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Jb & LT 400mg/m* (RE AL 2 HARNIERT2 & L blc, 7rvdnru o vne L
T 2400mg/m* ((RZ 1HiFE) & 46 FEM N CTREEHARNIES 2, Zhva 2 B2 &
(ZHR D I,

(2) RERVHAZEDHRTERRE - 1R

MERR L

4. RBERUREICEEY HEE

1. BEARVREICEET 535

TARBIEOREITICEE LTI, AImER, M/ MLOEEIZHERL, &5 %80
F R S B WO I MRS ORI K EE VB BEIIHI 25RO S A
WZIX, B EE T 2 E TG EESTH 2 &, [1.2, 1.3, 8.1, 9.1. 1,
9.1.2, 11.1.3 ]

1.2, EEZR NN, BEEZ B M ERED Tl MR O A5 v BB T,
TN DOFTANEIE T D £ TARBIEZIEY T 5, AFEIEZ BT 25581213,
INFAR YT N OWESE GRIBOILRSE2ZET 5 L,

5. BRERAGR
) BRERT—2/\v7r—o
REERRL
(2) BRERZRIEAER
A EER L
Q) AERIRZRHAR
ZEERR L
(4) #RELRIEAER
1) BN ERELER
UER L
2) REMHER
BEERR L
(5) BE - HERIHER
HEE R L
(6) AL
) ERABERE (—REABREHRAE. FECARERE. FRAMELERE) . &E
RFERT —FN—RAE. RERFTRERABROAE
HEE R L
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2) KRG L LTERTFEONERIEEE L AL - HROBE

() Znit

(B

1

RME R L
ERUERS - EBEICHT A LARKR)F—k - 204095 D I)LEER)

= R BG BR 5 BR
ENTEEINTEZLARRY F—F « 74 a v T VB EOBRABEED
WEZLUTOLBYTHSL D,

B4 TN (LA LB/ ks B1)
I 29. 8% (50/168)
AER - B 30. 2% (54/179)
CREUIRATRELBEICRT A LARKR)F—k - 204095 Y ILEGEE TR
ik

2)

By O/ MARGER

{EFEFRERIGIR O R & 479 D e 2 %P4 & U788 I/ ARG PR AR &9
\ZF51F % FOLFIRINOX IERE(1 7 — v & 2R E LTH I A RICAI Y XI55
> 86mg/m’, ARV F— b 400mg/m* VAU T A L HEREY K FNY) 180mg/m’ %
JSEERE L, BlEEEE 704 e 7T 2L 400mg/m? & AEEIRN RS, 7V
277 3L 2400mg/m* Z 46 REfH 2T THRAfERHE) & 77 b3 & B v Mkt (GEM)
AR A% 5-Ff (GEM1000mg/m? 003 1 [al 5 5-2 7 e L, 8 1 B I3AIES 5,

ZOKIE, W1 EAGEE G A 3 L, 4B IR E LT, Zhz 4 iE
(AR D KT O RIEATREFO BREIXRFE D L B0 Th - 7=, *HREFH L ECOG 2
Performance status 0 gV 1 T - 7=, BELIZBWT 2 DOEBFZ T (UGTIAL
*6, UGTIAI*28) \ZBHT A EEEIIRTE SN o Te, £, BERFFOERINELE
& LT, A ERE (1, 500/mm® DL E) . #RE U L B A (fisk el ERD 1.5
LA T) SRR E STz,

T
| ‘ % (S EEE)
RRE BIH (I1m) e o
) p fii
(g | O RN 10.5
DR % A ik 0. 62
2R GEi;iﬁi 198 6.9 P<0.001

1oAY F— b 400mg/m® IZAHA] 200mg/m? {IZFHYS 9B,
1% 2 : Eastern Cooperative Oncology Group
F 3 : log—rank ¥
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3) EINEE I AR
EFRIERIBROERIES 2 A3 2R A2 x5 & U758 TAHREIRRERIZ B T
% FOLFIRINOX V(1 YA 7 v% 2 L LTE 1 HEICAXTH Y FI7F
85mg/m*, LA U F— |k 200mg/m*, A U /T F L HEFEIE KA 180mg/m? % A
TsE L., BlXFtx 7041 7T 0 400mg/m ARG, 7 4
v 7 L 2400mg/m” & 46 RF[E 2T THRAGERHE) DRGRITIRE D L B0 Th o7z,
XIREBE 1T ECOG  VPerformance status 0 K TN 1 Tho7-, 2 DO T4
(UGTIAL* 6, UGTIAI*28) 1>V T, W& AT (UGTIALI*6/%6,
UGTIAI* 28/% 28) XX W TN b ~T 0 SR (U6TIAI*6/%28) & L TH OB
BRI STz, 201 A 27V H OB ARESA: & LT, & ERER (2, 000/mm®
LLE) . #e UL e Al (st S EIRULT) S0k E Shie #19,

P4, Zh (AT /iR 1)
(L 2EHRERTAIR DR R & A T 5 HERs 38. 9% (14/36)

7 1 : Eastern Cooperative Oncology Group
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VI. E3EFEEICER T HIEH

