1: © 98 T C EDPEFH. XIF@K D51% BHPPEE2O1 1, @0
’ AT, A ©225% B, @1 BN Hiiz,

_ 70)
38133818 © 94 1,000mg/m? % 12 BT 326%

TH 1~5 B BICEIRN
et

QAR F— By
Ll ARy &S

@29 Hif&Z 1% A 70 &

RS TRBREE & ORRBIR G

J Clin Oncol. | D132 L C. CDDP & OfitH ja .
» 0, S X 7 3
2000; 18: @134 T, A0 1,000mg/m? % %2%0/2 %TES;%J@E@%? ggw
2648-2657" | 3133 % 1~5 B B EmEr iR @12% e e
N 5. ’ -

@AHI RX YL )Rk
b b L%t — gL

O3 %114 270EL

T. CDDP/DTX & O TRBRSE e 5 SR BR 3R

. AF| 750mg/m? & PG4T # 30 HLAIN D

. W 1~5 B EICEGEIIR | gy | 0L 023 Bl @19

J Clin Oncol. D227 N5 (th o) ICRO BT, 1REREK L

2006; 24: DR FERN B ETE 2
4991-49977> | @230 | @4z 1o e L | D56MI | Tl S s . @12

T, CDDP Lofffic, | @3TAHR | pn o s

A7 1,000 mg/m? 255 1 IR (D7 i, @8 fi)

~5 H H IRk Cdhot,

.

DXP #5 TRBREE R G-BR AR 60 A

Ann Oncol PFS UNDFECHDS fl, @
2000: 20| @160 | @SBREEIGATLEL G (k) |5 FIICRD B, Db
5666737 @156 C. CDDP LOPAT, | D561 | O1fl, @2 FliximE

AH 800mg/m* 255 1~ | @50 KK | LOREEENEESH

5 H B ICFHGE EIRPEE 5 P




HMEICRD

LEMEITER D ERRR

INFR @ L 51155 ARHFN D FE K O & S rogEm (B - f91)

O S-1/CDDP # &

@4WEE 1A 7L L 0S TRERIE & DK FEIE A E
pur ) cancer | D1 <. CDDP :ooffc. | Chomin) | ETE RUTELHD13
3616*362474) @508 2&%” 1,000 mg/mZ %% 1 @8.6 7\7H WJ\ @25 'fﬁ”b\_ﬁzb\&) '3)2}”11

~5 H B FHRHIRA @197A | T
5

D S-1/CDDP #45- 08
Ann Oncol. @3WEE 1A 7L EL TR L O RBUR AT
2017; 28: %%gg (JT EDDP L OPEF T, (éf?;[g))ﬂ ETE fa?b‘ﬁEAtff“@l
2142-2148™ AH# 800mg/m? #H 1~ | @6.6 4 B, @1 FlCRRO BT,

5 H BIZFe i IR 5
S A 1Y A7 e LT,
DO FFAYZR=T RO ()
Dpoa | PRTXE L) CDDP IASASE B P4 % 60
Lancet 256 800me/m? %4 1~5 0s LINOFELE 23 D15 i,
So10- 576 | 38 AT, (Pfi) | @20 6 IKRRBD B, 5
687-697T0 @290 SR D138 7 A | B, D10 #l, @3 LIk
()255 @7 T7EARKEY () XP# | @11.1 4 H | BRL oK EEFRNGE
(i) 35 5.3 1% (i) CDDP & o hinoiz,
O F CAAI 800 mg/m?
&8 1~5 H HIZErecsk
AR & 5-
A1V A7 1E LT,
D A_NRV A= T RO (i) XP
D387 P53 (i) CDDP &
s 2
1 Clin Oneol. | 364 gﬁﬁlﬁf?j”;%%i@ 08 FE1-HDT i, @12 Bl
o1l 20 | )23 W (i) | GO BRI
3968 397670 | @387 D121 B H | & OREBMRDEE S
()365 @7 Z7EARKEN () XP# | @101 WA | hipdoiz,
(i) 22 5.30% (i) CDDP & o
O F ¢AAI 800 mg/m?
&8 1~5 H BHIZEecsr
AR ¢ 5-
S A 1Y A7 0E LT,
DY AT, FFAY R
NN FELNZE - =B EHSEN
X~ 7 R0 CDDP 20 D27 fil. @30 iz
PFH ¢, A%l 800mg/m? Br. 5h. @76 (A
Lancet Oncol. 0 &4 1~5 HH kﬁtm#“ OSﬁ MyEME >3 v 27 34,
20187 19 388 H}RW&%“‘Xbiﬁ/\/éz E— (q:[g%'f[_) gﬂﬁ%&xé ﬂr)ﬁ%ﬁ\aﬁ
2392 NEEE D17.5 7 H et e ity
1372-1384™ ©14.2 % f] MATENREARZEE K& OVRA

@77k R, hTAY X~
7} O CDDP & O
T, AFHI 800mg/m? &5
1~5 H BIZFeimRN
BT H N2 v s

RO 16 13,
TREREE & DIRIREIR A
LE SRR oT,




HMEICRD

LEMEITER D ERRR

NESE7N ¥ Y N FH B
NFF L % AN HE KR O &= S rogEm (B - f91)
TRBRIER: - I 3REREE
3% 19421 E LT, BeliA T4 30 HUWNO
B \ PN o A EFEN
O 7 L~ 7 RO () XP D18 i, @19 HliciBW
#eh5.3% (i) CDDP & L. Hb. OTH (A
D326 DOOFFHTAHAI 800 mg/m? ﬁ@zf;ﬁcgg :Ii\f”"ﬂ: B
(269 B 1~5 H B I EHe b PFS O Ny Sl
Lancet Oncol. (i 54 L LH (th o) i, HEMEZE, &, B
2019; 20: @319 R BE - a7 | EES 32 ROGESSE
420-435™ ()269 @7F7ERRE () XPH# | @54 %A R liﬁgg EEE}“LC/\@7 1
(i) 46 5 %i% (i) CDDP & (Zla e P AR
B TAAI 800 mg/m? K OZERIESS 2 1], i
A% 1~5 A B ICHg AR, BRUILAE K OV S
IR 5 L& 1) 1%, AR
DORFEBMENTEE S /e
no Tz,
O3 @M= 1H 1710 L
T, NA7u X7k
Gastric ONCDDP & DT, A Feh) R TRBRSE & DR RIS
Cancer. D25 #l 800mg/m? %% 1~5 @6)(() 0% ETERWIELERO0
2019; 22: @31 H B sk RS- X @25'8; B, @141 (i) (<
828-837% BV RN S NE 35 o BN,
@~Xh7nl) AvTHRE
SHMEzE 1A 27L& LT,
QLT Y XvT b VAL & O FBIE AT
@~ATrY RvT RO ETERVETHO3
D256 W) XP &5 (i) (Miless . TR A= it
@257 CDDP & O fEf TAH 0s 1T ROV ZERITE A 1
JAMA Oncol. | ()159 800mg/m? A5 1~5 0 | (PO | ¢, @56l Gemsr
2020; 6: (ii) 98 B - B IR 4 - D10.6 WA | HERBE, (LR,
1571-1580%" | @250 @125 7R | K. Wuiie & O
(155 @7 ALK () XP | @1L1HA | ETH 14, @341 (%
(i) 95 51 (i) CDDP & fggR R A, iR K OV
OB TAFH 800mg/m? FEARIER 1 B) [T B
&4 1~5 B B ICHEGE 2e
R 5-
3HEMAZ 1A 7 1E LT,
DRATBY AT kT
2 A7 J () CDDP
EDOPEFHT. A
800mg/m? %45 1~5 H TRERIE & DR REIE ST
Nature B Z R R AIR N % G- 30 FomR ETERWIET D2 H
2021: 600: D133 TS F A D74.40 | VIR ORTR 1 61) |
727-730% @131 @75k, hIavxw | @519% | 2P VHERKOLE

7' J% " CDDP & O
T, A4l 800mg/m? %
% 1~5 0 HICFHFRIR
B IR 2 e
&5

RKE1HD) IO B
77




<ERB>BBUIRT RS EST ﬁ%d)ﬁ%‘;( W HAFDERAETOMODRBMESH & DHRAKRS
DEMEARE SN - DRR

BMECARD | REMITRD ZRFER

Eur J Cancer. 4 Bz 1“3:/(7/1/& LC,
1994; 30A: 40 | CDDP ZOFIT, A RAE | gL
2091-2093% 800mg/m? Z 55 1~5 A H 43%
(R R AR N 1 5
J Jpn Soc 3HEME 1A 7 1E LT, S
Cancer Ther. 10 CDDP L DT, AHl ZENR ;E:%é}i ? gﬂ) (r%;{éjn
1995; 30: 1,000mg/m? %% 1~5 H A 80.0% -~ S
1735-1745% R IR 4% 5 =

O4WEZ 1A 7 0EL
T, Al 800 mg/m? &%
1~5 H B2 RA
5 0S TRERIRIE 5 T 30 A LA

. WNOFET D10 Fl, @7
J Chn OnCOl. @105 @4 P{lﬁﬁﬁ% 1 '3‘4 7/I/Jf L/ (I:Pg%'fﬁ) fﬁu @15 'fﬁJ \—uu&) Eh

2008; 21 @105 | <T.CDDP :Ofitfic. & | O114H |
54-59% ®70 |  #800mgm® &% 1~5 | @7.3 1 f fﬁﬁ%%@%@4m ®
CHERIRNE S | 6.0 4 A 2 I & DI R
BN ETE SN no T,
@FHT7— 7T UNEE
Hlr~A bvqsr Cl
DB S

1B YIRANRE 7 e T ﬁ%%@ﬁr T4 % AN D BT O O HUEMEREIS A & DG
&“Er R DERNADAETG LBV TR SN ERAEFEFLIL, BomH. TR, &
SUERE, AR, AR, BREYEFETHY . w?‘ﬂ%%‘fﬂ@%%f%oto

 AHORBENEAERURE]
AR, RESRCATYRTELET - BROBECHT 2H0NE ﬁﬁ%ﬂtwmmﬁﬁ
EOBE (RE) ;
L O FUEME R A & O OFBEICB VT, @E, ﬁA’i7wﬁD7§7W&LTIH§
1000mg/m? ({KEHEH) £ T4, 4~5 HEME A CREGEATET 5, BH4# 0 KT HEI10T |
D7 kb 3 EOBRE b1 TGS 5, AR L 085 nuiﬁﬁﬁﬁﬁuﬁbé
%, (V3. EROA R OEBR) :




VI. ZEHERBICEYT HIER

1.EEZHNICEAESH HILEYRITIEEYEE
THT—V (THT—I)Ls T, THT—)L s XRXATI)L« T 73 08U 7 ABEH]
bade), RNl vr ARV EEVEDOT ALY Y I UV RPUEM RS A]

ER B O H (LW ONREUINRFZ, BHOBRMNLELZSZRT L L,

2 EEEH

(1) YERERGL - YERRMF -
YERRERAL - ME AT A
Ve PR s6~59) -
5-FU OHUEGNRITEL LT DNA OGMEICES LB b, TGP IZHR
DiAENTZ 5-FU TV T 2L LA U C F-deoxy UMP (FAUMP) [ZHR#A X415,
FAUMP (% deoxy UMP (dUMP) &H5H1L TF I VA BOERKREIHITHZ &2k 0|
DNA OEENAEEND EEZ BN TND,
FAUMP 135 2 U VEE & Rk (thymidylate synthase : TS) . IEMERIZERE (5,10
methylene-tetrahydrofolate : 5,10-CH,-THF) & 35 5& = EEAIK (covalent ternary
complex) Z#ET 5, AL, FAUMP @ 5\ D [RFEIZ co—factor T HIEMERZERE D
AF L UERREA L. FAUMP @ 6 (DI TS @ nucleophilic BENFE ST %5, AUMP
HRBRICILERE G —EEA R EZPEER E LTERT 205, 5 ALDORFEN A F /LI T
thymidine monophosphate (dTMP) %k USIE5efEd 5, LovL, FAUMP @ =&
FERTIEZORIEAE TET TS IAEE LS, TORE dTMP 28172 L T DNA
BRNPEEEIND EBZEZX BTN,
5, 5-FUITv T b &Rl U &2 8 C RNA IZHLAIA E T F-RNA 2 E3 5 2
X, UARY —ARNAOFMEZHET 22 L bAMONTEY, ZhAHDIZ & HARAID
PUEGIRFEBUCE G35 EE 20N TW\WD, 7z, 5-FU I DNA IZHHAA TN T
< PED F-DNA Z 45T 5 2 ERFBLILTWA N, 2 & HuligEah s & oBE L
Y/ N QAT AN



Methionine
e CDDP Methionine 0 42 g% 041

THF Dihydrofolate
G |\ TX
\reductase HEALTYUY A ZILpRE
LV sy 5,10 CHz-THF DHF

5,10-CHz-
THF
5, 10-CH-THFDHERIC &
% FAUMP®Thymidylate
Thymidylate SynthaseBEE D15
Synthase
g Y, duMP —— dTIVIP DNA
FUR, FUdRO RS E% &

1
1

FBAL | iﬂgﬂwy FOHEAH% D

Allopurinol™ s PRPP FUMP FUDP—| FUTP |——

PRPP7—LOET >\< /

ppi

(m— \TX L ! s

MTX  : methotrexate i purine&RAEIC & B it';fg) zt%:f;r?ﬁlgoiugng 1&?5;2? %

LV :leucovorin Purine PRPP 7 — JL D71 B 51 o2 bl b BRERIG
PEDSNTVNBHDHH N AHTIH (A

CDDP : cisplatin & 0 SEEER i
THF  : tetrahydrofolate %\é f’s;ﬂgﬁi’,ﬁ HEB & TV B modulationd &
DH  :dihydrofolate 3 o

- dihyaro 1 HE T h 5 OEEE5-FUDERHEA
TdR : thymidine RT3 2 £ 1 AR L TG L,

N Homocysteine Methionine
Covalent Ternary Complex 25)
(EERE=EEAN 5-CHs-THF

1
FUdR —— 1 —¢— TREDEERX7LATK
FdUMP FUR, FUdR—E+— FUR, FUdR
1
1
FUR FdUDP i Dipyridamole*
1

(2) BN Z BT B RERAAE
1)NCI (National Cancer Institute, XE) EEFIR I ) —=—VFETILIZHT DR (7
rjx) 89)
5-FU IZ NCIHUEHI A 27V —=2 T EF LOWNTIICE L TH0R0F 8L EoffE
EMARLE (R UYABHIEECOT —4),

By ANERZSIES
EERIE . .

TEEE | T/C(%) | 2R | 20 S e

Leukemia L1210 (F1fi5%) e | 180 | 24+ | T/ICZ125%
Leukemia P388 ([ 1fiLj5%) BEEN | 220 | 2+ =120
Hi%(;g Melanoma B16 (# 7 / —=) JIE NN 140 + >125
Lewis Lung carcinoma (lifif#) FRA | 150 + =140
Colon 26 (K5##) e | 200 | 2+ =130
@y | Colon 38 CKI) T 0 3+ = 42
JE%5 | CD8F, (3L BT 0 3+ = 42

HE OB, 2+ AR, 3+ FL
T/C : fEAKTES - A 47 H #2D%t control Lt
[E TR S - - - B 55 E D % control b



2)ERERICKT SMEEMSE

(DSarcoma 180 (R T#i#E) ICxtd HHE (¥ X) 9
~ U AD IR EE TS 2mm S F OESH T 2B L, Bhb 24 K025 1 H
1\ 9 HRE 5-FU #&AkN#Z 5 L C10 HHICHEGEEZFMM L7 &, 5-FU I
Sarcoma 180 (Zxf L CHEBSHAFEIN 2 K%~ LT,

@Sarcoma 180 (FZ F&hE) 1Zx45%% (w0 )

Ei N 38 #5 5 (mgkg/H) FHEGEE (9) PSR (T/C)
control MEALER — 2.22+0.99 —
10x9 H i 0.88+0.58 0.40
5-FU RN 15%9 A 0.45+0.28 0.20
20%9 HIH 0.15+0.09 0.07

TSR - 10 B HICHE

@< ™R KSP-1 2LEIC® T % 5-FU OB S DHEBHE ©
JEGEBM T HEH)D 5-FU 2 3 HEE AR O&E L, EEHEMEOHER & et L,
5-FU FEH HREIC L A~ GHEITIH] & 2 22 G s il 2 38 6O 72,

QEHMWIE (ETHIE) ITHTIHE (Sv k) O
7w M OL MR R NI PR 5x10°8 {E 2 BA4E L, Bl 24 K% 1 3 1B 7
HW 5-FU Z§ kN5 LT 8 H HICIEEE&EAFHA L2 & &, 5-FU X5 HAMMEIZ
kb U C RS AN R & o LTz,

@Yoshida sarcoma (JZ F#AH) (2T 5% (F» K)

GRS #h5& (mg/kg/H) TR EGEE () HUEg AR (T/C)
control HEALPR — 3.64+1.10 -
10x7 HIH 2.25+0.62 0.62
5-FU F RN 15%7 Hf#] 2.06+0.43 0.57
20x7 H ] 1.26+0.77 0.35

g A 0 10 H BICE

I KEARBHNFZHR (THR) 992
Sarcoma 180 i~ 7 A2 5-FU & H[o| I EE O 5 L. DNA &R ERD I &
I ORBENREZ: E 2 Et Lc, T ORR, IBI5ICHIT 5 DNA GaBRLELRNRITH
B, KEHRGOWT I T IR Coi < BB L 7=,
fth 5. EYOMRMEEOHE TIIADMEEZ LN D X7 LA TF R ~Ois#i )N HiA#
G FAEHEGOWTIZEBW T HERFICEIIZRD biv, AHlD DNA & BLER)
B IHBELEBENME SN,



H [\ £ 5 A # 5
DNA & B B B o & o
[6HIFFHF> 7D 160
DNA ~DHL Y iAd %) 140 |
GEf SR T AR | ) , //
100 L
80 1 L o0
60 - / -
60
401 w0
201 20
00— P )
045'2 4 24 (h) 0 0ass 4 17 o "
BESROBH 5 %O
E % o # E
15 - -
[6-H]5-FU O 0 A% o RTLAF KES o RULFF RES
(n mol/g #LfEk)
5 e 5
0 % 06 /i
RNAE 5 RNATE 4
10 10
5- U o 5- r—e
0 7z 0 v
B - X704 NESD B - X7L4 Y NESD
10 10
5 5
0 dd_. 0 ® 7
100 PRMES 100 PRMES
50 - 50 - e
“—e
0~ : — 0~ : —
045 4 24 (h) 045 4 24 (h)
HBE %DM HBE %DM

(ddY ~7 A (1 B£ 3 L) i FR FIZ Sarcoma 180 Z##fi, 5-FU |Z 40mg/kg (A % Hi[al | X AH#
day 112, T day 1~7 1C &5 L7, )

4)FIUIIEEREEER (TS) BAEE, F-RNAEDZEE (YW R) %
X— K~ ABfEE hEEE (SC-1-HU) ZH\<C, 5-FU (JEEN&KE) &5
D TS FLESRK N RNA FICH YV iAENTZ 5-FU (F-RNA) EOZB 2 Hat L7z,
(B EHREER)
TS BHFERITH G ECHICE— 71T L, LG L7223, 96 Wit T b mifif 4 e
FFL T/, F-RNA &3 5% 12 R — 71 L, DA L7223, 96 KEH
BT HEEE MR LTz,
GEfR R 5ER)
WA G- T ERFZNEG 2 L TS HER, FRNAEZZWELZE 2 A, REBIZ
Tl & 72 D A FR O T2,



<H@OKRE5E> ()

00

v

50

TSEHEF

40mg/Kg

10mg/kg

0 1 2 3 4(day)
HE#HE

<Efpixs > (9%
60
40megke 4B T &
3 40
fn
=
-“ 1omg/keg # A
20|
0 T T T T T T T T
0 4 g 12 16 20 24 (day)

)| B EERE Y=o

5)BREREER (X)) 99
~ 7 A Colon 26 & N Z W C U AR EFERBHOLE) 2 F51EI2 5-FU O ERE
DYCENER & HET Lz,
CDF1 et~ w7 212 Colon 26 % £ MK TIZBME LHERE & L7z, 5-FU & 5:4f
i, EEBAEOB A S 5-FU KIEIK 7T7umol/kg 2 1 H 1B LOEE L7z (/77
3% 21 A B OBERTEHEEZR~T),
PRI LD THWE S | IR ) AR QBRI IR L, 15 T
fl&ndZ kb EnmeEni, 5-FU O 52XV, Colon 26 DEFEHE KA
P S, o b SHEEIC k> TEE Lz U RNEAENABHIIEHE~ 7 X L [FRE
\ZFE TR L7,



12 (h=5)
mean—+S.E.
© 1T
5 L T
= 8-
2 ‘
S : 1
£ T
= 4
Jyst
|
] =
'_
T
JEEE piske R
“+5FU

gz 3317 5 HTGL 1%k
*ip < 0.01 GEfHJE & i) (tME)

6) ISR & DHAIC K SMEEARICRIEIZE (invitro)
B M RIBEAIEZ VT 5-FU BB G MBS L O 5-FU f 1
DOMfRE N K IE T 584 DNA/BrdU —E @ik 7a—% A R X R —IC XD f#F
Hrite, Z£ofEE, 5-FU B KL O 5-FU RS TS HicoMiaEylr e v 7 &
G2 + M HI~OERPEIE LT, £72. 5-FU OFHIRS T G1 HlomEnoPRziE &
MR 23 R S 7,

COLO201 HAEIZ A A AR IR . % 5-FU (FHFRS L7tk O
EANTTAHEYA NI T AOREEZEAL

Ohr &hr 12hr 24hr 48hr 72hr

i)
{10Gy)

k)
{(10Gy)

5-FU




(3) VEFRIRIERE - FikhER -
BRI L



VI. EYEREICEE T HIER

1.0 REDHER

(1) BELEDLGOFRE
<45 E TOERRAHE> %
K 61 45112 5-FU 300mg/ni/day % 26 M £ TR IRN G- L72#ES. 5-FU &
AR O EYME L 96ng/mL T, BRNE X EEEMHEI Lo L O ERH D,

: [Kﬁ“@ﬁi’éht /f&UFHE] :
AFNIRGHBIZ L0 NELOIHER R 5, V.S HEAOHE] OHAZRTHZ L

(2) BRIREABR CTHRR SN PRE -
,h\ﬁﬁ$%WT25
(1) B 5 1112 5-FU 500mg/body % one shot i (ﬁ@qzi"ﬂmlqu}%r X, 154 T

15.3. 3043 C 3.9, 604y T 0.35pg/mL & HERE L. #5514 90 /0 IZITHER A LL T2
Rl 99

(ug/mL)
20 1

a6 8 B
S

0 1 5 3‘0 6‘0 9‘O(ﬁ)
AR RS (n=5)
Q) AHE 8 Bl 5-FU 9~16mgkg 2 &5 L= & T OFEWENRE T A —X [ZLITFTDO LB

D THoT 1 GHEANT—H),
HYBRE T A —4

INTA—H )39 (min) CL vd
B T,.a T,.8 (mL/min) (L/kg)
9~16mg/kg 21405 18.9+2.2 776.8 + 91.3 0.8+ 0.1

mean+SEM, n=8

: [ZKﬁ'JODﬁG SNE-RERUVAE]
AFNIHGHEIC L0 FER O HER R S, V3 HIEROHE) OHEZRTHZ L

@ 15 RUEF RN 5

A 14 112 5-FU 60mg/kg % 1,500mL OEME @i TAN L, 48 BFEH T TR
FRR & 0 FRgE R T L7c & &, AR G- T O 5-FU I A I 6 IR CE #k g
(f9 0.6ng/mL) (2L, ZO%EHEICHERE L7z o0,



(pg/mL)

0.7t
061
m o5
b 0.4}
;]
U=
0.3}
i3
02t
011 Mean=£S.D.
0 ‘ ; ;
0 6 24 4850 (R}

FHIOEBESNEAERUAE]
KRN GIRBIT L0 AER AR RS, (V.3 RO OEEBRT5 L
(3) b
<HE T DERERAAE> 102
KB 117 1231 5-FU 1,803mg/mi % 8 Il CHEFIRN G- L7/ R, 5-FU @
i S 3,000ng/L LA L TR A ICHE L L OWENDH B,

 FHIOEBENEAERURE]
AR KT L Y BEROM RS RS, (V3. KRR OMEBHRT 52 &

4)B=E - GtRAEOFE .
1) BEOXE
HMERR L
2) GrREDFE
VIL7. #HEAEH ) OEZZR

2. EYEERA/NT A —4

(1) RT3
AR L

(2) WU BE R -
R LR

(B) HREEEH :
[VIL1.(2) BPRARBR CRERR S 7o iR ] DS

WOV TIUR:
[VIL1.(2) B akBR CRERR S 7= IR ] DIES MR



(5) P TETE -
[VIL1.(2) FEpRaRER CHERR S 7= I PR E ] DIES M

(6) Z Dt
MR L

3BEM (REaL—Lay) i

(1) BRAT 753
LR L

) INFGA—AEHER
BRI L

4.1RIR
PACRPLA

5.5

(1) Mm% — fXBEI P9 @B T -
<BE . HI)L (REEERETORE) > 19
P T 5-FU-2-14C ZHIRNHEE L1- & & | M~OBITHHEZE I TS,

(2) % — R RE R P @@ 1
<45 E TOERRAKE> 1Y
WEIR O BEIC 5-FU 23 A7 btk 2 Lo & & FrERICAEm, AiiERED
fa R B RIBIEFE DGR NI &L OWMEDNH 5,

(3

~

A~DFRITHE -

BN L S

(4) BERA~DIBITH -

<$B%E .Y (RFEEEETO®RE) > ®

YL 5-FU-2-14C 5 IRNIE G- L= & & . BER~OBITHIHER ST\ 5,



(5) £ DDA DFATIE
@ (KB~ DI
<HETORERKRE (BMHREETORE) >
BT 5-FU-2-1C 14mglkg % FRIRMEE G- L7z & & | 4~5 WEI B O S LTS R 1
Bo NBREE TR <O ROWTHFIE. U > Eilic@mn otz Lz 19 GMEAT —4#),

FHIOEBENE-AERURE]
AR GIKIIC LV ER O RS RS, (V3. KRR OMEBHT 52 &

<ZE IV R (MHPERETORE) > 19

Sarcoma 180 fJ#%~ 7 212 5-FU-2-"C 2§k G- L. FERRBIC T 2 EED
EOMEER LT, T ORER, B, M, HiZB0WTiE, &5% 1 FHTiE 5-FU, FUR,
F-Nucleotide (FAUMP, FUTP %) OIEMHAE 2 K53 2 Lo Tz,

Sarcoma 18048¥& ¥ 7 U25-FU-2-14C (50me/ke) 5H Ik 4% 5 B0 5- FU R UM 4000 #5852 fE

A OFARE HBEME)
AHBK dpm/g 5FU FUR F-Nudlectide FUPA Urea (AT
(%)

RS 58.9 40| 155 129 |33
(1P5RE) 391,000 ‘ ‘ ‘ ‘ ‘ 946
=

338 g2 181 29.8 3.5
(1R G 94.1
/N 435 40 19.0 053 a5
CLESRE) 158,000 053
B i

156 6.8 B, S 111
RE D) 186,000 877
e i
o7 16.2 491 5.0
CLEFE) i 978
fiE 136 15
pI=A . 1.5
oy 102,000 985 98.5 55. -
(6) MITFEHIEE
b MIEEAESRIIUTO LB Tho7= (in vitro),
IINEREE (ng/mL) 1 10 25
MIEEARAEE (%) 7.5 10.3 9.0

SRS (3[R E O SEAfE)
BRTEM - 37°C, 3 B
# @& : 1/5 mol/L iR Y iR (pH7.2)




6.1

(1) BB B MR EX
BB« LISl TH 25 208,

REBHER - & 5 & O 80 ~ 90% 2 *
dihydrothymidine

dehydrogenase

alanine(FBAL) .
NH, (oG s n s,

— J . PyNPase (pyrimidine nucleotide phospholylase
phospholylase & uridine phospholylase ®j

Z DM OfEZ THRE S D,
\Z BT i @ DPD B% #

PR

fluorodeoxyuridine monophosphate(FdUMP) 5 -
triphosphate (FUTP) OiEMEREW & AT 5.
5.10-CH2THF _DHF
dUMP > dTMP -— dTDP — dTTP DNA
synthase
o ATP ADP O ATP ADP O ATP ADP O
HN thymidine kinase J\)K/“/ HN)\/“/ HN)E“/ _____ =~ F-DNA
HOHZC o ®-0HC o ®®-0HC o ®E®-0HLC ¢
Pi 1/—\f i/—\f /i—\f 1/—\f
OH OH
AR-1-P ~— thymidine FUdR FdUMP FdUDP FdUTP
phosphorylase
[¢]
I
o) R-1-P Pi HN
ot L Y
J\ uridine phosphorylase O"™N
07N HOH.C o ribonucleotide reductase
H
- OH OH
5 FU orotate PRI FUR
phosphoribosy! ATP
transferase E;‘;‘;‘s K
ADP
o ¢ ATP ADP o ¢ ATP ADP o .
HN)\/I]/ .LL.HN)j]/ .LL.HE\)j]/—, F-RNA

dihydrouracil
dehydrogenase

OH OH
FUMP

o F

2-F-3-ureidopropionate

o)
HN)EF P ad
o~

(FUPA)
N F
HzN
H AN 3C-NH-CH,-GH-COOH
5-fluoro-dihydrouracil HN” 2-F-3-guanidopropionate
(DHFU) (FGPA)

dR-1-P
R-1-P

OH OH
FUDP

: deoxyribose-1-phosphate

: ribose-1-phosphate

: phosphoribosylpyrophosphate
: deoxyuridine monophosphate
: thymidine monophosphate

: thymidine diphosphoae

: thymidine triphosphate

: tetrahydrofolate

: dihydrofolate

®-OHC o ®@-0HL o ®EE-0HL o

OH OH
FUTP

i |
HeN-C-NH-CHp-CH-COOH ———— o {4 N-CH,-CH-COOH + NH{ + CO,
a-fluoro-p-alanine

(FBAL)

FUdR
FdUMP

: 5-fluorodeoxyuridine

: 5-fluorodeoxyuridine monophosphate
FAUDP : 5-fluorodeoxyuridine diphosphate
FAUTP : 5-fluorodeoxyuridine triphosphate
FUR  :5-fluorouridine

FUMP  : 5-fluorouridine monophosphate
FUDP  : 5-fluorouridine diphosphate
FUTP  : 5-fluorouridine triphosphate

( dihydropyrimidine
dehydrogenase & dihydrouracil
dehydrogenase O R F) 12 X 0 BAGARH &4, 5-fluoro-dihydrouracil
(DHFU) #%# 7T, 2-fluoro-3-ureidopropionate (FUPA),
2-fluoro-3-guanidopropionate (FGPA) & D {th, CO,,

a—fluoro—j3-

thymidine
XY R S, 5

fluorouridine



K& - R IZ 5-FU-2-1C 14mg/kg Z wlIRNE G- L7z & = JRPREW LI 5% 45
ST UAN TIERZALIR D LD 91.5% & @ h o 722, #RFFIIZ a—fluoro-6-
ureidopropionic acid & UVRFE D ELENHIIN L 7= 109 GREANT —#),

Q) RBICEHE5T SER (CYPE) OnFiE. F5%E .

BEEZR (1) UE&E) 10719 : thymidine phospholylase, uridine phospholylase }% OY
orotate phosphoribosyl transferase 7% 5-FU D[R 53 2208, BEFEICTZ
oD 5-FU OV (Il B 53 2 I C2avy, b MEGMAK 2 72 525k I
X % & 5-FU X F1Z orotate phosphoribosyl transferase TVU Vb b & DAL b
bV, SR LV R L oWELH D,

E{ R ' : dihydropyrimidine dehydrogenase 2N ALt R CTH H, Z DL =
— N9 2851 (DPYD) (21X, Z< DEENHDH T ENHMBINTWD A, BRI &
8L OBMRIZIA SN TRV,

Q) MEBEEHNRDEEKRVZDEIE !
L

4) KEYOEEDBERVEMEL., FELE 10 .
ARFNTHMIZAN T 5-fluorodeoxyuridine monophosphate (FAUMP) } O 5-fluorouridine
triphosphate (FUTP) IZZ# S CiEMEZ R, FAUMP 137 X P VEE A R % [H
%L C DNA & kBiE %, FUTP (X RNA [ZHUY JAE 1 C RNA BREREHE 2 = 3,
F 72, In vitro Ik TEAL R ToH 5 5-fluoro-dihydrouracil (DHFU) 55\ 5t
IS REAT D2 LAHE SN TWD, ¥ 7 A Ehrlich BKIEE, ~ 7 25 ffifil &
Ot I MCF-7 (2% 2 LD, fEIZ TR & B0 Th 2,

LIS DHFU 5-FU
~ 7 A Ehrlich /K& 50pmol/L 18umol/L
~ U A E IR > 250pmol/L 10pmol/L
t ~FIEMIE MCF-7 350umol/L 80pmol/L

@ T BMDRERI/NT A —4

<HNETOERKEE (MITRERE TORE) > 1

5B IZ 5-FU 250 XU 370mg/mi S IRN & 5- L 7= & & @ 5-fluoro-dihydrouracil
(DHFU) O#EEGRAI/NT A —XIITRDEBD Th D,



5-FU 250mg/ni 5-FU 370mg/ni
INT A—H

DHFU 5-FU (%) DHFU 5-FU (%)
Coue (ng/mL) 3.60+0.16 18.15+1.35 5.26+0.55 48.41+7.69
Towe (hr) 0.45+0.03 — 0.69+0.06 —
T, (hr) 0.13+0.02 0.06+0.01 0.14+0.05 0.02+0.01
T, (hr) 0.87+0.13 0.17+0.02 0.80+0.10 0.214+0.02
AUC (hrxpg/mL) 5.39+0.32 3.77+0.21 8.75+1.24 13.61+2.30

 [AFIOERBSN-AERUAR] -
L AR BRI L R O RS R D, V.S, AR O] OHEEBET S L

7 Bt
@ P AR AL K UHEER
e (PR . Al (T o i (RE5)

@it 3

<NETOERKREE (RETRERE TORKRE) > 10512

1B 1T 5-FU-2-1C 15mg/kg % RN $ 5-1% 24 FEELANIC BUNRRIZESH 2 CO, &
LT57%. JRFIZ 18% HEilt =7z,

2. BEC 5-FU-6—"H Z RN 5% 24 FEF LANIZ B REIZIR I 60~90%., B H2)»
5 2~3%PE- <=, IR O 70%LL A a-fluoro-B-alanine T, RZELIKRIT#E
HEOH10% TH -7,

AHORBEN:RERUAE]
ARSI E 0 R ORREARA S, V3, RER MR OREBIT 52 &

<£BE:7v bt (RHERETO®REE) > 1

Wistar RIEMET » MZ 5-FU-2-14C Z#ARM#E (10mg/kg) L= & X, KN H DK
ITHTH Y | % 4 R £ TIZR G BN REOR 80% 23kl S 41, HIZH# G- 24 FFfH#
FTIZIE 91~95% 3 HEE & 7,

AT ~I1Z CO, & LT, 7. R ~ZEL LT5H-FU, FUPA, J##% & L TRt S 7,
F7-. #EhL R~ TH o T,



o0 FRh RO e S oh ) SAfA i o (B3R i 5
0
100
| COe2
140 80 e, —
fr!;
H 60 !
[ 3
X 1K
= 40 B
20 R
= O s @--m-=- .
----- i
0 -—\— T T T T
1 2 4 8 24 (hr}
FRA X D HH R
R 10 mg/kg i.v. 100 mg/kg i.v.
Urine total 100 (15.10) » 100 (35.10)
5-FU 32.9 ( 4.95) 85.0 (29.84)
FUPA 52.4 ( 7.91) 7.3 ( 2.56)
Urea 10.1 ( 1.53) 5.7 ( 2.00)
F-Nucleotides 0.9 ( 0.14) 0.5 ( 0.18)
Unknown 0.8 ( 0.12) 0.8 ( 0.28)
Total recovery 97.1 (14.64) 99.3 (34.86)

a) : RIEHEMEIC T 2% &

® itz
LR L

b) : G BEHEIE T D EIE

8. 3 VRKR—E—IZEHT B1EH
BRI L

9. BMEICKDBRER
FEREFEHT -
BRI L
miRFEH 1
5-FU D Mig#ETIZ & DFREFIL 79.5% L MG ST 5,

MBI IR T A HITHOWTIL, [VIL6.(2) BikfesEiE | ol [fEH) 22 M

MR -
PR L




0HEOERERT 8%
AR L

1.2 0kt
AR L



I ££% (ERLOIES) (CEJ SHEHE

1.