1. EEPHICEESH LAY SR
BASRY LAY ALY, B, TAARTAF Y Y D Fdird) P
ZNAFr ) Py (Furd) P
) AHATKGR
EE : B0 B B L AMONELTHREL, BFOBTRLEBET 52 L,

2. EHEER
(1) YERERGL - YEFRMER
LR U J— M. Biochemical Modulation {2 LV Z/v4 v o T S v OHEEL)
REWRIE D, 7vAn v v WIiEEREm b 7 vtue sty )y
v— U g (FAUMP) 28, T 2 VA RESR (thymidylate synthase : TS) &S
U TSTEMEZBRET D Z L2k 0 T I DG AZ IE] L DNA Gz lET 5,
LARB Y F— MIfENTEITS, 5, 10 AF LT b7 b Ko iERg (5, 10-
CH,-THF) & 72 %, Z @ 5, 10-CH,~THF |% FAUMP, TS & 8&[# 72 = 084K (ternary
complex) TRk L, TS DA IS E5 Z LICk Y, 7t u U T L ohilE
PR E R EE L 1,
(2) ENEEq T ZREERIE
nES RIgERIER
1) in vitroitE&
b NAERG « B MR (COL0201) . & b B AL (TMK-1, KATOI) [Z%F L 20 u M
BEOLVARKRY) F—E2RAWE in vitroi BT, 7/v4 v v o VohEE
SRR RD N TND 12,
2) in vivosRER
b R Co—4 M Ve b BHHE H-111 Ml 2 M L7 X — R~ 7 21T L,
LARE YU F— bk (200mg/kg) & 7/vA 1w T b (90mg/kg) O Ff I C RE A A
HEFR NI R o B0,
() VEFARIREFR - AR
MR L
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VI. EYEiEeIcBi9 51EH

1. MAREDHR

() BELEDGOLPRE
EERR L

(2) BRERSAR CHRE SN -OPRE
HEEE
TR A IZ L AR U F— b 125mg/m? % 20 M B AR B G- L7 R LR AR U )
— b O fem M PR EE T AR BRAA2RFEI R 12 A AL, ZEOEIXT. 5 ug/mLTh 5,
F7o. HEIIT0. 6T TTH D,
FEREIZ VAR Y F— F125, 250mg/m? % 2RE [ AU RN G- LT RED L AR AR U
F— b O MR B X N E AR B AR 2RF AR IS A DAL, £ DOfEIT. 7,
25.9ug/mLTh D, Fo, FHENIF0.92, 1 1TRTH LMY,

() HhEE
MR L

4) BE - HREOEE

) BEORE
LB L
2) HAROEE
I At (M EOERS) ST AHA 7. MEN) omEsH

2. EYRERNS AL
(1) FR#75E

Mgk L
(2) BIRERETEL
R L
(3) HEEEER
AR L
4) 2075 2A
LRk L
5) HEEHE
LR L
6) 20t
R L

3. BHEE (KEaL—ay) 84
(1) B
AR L
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(2) N A= EBER

B R L
4. RN
MR L
5. 9%
(1) 1% -Hixi B P9 & 14
BN - AP
(2) 1miKk-RaEERAMT @A TE
B R L
<HBE>

INFAr T TN OEMER (T v b v T R) TEIRE, 0EHEREOMAEIEH
MHESN TS, (VL 2t EoFEES) T 2HE 6. FEDY
RAERTLRECHETIER G)iEE OESR)

@) I ~nFBITH

MERR L

4) BEHRA~DIBITHE
MR L

(5) ZD DB~ DIBITHE
BRI L

(6) MIFBEEFHEEE
MR L

6. B

(1) REEELRCHRBHRR
MR L

(2) R#EICEAET ZER CYPE) OHFE FE5XR
BRI L

Q) HEEBNROEERVZTDEIE
MR L

4) KEYOEEOEEROFEM L, FELE
TEFERA K OB IZ VAR AR U T — M E RN G- % o g hicix, R e L
T S-methyl tetrahydrofolate (S-5-CHs~THF) 23H & T 5, S-5-CH;~THF D
Crax SOV AUC 1, 2 W[ ARG EFARN T 5 ) OFFIRN R 5-O i 5T LARAKR Y F—
kN OE GBI LTG5 L9,
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. Bt

BEEERR A LARAR Y F— b 126mg/m® % 2 RS EE RN G U=, LARA Y
— FHDHUVIE SH5-CH-THF & L TRAICHEM S, 2o BEER P HE =X
B 5. 24 BRI TG ED 46. 4%, 31.8% Tdh5H L1,

S URR—E—IZE3 B1EH
MR L

. BHEIC L BREE
R L

. BEDERZATLESE

BUE R L

. EDih

EERR L
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2.