T

HFABEZDER

W

1.1

1.2

1.3

1.4

==
(=]

AEZEOHIALEREL. BRRFICTTHARGTELIEEBFICE T, HAILE
BOEICH RS - BEREFOEMOE & T, RNEEMNEY) & HIEF S BEFIZD
WTHOHERT D &,

BIEBEDERICH->TIE, BHAXRFOEFAXEZSRLTHREETHI L,
Ffo. BERFBICELS. BEXEIZOREKICAVDERVEREZ+57HBAL. F
ExBThEETEHIL,

ARRLFEY—F - TAODSVLRKREE, LARKRYF—F- A0S
IWEEIIRFIOMBEBEEZIERT SBETHY .. ChoDBEECEHELIEERZL
NARTHINEOHLNTLND, CNOoDEEISEDBRMEZFESIDT, HEHR
UES20—EHRITBEEZEMOEBETIZEC 2 &, [8.1 5]
BEHEINERUVBERICH LT, REZEOHAILERELEBRSIRBHREHAT 515
BICEEGRERACHSHREFENRINT 2aI6EMENH 5125, MERES EHA
ILEBREOHRARICTALAE - BRZF ODEMDIL L TERIT S &, [83F
Ha]

THI—=I - XASVII - FTFIVINAYDLBEREDOHFRICKY., EELMK
EEZDEMERNRET 28 TNAHLIDT, #rAZTHHELNI &, [22. 1015
)

(AEER]

1.1 TS AAIOPFRFEEICEIT 28k (EEBEEE 0121004 5 - FEAFRE 0121002 =, =
BU¥ES 0121005 5 - EEFHE 0121005 5) | Tk, duEAOFHRIEEZ1T 9 561203
BEOREMEEZE 25 2, IREBEHEESEDOFRA & ATRER IR 0 RRICE <72, i
O NEE THD & LTWD, T, HURHI O 1o s 4 3

L. BRAESCENEMFICET 2 BE ~OFATHH & B OIS D 5 2 & MNEHR

PR N OME S TSRO LTV 5,

<JBFC : 2024 4 6 H &LETHE>
(WS SCE) %2 TR ICEF L,

12 AMMLFY—h- T4 0T ARREE, VARV F—F - 7ty I o
#8751 biochemical modulation 25| L72{RE CTH D, L7=ni-> T, AAIOHMILE
PEITHEIR S AL, AEICBIT 2 AR ONTND Z Enb, AEEEICH T
> TOEFEEZME LT,

[IVIL.5.] DIEZH]

1.3 VLG, HEREARNEE L 2OME] OWE, V4 HELKOHEICEET DIER] O

HZH,




<JBRC : 2021 4F 11 H i >
R 0 2021 4 11 A 25 AT, AFIOREREICHT 5 TRRESUIRNE ) THER
OHE] DAERINT 2 EROEEHERIZL DD TH D,

1.4 VL2 oK & F0t) VIL7.(1) PR E F0Mb | OESME,

2EZRNB L TDHERH

2.EBE (ROBHICEFBELANI L)

2.1 RAIOpS 3 L EE mBUE OBEEIREO H 5 BE

22 THT =)L« AT« AT T30 H Y 7 AAFIE G HOBRE KOGk
7THUNOBEE [1.4, 10.1 /]

(fRER)

2.1 AHNIDOR A% U EE 2 BBUE OBERE D & 5 BE ICHEE L2846, EE/BEUE
DEFET D ATREMERIER ISR,

22 THT— )L« FRXATII « AT TN H VU LEAEHIEGHIEHEOF AT IV OIER
EEETOMBIERNTH T =L s AT« T T30 ) 7 ARAHNC X 55k
BEREMEINEE T 2 £ CICET 2HMAEZBRE LT, 7H 77— - FATLL - T
BV T AEAERIORGHIEE S T HUNIIAR Z&RGHERE L,

[[VILL1.) TVIL7.(1)) DIEZE]

SHEENITHRICEEY HEE L ETDEH
(V.2 BBESUIRRICBIE T H1EF ) 22T 52 &

ARERVAEICEET 5FE L ZTDER
(V4. AEEOHEICHEETAEE] 22H452 &

S5EEREARNIE L TDEH
8. EELEARMIE

(FhRESIE)

8.1 HHEHEREIH, WMLWNREOEEZRAEANEZ 220320 T, EHHY (Ff

(CREEAIENIHRD ISR (MR, e - BRERAS) 2175 A
FOWRREE +DCBRT L,
Bz, ABNOFZ MRS 2B EOFH LIEE (AR —h - 744 ny
FUNKRIEE, LARKRTF—h - 740y T o VEESE) 2 E T 5551
E. BRRRETED I ENH IO TEEROB IR EHRGT 52 &, [1.2,
9.1.1, 9.1.2, 11.1.1, 11.1.3 &&]

8.2 JEYYE - HIMEM OFBLUTE( LI+ TEET L 2 &

(R ERUVRER)




8.3 Al & Gt MR E & BRI 2 0PI 256 (FrICREOFN T 25 8)

(2, EE R RIWEH SO E DHEDFEBLT 5 ATREMED & D 728D ARH D3 ) 72
ERRETT D 2 &, BURRIBR BN OB R « & ORMEL - DK, B OEBEREK
T MR, MEREDSEDS . BRI RO A L R LU CRE L 225 2 &3
HMOHNTNDOT, MiketE R ORGSR, BEYOREEH, Eiar ba—
Jb. TR IR RE D KGRI I X 0 RGBS L 72358 OB B IZ OV T4
PR, MIGEITH 2 &, [1.3 5]

UNGERVABYIBRTELET - BROBE)
84 LARKRUF— | - At uy T U AREEIEIEICBS T, KR 2T 55

WZid, BEE STk (TR OB O B RAGRIE - B/ SERFT RS A PG~
DB HIARHMEE . 7rda I UMNBE) ] b LIX TEE EOMEN
DEWRARIL - WIS/ EIRET R AP GE~OZ SR MEE: 7 v day
F v (RBYIBRAREZRELT - R OFHE) ) %) Z2AFHET L L,

(AEER)

8.1

8.2
8.3

8.4

B REREREINH], LW TR TVILS.(1) B RZFIVEM & Wi ) oIE, (fiF)
OEXLEIEADKTEMRES M,
[IVIL1.) VIL.6.(1)] [VI.8.(1)] DIEZH]

<JBFC : 2024 £ 6 H Ui >
(A SCE ) 2 TR ICEE L,

HREEREMIHI 3% LGS ITIEGME, i OEENRE S D,
(V.4 HiELOHEICEET 21EE] OB,
[IVIL1.) OESH]

<JBRC : 2021 4 11 A dETRE >
BB 0 2021 4F 11 A 25 AT, AFIORERICKT D [BREII R THER
O & PERBINTZZ L ROTEHEMICL DD TH D,

<JERC : 2018 4 9 H UGT I >
NSRRI LT 2 BRI21E, BESGETH D TR EOMEMED R WARKGRI -
WICHFERRFT 25 NN GE~OEMEIR L2 REE - 7 A v Z v VNG )
HEHRGTOIMLEND D Z ENbIEFL LT,
http://www.pmda.go.jp/review—services/drug-reviews/review-information/p-drugs/0015.html

<JBFC : 2023 4 3 H GETIRE >

MR O MBVED EOARKGEIE < BICERRETSiE AFHFE~ OB S MLk D Wil
FCHESE, 2023 4 3 H 27 BT, NRBYIBRANGEZR LT - IO (37
% [BhReSUIzh k). THEAROHER] AR SN LIZL DD TH 5.
http://www.pmda.go.jp/review—services/drug-reviews/review-information/p-drugs/0015.html
<JBERL 1 2024 4 3 A kRl >

2024 - 3 H 26 HfI T, NAKUIFRARRE/RMELT - FRE O TR 2 O FUEME RS
F & OBFRERE] (x5 TREXITRR]. THIER O E] ARSI Z &I2HE
VVEFE K OVGRHEE A L7z,




6.HED

Ma

BEREATHBEICHI HIE
HHE - BEEFOHLHEE -

9.1 AHHE - BMEEZEDOHLEE
9.1.1 EREHEEIFIDH S EH
HHIERERE L v < T o BT H S, (8.1, 11.1.3 2]
912 BEFEZEHLTLIESE
HHERSRERIHNIC X 0 BYYENEL T A B2 H 5, [8.1, 11.1.3 2]
9.1.3 MEEXIIZTDHREEOHIEE
SERDN BT ABENLR D 5,
914 HILEEBEXITHEILDOHDEE
JERD BT A BENRD S,
9.15 KEHEE
B egBERNL bbb BENNH 5,

(FEER)

9.1.1 [IVI.5.] VI.8.(1)] DIEHM]
9.1.2 [IVI.5.] VI.8.(1) »IEHM]
9.1.5 prEMEEANICEm L CR#EH I W5,

=
=
= B
B
/N
&
o)
¥
=
O
&
A
=
&
o

(F#ER ]

TR R B E D &> 5 A TIE. AR OARTEALLYRE DS BIE S D WTREME N H 5, Tz,
AENDOFMEIZ L > THEEFORENEEST L bH D,

k. MRS, BEEROENTEE T 5 5-FU ORGEICIT O X 5 2filnd 5,

FlEEEE
MEE YV VEZEEE LEEWE T TRROLEBY o Tns M, HETHH
LIRDT, BESOEFBROBIE LIRAREEZHENCE =2 —3 5 Z EBREEND,

mEEY/LEy = 5.0mg/dL - JHEOLERL
> 5.0mg/dL -+ &GEEIE
- BEEEERE
5-FU (X EICHIB RIS N D720, BHEENE LK TLTWHEFETH —ICE

HEZHET20EIT RN E SN TND W, fijEF 7 L7 F =2 1.5~3.0mg/dL D&
F A58 L= 5-FU 1,000~2,600mg/ni/d (B 1 [8]) Ot oK T,
5-FU © 7 U7 7 v APME T3 2 EACRIER M T 2 IX 2o & LT
%) 115)O

LU, BB AREEITEE 3 412 5 -FU 600mg/m? % Sl EHE L 72 B o i i g
BRI ER B ICHXTENI D W B2 T TV RN BEEREE TH A
TERADRRLS CHARBMEIIEETE T, BETAHIMNERD D, £, 7LTF=2271



77 A< 30mL/min O & X 5 -FU & 5-&% T5%LL FICHEIT5 & vk nwifs
fibdo 10, FHICEL UL, BE~OTEBERVEIZE L A RAE ZHEICE =4
—3 52 EDREEND,

- BITEE

5-FU (3B HTIC ;of%%f(%f$ﬂw%)én%¢w%wm>—&m:*ﬁﬁ
IZHBMEDOSLET RN E S TGS U718 N SO AITBT P O 532
FLWETLHHRENH D 17,

=L, WEOMLEMEZRETIMEL H DO T FHEIZEE L TITEE~OE
BB LR EEHEEICE =S —T 5 2 L NEEND,

(3) FFHREfEE B4 -

(4)

(5)

(6)

(7)

BITEAD B HobhoBENRH 5,

(FRER)
[VIL.6.(2) B HkREMR = S | OH ) 22

HEREERT OF ¢

0.4 £TEEERT HE
INR B OV TR R IR DS\ B 5 B BN b B B AT IE, MEIRICH S5
WEEEETH L,

(F#ER ]
PUEANZ BT 2 —HIEE Th %,

i -

9.5 1R
I SR L WD ATEEE O & 2 L EICIT R 5 LW Z EREE LV, 8
FE (T v b, T R) TEIRIE., DEASOETIERANRESNL TS

e R

I LW Z ENZEE LU,

INREE

9.7 INRZE
BIEHORBUCFFICHER L, BEICKRETDHZ L, NEEEZRSE LZBEKRR
BRI LTy,




(FZER]

NRICH L THRESND ZETHE Y o ZaEbir s Thany, /NNRITATEE
REDIFIEN 3 TRV, BEICHTIZ > TUIHmEET D, £, KO EZZBEL
TG BOPRBENLETH D,

(8) Gl E -

9.8 EkE
MEWRICEEGRBCEET 22 EBEOREBLBR Lo, HRICKRGT
5T L, ABBERENMET LTV Z EnE <, FITEBBEEEISH ., WLaREE
LW, RNRE), BERSE, B ORERRH b3,

7HE/ER

(1) BtREZ L EDER :

101 fHZEZE (BFtRALAGWI L)

KAl % B ARAELR - HEIE 715

HFF - fEBRIA T

THT—I)b e FRAT )L -
FFT A T AEEH
(F 4 —T AT )
[1.4. 2.2 BR]

BN EE R MKEES T
i, AN DM EE REE
ENRETIBENND D
DT, THT—)L+ XRXZ
LI T TN T A
B &A% G- R OV G- ik
%A &b 7 BUWNIEEAR
FlaEE LR &,

FAT M T AT T
VOB A TRE L.
7 vda s L
NELL LHT S,




(2) GtREE L EDER -

10.2 FAEE (FFRISEET S L)

HeF 4 4 BRAEAR - HEFE 5T Py - falrln 1
Tx= kA MEEE, EEHRH, EE | FEAHTHLS, T
BEEDT 2= b V5 | = o COMmPRESL EF
NHLDLNDZLhDHD, | EED,
INZ 7 VAV 7L INT 7 U YT AOE | FIIRHATH S,

MEWREEL 20D 5
DT, EEEFEDOEBEE
T5Z &,

M)A Vr e FET Y
IVHE R A Al
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5-FU Ffita$ i & 5-FU /CDDP &% & O grade 3- 4 DEIERAFEIRERE

(%) DLHLE W

FIlVE CDDP #t 5-FU FigifiE 5-FU/CDDP %=
N =83 N = 82 N =178

A Bk (< 1,500/mm?®) 1 0 10
/N 1 1 4

Mg 18* 5 35%
T (grade 1- 2) 17 21 26
A% (grade 3-4) 2 13* 13*
18 i 5 1 2 3

TNE=:< 5 3 5

iz 0 12 13
MiE 4 2 14*
7 L7 F =1 > 2mg/dL 14 5 10*
Mg < 1.5mg/dL 29% 7 29%

*'p<0.05 (Fisher O IEfEMEFMRIE)

SRR O LA EFFLRIT, MEBNORER - mERANEK, O EREET,
MEFENE, RERED, HEHRIEDETH D, T ITHEN BB B O E & i L TR &
20 MiEwEEE B RO BRYSTR, REIORFREH, BT o2 be—b XiEEH

T B OIZ D MIRIEDLE L T2 D 2,
AT #RAEE £ 5-FU/CBDCA BEEDRIERREIREE (%)

BIYEAA bR U
Sk N =113 N = 109
I ek (< 900/mm?) 0 4%
M/ (< 50,000/mm?) 1 6*
fasEEd (< 8g/dL) 0 3
P& 5% 59 67*
HN% (grade 3-4) 39 71%*
TR He AR 15 36*
RERD (> 10%) 6 14*
TEIRBEH BE
5 e (grade 3-4) N =17 N =27
S 19
9] 6 0
TEE 0 6
e 12 4
PN RS 18 15
P& « Bz TR 6 7
M % 18 15

*p<0.05 (x2RE)




- $E5RE - EREICHT HSLARERY F— b - A O0Z DI RFEEFREE

de Gramont & 'O OWAEIZ LD &, grade 3-4 OFMEOAFHHEE, ke, FEMAER T,
BRBEAT & b2, 5-FU FfiifiE/LV %L (de Gramont #%iE) TIRWERNIZ & - 72,
Kohne & ' @45 Tld, Graded3—-4 @ FHIOHE X 5-FU FrfiitiE/LV &1L (AIO &)
THEIZEWA, Zofoimik, FEfikeE, EREEETITREFE Mayo #ikE) ©JF
DSEVMEANZ 8 > 72, sSLVFU2 FHEDORFAE ¥ 12K 2 & | grade 3 OFEM:IE 5-FU 2,400mg/
m 3%, 3,000mg/m 0 %, 3,600mg/m 16% & 72> T\ 5,

5-FU HrfmadiE/LV H&ix & 5-FU RiRFRE/LV A & D grade 3-4 DRIERAFKIREE (%) @

433

W de Gramont Kohne
5-FU/LV e B RHC S
sk (de Gramont &) (Mayo &%) (AIO =) (Mayo %)
(N=208) (N=205) (N=154) (N=159)
M if Bk I BRI 1.9 7.3%% 1.7 6.7
A 1.0 0.5 0 0.7
MK T - — 0 4.7%
S 1.0 3.9 1.4 3
Tl - M L 3.9 3.4 Mgt 5.7 1.7
T 2.9 7.3% 22 9
HEIEESE 1.9 12.7%%* 5 11
P& 1.0 0 4 1
Wi 0.5 1.5 2.7 3
PRI IR 0.5 0 - -
TR W B EIE 0 0.5 0.6 1.3
G 11.1 23.9%** = —
*p<0.05,**:p<0.01,***:p<0.001 *p<0.05
(Mantel-Haenszel %) (Fisher's exact test)

sLVFU2 BADEIMERERBAE (%) ¥

5FU £ 54 2,400 3,000 3,600 BIVEF DGR
(mg/m)
Grade 2 11 20 35 —
DOEE, B
2) FJESEWERE 5%, HIINZE, T, &
1) 2) N ~ N SEIIRN
rade ! 0 16 KPR, W, LA
FNEN 2%
Grade 4 0 0 29 3) i BRI
N = 86

VAR RERREICRIZTZE
RESHN TR
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X. JEERERFBRICEEI SR E

1. A ER
(1) FEXHFIBHAER
VI 3E2h3EE B3 2T E ) OB
(2) R EEEHER 1Y .
RBEE | R | R5RK BE5R GH) FaE
HIEBND L H 5 VKT, BRIG T
Hdp 5 VARERZEH . BRI D
%%fﬁwm%@ ﬁ\ﬁﬁﬁg\ﬁ%\%igé .
o GET B AR R RREIRIE L 220 |
B R e RICIERCAEDS . JEICE D)
TR | T 5~20mg/k
LB 1 20~60 | AEBD. BSE RN, Fh - L
R e T B D Ib DAS 25 2 3R b 2
wegEsy | 2omeke HF . NEWEN R 58 & REEDRER D
. (FL[a)) fi, SR, R R
1 ~ T 0 D 45 Bk D TRV 25
T L&ERD R
L A R (ﬁ@)gg BRIR K OHBZE D IRIE (4~10mg/
kg). JENR (20~40mg/kg) %D 5
AN, BRI, ik
0T 9x10° IRMOBK (106 g/mlL) . FHEED F
S | v in vitro . W8 R ORI OB T (5x1074~107
g/m g/mL) (Magnus %)
- 106~10" AR M MR L L
? g/mL @ 0.5mL (Krawkow-Pissemski %)
il A
N R & BT (1,000pg, & A
R 1010000\ sy el (Soudi 1)
N - 1~25mg/kg .
I AVES HARA (BijE)) B —i@Eoamd (10~25mg/kg)
R 1~25mg/kg B —mPEO N (10~25mg/kg.
LUC A S I T 7 R o R GRS % )
10, 100, PRI, I - BRSSO FEi . YRR
i A AR 1,000pg SRR, BE LR (1,000pg,
(T H1E7HM) | AIRFEEZT7HBIZERTE)
(3) ZDh D EFEEHER -
P - L 2




2. FMHHER

(1) BEEFEEEHER 1

(LD4,

mg/kg )

EOIE/RE

i3

AR

HEIEN

| KT

~ A

3

262 242

226 200

274 242

247 226

640 1,025

781 669

669 1,071

653 669

AV S

18.9 -

21.6 -

(2) REEHREZEHER 110 .

BRI H

it

Bt

L8 (iHE)

DA

RAg#

Eid

HEiEN

7.5,15,30,42,
60mg/kg
1H1m3 %A
i)

30mg/kg UL E DR HGHETH S N A
bive, EERENOEEDRED,
ARIMEREL, BRSO Ot/ MR
DU HRE T D H <o i
DR W K O o> 25 2 78
Do, HMEERE & L THEEO
RIS LB D MRiEd R, A 2 — bk
FIfEe L bFEO B, £7-, BUN
DI HFED BT,

5,10,20,30mg/kg
(1B1ME6 %A
)

20mg/kg BECTIRERD, 1 MAEHE
DIETF, ~E/ vy, ~v h7
U hOWA, B - BHEREOIK T,
B - BICAEME. B O
O BHiL, 30mglkg BECIEA 3
MO G TR O R A LI

—o

&0

7.5,15,30,42,
60mg/kg
AH1mE1%AH
)

42mglkg UL EOFE HRETIT AN
bive, EERENOEEDRED,
ARIEREL, F BRSO Ot/ MR
DU HR T D H <o i
DR Wi K Ot oD 225 2 58
Do, MEERE & L THHEED
O D ASOREIR D IEEIESR 0 2 —
LRI EFRO BT, Ez,
BUN o#mbio b,

7.5,15,30,
42mglkg

QB 1FE6 % H
)

42mglkg OFEHGRETH TN A LI
7o EEREOW/D, (REH NS
TLTHIERA LN, EDIT,
FRIMERF R OV A i BR O I8 M)
BT oS MM ORI R
Ja Wb, MBREEY v oY v
INERD T2 ERTRD bz, F£7,
WAL REIE |- D 7 22— Stk S B
JTFlEC OBR R M DEEEEETE, £ L
T B CORME Loz L
bR ST,




(3) EfnFMHHER :

BRI H B FE e GRR #ha (GE) B AE
- 5-FU ITME 6 L CERFEMIZ 22 <. DNABEAZEZ S22, BEEHC
LTI F v NERERA R LT,
c EIRETCIL., in vitro \ZB W T CHO Mg lc etk B M b ivl-, £z, 5-
FU I3 1n vitro T~ U A BHEMIRIZ/ MEARE Z LT,
WAL 14D | - HIEENE 2RI E C C3H/10T,,, MIC F T v A7 3 —A—S g VAL,
R TH 5 FUAR b A EZ N T AT 4 — A SHT-, F7-. HEME LT
FIR D~ 7 AZEST 5 LS Z TR LT,
- 5-FU TiRFE LB IEE O BB ORI U > /BT, Yet R B H OFAZE N,
b R LT,
4) KA TRMHAER -
BRI H )R e 5 #ha8 () B AE
~ 7 A - 1 ; ,
ae o | R | S ey | EEORE~ORBRAD 1,
R ) <A e 30mg/kg I N/ .
D A JEPE (HeHE) 149 JE e N G 1 8] 50 S8R B DR AN EISEIN LT,
(Z@’ L Y ?f’;qmlg%‘[gm mp | R S Ao 1
(5) EERESMHHER -
BRIE H TR Be G2 H Behg (W) AR
ZHREE N D% I .
fif@?}]ﬂﬁ 7 v b e 25,50mg/kg/ xﬂé‘i@ﬂiﬂ‘_ Hﬁﬁ@%?ﬁgﬁ‘,
WA | BN g 3 mp) | FORHEZRSIORCRUZ NG
L Pl RS A DT,
%R
16mg/kg PLEDoRER5HTIER
~ 7 A () 8,16,32mg/kg WROFECWIL, ZHEiE, DHEHD
Z > b () FARN (1 B 1[eZ24FE 8 %i#ﬁ TTH o2, 8mglkg LA
CRIEFR) ~14 HHE© T OV ERERECIIBE 2 w1
R BT,
S« R A AT
B9~ % i
- 5,10,25,30mg/kg | ~ 7 ZIZFBWT 25mglkg YA b, 5
(i) 19 1 (1A 1EZER 7 |~ F Tl 16mg/kg L EORR O S
~13HHEZ T, BRI A (D05
2 BREL) . L EHL, FBEM
S5 1 5,10,15,25mg/kg ﬁﬁlw WD b, £z, HAEROR
A @0 | QB 1ERERT | 4. FEROREMEENRRD 5
~13HEZT) ni,

a) 24th Ed. USPDI® CK[E /R 7 I 5E RIE)




(6) BFRIHILHE
s R L

(7) T DD KFH*REN -

MR L



X. EEMEIEICEY 5IEH

1RHIR S
WOE B TR

TE) VERE-TERTS O M K0 MO B = &
BHRS : K

2 A AR
HRHM - 34

3 @, ‘{k —Ca)ETlf
7 £ 2~8CITRAF

4AWFENEDEE
ARFNIANILEF D & PRI CH V| EEEOHARNC L 0 KR FITRER, 185, A
ik 0D HEBE A %t_ﬁTbﬁ#%5®f\W&Wl&tofm+ﬁﬁ&%ﬁﬁgﬁﬁéo
DA OGS A & OIRGTRERFIZ, ERDPKESCFREIMAE L 2L ) ICEET D, 3
WHRE LD, T ITATAZRNT, KTHEWIET,
DRI AT HEBITHAKTE S BEIRT 5,
* 1 TVIL1L. #H EOiEE ] OHLBRT DL
2B OGEREN B S0, BAOFRR, ARECEEL, MV EENNIEET LI L
[V.1.(2) WAIOIMEL L OWMER ) DIASIR)

5. 8FRITEM
BEWMTERLTA R AV

<TVoLEBY Y (AAGE - 55H)

‘Ell}ll

6.FE—Hm Sy - ExhEE
TR RIS, — W AFRORIT A0,

7 EREEEAR
R

8 EERFTARFABRVARES. EMELERHEFAR. RETHIIWEAR

WR 5t 4 BOEIRTOKREA A HKERE FAMAEENEAER B | IRFEBAAGEA H
5-FU #£250mg | 2013 4E 2 A 15 H | 22500AMX00515000 | 2013 4F 6 f 21 H | 201346 4 24 H
5-FU 1£1000mg| 2011 4 1/ 14 H | 22300AMX00065000 | 201146 J 24 H | 201146 7 24 |




¥ [5-FU WFn) 12196747 H 24 A, [5-FU 1k 250 WFn) 1% 2002 4 1 H 22 AICERBEZ Tz,

OMBEXR FZNREM. RERVAELEEENFNOEABRUVZDOAR

H H BIMETLEDHH H ZETBINDNE
.« SHSHEE 6 B M o BB A & O OF R
20054F 2 H 14 H < KNG - EIBEICKTT A LARKRY = - g n
ARV 7. 2R DAL SFA

BB OISR RE MR D VAR Y F— b - 7

2013412 4 20 B o Y5 LR B

e I3 C MBI AL RERY F— b s TAFE T
menomgan | T 9ALA FEE R O TR 1
20214 11 H 25 H < BEREICRET DO PR & OOF S

TR UIBR AR BE 72 AT - RO BF WIS T B LARRY
F— k- TG T T VR O R

TR UIBR AR BE 72 HEAT - THRE O B IRISK - B th D B
PEREIE A & OO IR

2023 /-3 H 27 A

2024 43 H 26 H

10.BEZEHE. BFiMEERLAREABRUZDAE
BiMEfERBEMERR : 201444 A 7T H
R CHEVES A LE 2HE I A MOANAETOWNTIIZHIEY LA

1. BEEHM
PSR

12 R RHFEHIRIEE I 515
G0

13.%Ea—F
JEE A 5 B8 S
B o ERIEES = — K | HOT (947 | v~ FEGwm
Wiz AU I \ - :
(YJ =—R) &5 AT Aa— R
S
5-FU 7% 250mg 4223401A4029 4223401A4029 122291301 622229101
5-FU {£ 1000mg 4223401A3022 4223401A3022 120479701 622047901

14 REHBTLEDEE
PACRPLA



X1. Xk

1.5 Ak SCHkAE =R No

1) Adelstein DJ, et al. : Cancer. 2000; 88: 876-883 (PMID:10679658) [018-714]

2) Denis F, et al. : J Clin Oncol. 2004; 22: 69-76 (PMID:14657228) [018-715]

3) Calais G, et al. : J Natl Cancer Inst. 1999; 91: 2081-2086 (PMID:  [018-717]
10601378)

4) A FIE D> T FEOERIR. 1967; 138 670-676 [ ]
5) AATiE R FEOERAR. 1968; 141 184-191 [ ]
6) I ZE1F A+ B REEFHERS. 19705 29: 352-366 [ ]
7) T MIED D ORFER. 19705 161 896-909 [ ]
8) H M 5 1Z 0>+ FEDERIR. 19735 19: 105-109 [002-356]
9) FREELEIZ )N BT EF. 19735 281 903-911 [ ]
10) = Ji fIE 2> s & ALSPEE. 19745 10 595-613 [ ]
11) KHEFIHEE D © VB, 1974; 56: 888-894 [ ]
12) Conroy T, et al. : N Engl J Med. 2011; 364: 1817-1825 (PMID:21561347) [ ]
13) #EEE R« e FOLFIRINOX (2 B4 2 Vg S B R ik B

14) Lefebvre JL, et al. : J Natl Cancer Inst. 1996; 88: 890-899 (PMID: [018-713]

8656441)
15)Jacobs C, et al. : J Clin Oncol. 1992; 10: 257-263 (PMID:1732427) [(011-257]
16) de Gramont A, et al. : J Clin Oncol. 1997; 15: 808-815 (PMID:9053508)  [015-710]
17) Kohne CH, et al. : J Clin Oncol. 2003; 21: 3721-3728 (PMID:12963704)  [016-961]
18) Tournigand C, et al. : Proc ASCO. 1998; 17; 274a [Abstr. 1052] [018-716]
19)Xiang XJ, et al. : Anticancer Drugs. 2012; 23: 561-566 (PMID: [029-172]
22481063)

20) Zhang L, et al. : J BUON. 2011; 16: 689-696 (PMID:22331723) [ ]

21) Zaanan A, et al. : Ann Oncol. 2010; 21: 1786-1793 (PMID:20223786) [ ]

22) Aydin D, et al. : J BUON. 2016; 21: 1242-1249 (PMID:27837629) [029-175]

23) Yhim HY, et al. : Oncol Rep. 2015; 34: 155-164 (PMID:25955097) [ ]

24)Horimatsu T, et al. : Int J Clin Oncol. 2017; 22: 905-912 (PMID: [ ]
28536826)

25) Tsushima T, et al. : Oncologist. 2012; 17: 1163-1170 (PMID:22622149)

[ ]

26) Klevebro F, et al. : Ann Oncol. 2016; 27: 660-667 (PMID:26782957) [031-018]

27)Ychou M, et al. : J Clin Oncol. 2011; 29: 1715-1721 (PMID:21444866) [031-019]

28) Alderson D, et al. : Lancet Oncol. 2017; 18: 1249-1260 (PMID: [031-020]
28784312)

29) Allum WH, et al. : J Clin Oncol. 2009; 27: 5062-5067 (PMID:19770374)  [018-870]

30)Medical Research Council Oesophageal Cancer Working Group. : [031-021]

Lancet. 2002; 359: 1727-1733 (PMID:12049861)
31) Tepper dJ, et al. : J Clin Oncol. 2008; 26: 1086-1092 (PMID:18309943) [017-774]
32) Bedenne L, et al. : J Clin Oncol. 2007; 25: 1160-1168 (PMID:17401004)  [017-504]



33) Mariette C, et al. : J Clin Oncol. 2014; 32: 2416-2422 (PMID:24982463)

34) Burmeister BH, et al. : Lancet Oncol. 2005; 6: 659-668 (PMID:
16129366)

35) Lee JL, et al. : Ann Oncol. 2004; 15: 947-954 (PMID:15151953)

36) Cooper JS, et al. : JAMA. 1999; 281: 1623-1627 (PMID:10235156)

37) Conroy T, et al. : Lancet Oncol. 2014; 15: 305-314 (PMID:24556041)

38) Minsky BD, et al. : J Clin Oncol. 2002; 20: 1167-1174 (PMID:11870157)

39) Bleiberg H, et al. : Eur J Cancer. 1997; 33: 1216-1220 (PMID:9301445)

40) Lorenzen S, et al. : Ann Oncol. 2009; 20: 1667-1673 (PMID:19549707)

41) Moehler M, et al. : Ann Oncol. 2020; 31: 228-235 (PMID:31959339)

42) Kato H, et al. : Jpn J Clin Oncol. 2009; 39: 638-643 (PMID:19549720)

43) Ando N, et al. : Ann Surg Oncol. 2012; 19: 68-74 (PMID:21879261)

44) Ando N, et al. : J Clin Oncol. 2003; 21: 4592-4596 (PMID:14673047)

45)Nishimura Y, et al. : Jpn J Clin Oncol. 2012; 42: 807-812 (PMID:
22811410)

46)Kato K, et al. : Jpn J Clin Oncol. 2013; 43: 608-615 (PMID:23585687)

47 Tto Y, et al. : J Clin Oncol. 2020; 38(15 suppl): 4545

48) Higuchi K, et al. : Radiother Oncol. 2008; 87: 398-404 (PMID:18405987)

49)Ishida K, et al. : Jpn J Clin Oncol. 2004; 34: 615-619 (PMID:15591460)

50) Shinoda M, et al. : Cancer Sci. 2015; 106: 407-412 (PMID:25640628)

51)Ilizuka T, et al. : Jpn J Clin Oncol. 1992; 22: 172-176 (PMID:1518165)

52)Hayashi K, et al. : Jpn J Clin Oncol. 2001; 31: 419-423 (PMID:
11689594)

53)Kato K, et al. : Esophagus. 2014; 11: 183-188

54) Hironaka S, et al. : Cancer Sci. 2014; 105: 1189-1195 (PMID:25041052)

55) Ueda H, et al. : Oncologist. 2019; 24: 163-e76 (PMID:30361422)

56) Kato K, et al. : Int J Radiat Oncol Biol Phys. 2011; 81: 684-690 (PMID:
20932658)

57)Igbal S, et al. : J Clin Oncol. 2020; 38: 472-479 (PMID:31815582)

58) Enzinger PC, et al. : J Clin Oncol. 2016; 34: 2736-2742 (PMID:
27382098)

59) Shah MA, et al. : JAMA Oncol. 2017; 3: 620-627 (PMID:27918764)

60) Yoon HH, et al. : Ann Oncol. 2016; 27: 2196-2203 (PMID:27765757)

61) Bang YJ, et al. : Eur J Cancer. 2019; 108: 17-24 (PMID:30592991)

62)Malka D, et al. : Eur J Cancer. 2019;115: 97-106 (PMID:31129386)

63) Cleary JM, et al. : Cancer. 2019; 125: 2213-2221 (PMID:30913304)

64) Mitani S, et al. : Adv Ther. 2020; 37: 2853-2864 (PMID:32378071)

65) RS ENE 71T ¢ & ALSERIE. 20205 47 49-53 (PMID:32381862)

66) Kondoh C, et al. : Gastric Cancer. 2018; 21: 1050-1057 (PMID:
29658055)

67) Tsuji K, et al. : Jpn J Clin Oncol. 2012; 42: 686-690 (PMID:22693245)

[031-022]
[031-004]

[031-483]
[031-484]

031-485
031-486
031-477
031-478
031-479
031-480
031-481

[
[
[
[
[
[
[
[031-495

]
]
]
]
]
]
]
]

[031-496]



68) Osumi H, et al. : Onco Targets Ther. 2018; 11: 8301-8307 (PMID:
30538499)

69)Masuishi T, et al. : Anticancer Res. 2017; 37: 7037-7042 (PMID:
29187492)

70) Kim NK, et al. : Cancer. 1993; 71: 3813-3818 (PMID:8508349)

71) Vanhoefer U, et al. : J Clin Oncol. 2000; 18: 2648-2657 (PMID:
10894863)

72)Van Cutsem E, et al. : J Clin Oncol. 2006; 24: 4991-4997 (PMID:
17075117)

73)Kang YK, et al. : Ann Oncol. 2009; 20: 666-673 (PMID:19153121)

74) Ajani JA, et al. : Eur J Cancer. 2013; 49: 3616-3624 (PMID:23899532)

75) Ajani JA, et al. : Ann Oncol. 2017; 28: 2142-2148 (PMID:28911091)

76) Bang YJ, et al. : Lancet. 2010; 376: 687-697 (PMID:20728210)

77) Ohtsu A, et al. : J Clin Oncol. 2011; 29: 3968-3976 (PMID:21844504)

78) Tabernero J, et al. : Lancet Oncol. 2018; 19: 1372-1384 (PMID:
30217672)

79) Fuchs CS, et al. : Lancet Oncol. 2019; 20: 420-435 (PMID:30718072)

80) Bang YJ, et al. : Gastric Cancer. 2019; 22: 828-837 (PMID:30911859)

81) Shitara K, et al. : JAMA Oncol. 2020; 6: 1571-1580 (PMID:32880601)

82) Janjigian YY, et al. : Nature. 2021; 600: 727-730 (PMID:34912120)

83) Ohtsu A, et al. : Eur J Cancer. 1994; 30A: 2091-2093 (PMID:7857709)

84) L H CHNEN~ 1 H AR 7236, 19955 301 1735-1745

85) Ohtsu A, et al. : J Clin Oncol. 2003; 21: 54-59 (PMID:12506170)

86) Hartmann KU, et al. : J Biol Chem. 1961; 236: 3006-3013 (PMID:
13905041)

87) Spiegelman S, et al. : Cancer. 1980; 45(5 Suppl): 1129-1134 (PMID:
7357507)

88) Morgan RG. : Cancer. 1989; 63(6 Suppl): 1008-1012 (PMID:2521810)

89) Goldin A, et al. : Eur J Cancer. 1981; 17: 129-142 (PMID:6894902)

90) SR HAIEIZ D 1 H AR LA MRS, 19745 221 1074-1079

91) [ & 1132 - OB, 1993; 39: 799-809

92) I 1137 - FEOERIR. 1993; 39: 811-817

93) LR HBIRIEN + HALFRAEE. 1996; 441 557-559

94) &) IR 1E20> T FEOERK. 1994; 40: 1227-1235

95) &)1 FR1-1F > JE DFRIK. 19955 418 241-246

96) 411k~ 1E2> * FE D REIR. 19965 42: 501-508

97) S R REIE ) 1 A AR MRS, 1994 29: 830-840

98) Jodrell DI, et al. : Br J Cancer. 2001; 84: 600-603 (PMID:11237378)

99) 44 5 1E 0> < g & ALSEIEEE. 1979; 61 559-565

100) Christophidis N, et al. : Clinical Pharmacokinetics. 1978; 3: 330-336
(PMID:678346)

101) /NI Z1E A « 8 & Ak FTE. 19905 17: 1309-1314

80—

{
v
v
v
V
{

[031-497]

[031-498]

[031-814]
[031-815]

[031-816]

031-817
031-818
031-819
031-820
031-821
031-822

— o o =

]
]
]
]
]
]

031-823
031-824
031-825
031-826
031-827
031-829
031-828

[
[
[
[
[
[
[
[001-465

]
]
]
]
]
]
]
]

[003-261]

[002-378
[011-815

[010-193]



102) Gamelin E, et al. : J Clin Oncol. 1998; 16: 1470-1478 (PMID:9552054)

103) Bourke RS, et al. : Cancer Res. 1973; 33: 1735-1746 (PMID:4198466)

104) Giacalone PL, et al. : Cancer. 1999; 86: 2266-2272 (PMID:10590367)

105) Chaudhuri NK, et al. : Biochem Pharmacol. 1959; 1: 328-341

106) X FHAELE 7« 2P MERE. 19745 940 1131-1138 (PMID:4476782)

107) & S IEFMED & 8 & ALSEE. 1996 23: 721-731 (PMID:8645024)

108) WH =T Z1EH> 1 B AR FAEE. 1990; 250 990-996 (PMID:2167917)

109) Collie-Duguid ES, et al. : Pharmacogenetics. 2000; 10: 217-223 (PMID:
10803677)

110) Diasio RB, et al. : Cancer Res. 1985; 45: 4900-4903 (PMID:3928143)

111) Bocci G, et al. : Clin Cancer Res. 2000; 6: 3032-3037 (PMID:10955781)

112) Heggie GD, et al. : Cancer Res. 1987; 47: 2203-2206 (PMID:3829006)

113) [l 75 5 1%Ah © B AFEIEH 258, 1997; 32t 20-26

114) & HiE — BEE © 23 AALFIRIEORIWE R — SG T —. 3O Seii [ At
1996. p487-493

115) Fleming GF, et al. : Ann Oncol. 2003; 14: 1142-1147 (PMID:12853359)

116) KHEFHEE D BHE O b P A ORIERX R, BRI & b7 iiEtts 1986.
p45-58

117) EARRA] B E © BT BE ~ORIET A N7 > 7 B FEEERFEAE; 1999.
p309-321

118) Rebibou JM, et al. : Nephron. 1996; 74: 611-612 (PMID:8938690)

119) & WE21E0 8 L L5, 20005 27: 2135-2138 (PMID:11103248)

120) 3t ¥51E A - H ARG, 2003; 61: 966-972 (PMID:12806944)

121) Ia @210« H & B, 1992; 27: 849-857

122) Iveson T4, et al. : Lancet. 1992; 339(8786): 192-193 (PMID:1346058)

123) Zilling TL, et al. : Acta Chir Scand. 1989; 155: 77-78 (PMID:2929212)

124) Lévy E, et al. : J Clin Oncol. 1998; 16: 3537-3541 (PMID:9817272)

125) Eppinger T, et al. : Allergy Asthma Proc. 1999; 20: 189-191 (PMID:
10389552)

126) ‘8 [l1E 7> 355, 1998; 40: 873-876

127) Galassi G, et al. : Eur Neurol. 1998; 39: 125-126 (PMID:9520074)

128) Anand AJ. : Ann Pharmacother. 1994; 28: 374-378 (PMID:8193429)

129) de Forni M, et al. : J Clin Oncol. 1992; 10: 1795-1801 (PMID:1403060)

130) Weidmann B, et al. : Am J Cardiol. 1995; 75: 194-195 (PMID:7810505)

131)Keefe DL, et al. : J Clin Pharmacol. 1993; 33: 1060-1070 (PMID:
8300889)

132) Chaudary S, et al. : Am J Med. 1988; 85: 454-456 (PMID:3046359)

133) Sasson Z, et al. : Can J Cardiol. 1994; 10: 861-864 (PMID:7954023)

184) LZREMFZ 1T 2> © B AR M5 B PS8, 1997; 35 1080-1083 (PMID:
9465619)

135) 777 5 1E 0> e &AL SRRE. 1997; 241 1019-1022 (PMID:9212812)

136) ek 1E1E 2> 1 HAERE. 2003; 61: 959-965 (PMID:12806943)

—]1—

016-173
001-999
016-174
003-010
002-377
016-175
010-202

[
[
[
[
[
[
[
[016-176

]
]
]
]
]
]
]
]

[006-775]
[016-177]
[008-110]
[015-303]
[018-718]

015-389
015-306
018-552
018-553
018-554
018-555
015-715

[
[
[
[
[
[
[
[016-963

]
]
]
]
]
]
]
]

015-767
018-556
018-559
015-775
015-774

[
[
[
[
[
[018-560

]
]
]
]
]
]

[008-713]
[015-769]
[015-692]

[018-557]
[017-046]



137) BAREFKIZ ) - NEE. 1998; 81: 383-386 [016-976]

138) Yeh KH, et al. : Br J Cancer. 1997; 75: 464-465 (PMID:9020500) [016-463]

139) ISP 1 1F 2y HAREF P2 MEEE. 2000; 600 94-102 (PMID:  [016-981]
10741116)

140) FAA I 710> © 38 L ALFHE. 1997; 24 1829-1831 (PMID:9382543) [018-758]

141) 3t BEHIED i S ALFHIERIE. 1997; 241 1838-1842 (PMID:9382546) [015-780]

142)Nagore E, et al. : Am J Clin Dermatol. 2000; 1: 225-234 (PMID: [018-712]
11702367)

143) LS RAED L [EFO H DA, 19935 1648 174 [018-558]

144) i BREIEZ D B AR LFHRIE SRS, 1967; 15 519-526 [002-082]

145) HIFSEIE1Z 0> © JLp & K. 19745 8 2603-2640 [002-401]

146) tEPNE £} : 5-Fluorouracil @ Rat (2K % #elEikER

147)IARC Monogr Eval Carcinog Risk Chem Hum. 1981; 26: 217-235 [012-910]
(PMID:6944260)

148) Cavaliere A, et al. : Tumori. 1990; 76: 179-181 (PMID:2184547) [012-027]

2. 2 DO SEH
BB L



XIO. s&&H

1. XG5 ETORTIKR

INFa T IT AV 1, A F U ZAFETBWTREIINL TS,
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OTREENBEREML VI ERERDEMR

BiE. e, #5 - ERE. IE. BE. FETE. FERE. IIRE
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BEE. fifE. BERAES
OUTDEMEZICHT DB EESH & DOHARE

BEEE. BEE. AEVRTETET  BREOEE
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157 - EiRE. DRE. ARVIBRTEEGERE. SARVIRTRLET - BROBE

5. MEEX TS RICEET 5EE

CRIEVIBRTRE 4z )

51 LARAKR I F—h - TAd w0 k0L L Eied 2% 6. LT

RICEET S 2 &,
51.1 BHEOFY, £5REE. UGTIAIY B THMEICONT, 1175k
DEOWNEZ L, AFIOAIE R O A o 28R L7z ¢, s
BEOBRREZITH 2 &, [17.1.2, 17.1.3 2]
5.1.2 RFNOWEAMBIFIEI I T D AR ORI LT,
W) AV T B EFEEOK R OTEMEAGY (SN-38) O T/ {UiiER D4 1-f
Ths,

CREYIBRTEEEST - BRO B
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6. AiERUVHE
6.1. BMTHRATI5E

1) 7AduayT ol LT, @E, AT 1 H 5~15mg/kg #H#D 5 HIH
HH 1 H 1 EEIRNIZES X3 RE TR T 5, L 5~7.5mg/kg @ H 12
1 H 1 [EFAIRPIZ RS SO ST 5,

2) IaAuuTiorl LT, @H., AT 1 H 5~15mgkg ZEHIC 1 H 1
[RIEFAR PN I TS ST i R e 5,

3) aAuruT il LT, @E, RAICIE 1 H 5mg/kg & 10~20 H[#HE
1 H 1 [EFARPIC RS SO ST 5,

4)7wjmﬁ7/wkbf B, AT 1T H 10~20mg/kg %8 1 [EIFIR

WS O ST 5,
if:\ WBLZS U CEIRNICIEE . ARSI 1 H bme/kg %@ B4 5,
ek, AR, JEIRIC XK D BT 5,
6.2. thOMEEEERIXIIHSHR AT IEE
IntdmauZiorl LT, @R, AICIE 1 H 5~10mg/kg & o E
AR L OFA L, 6.1.073EICHE L . SUFRIBRIICIA 1~2 [ AW 5
a&ﬁ@%%\ﬁﬁ%&@%ﬁmﬁ*%@ﬁﬁ-ﬁ%m%%tﬂ?émwﬁ%ﬁ
EEX & DFREENES
L OHUEMEEE S & OPFEEICBWT, BE., RAIZEZ L An T o
L LT 1H 1000mg/m? ((AFKERE) £ Ta., 4~5 H#EH TR AT %,
WH 280 KT IGEICE e Y ML EoRREZ HIT TRET 5, K
FIHAMEE G- OLAI IO G RFIZHET 5,
P, v, BEOREARCICE Y EEEHET S,
6.4. $£85 - ERBEICRTBLARKRYF—k - 204095 D )LEGE T ARE

1) @, AL ARARY F— & LT 1H 100mg/m? ((RFiwfE) % 2 HEH
DT CETEFHRNES T 5, LARR Y F— b OSSR TE%IC 7
NAw 7T rl LT 400meg/m? (IRFIERE) ZEIRNESR. S 574
27l LT 600mg/m? ((KRMEE) % 22 BT TR #EES 2,
Zha 2 AR LT TV, 20 2 R TR KT,

2) W@E ., HAIIZVARARY F— k& LT 1E 250me/m? (EFERE) % 2 B
DT CETEFHIRNIES T 5, LARAR Y F— b OSSR TE%IC 7
wﬁn??vwkbf%wmym(mﬁﬁ%)%m%ﬁ%ﬁﬁ&#éol
WLz 6mli K LTz, 2WMKREST S, Zhax17—1ET5,

3) WE. MAIIELARAY F— & LT 11H 200mg/m? (RFHEFE) % 2 FR
DT CETEFRNIES T 5, LARAR Y F— b OSSR TE%IC 7
nAw 7T rl LT 400mg/m? (IRFIERE) ZEIRNESR. S 5274
7L d LT 2400~3000mg/m? (KR HFE) % 46 BRI Ed 5,
A 2T BT KT,

B, i, BEORER CICL Y EERET S,

6.5. /NZEE. ARV EER ABYIRTRELET - BROBEIINT S
LARKRYF—k - 004005V IILEGETHARE
WE L RAITIZLARARY F— & LT 1H 200mg/m? ((KFKiEfE) % 2 i
T CETASIRNTES %, LARARY F— b O SiEs IR & TEZ IS
A a Tl LT 400mg/m? (REERE) Z8EAkNER, 52704
a7 bl LT 2400mg/m? ((AZRiEAE) % 46 FEfFfeidE425, hx
2 W Z LT KT,
ek, Fin, BEORERSICIVEERET S,
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JEis (FOLFIRINOX ) %47 2 Waicid, IROBETRES ., BiuE AL E K
VRO GR_RESEICTDH L,
721 20— )LBUBEOEEATEEE S
PGP EBICHER L, YA ZMTTRESRIET 2 ECR 52T
LHELbio, MM22EELLE LN (723 HERKOKREE) 255 (C, &
LR R T D 2 &,

FEAH TR
ek Sk 1,500/mm? LA I
IR 75,000/mm?® L\
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T
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5% G Y FSFLERL LIRS

2) 50,000/mm? AJiii
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AT D,

wreyay

2.0mg/dL # 3.0mg/dL
LIF

AU TN YRR KT %
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NIeE - AU T YRR KT %
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KRBT 1T B AGRARIL
FERURR 723 BEBORSE
A%V 7T F 2 85mg/m:, A U /T UIREEE KR 180mg/im?, AKIFF
FeEiiE 2,400mg/m? CTHEE- & BRLA L7854
~ N AV I Th PUTITINR
BhHL~L | AV TFTF S e A Fr) AHNEFE R
—1 65mg/m? 150mg/m? 1,800mg/m?
—2 50mg/m? 120mg/m? 1,200mg/m?
—3 Mk H Ik H ok
(B
7.3 BB AR - ITEEBEELE LT v v~ (Ba ). b
ARV F—b, AV IV TI7F LN ReL 0L EHHTHEOHELOH
BiX, Tav T (EEERZ) OBFIRCESRTLZ L,
KIETOF TR
KEA S
Hr7e 44 Fluorouracil Injection, USP

3 DOSAGE FORMS AND STRENGTHS
Fluorouracil injection, USP is supplied as a single dose vials containing 500
mg/10 mL (50 mg/mL) and 1 g/20 mL (50 mg/mL) fluorouracil.

1 INDICATIONS AND USAGE
Fluorouracil is indicated for the treatment of patients with:
1.1 Adenocarcinoma of the Colon and Rectum
1.2 Adenocarcinoma of the Breast
1.3 Gastric Adenocarcinoma

1,4 Pancreatic Adenocarcinoma
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2 DOSAGE AND ADMINISTRATION

2.1 Evaluation and Testing for DPD Deficiency Before Initiating Fluorouracil

Prior to initiating fluorouracil, test patients for genetic variants of the DPYD
gene unless immediate treatment is necessary. An FDA-authorized test for
the detection of the DPYD gene to identify patients at risk of serious adverse
reactions with fluorouracil is not currently available. Currently available
tests used to identify DPYD variants may vary in accuracy and design (e.g.,
which DPYD variant(s) they identify).

Avoid use of fluorouracil in patients known to have certain homozygous or
compound heterozygous DPYD variants that result in complete DPD
deficiency. No fluorouracil dose has been proven safe for patients with
complete DPD deficiency. For patients with partial DPD deficiency,
individualize the dosage and modify based on tolerability and intent of
treatment [see Warnings and Precautions (5.1)].

2.2 General Dosage Information

Fluorouracil is recommended for administration either as an intravenous
bolus or as an intravenous infusion. Individualize the dose and dosing
schedule of fluorouracil based on tumor type, the specific regimen
administered, disease state, response to treatment, and patient risk factors.

2.3 Recommended Dosage for Adenocarcinoma of the Colon and Rectum

- The recommended dose of fluorouracil, administered in an infusional
regimen in combination with leucovorin alone, or in combination with
leucovorin and oxaliplatin or irinotecan, is 400 mg/m? by intravenous bolus
on Day 1, followed by 2,400 mg/m? to 3,000 mg/m? intravenously as a
continuous infusion over 46 hours every two weeks.

+ The recommended dose of fluorouracil, if administered in a bolus dosing
regimen in combination with leucovorin, is 500 mg/m? by intravenous bolus
on Days 1, 8, 15, 22, 29, and 36 in 8-week cycles.
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2.4 Recommended Dosage for Adenocarcinoma of the Breast

+ The recommended dose of fluorouracil, administered as a component of a
cyclophosphamide-based multidrug regimen, is 500 mg/m? or 600 mg/m?
intravenously on Days 1 and 8 every 28 days for 6 cycles.

2.5 Recommended Dosage for Gastric Adenocarcinoma

+ The recommended dose of fluorouracil, administered as a component of a
platinum-containing multidrug chemotherapy regimen, is 200 mg/m? to
1,000 mg/m? intravenously as a continuous infusion over 24 hours. The
frequency of dosing in each cycle and the length of each cycle will depend
on the dose of fluorouracil and the specific regimen administered.

2.6 Recommended Dosage for Pancreatic Adenocarcinoma

* The recommended dose of fluorouracil, administered as an infusional
regimen in combination with leucovorin or as a component of a multidrug
chemotherapy regimen that includes leucovorin, is 400 mg/m? intravenous
bolus on Day 1, followed by 2,400 mg/m? intravenously as a continuous
infusion over 46 hours every two weeks.

2.7 Dose Modifications
Withhold fluorouracil for any of the following:

+ Development of angina, myocardial infarction/ischemia, arrhythmia, or
heart failure in patients with no history of coronary artery disease or
myocardial dysfunction /see Warnings and Precautions (5.2)]

- Hyperammonemic encephalopathy /see Warnings and Precautions (5.3)]

+ Acute cerebellar syndrome, confusion, disorientation, ataxia, or visual
disturbances /see Warnings and Precautions (5.4)]

« Grade 3 or 4 diarrhea [see Warnings and Precautions (5.5)]

+ Grade 2 or 3 palmar-plantar erythrodysesthesia (hand—foot syndrome) /see
Warnings and Precautions (5.6)]

+ Grade 3 or 4 mucositis /see Warnings and Precautions (5.8)]

+ Grade 4 myelosuppression /[see Warnings and Precautions (5.7)]

Upon resolution or improvement to Grade 1 diarrhea, mucositis,
myelosuppression, or palmar—-plantar erythrodysesthesia, resume
fluorouracil administration at a reduced dose.

There is no recommended dose for resumption of fluorouracil administration

following development of any of the following adverse reactions:

+ Cardiac toxicity

+ Hyperammonemic encephalopathy

-+ Acute cerebellar syndrome, confusion, disorientation, ataxia, or visual
disturbances
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PR URE 2.8 Preparation for Administration

The 10 mL and 20 mL vials are only intended for preparation under

appropriate conditions for cytotoxic drugs /see Reference (15)].

Store vial at room temperature. Under aseptic conditions, withdraw the
calculated dose for an individual patient into a sterile syringe. Inspect the
solution in syringe for particulate matter and discoloration prior to
administration or further dilution. Discard syringe if the solution is discolored
or contains particulate matter. Discard unused portion.

Note

Parenteral drug products should be inspected visually for particulate matter
and discoloration prior to administration, whenever solution and container
permit. Although the Fluorouracil solution may discolor slightly during
storage, the potency and safety are not adversely affected. If a precipitate
occurs in intact vials due to exposure to low temperatures, resolubilize by
heating to 140°F and shaking vigorously; allow to cool to body temperature

before using.

2.9 Administration

Do not administer in the same intravenous line concomitantly with other

medicinal products.

For bolus administration, store undiluted fluorouracil in the syringe for up to
4 hours at room temperature (25°C). Administer fluorouracil as an

intravenous bolus through an established intravenous line.

Store diluted solutions of fluorouracil for up to 4 hours at room temperature
(25°C) prior to administration to the patient. For intravenous infusion
regimens, administer through a central venous line using an infusion pump.

KEATSCE (Fluorouracil Injection, USP) : 2026 4F 2 AtkRT) OFEMIX Tz Mo = &
httpsi/editor.fresenius—kabi.us/PIs/US-PH-Fluorouracil Inj-FK-45648K Feb 2026-PI.pdf
(2026 426 A 15 HT 7 & A)
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FDA : Pregnancy Category (2026 4 2 A K [ETRA )
F—2A R T YT O D
(An Australian categorisation of risk of drug use in pregnancy) (2026 & 5 H database™?)

2 1:Fluorouracil Injection, USP
*2:fluorouracil

ZE  PFEOME

FDA : Pregnancy Category

D : There is positive evidence of human fetal risk based on adverse reaction data from investigational
or marketing experience or studies in humans, but the potential benefits from the use of the drug in
pregnant women may be acceptable despite its potential risks.

F—X LS T7D5H4$E (An Australian categorisation of risk of drug use in pregnancy)

D : Drugs which have caused, are suspected to have caused or may be expected to cause, an increased
incidence of human fetal malformations or irreversible damage. These drugs may also have adverse
pharmacological effects. Accompanying texts should be consulted for further details.

(2) /NRFICEHT DECE
AT D TEFIRIL 194 LIHREL AT LK), 19.7 /NS OEHORHE FLLTF D
LBV THLN, BEFL L TKRETORMNCELZLET D,

AFRNZ I 1T % AGBIRDL
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N R OVAESE AT RE 72 R O BT IR 59 A WEN G HA 1001, HERICKTT 55
9. HEDERETAH | BEeBETLHI L,

TEHEREICET S
EE 9.7 INR

BIEAORBBUCHRICER L, EEHEICERET D2 &, NNEEL R E L BRRER
ILIEHE L Cu7auy,

tHdi RLHPI A

KE OB SrE* 8.4 Pediatric Use
(2026 =2 H) The safety and effectiveness in pediatric patients have not been
established.

¢ Fluorouracil Injection, USP
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<fiE> AL S
[(BeEZE1LiABRRIE]
B ZICR#E L TV HESZERBEIISBERTHY | REEHRT 200 TIEIHY A,

BRPRREIZ A, 3B (BLS) RS X VRBRBRERDIGERH Y 7,
BRI HEE#E 0 |5 -FUE2508F1 GEHAD | X, 20138 A # b o CiRFEAHIEL TV ET,

FREORTEM

OFERENDREM

(B 77iE]

HHEHHAR KD 2 VIFEMEBIRRICED 7 VA0 I Y VBEHDN10ug/mLE Flug/mLIZ 7% 5 L& 5 1A R
L. Zi(#25C), @i (4C) RO aih (-200) 127 F FPAF L TREM 2 ME L7z

[#55R]

FRITRIIRTEBYTH Y, GRETERRD LT, SMBIALLRDONL 572,

FRBEOREN (BEEMAT T7AERTR)

£ (%) 5-FUNFIRIERE
FRA RIFSRM 10ug/mL 1ug/mL
= & (257) 101.8 986
ESAEREK & Fi (4C) 101.8 99.0
ARE (—207T) 102.7 989
% B (257) 99.2 99.7
HIRAIER & B (4C) 100.0 98.2
ARE (—207C) 995 98.7

W) 7hFuy g Y vERIEERRE s oY b T 7EICE DRIE L,

WGP TR AR, AHEIER, 5% 7 YR CAR L, 300 MORELZ R L2k, TRITRTEBD,
RIS TNEEMIRO LN %o 72,

(5-FU i¥2A) (Rt =BEET)
5 S — |
w8 pH HERE T mama 148 308
9 ﬂ‘% KH —_ —
asEREk | meEE HEE f‘;‘; L o .
500mL 6.37 P - - -
H1E=R (%) 100.0 98.8 98.0
o Jp— 5 # e 725 1 - -
BIER mEE
230mL. 6.23 pH 8.38 872 9.03
H1ER (%) 100.0 99.2 98.1
At 5 H _ _
smpEn | meRE Hﬁ Z‘; £ i oo
500mL 5.74 P - - :
%R (%) 1000 99.4 99.3
4 # e g2 P - -
5%TKOMEE | EEER ' HEE ; :; & i -
500mL 5.15 P - - :
H1F=E (%) 100.0 99.2 983
(5-FU i 1A) (RS EBEET)
SHER " B fE
T sLER]T
i pH LR RAmEH 148 30R
5 &R e 2 75 B - -
ANEEDK | EEER v ; ;‘; o Sl
100mL 6.36 P - - :
H1ER (%) 100.0 985 995
4 e ¢ P 1) - -
5%TKOMEE | EEES ' HEE ; ;j & 0 550
100mL 5.76 P - - :
H1F=R (%) 100.0 98.7 98.1




O R B TOREM (37C, 50TC)

[HB7iE]

5-FUT#250 A1 2 FL )~ 7 WR500mL K OV B AR R500mLIC Z M 2R 4 L Cilkl & L, 37CRUB0T D
TS TISRAE L TREME 2 Mt L 72,

[#55R]

FERITTRIIRTEBD., 96T TOBMBETERIET. MWMIEIIRD bNLh o7z,

EREMHT COREM (37C, 50C)

RTIFEAR
RIFEM BEEER 1hr 3hr 6hr 24hr 72hr 96hr

FHIRA B B
3 i3 4 8 B EERiE ] - - - - - -
DT PI%:1

a7C (500mL) FlE®R (%) 100.0 97.6 926 934 956 904 95.2
HIBBIEE 4 8 It iEn] - - - - - -
(500mL) e (%) 1000 975 977 978 1000 943 996
F it 5 # A0 75 - - - - - -
% 1%

S0 (500mL) HEER (%) 100.0 97.9 981 98.7 100.0 96.0 1009
BB 9 # o B HH - - - - - -
(500mL) H1EE (%) 100.0 98.6 98.7 98.0 100.0 949 100.3
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KR DOFEH ) — T TOREITOWT, 3\ H 7 D #RE L7 R 2 DU ISR,

AI[HB& 7]
REMBEE. W (F6C) B OER (F25C) IfRFE L, 7ML 1 )E (0D430nm), pll, 5-FU &% 140 H ¥ TRIFM
WZREA L 720

(]
A W2
EARR NAHY v 73S 700mL FUSL Y25 600mL
TIJEER £y 7uvF 400mL TIZvY 400mL
A AT 40mL A A 20mL
N F+MVI-9ik: 5mL A4 T IV VFVIESNH 5mL
TOHOEEH] MVI-3ik 5mL 5-FU:250 1 A1 (245) 10mL
5-FU7E250 1A (245) 10mL
[EBR#ER]

WERIIFRIIORTEBYITH S, WH 1 TIHS5FU GROETIERD SN h o755 W5 2 TIXESHIc3 HA.
FH|ET1 HHIZS5FU &&E290% DT TF L7,
F1 EHOU-HBEPICHTIEEREM

nE | REENE HERIER AHER 18 3H 5H 78 108 148
s # W] - - - - - -
AR &t E (OD430nm) 0.084 0089 | 0.085 0.085 0.085 0.087 0.086
(¥96C) | pH 5.00 497 | 49 4938 496 495 497
| FAE= (%) 984 99.1 98.7 98.3 985 986 99.1
s & W ] - = | MR | A | R ] | i
=8 & E (0OD430nm) 0.085 0088 | 0.087 0.105 0.121 0.158 0.197
(#925C) | pH 5.01 496 | 495 497 494 493 495
FAE= (%) 101.7 1002 | 1018 100.1 99.7 99.7 101.3
s & W - - - - - -
AR & (OD430nm) 0.122 0127 | 0.124 0123 0.122 0.124 0.13
(¥96C) | pH 6.72 666 | 665 658 6.63 6.65 661
» EAEE (%) 101.3 99 | 907 86.6 85.0 817 780
5 & WA ] - - | R Y] HRIE B | R ] | R G
=8 & (OD430nm) 0.123 0126 | 0126 0.109 0.104 0.097 0.097
(#925C) | pH 6.72 664 | 664 654 659 659 652
EAEE (%) 101.3 896 | 832 82.0 81.1 793 80.2

B RF2IBITH5FUSEOETIRFEELTT I =y 7OBIC L 5 2 EPHRIN TR P, ZORFEIANTH 5,



[HB&aFE]
5-FU250 i fl1% & TREOBI A G EME. 48l pll, 5-FU &= & 48R F CTHREMFAYICFEAM L 720
[HEa#ER]
MERIFRUIRTEBY TH S, A4 T I VN FVEHOZREIIBWT, 48REMFZICE Y I Vv oRMRICE S E
Bhb N LT OIMBE L GRE) 2538 b7z,

®2 SHOU-BHPICHTIEEREM

o ) 5-FUE 250 1% pH8.33
= g HEAEE | ’
B pH RRET 1R5FS 3E5FS BR5F 4R 485
INMAVT RIS EeaEA 5 & A ” ” ” ” B
4.4
. 900mL \5 pH 463 463 464 464 465 464
ZXFFILTILFV #EEHA
4.83 &2 %) 100.0 100.3 1016 1017 1014 1019
NA) TS A ER 4 E RG] ” z Z 2 A
. 900mL 4"_‘3 pH 461 461 462 462 462 459
FFFILTILFV HEENA
4.83 &2 (%) 100.0 1009 1002 101.0 99.3 100.1
NMHA)yTH3E EEEH 4 8 T » ” ” » pialee)
4.03
. 900mL - pH 418 418 418 418 419 4.16
XFFITILFV E@EHR
4.83 &2 (%) 100.0 99.3 101.9 102.3 101.9 1009
rJISL1E EEEA 5 & pigcERioG ] ” ” ” ” R
4.66
. 400mL : pH 551 551 551 550 547 547
XAFILTILFV #EEH
4.83 &= (%) 100.0 100.6 100.2 100.4 100.8 974
MINLL2E mEEH | 4 B8 | wepy g 2 ’ B 2%
4.66
. 400mL - pH 6.02 6.02 6.01 6.01 599 598
2T FILTILFV #EEA
4.83 2 (%) 100.0 102.6 102.3 103.3 99.8 974
NMA)TRIE EEEN 5 &R B 2 2 2 % A
4.4
. 900mL 5 pH 462 464 464 463 462 463
M.V.IiE #HaEH
5.01 2 (%) 100.0 1008 1003 999 101.0 98.1
MBI RS EE R 5 & i 5 P ” ’ ’ )
4.43
. 90omL ) pH 460 460 460 461 460 460
M.V.E HEEH
5.01 &= (%) 100.0 99.2 100.1 99.3 1005 984
INMH)Y T3S EEEA 5 & A ” ” ” ” ”
4.
. 9oomL 93 pH 419 419 419 419 419 4.19
M.V.IiE HEEH
5.01 &2 %) 100.0 99.1 98.7 984 99.2 984
RIISLAS M E A 5 & WAL ” ” ” » ”
4.
~ 400mL 66 pH 529 530 530 529 527 527
M.V.IiE #HEEEH
5.01 2 (%) 100.0 1004 99.8 100.8 975 97.9
NJNL2E pigzsbel 4 # T ” ” ” ” ”
4.66
. 400mL - pH 571 571 571 5.69 5.67 5.66
M.V.IiE EEEHR
5.01 2 %) 100.0 97.8 985 99.1 101.1 100.1




(B 7E]
5-FU:250 Ml 245 & FRtolii 4 IR G EE. Wi (50). =R (25C) 025&M1 B 27H8. pH, 5-FUER %96

W) 3 CHRERFHIZ AP L 720

[HB#ER]

FERIIESL 2ITRTEBYTH b,
TIN) v 2 EECRAICBWT, BEMICERORT»ED LNz,

£3-1-1 FHOU-BEPICH T EAREM (5C)

BG4 BIEIER REE% 24RE] 48RS 72R5H 9BREFE

5-FUE250 1% #0885k s & ik P ) g P B ’
pH 8.38 838 838 838 831

5-FUEE (%) 100.0 99.9 989 999 985

5-FUiZ250 1% 2& 4 # 75 Y B B ) ,
TESIXYAAE oH 529 528 529 527 528
5-FUEE (%) 100.0 97.8 100.1 979 978

5-|iU5$250’r§5$u 2% s # £ T B ” ” ” ”
tE-IXUA 28 pH 535 534 534 534 534
5-FUEE (%) 100.0 994 1014 1005 99.6

5-FUiE250 10 2% 5 & o ” ” ” ”
TESIXYA35 pH 540 541 538 538 538
5-FUEE (%) 100.0 99.9 97.0 97.1 984

5-FUE250 1#%#0 2%& 5 & £ 51 ” 4 ” ”
+3=7UyIN pH 455 455 456 455 456
5-FUEE (%) 100.0 100.1 985 96.4 998

5-FU 250 t%0 2% 9 # M ” ” ” ”
TI=AUIL pH 454 454 454 453 454
5-FUEE (%) 100.0 99.9 96.8 97.2 97.8

5-FUE250 1%#0 2%& s 8] a4 ” ” B 4’
YA oH 653 655 654 655 652
5-FUEE (%) 100.0 90.3 845 80.7 784

5-FU5$2501»15§11 2% s # el R ” ” ” ”
i’;g;gff/"f_g% pH 5.19 5.19 5.20 5.20 5.20
5-FUEE (%) 100.0 994 98.8 98.0 97.7

5-FUE250 th#1 2& 5 & e P ” ” ” ”
i’;g’;'ﬂ’i"\fg% pH 5.17 5.16 5.15 5.15 5.16
5-FUEE (%) 100.0 995 96.5 98.7 953

5-FU5$25013§§D 2% 5 & ] ” ” ” 4
i’;g;"ﬂ g’/f‘fg% pH 476 AT5 475 475 475
5-FUEE (%) 100.0 988 96.7 99.7 95.3

5-FUiE250 #5f0 2 4 & it ” ” B ,
f;;gé"//; ;;’%—/ pH 529 531 530 528 529
5-FUEE (%) 100.0 98.0 99.8 1020 1018

5-FUiE250 57 28 s & i ” ” ” ”
I?;;?ﬁ; ;/»2;5/ oH 536 537 536 533 534
5-FUEE (%) 100.0 97.7 99.2 1009 998

5-|iU5i250T§5$u 2% s # Wt ” ” ” ”
f;;;f//; ff/ pH 541 541 538 537 539
5-FUEE (%) 100.0 97.9 98.7 101.4 983

5-FUE250 1%#1 2%& 5 # s s p B .
i;;;ls)//@t;v oH 457 460 460 459 453
5-FUEE (%) 100.0 97.9 99.3 999 96.7




%3-1-2 FHOVU-BEPICE T BEEREM (5C)

EE-&H% RIEIEE BEEER 245 48REfE 72R%E O6RE ]
5-FUE250 #%#1 2% 5 £ H s ” P ,
+az=AHYy UL
2SI ILFY pH 455 452 454 453 453

5-FUEE (%) 100.0 97.6 994 102.0 100.0
5-FUE250 150 2& 9 £ T ” ” ” ”
+73IHU7T
A5 TILFY pH 647 6,51 6.49 645 6.50

5-FUEE (%) 100.0 933 89.1 86.6 839
5-FUE250 #%#0 2%& 5 # o ” ” B ,
+INAH) T
+TOF P12 pH 5.20 521 518 517 519
+XASILTILFV 5-FUERE (%) 100.0 97.3 99.9 102.3 99.9
5-FUE250 131 2% 5 # et B N , ,
+INAHyTHR2E
FTOF P pH 517 519 516 516 513
+XASILTILFV 5-FUSE (%) 100.0 97.6 101.3 1030 1020
5-FU3E250 #3#0 2% 4 & ity p P , ,
+INAH) YT E3=
+TOF P pH 476 476 476 477 477
+RAFITILFV 5-FUEE (%) 100.0 987 101.8 102.6 102.8

%£3-2-1 ESHOU-BKDPICH T BESRTEM (25C)

A& - HEIER REE% Q4R 48RS 72R5H 9BREFE
5-FUE250 1% #0 Bk 9 £ ] ” ” ” ”
pH 8.39 841 840 8.39 8.38
5-FUEE (%) 100.0 99.2 98.2 99.0 98.0
5-FUE250 #3#1 2% 5 & i1 P P P P ”
TESIXYAAS oH 528 526 526 526 527
5-FUSE (%) 1000 1001 975 97.3 96.2
5-FUE250 10 2& 5 &8 A2 75 HY ” ” B 4
tE-IXUA 25 oH 536 534 533 533 533
5-FUEE (%) 100.0 1003 984 99.1 993
5-FU250 %0 2%& s # 42 5 s s ” P
TESIXVASE pH 539 538 537 538 538
5-FUEE (%) 100.0 974 965 958 96.3
5-FU250 #3##1 2%& s & £ 75 1 ’ ” ” ”
+2=AUsIN oH 455 455 455 454 455
5-FUEE (%) 100.0 99.1 99.7 974 985
5-FUE250 10 2& 9 £ g0 P B ” ” ” ”
TI=AUYIL pH 454 454 454 453 453
5-FUEE (%) 100.0 96.0 946 931 931
5-FUE250 thf 2& 5 & et ” ” ” R
TTIHIT oH 654 656 652 653 650
5-FUSE (%) 100.0 85.1 780 775 775
5-FUE250 ﬁﬁﬂ 2% 5 & ] 4 ” ” ”
i’;g’;'ﬂ’g‘f_g% oH 5.18 5.17 5.17 5.17 5.16
5-FUEE (%) 1000 988 98.2 97.9 985
5-FU#250 T{iﬂl 2% 9 # £ 75 W ” ” ” ”
1’7‘,,;:_’_';@’1&22% pH 515 515 513 514 516
5-FUEE (%) 100.0 99.0 97.7 97.3 988
5-FUE250 thil 2 s &8 o B B , , ,
i’j‘g’;'j/if‘fg% oH 476 474 474 474 474
5-FUEE (%) 100.0 1001 96.1 98.1 97.3




%3-2-2 EH0OVU-EHikPICE T BEEREM (25C)

BE-&4 HEIEE REE% 24RERE] 48RS 7285 96REE]
5-FUE250 130 2& 5 & H 2 4 B ,
+E—IXVA1E
AL FY pH 5.29 528 528 527 527

5-FUEE (%) 100.0 97.2 1015 1038 1005
5-FU3E250 #51 2% 5 &8 ) B ) , ,
+E—-IX Y 28
+RASITILFY pH 5.36 5.34 5.33 5.32 5.33
5-FUEE (%) 100.0 96.1 100.0 994 99.2
5-FU3E250 #3#1 2%& 4 & Hfy p P . ,
+PNY 135
A ST LFY pH 541 5.38 5.38 5.37 5.37
5-FUEE (%) 100.0 96.8 995 100.6 995
5-FUE250 130 2%& 5 & Hfh ” p 4 ,
+a=A#"YyYUN
A SIS TILFV pH 456 455 455 453 453
5-FUEE (%) 100.0 975 98.0 99.1 973
5-FUiE250 #3#1 2% 4 £ Hifs P P ” ,
+a2=AHYy L
F3A I TILFY pH 454 453 453 451 451
5-FUEE (%) 100.0 97.3 989 100.9 100.3
5-FUE250 10 2& 5 & iyid) 2 ” ” p
+73HUyY
A5 LFV pH 6.50 651 6.49 6.46 6.46
5-FUEE (%) 100.0 849 83.6 815 768
5-FU3E250 #3#1 2%& 4 £ i P P ” ,
TNAH) TS
tTOF P12 pH 519 518 518 515 515
+RAFILTILFV 5-FUEE (%) 100.0 97.0 98.3 102.8 100.2
5-FUE250 1540 2%& 5 # biy) 2 ” P 4
+INAH) TS
+TOF P pH 517 517 5.14 5.14 513
+RXFFITILFV 5-FUEE (%) 100.0 96.9 994 1016 999
5-FUE250 10 2%& 5% &8 jigce) ” ” 2 4y
+INAH) R3S
A pH 476 475 473 473 475
+XAFILTILFV 5-FUSE (%) 100.0 975 98.6 989 975




5-FU iF 250 %0 — &l - faik & OELEREM

2014.10
HERE
fbDiEHE & DEEAREM

@ 5FUE20 A 1 LFENA 1 7> b LIZ 134 7V (ISR L THW S b O HEEICHEE U CHig)
ZEA L. ML pH. BAFEZ G Lz, B mEks o~ b5 78 HPLC#:) 1L hfle Lz, (=
LAYy Z7iEEK~ 1653 ofH)

@ 5-FU ¥ 250 Wl & AR BRLAHR I ORI, 1EGTHI S A L. AN pH. FRAFERAME L7z, BArEid HPLC #:142
L OMEL,

® 5-FU 7% 250 15 /1 10 45 & {EG# 10 2 A L. =i (B 23C). BOET (500 Ix) THAEL, 448l pH.
BAFHRZWE Lz BRAFRIE HPLC 3RS & Y llsE L7z,

Wk EDEEAREM

@ 5FU 7 250 Tl 1 45 L il 1 % BeA L. JMBL. pH. BAAREZHE L. (73 MY 1H, VY ¥ T35,
S5 v 7 GIZonTid, 5CRU2BCIZBWTHE)

@ 5-FU 73 250 1Ml 2 & Ll 1 8% BoA L. AMEL pH, BAERZHE L. (T7IAY v 7, ¥E—Z XV AL V12
3%, =AYy 7 L-NIZ2WTIE, 5CRU25CIZBWTIRE)

®5FUEB0MAMI E~4FLME 1 BE2EAL. Bl (19 2C) #EETFTHREL. ML pH, BEXEZ
5E L7ze BRAERIE HPLC B2 X D B L 72,

® 5-FUEB0MMAE~7H MBI BZEAL. Sl (21 2C) WO FTHREL. SR pH, BAEXEZ
e L7ze Hfrsid HPLC 3 X il L 7zo

@ 5FUEL B 1 82 RE L. i (B23C). HobT (600 Ix) THRAL. #MEL pH. BRAERZHIE L7,
BAFEIE HPLC B & e L 72,

O DESFIE DA REN S iRAE
B [FEE SEREE L]
Bk BRB ER/58 4M7 - pH [ 1hr 3hr 6hr 24hr
s5mg/ | AREEH g | EEEE | MERE | MEEEN | HEEEE | MEGRLTH
@ | 7AVRYY SiEk§iE25me E‘er:égmL 70 pH 8.4 8.4 8.4 8.4 8.4
) BAFE®) 100.0 100.2 100.0 100.8 100.4
[ mEEH s | mEEH ~ WA | mEEH | mEES
® FTFIEVOSE TmL 6.16 pH 8.40 / 8.41 8.42 8.38
) BRAFE®%) 100.0 s 99.4 98.0 100.1
] TR 55 W 7 £ B B - TR E | EhREE | EheaY
@ FRYFLUER10% 10mg/D.W.5mL P oH 8.37 s 8.35 8.38 8.38
BIFEE®) 100.0 s 100.3 100.9 100.8
EE5Y SR B pd £ £ /£
@ FFI5=—L 25mg/2mL. 438 pH 8.36 / / / /
’ HRAFE®%) - / / / /
BEEHR SR BB /. ~ / /
@ | EHATIA—I4100 100mg/5mL 443 pH 8.36 / s s /
: HRIFE®) / / / / /
BRE EW/AE | S pH | SERIAER | EROBEHR 1hr 3hr 6hr 24hr 3H 7H 148
FEHRBEI0 " FMBED | FMBED | FMEED | FBED | FBEO | FBED | FBEDO | FBED
® TILAVIVYE 2mL ARK B B B B B B B Bk
(5-FU 16AfEF) (x 16A{E ) 53 pH 8.4 8.3 8.3 8.4 8.4 8.3 8.3 8.3
- BrAFE®%) 100.0 98.3 98.2 98.2 99.3 100.2 101.6 100.9
] ) NE | mEEe - mery | meEe | EEEH
@ | ESATURFH2100mg™ | 100mg/5mL P pH 8.51 £ 8.48 851 8.58
BRIFE®) 100.0 / 100.5 100.2 98.6
R WA | WmEZEH | mAEE | mE%H | mE%0
@ HYTR—ILEEE 20mL 5.29 pH 8.36 8.37 8.37 8.38 8.42
) BIFEE®) 100.0 98.8 98. 97.0 99.2
EEE s | EmEEH Z mEEE | meEE | mEEH
@ A Y—NE#E10mg 10mg/TmL 6.23 pH 8.40 7 8.4 8.42 8.37
- EEEI0) 100.0 . 99.2 100.2 101.3
L) 518 WEEH | WmEEE | WAEEH | meEH | mEE0
0} FUBUUET0 10mg/1mL / pH 8.35 8.3 8.35 8.33 8.34
BIFEE®) 100.0 104.2 98.6 97.3 100.2
EE B 51 WEEZE | HREe | 6% | HEZH | HEZE |
@ LA EEM05e™ | 0.5¢/DW.10mL / pH 8.37 8.33 8.36 8.36 8.20
FRTFE() 100.0 99.3 99.7 97.7 92.2
HEEEN 51 WEEER | MEEE | MEEE | MEREN | MEEEN
@ | 77402 aix4tF05¢™ | 058/D.W.5mL 503 pH 8.41 8.40 8.34 8.33 8.27
) FAEE(%) 100.0 99.5 96.6 91.7 86.5
REEED SR HEEE | AEEEZE | HREH | EEENE [ HEZH
©} TIARSUUES e 1g/D.W.10mL P pH 8.38 8.32 8.34 8.36 8.15
BEE®) 100.0 100.0 98.1 94.8 87.1

—100—



7 RBE

B /58 SEE-pH | 3 | RRAEE 1hr 3hr 6hr 24hr
EEEH SR HREEH | MRGEN | HEREEH | MEAREN | MERESEH
@ | EIAFJUERHEMO0. 5g | 0.5g/D.W.5mL 4.98 pH 8.42 8.40 8.35 8.35 8.34
: BRI E() 100.0 96.7 97.2 95.0 93.7
EEEH MR AR s / I s
@ VT VESR30me 30mg/1mL 475 pH. )z /| / / /
. BEEGR < ~ ~ ~ /
HREBEH SR HEEEN | NREEN | AREEH | KEAEY | #REFEH
@ | VIL-a—FI#ERA500mg 4mL P pH 8.50 8.43 8.48 843 8.39
FRIEE() 100.0 92.5 91.2 91.9 91.2
EEEH SR EEEH O BN fiXehi:] B B
@ THRAYFS K 65mg 2mg/0.5mL 815 pH 8.36 8.37 842 842 842
: BEIFE®%) 100.0 99.0 96.9 976 983
EEEH SR EEEH EEEH EEEH EiehLi:] fiet]
® TSI FOEEASme 45mg/3mL 4.56 pH 8.33 8.33 8.33 8.33 8.38
: BEE®) 100.0 97.5 97.6 97.7 98.9
EEEH SR EEEH EEEH B EH EiaehLi:] Fiaepi]
©} FI522iE60mg 60mg/1.5mL. 6.25 pH 8.30 8.30 8.30 8.31 8.31
’ BEFEG% 100.0 99.4 98.6 99.2 99.0
E3RCL:] MR mEEH d %Y 0 5B mEEH
® HAEF R LE10% 2g/20mL 6.45 pH 8.33 ~ 8.35 8.36 .
’ TETE (%) 100.0 ) 97.9 96.4 98.4
] A ix iR ~ ~ v v
@ | =F5ViE5ASOme™ 50me/10mL P oH 823 7 7 7 7
i 5%&%;%) ﬁﬁé/ £
—=n . B A bl d
® *Tjté';%)_t_’& 10mL 265 oH 8.07 %
" i PR 1000 -
fETnEd E8/58 18- pH 5 = Thr’ 148 308
SR AU EST R /Sml| 50008/ R LIS Y Z REEH | MEEH
@ (5-FU 1AfEF) ER100mL 6.12 pH 8.39 / 8.73 9.06
: TETE (%) 100.0 - 985 98.0
JKemsRULES TR /5mL| Socosfy/ | BBl | M| e = mEEH | &
@ (5-FU 2AfE ) HEB500mL 6.15 pH .38 Z 8.71 LI
) IO 100.0 ) 99.8 99.7
A0BAfT SR HEeRE s
@ | /RYLBORETLYIRRY *3 pH 8.39 7
/1mL 7 =
E 3Rt BEA
@ | RN=ZRALUT5ES0me 50mg/1mL 610 pl 8.34
: BIFEC) 100.0 100.6
WEEEH SR WEEEH | HEEH
@ | /RorAYLREERMO. 5™ | 0.5e/DW.5mL 629 pH 8.06 8.06
’ BRI E() 100.0 102.2 . . .
EEEH MR mEEH B EH fiaehti:] Fiaehdi:] FidehA:]
® NUBDUE10% 200mg/2mL 477 pH 8.34 8.35 8.37 8.37 8.39
) FRIFE() 100.0 100.2 98.7 97.4 98.4
mEEH SR mEEH mEEH mEEH mEFH mEFH
@ | /Sob—ILiESHRS500mg | 500mg/2mL 5.48 pH 8.35 8.36 8.38 8.39 8.39
’ 17 (%) 100.0 96.9 975 96.8 972
EE ix WEEEYH | MEEEH | MEEE0 | MEEES | MEEEH
® EVLY xS Rle 1g/D.W.4mL _ pH 8.49 8.42 8.37 8.34 8.31
FHIEE®%) 100.0 102.4 101.3 100.7 102.1
EEEH MR HEEH HEEH HEEH HEEH HEEH
@ EURFH—LiE10meg 10mg/1mL 6.28 pH 8.37 8.37 8.38 8.39 843
’ BIEE®) 100.0 96.3 96.1 96.4 97.1
=EEH SR H2EEH BEEH BEEH BEEH BEEH
0] TAUTIVESR 15mg/1mL 828 oH 8.35 8.37 8.36 8.37 8.41
) BAFE®) 100.0 98.4 98.2 97.8 98.7
[ EE/88 SER-pH | & 24hr 48hr
E3=RCLi] AR et 5B EaENe]
® | FYURSUiESKE10me | 10me/2ml 32 pH 85 85
) BRIEEC) ] 99.8 99.2 99.8
=EEH SR =EEH HEEH HEEH HEEH HEEH
@ | RzRPa—LBEE1LS 1g/DW.5mL _ oH 8.24 8.25 8.26 8.30 8.18
BIFEC) 100.0 100.4 99.6 98.2 91.8
] EEEH SR EEEH B BN EiehLi:] B B
@ |  RILAESAEme™ 5mg/5mL P pH 828 828 830 834 833
FRIFE() 100.0 99.3 100.1 100.2 100.4
mEEH MR memmpgd | EEEH fiaehti:] fiaehti:] fiaehd:]
® RUbYUiEstA1e 1g/DW.4mL . pH 8.42 8.31 8.14 7.98 7.37
TR (%) 100.0 100.6 100.4 100.6 100.4
mEEH SR mEEH mEEH mEEH mEEH mEFH
@ | HRRIDUSEETMAO. 5 | 0.5¢/DW.5mL 229 pH 8.56 8.56 8.55 8.54 8.50
: TR (%) 100.0 100.2 987 100.6 101.2
§ EREEH SR BREEH 7 EXREEY | EREEY | FREEH
@ | <ArALUERA2mg™ | 2me/DW5mL P pH 8.37 7 8.35 8.35 8.39
BIEE®) 100.0 - 101.9 100.7 102.4
EEEH SR mEEH mEEH mETH EEEH EEIEH
@ AFALE25% 250mg/1mL 201 pH 8.35 8.38 8.42 8.42 8.42
) D) 100.0 100.4 95.1 95.0 97.4
e EEEH SR EEEH EEEH EEEH EEEH EEIEH
@ “‘—’”t*’fpgﬁf‘/’ﬁjﬁsomg 50me/5mL 205 oH 828 828 829 831 536
: D) 100.0 100.0 101.1 1022 99.5
EEEH SR EEEH z EEEH EEEH EEEH
@ SYvHRE20mg 20mg/2mL. 0.05 oH 8.40 / 8.41 8.42 8.38
: 0 100.0 /. 97.1 98.0 100.1
. EEEH SR EEEH EEEH EEEH EEEH EEH
@ S5U85E10me™ 10mg/20mL. . pH 8.25 8.27 8.28 8.32 8.29
BEE®) 100.0 99.9 1005 100.5 100.0
EEEH SR EEEH EEEH B EiaeLi] R
@ | JradriEstik300mg 300mg/1mL 4.94 pH 8.17 8.16 8.16 8.16 8.23
) FrIFE() 100.0 102.5 101.6 102.6 100.9
250me/ EEEH SR wEEH A BN fiaehLi:] B st B
@ | EHRAILVRY—L250mg DW10%nL 3.90 pH 9.11 8.10 8.09 8.07 8.14
- ) BEE®) 100.0 101.2 100.6 101.1 100.4
H#ERAF2013FE N AR TRHEL TRH
*1 ARV EERORFEN 24 TE T (88%) ( BRERAE, fib - FEPHEES, 106, 68, (1986)) A, 0.5eWAZERFTFSNTLVAEN
*2  wIFADUEHFHAOKREEN 24 TET (81%) (RRERKESEILEH (LF))
*3 B, A0BALFERFESN TLVELY
*4  NURRYUEREROBRFEEN24hr TE T (85.3%) ( SV RARY U ARAELHRAM, REESR(1981)) 5-FUIX2E 2 (500mg)
*5  AZPI—LETRAORFRN 24 TET (820%) ( RAERKFRHRMESEILER) 5-FUF2EE (500mg)
6  REE®ICABLEN, TCISEBALLS

—101—




OB LDEARTEM

/RRE
HER EEEEA | SERTHE | Bz ]
| 273 | [ SE/5E -pH SE] 1hr 3hr 6hr 12hr 24hr 28 38 48
@ TINUVIHE T s = - = - AR :
95 (5-FU 2AGEF) 500mL. P pH 6.54 s / / / 6.56 6.52 6.53 6.50
BIFE%)| 1000 ) / / 7 85.1 78.0 715 715
PN mEZH | NE WEE / / / s WEE WEE | MES | HEE
5% (5-FU 2AGEF) 500mL. P oH 6.53 - < s / 6.55 6.54 6.55 6.52
BEE®| 1000 s / / s 903 84.5 80.7 784

. d EEEE | BEZEH | RERH | BEEH e EEEH

® TIEVBEHIK 200mL. P oH 7.23 723 724 7.23 ~ 7.24
%[ 100.0 101.1 99.7 101.0 / 100.8

[GITE) 28/58 | S8-pH |HRIER| BAEHE 1hr 3hr 6hr 12hr 24hr 28 38 78
® mEZH | NE | BREEH / s / s EmETH | MEZH | EOEN | BEEH
25% TI/M) 1B ER 850mL 553 oH 5.76 ~ Z ~ Z 5.72 5.69 5.71 5.70

’ BEE®| 1000 / s / s 99.2 95.8 91.5 86.2
3 B0 SR B EH e e d e EEEH | REEH | RAEH [ RAEH
5C T/ 1 BHE 850mL 553 §;% 5.76 ~ ~ Z ~ 574 571 573 .
’ FEIFEC)| 1000 s s / s 100.3 99.1 99.4
MEEH | N | REEH 7 / s s WEER | ®EEH | REER
geec| TI/MINISHETRE 600mL. 452 ?578%( ) 4.82 - £ Z £ 4.82 4.80 481
: FHE®%| 1000 / ~ / / 101.3 99.6 100.8
® i mEEH | NE | REEH - - ) - mEEH | REZH | REEH
so | TN BHETE 600mL 452 oH 4.82 / / < ~ 4.83 4.81 4.82
: BEE®| 1000 s / / / 100.8 101.1 98.9
s e RN SMER EmEEH | BEEH | BERH | BEEH el | ER
©)] PEVFDES ¥ 850mL 6.68 F%TE‘H‘ 717 7.08 7.06 7.03 £ 6.98
FEG%)| 100.0 99.9 99.6 98.6 / 97.8
[ElrES SE/FE | SMR-poH [HRER| BAEK 1hr 3hr 6hr 12hr 24hr 28 38 4R
TRk [ mee | A8 | @@2e Z z z Va B | mEEY | BREAT | REEH
@ (5-FU 2AE ) 500mL 6.68 oH 7.47 £ Z Z £ ;72;_ ;72? ;93]1 7.32
mEEH | NE | REEH s mEEH | REEH s B EH
® TI/LAY REEE 200mL 589 pH 7.26 < 731 7.24 < 7.28
: BEE®| 1000 / 97.2 95.0 7 89.2
mEZH | NE | REEH - mEZH | REEH ) L]
) TIALVER 10%/300mL. 2ot oH 7.40 / 7.44 7.36 / 7.41
: BEE®[ 1000 < 97.7 96.3 < 932
ElE Z28/58 | flipH |ABUEH| BRABER ihr 3hr 6hr 12hr 24hr 28
R MEEH | NE | REEH 7 mEEH | REEH s mEEH | REEH
® J1— DR 500mL 5.38 pH 7.63 ~ 7.62 7.63 a 7.68 7.69
- E(W| _100.0 / 997 99.5 a 98.0 98.

[EIrES SE/FE | SMR-oH [HBRER| BAER 1hr 3hr 6hr 12hr 24hr 2H 38 78
® mEEH i) mEEH e / s / RmEEH | REEY | RAEH | REEH
25°C V) -TIS#RK 500mL 507 oH 8.12 ~ ~ Z ~ 8.11 8.07 8.11 8.10

: FEIFERC)| 1000 s / / / 101.4 100.5 101.0 100.5
) MEEH | NE | REEH s s / s mEEH | REZH [ REEV | REEH
5°C VB —-T3EHK 500mL 508 pH 812 ) ) / ) 8.11 8.07 8.10 8.11
. BEE®| 1000 / 7 / 7 1014 101.6 100.7 100.1
mEEZH | NE | REEY | BEEY | HEEN | HEEH ) FaerL]
) V) EYY X —HEI& 600mL 5.04 pH 718 747 715 714 £ 713
: BEE®[ 1000 100.0 101.1 100.7 < 100.9

At 5FUE/BE | sl pH |#EUAH| RAER ihr 3hr 6hr 24hr 48hr 72hr

® o - I MR [REEEN|kEEEH - HEEEY | AABEH AREEH | KEEEH
S AIES] K ” - pH - 8.2 - 8.0 8.0 8.0 8.0
1000mL > BIFE (W) — 100.0 - 99.1 100.2 100.3 1000 |

[GITES 28/58 | S8-pH |HEBRIER| BAEHE 1hr 3hr 6hr 12hr 24hr

Z MR mEGH | |EZE | |MEZE | BEEH / EEFEH
@ | NAHYYINC—HE#IK 700mL P pH 4.83 4.83 4.84 4.83 s 4.83
EIFEC)| 1000 99.1 99.1 99.1 s 98.8

Z o\ | mEoan | Wmeoae | meoaE | e aen < Ao
[©)] NAH)yINC—LER 700mL. / pH 4.90 4.91 491 4.90 /. 4.89
BFE%)| 1000 100.9 100.0 100.9 ) 100.6

/ 58 | BESE | mELE | BmESH | BESH - B EER
® | NMHUYINC—NER 700mL. P pH 4.87 4.87 4.88 4.87 / 4.86
BEE®| 1000 100.3 100.3 100.6 v 100.6

bt B / AR | Sm AR / BB
©] NN VIBE—15 700mL. 446 pH 461 s 4.62 4.61 s 4.63
: EIFEC)| 1000 s 99.0 99.5 s 99.5

EEEH S | BEEEH / E =Yz ek ~ EEZH
® NNk —25 700mL. 443 pH 4.60 /. 459 4.59 /. 461
) FEIFER()]  100.0 / 98.2 97.9 / 99.2

AR SFUE/AE | sME-pH |HERIER 225& — éh; 3hr — éh; Egg ﬂgg mgg

sz SMER EEEH | EEZH - EEEH E5E | BMEZH | BESH
@ NDvIiE—25 1;38ng/ #%?Eﬂ pH - 6.5 - 6.4 6.3 6.3 6.3
. PR ML N— S MG LY WA
sz B B - R i H=R: IR
@ N IHE—25 ';gg’m"f/ #‘?%?Eﬂ n pH - 7.0 - 6.9 6.8 6.8 6.8
: FE (%) - 100.0 - 99.7 100.7 100.8 101.1
@ AP 2B 2000mg/ | e 71H§ﬁ E E?éng - E'?;xﬁ eg;;ng E?iﬁ& E?;‘mg&_
7 VIR 2% p! - R - . . . .
700mL 45 BIEE (4) — 100.0 — 99.9 100.9 100.7 100.7
[GInES Z8/58 | S8-oH |5 SE] 1hr 3hr 6hr 12hr 24hr
| mEFH | 54 | |E50 £ mEEH | mEEY £ 8
® NNV IE—35 700mL 393 pH 4.12 ~ 4.10 4.10 ) 413
) BEE®|] 1000 / 98.3 995 /. 97.7
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/R BIE

Sl
@ | r—xxvr EE/EE
25°C (‘—gj‘:”/‘%iﬁf& QE;: By
U 2A1ER) 1000mL Lo | R [ o e
C TR 126 - 528 Z v ”a Tohr -
5°C (5-Fi VISHR EED 7FE®%)| 1000 s = z vy 28 I8
U 2AfER) oo, | FEEE] fE | RESE Z = — 7 B85 | KESH | RESH | i
zgc E—TXYA 228 - %,?;;() 529 ; 7 = ; 1001 3722 EEH ROEW
- 5 i 3 (%, 1 / e . -
(77U A Hoom, [P ReRT v Z £ BRAW  EELH BT T
@| e-x - pH e 7 Z 7 e 529 Téaﬁw
2 —IXVAL 25 Bl - 2 i 8 : 5.28
5C - oL b v (%) 10 VZ Pz 2 100.1
(5-FU 2AfR) 1100mL BEBH | SE ﬂﬁog £ P Z - REBY | REEH | 43;97.;2 | _978
e ¢ P i T B A A N T WY SO GIESS L)
o —IXVA3EH] E3E30) - ~ i 3 - 5.33
25°C gt SR T FH)| 1000 VZ / v 98.4 9.1
(OTFU AR oo, [ AR 3 Z i i T T
@ £ TR 7 pH 5 ; Pz / v 5.34 | mEE] | mERH |
| F e ama e [BREG 505 Z - £ e o1 008 534
-FU 2AfEFR) 1200mL. EH | N | EEES 7 = 7 = m;ﬂs;:saﬁ [ RESH | ”*Eoia)a |96 |
= v pH a 7 38 5 mEES | BEAH |
—Bas 2858 EoE] 00t Z < z - 974 2 538 Ca%
® E—71—R& 588 pH |RERE .0 VZ _ WESH | E - 95.8 9
(5-F 1 T e L - Z 5 et e
U 4AfE) 500mL RSB | ohE | A | Thr 3hr d 7 A1 538 —ﬂms A | A
. 6.7 pH [ mEzE | mEoE | 6hr o 99.9 970 .38 T
® E—7—Kig GEIeE 78 78 S B | fEfEeR Id 24hr 97.1
— Régi’ TN FEG| 1 s 7.7 : - 28 98.4
(5-FU B 00.0 WS | 28
SAfERR) 500mL. _ﬁ_ﬁ_m m‘UO.S 100.0 7.7 )z == 7| BeE | BEEH | 78
6.7 pH 7o [ e mmp | mmoany m”ﬁ vz 10‘7 77 Rl B2
® If—ju_,:;ﬁj& Py RIFE®)| 1000 97598 78 —“Mn L )z r3 U‘SE m99:9 1004 9797
5-FU 6ALEFR) sooml. | 20 | nm | mesm | mem 97.6 001 Z 78 200 EEET | RELT] Eia
|EZH | £63F Z 99.2 - 7.1
6.7 F%ZEH 79 =5 B | BB - BT 99.1 950 11
® £ —JU— R Z20 Y : NI | BEAT - 987
(5—FUJ7 R Pys— )| 1000 99.3 19 79 — OES ﬁf"‘ BEAC | BRI
AfEF) 500mL = g | mepay | mes *598_9 99.0 = 7.8 7%* T | ST
) 6.7 oH mBEY ";ﬁf"': TN 99.5 993 7.8 78
® (2?2y71%§ﬁfﬁ — o 13.0 50 HF BT s Bri= | BAE 983 954
U A ) 903mL BE | ni | BERT | EeS 1000 79 - = S
® B 51 (et =4 [ Eezm | Beam | 100.6 = 79 75 Y By
Vak=: - A E 7
(5-FU SR S B 1000 5.3 =5 6B = 100.2 T3 9 75
2ARE ) 903mL | s | BEEE 1003 s 53 < ERL : 99.1 o1
® TILAYY 51 | RH S0 | BEEE | BESH | 100.2 53 -
)1 B = 5.6 B | B £
(5F 8% MM%) 700 ) =2 G v 99.9
U 3AfEFD) 903mL B | s | -UB - = / < E A0
2 e 51 (Rt | #EEH 3 ~ 56
® %ﬂtjm SHin T EEx S w Tes D < 995
4ABER) 903mL | s | BEEH ﬁe/ = p < EEBH
R 5.1 o B B v 59
® ’(57_J||:J V9258 [ EEsm | EEI0)] 1302 £ jﬁ)ﬁﬁ_mﬂﬂ ; 99.4
U 1AGER) 1003mL RIS 0 _E_E;j_ < v < EX
BTy 54 oH &8 - Va 6.2
® koo e TR T R ] B v 37
2AfEF) 1003mL B | o | BEEH i]él 003 56 v & 50
oo 5.4 |__pH r SBER = 100.8 55
® 71(1«57_:;Jujazﬂﬂ;"& EES = 18-:0 ~ _ﬁé/ﬁi E650 ; s
3AREA) 1003mL | s | BEEH ﬁ@/& v / = HEEN
2 N 54 b | 5 Z 5.7
® /(1/57_12 V2B T EEEE] EZE20) 1801 ~2 _§E}ﬁ_ﬂﬂ_ BR ; s
U 4ABER) 1003mL B | e | 0 - = ~ < EEEH
2 h3E 54  fRH | #EEH 3 ~ 6.0
o T EES ) T T R e va %94
1ALER) 1103mL B sk | BeEm ﬁe/ = Z < EEEm |
2 N s 56 pH FZER | 3 £ 6.2
® 1(1«57_J|':JUJ73ﬁiﬁl;& _Em_iiﬁzw 550 e Z 958
2AEF) 1103mL B [ 5hE | =7 100.2 1053 57 = RN
® ILAYHIEE 5.6 pH 50 | EfEEE | 5 100.0 = 5.7
i v 3BIMR T EEs [B=C| 100 / v | EfEH v 100.0
U SABEF) 1103mL EEHLC B T THE T < / 7| Rend |
o 5.6 |__pH ~ 7&BR 5 / 5.9
® 7;(1«57_:;/73ﬂﬂ;& T EES I ~ _ﬁe/ﬁi EEEE ; oo
U 4AfERD) 1103mL E Y e - < Z < BEED
oz 56 |oH o3 EEEH | BEEH | A = 6.1
@ A=A . | 28/58 oH [EAFE®[ 1000 Z ~ | ZEE = 100.1
25°C (o-F. AR F: EE [FEEE| ReE ~ v / = R EH
U 2AfE /) 1000mL RN | 506 | AR Thr S . = 1642
5@% A=HYvILER = - §§7;;(m> 140'54 ; ; Gbr 19" 2931? 7
| il /4 E =\ 70, 0.1
(5-FU 2Af8 ) 1000mL EREH | 568 ,;qgg?;m ; %z ; Z 4;‘3 =0 ﬂswa ﬂ‘£4_
@ - /s pH 454 < < - 454 45 ®2H
o = H Y INEGS BiEE - ~ 4 96.0 53 453
25°C Lpd - EXEET0) —~ VZ - 94.6
(57U 28D o [ A TEERE 2 i S ' o AR
@ - e pH 45 - Z - 454 = | RS |
56 1(5—77:'»”,\1;@;& ___ [BHEG 10'0% 7 v - = 9.9 968 ‘;-53 454
FU 2AfE ) 1000mL mEzm | nE | mEEs - = -/ = & =7 72 9738
EaRA = - F%?E; 455 5 ; - ; - ;95? 455 454“ =0
/5 FE%) ) : 9 - 4.55
® SHFHGH o @?ﬁﬁlﬁg EEO'O, i ; £ ; mﬂ_ﬁﬁ_ﬂﬂ__%&ééﬁ_ 974 985
v GHIE 500 [ mesm | e | SE#& Thr % 455 R EES AR
is 650 bH | megH [~ 3hr o = 100.1 5 R REA
5°C L - 8.29 £ r 24h, - 96.4 v
SHF9HGHI e BRE%)| 1 i Z £ — r 28 99.8
i 500mL —»?ﬁﬂﬂ NI T T e - Z z T S
.50 pH - 8.26 &8
828 - -
BEEEW|] 1000 £ Va Z = m101.8 1015 8.29 8.29
£ £ TEET | REST | 1013 | 10
E z Z SA RESE EESE | EERE]
/ ~00.6 8.25 527 | B |
= 100.8 988 827
#ERRIF2013E 118 ; . 1008
A CHAELTEE
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HERE

5-FU ;& 1000mg

Rk & DEEEREN

5-FU 7% 1000mg]l ¥ & Bt 1 4% (54 A 7E 250mL 13 5-FU i3 1000me4 #K) 2R & L. =il
TIRIEL, #M8. pH. BAERZWE L,
FeAr#iE HPLC #:1C & Y #lE L7z,

2014.10 hi

HOET (#9500 1x)

o P MR < B

Lk SR/BR | o | BRER 3hr Bhr 2ahr 48hr 72hr
R S8R EEASH | BG5S | B6EYH | B | EEEH | BAEH | EGEH

KIZERE 1000mL "6 2‘“8‘ pH 8.45 8.44 8.42 8.41 8.41 8.42 8.42

) BEE % ]| 1000 99.8 100.3 100.1 99.7 100.8 100.8
o s . SR EOSH | BA50H | BEEYH | RE6EH | EEEH | BEAEH | EGEH

j"?j’ﬁ'fi%m 1000mL #;ﬁfﬂﬂ oH 8.43 8.42 8.40 8.39 8.38 8.39 8.40

’ RIEE (W) | 1000 100.0 100.1 100.0 99.7 100.6 100.5
#EEn SMER HEEE | AR | BAEH | SR5H | H6EH | AEEH | EREH

TILRA IR 1000mL 5 1*; pH 6.13 6.14 6.13 6.12 6.11 6.13 6.14

) RIEE (W) | 1000 100.2 100.0 100.1 99.2 100.0 100.3
N . MR ECEH | BELY | BEEH | EGEH | E6EH | EAEH | EEEH

(5?5%/%%) 250mL “?gﬂﬂ oH 8.47 8.46 8.45 8.44 8.42 8.45 8.46

] RIEE ()| 1000 100.1 100.6 100.5 100.0 100.9 100.9

N N S ]
5-FU ;* 1000mg. 5-FU ;* 250 #%##1 & & DECEREM
HERE

5FU Ll 1 2B AL, £l (23C). HOET (600 1x) THRAEL. 7ME. pH, BRAFZHIE L7
FRAFERIE HPLC 0 & D lE L7z,

oo (pee = S| - B
AR (ER) SFUS pH HBRRE maE Thr 3hr 6hr 24hr 48hr 72hr
55 R N SR EEAZH | OB | DENE | BEEE | BRI | AfIEE -
24 1275?5*';"’;“& 1000mg #%g&ﬂﬂ oH = 8.1 8.1 8.1 8.1 8.1 =
m ) BEE () - 100.1 100.1 100.4 100.0 100.7 -
. R . SR EEEE | EAEH - EEE | BAEH | BEEH | #E6EH
74(;(%?5@,& 1000meg #&%?Eﬂ oH - 7.8 - 7.7 7.7 7.7 7.7
) BEE () - 100.0 - 100.2 101.7 101.2 101.2
. R . SN EEEE | EAEH - EEEE | BAEH | 5ERE | AE8TE
71 éggfn‘r’ff“'& 1125mg #%?Bﬂ pH - 7.9 - 78 78 7.8 78
) BEE () - 100.0 - 99.1 99.9 100.3 100.9
. N N 88 BEERE | BT - BEEE | AR | AR | BRILE
7{6(?0?”55?'& 1250me #%?Bﬂ oH - 8.0 - 7.9 7.9 7.8 7.8
) BEE () - 100.0 - 100.1 100.5 100.2 100.7
. R . SN EEEE | EAEH - EEL | BALH | BEEH | #E6EH
74@’&:3?&'& 500mg #%?Bﬂ oH - 85 - 84 84 8.4 8.4
) BIEE () - 100.0 - 99.5 99.8 100.3 100.5
. R . SR A | EEEH - EEEE | BALH | BEEH | #6555
t?;gﬁgﬁ,& 500mg #&%?Bﬂ pH - 8.5 - 8.4 8.4 8.4 8.4
) BIEE () - 100.0 - 100.3 99.5 100.5 100.8
AL B wEEE| NE [KEEEHREREH - WEEEHAREREEREREHREEEH
(100;m1|3 A7 5000mg 3] pH - 3.2 - 8.0 8.0 8.0 8.0
5.7 BIEE () - 100.0 - 99.1 100.2 100.3 100.0
TRt 2B RERE SR |REBBHREREN - REBEHARECBHAKRERBHKREREH
(;ooomg Al 5000mg 3] pH - 7.9 - 7.1 7.7 7.7 7.1
5.4 BIEE () - 100.0 - 99.8 100.6 100.4 100.6
[ . SR EEEE | EAEH - EEEE | #AEH | BEEH | EE6EH
/Vﬁ]g ojo?nﬁ s 1500mg #E‘;?Bﬂ pH - 6.5 B 6.4 6.3 6.3 6.3
) BIEE () - 100.0 - 99.8 100.7 100.7 1018
Y= N SR BEES | ARES - BEES | ARES | ARES | ARES
/Vﬁ]g ojozﬁ % 1750mg #E}?Bﬂ pH - 7.0 B 6.9 6.8 6.8 6.8
) BIEE () - 100.0 - 99.7 100.7 100.8 101.1
NP D E—2E Ry SR BEEE | AT - BEEE | AfEE | AR | BRILE
(700mL) 2000mg 5 pH - 73 - 7.2 71 7.1 7.1
) BIEE () - 100.0 - 99.9 100.9 100.7 100.7

¥ T4 27 358 (250mL) [TDULVTIE, EiR (#923°C) L AT (#9500 Ix) [SH UL THREE
#ERAZ2013FE 11 BB ATHEL TS
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<$E . BIF4ISERE/T—52>

WL CHMEARET L 72 Al &2 LB R & R 21~ 21087,

(55 %]

5-FU¥250 1 #11250mg/5mL & Bt &3E# 2R & L. ML pH, FfliZ M %E L 720 5-FUD i id paperchromatography
TEEL, 5FURGEYID &0, Hili#. 265umdDODE & Y 5 L TR 72,

[HB#ER]

18 Hi, 5-FUDIME FZ2 K L7235 DIERED SN A b 7z,

<BIR-1>
R & %A ) BF M

HERIEE
R EE/RE pH REE® 3hr 6hr 24hr
N B i 755 B ” ” ”
T RINTEE R 1g/10mL 6.80 pH 8.30 (5hr) 8.31 850
Jifii (%) 100.0 97.2 104.2
A Bl DREE ” ” ”
TRFE 10mg/2mL 5.80 pH 842 (5hr) 8.42 848
Jifiti (%) 100.0 (5hr)101.0 1105
st Bl AL » » ”
T)FILF5iE 5mg/1mL 3.60 pH 842 (5hr) 848 848
Jifii (%) 100.0 (5hr) 96.4 974
LA I 5 W ” ” ”
SERBIRFHH 100mg/D.W5mL | 548 pH 8.62 (5hr) 8.40 8.38
Jiffi (%) 100.0 105.1 994
b Bl (L » ” »
Frae st Img/DW.10mL | 641 pH 840 840 841 840
Tl (%) 100.0 945 95.3
B i 755 B ” ” ”
500mgs/ 04> 3% 500mg/2mL 5.80 pH 840 840 840 831
Jifii (%) 100.0 100.0 99.0
! RG] ” ” ”
V) 2-T3SHIR 500mL—50mL 592 pH 8.32 8.32 8.32 8.32
Jifiti (%) 100.0 984 101.1
b Bl 0 35 1] ” ” ”
BF* L ESH 100mg/DW.2mL| 585 pl 848 (5hr) 848 848
Jifii (%) 100.0 101.0 985
LA I 75 B ” ” ”
FhEU—ILEER 2g/20mL 801 pH 850 851 851 8.60
Jifti (%) 100.0 97.3 100.0
b Bl (L » » ”
Y3 250mg/5mL 7.35 pH 842 (5hr) 845 848
Il (%) 100.0 (5hr)107.3 100.1
LA e 785 B ” ” ”
BNRAI Tr—Hrs—iE 20mL 6.80 pH 8.29 841 841 851
Jiffi (%) 100.0 100.2 101.1
Bl LR ” ” ”
TIEL TR 20mg/2mL 540 pH 835 (1hr) 840 840 850
Jifiti (%) 100.0 101.1 995
s Bl i 35 B ” ” ”
TR iE [5%] 500mL—50mL 392 pll 831 849 848 855
Jifii (%) 100.0 100.2 103.7

X PEHIERL (5-FUE250 AN M o FUEMIESH] & O AR EH S Tn5)
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<AlFE-2>

Fe & %A ) B M

HERIER
& EE/RE pH BEEE® 3hr ehr 24hr
TIThiE [20%] U EED . . .
20mL 3.65 pH 8.30 8.35 840 8.38
Jifii (%) 100.0 1032 987
AOVEET% U B . . .
35g/50mL 820 pH 835 845 855 891
Jititi (%) 100.0 101.0 102.0
N o B B ” ” ”
ARSIk 5mg/D.W.2mL 840 pH 8.39 852 852 8.60
Jifii (%) 100.0 1005 99.7
DL b Bl AL T » ” ”
20mL 5.05 pH 840 (5hr) 8.40 840
Jifli (%) 100.0 (5hr) 99.0 1034
UL O izame B | REEH : ‘ .
4mg/1mL 865 pH 840 840 845 841
Jifii (%) 100.0 99.4 99.0
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SEEH MRUEEZE
O L AR RHE R (ARARCE 2T PREN T E B ARME)

¥IFEIEE
&% BEER fthEFTR RERIE
(A) (B) (C) (D)
[FRE BRiZH 1. Bk 1. fkEE 1. 1fiik
fii. BT, BERE (BE7K) U/ NEf, 2Dtk 2. FEIR 2. A 2. Al (HbH B NIRBC)
(A1) (A2) 3. A/G
4. 1fnysEk
5. LDH
FIEBICOWTOHE
At BRR-eees —26%~—100%
RREE oo —25%~+25%
Y ( TR +26%L I
Ao BRiR-eoee /NN U R
R oo /[;E
B Hik
B #fhho 2IEHEBE
¥ SRR —J DI AU RZE HEOFOTNERZE

BAeee WINMN 1D, HANF2TEHEEE L
C Bk IEHEE R
AR e — S OB AMIAZEDHLNF VT NEALZE
B WINN 1D BB 2IEHHEEEE
D R S5IEHE DSBS 3IEAM _EIEH
Py SEEETEEEE [ (@A (EIVEN 2T N)
Bl 5IEHDSB, 3IEH L FE L

(77 SERMIERES DAL AskBITERBHNENT N 1DV I RZE
(B, C, DOWLMITH DS TR
2) A1, A2lBICAZT, B, C, DI RTHHRR

AZE-eeeee Al A2bBICAZE T, B, C, DOHBE I DTEHBRRUENEDNHE 551
Bl DAL A2DHBW0I N 1D, HENE2DERHEA L

2) A1, A2RZET, B, C, DI RTHE/L

@KarnofskyHITEE %
E3xp O GO/ BRAED N EZIRINCEED T,
0-0 : JEBOH/ N A RIE DY EE 2 RRO T PIREIT,
0-A @ BB O/ VeiBbyahy | HRIEIXSEEEN D BiRitET T
0-B : [HZ D/ VeidbHh HEIEIF W ES IR,
0-C : DM/ e B RFEDUENRDEN D, UL IHALAUNZND DR TR HET T,
FExh 1B GO INE AR AED BE LR ERIRINC DS
1-A : FSOHS RSN ARIEDSGEDRRDONS, 1HHEOLZNLL L Zhhkid,
1-B : S OWHSM SN 1RO Z N EFiE ARIED D ST ER Tl 7o LIS A UICHE TG 3D TE S,
CDIEND A S DO KESZIEH>EOINE TECT. LS RIREL TR ER50 % i/ N TOBIER TH BT L,
F NGO NN TOBIBTZHCT RS 75BN IS D U REIIZDIEC 8 HENNTHT LIS FEE LIz EETIE,
FOHREMNZT DIEAD D EEH SR T,
3 [-C . 1HERWLZENLL EISH 0 D/ L GEERTOERIEDN 2 Thalkb,.
REEIT o TR W IE S O R 2 WA SIZEFEO M, REIEREE L v,
08 EHOETVETN HDHNEBELRL0 B DM /NP HEIE DL ED FROSNR WA,
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OE. 1 AL FFEAE REMRHERSE (ZBHEDORE)
(- B S50 e O AR L2k R R L HE )

3 HE FTRENSZE . FAM AT AERZE N OIS K B IIRZE NS XTI L. Him
Complete Response (CR) | ZED HBIM AL RIEA G- LA 1555t L 72 & 0,
1) =75 mE iTREIR A DR NED50% DL FTh B & L BT, ST ABRA K T
FESHC & B T RARZE DM T, D OFREDBI LR WIREN DR &
B3 & GEELL EREE U 7.
Partial Response (PR) 2) = HHIERTRERAIC BN T, ZNTNOFIENTRD T fi/NEMN30% L F
THO . Sl RERZE & CHEEIC X 2 RIWRA D EES T, D OPRED
HEH U ZRWREED DI < & & 4T EREE L 72358,
5 I E AT REAR ZE DM/ N M50 % At . — 7 TAIAIE ATBERR 221 381 T A/ )N
E N0 ATETHZD. XIFENTNDB%LUNDHERICE EE0, [EHICEK
No Change (NC) % “RIRZAEMEER T, OB LWL LR WIREEDVD 72 < & 6 431
DLEFRE L 7358,
T TE ATRER A ORISR DOFIMN25% LA EDOWER, USRI, HriRi o
Progressive Disease (PD) | HIANH 354,

@R EE{LEEEM A PR ELE

-t

=

JESSE O/ N 490 % DAL

% " PR £ 3
S5 DR/ NR50% LA L S5 DR NR25% LA E FREIE; Dt/ N 25 %6 ATt
90 % At 50 % At A

O KRB FEARRMAE VIV — THERLE

=

% PRERY £

JHE550D50 % LA_F /)N JET5E D25 % LA b DA/

JRES5E 0D 25 % At DA/

N

@ X EFFTIHIEELE
HIERLER B O EEE
IS 0025 % LA_E D/
HiRg & & O REHE HE955 0030 % LA_F DAz,

WS AT BEIS O/

OHBFHIMRHEELE (KESE)

SHERHIE R
Grade 0 | JEICHUNZIRZFD RV,
Grade | | HIlOREEIIFED SN B DHEMH N2 — 2 OWIEITFED S NE,
Grade Il | #fufsd:, SRS N2 — > OBSENZEH 5N D,
A—A ?%ﬁﬁ@ﬂﬁ%‘lﬁg@%ﬁb\%%ﬁ’\]b: iz X AR N T REIE D RO E PRI S 5 o (B 23N 4
B 1748 Fic,)
BB ﬁ%{%?ﬁgﬁﬁ‘ﬁ@% B0 K RN EERIIAAYNEPRIC D SN B, (B Z S 2o 1/4
Grade Il “non-viable” & EbNBHEHILOANED NS,
Grade IV | JEMIIEIZ E > 72 < BHENITW,
A—A INGEpasE e LI
B—B FEUTRIFIME D 55,
c—C BRI L D 55,
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ORI RHEEE (SRS )

MRAEE FEMR OMESEE
Grade 0 Zbix Lo
Grade 1 HRE DI - ZEfift. MOBEHEFOHNEE DO ENB E D,
Grade 2 FEAIRAO AR L, BRiEo B LS Ofiia il S 2 — > OfsEMRd 5N b & D,
Grade 3 JRHIPR AR AR OZENE « B, LMW RHEOZE W KE S 2 RT 6D,

O EEMIEEICH T 3B EEYEEN R EEE

WA EFTRERE
JES R TIE Uy BAUIRERD 5RO TR K D RO K S IHET %,
BIERIEERE fa/NER i EARs ¥ wE

=AM SERLE CR
AR WINE TR TIHE -
—Am A3FE R A PR
=AMm 70% L4 1 SEMLLE PR
—AHR 50%L4 | -
— AR 30%LL | 430 1A
=AM 40% LA E. 70% A e s MR
—5m 25%L L 50% Al GERNLE
=AM 40% A, —40% LN
—Am[E 25% A5, —25% AN LA E NC
—AE 30% A, —25% LN
=AM 40% LA FIEK
—Am[E 25% LA FIEK
—AmM[ 25% LA F3EK PD
IRENDEE, VIIFRENDHE

MRIFZERIHROBEHITINZ TR,

WEHMEFTAERZE (BB Y > NEZOEHARFEE L HE)
HEARRIRDUGEZIC K D . RD K S ISHIRAGEZTT I 6

FHMMmIE R BR(iaR7A R HARE H OE
LERLL CR
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