T (ERLOFEES) ICBYLHEE

M

HAREEDER
%

W

LARKRYF—b-TA 003 VI EERUVEGIFAREZEIILAADS Y
»@ﬁ%ﬁﬁ%ﬁ%?éﬁ%?%w$ﬁ%tﬁﬁbtt%iahéRtMﬁ%
HohTWb, XEEISEDRKRELZHE SO T, RAKITHRICHIETESE
BEERICEWNT, NALLREEICTA LS - BEREZFEOEMOL & T, T2
221 . N BEOERZEIHIEHICHATLIEE DEZSELTHEHGEED
BIRZREICITD., REEDBULHIHSNDERICOVTOAHAERT S &,
Fiz. AERMABIZKILDE., BEEXIITOREICEDERVEREEZTH57RBE L.
FEZ/THLETT DI L,

12 RBESEELBHINF. BLOTRAENRCSZENHY. %@#% Han iy
HREBERESAZENHAHADT., EHM GFICIREMEATIEE) ICERKRZEE (IR
BE. e - BRERES) 2T 5L EBEDOKE %+ﬁﬁ%b~i MR
LNBEICIE, BONMIBEYLGREZETOIE, [7.10 8.1 9.1.1, 9.1. 2,

13Kﬁ&u%w%mt?ﬁ%x&ﬂ%ﬁﬁ%t@ﬁmﬁmﬁﬁiﬁﬁwtut%
BICHT H2REMEIHILL TV RV EELG BRI EDORERDORKIEAEET
éﬁ%nﬂ&é®f~%%@ﬁ%%+ﬁﬁ$b~Eﬁﬁ%b%ht%et@~ﬁ
ONBEYLMBETICE, [7.1, 8.1, 9.1.1, 9.1.2, 11.1.3 3]

1. 4 KEID R 5 xw7wwn©7/»lﬁbiamﬁﬁrwﬁﬁﬁwﬁéﬁﬁl@
AEEERITLEWNWI &, [2.7 3]

15FHIT—I-FASUIL-FTFSVILAYDLREHIEDHRBIZCEY ., EEALM
BEEZEORMEANKERT IS TNAHLIDT, AEELEDHRAZTHEN
&, [2.8. 10.1 B8]

ERAREEZDER

2. 2R (ROBHJFICIFBRELAEWVWI L)
2.1 EHEE B REIHI D & 2 B [EBEIHI O EIC L v EiERYYE L R L, Bumiy
LR EnbD, ]

2.2 THIOH 2 BE T THINHEE L THK, EMERTE, HRASLEZ LEmiE
RHEZENRDD, ]

2. 3 HEBEREYIEZ A OF L TV o BE [EREIIHNC L 0 BYYESEE L, Bmp L e
HTERDD, ]

242 50K, KiIKkOH2BFE[EHERBEANBRL, BHER5ZE03H
%, ]
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2. 22 CROBHIZITHRELAGZWI &)

2.5 EEROEBIZ OO H 2 BF UER OBEIIHIRIC LY . Emr &
HZENDD, ]

26 RERENEM L TV A EF [EERAEANSREIL, BEHaNE R E03H
%, ]

2. T ARBNOR Gy XX 7 v A v 77 il LEEREUEOBEEREO H 5 B [1. 4
2]

28T H 77—« FRATFI)L « T T Y o ARESHIBE GO BE KOS |
1% 7 AU OBFE (1.5, 10.1 ]

3. MEEXRITHRICEET HEE L ETNEH
(V. RRICET A 2. RESUIRRICBE T 21EE ) 22352 L,

4. RERUVAZICEEYT 5IBELZDERH
V. IBRICET 2HA 4 EMOHEICEES TR 220725 2L,

5. EEQERIEELZOEH

8. EELGERMIE
(BheEH @)
8. 1 B BEMHI, FEFENE M N EEEEBRE (DIC) FOEEREEHNEZ 2 Z 05V |
& TEMIY R E 7o & Z &N D DT UEBIRY (R G-I (B
IR (MRS, FPRRAE - BRRREMASE) 217 0 2 & BFEOREL FoBls+
HZEk, [1.2, 1.3, 7.1, 9.1.1, 9.1.2, 11.1.3 &]
UNGRE. BREVIRTERGET - BEOBRE
8. 2 /N B GIBR AN RE 2 T - 1538 O BRI AN 2 9 D BRI 13 B SRk (M=
W EDRLENED = WATKRREE < WISHMRRET R AMHPGE~ORZ SRR S
EE DVE) ZRGET L2 L,

6. RENEREHIHBHICHT IR
() AHHE - BEERFOHLBE

9.1 EHHE - MERZEDHLEE

9.1.1 BRI H S5 BE (EELERINFOHLBE L)
B REANEI O I X0 EERYYENSIRT L2 ENH D, [1.2, 1.3, 7.1, 8.1,
11. 1. 3 ]

I 2RBEEZEHLTVLIEE (EELGRPEZEHLTLIEEZR)
BREAMENC X0 BYENEEST 5 2 En b5, (1.2, 1.3, 7.1, 8.1, 11.1.3
2]
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9.1 GHBHE - BIEBRZEDHLEE

Q1. 3IVEERIIZDERERDHLEEF (EELGLEEXITOBERDOHLIEBEEZE
k<)
JERZHEESIER ST ER”H 5, [11.1.6 ]

I ABEICETLIFGEBOHLEE
MR RS B s Z ERd 5,

9. 1.5 HLEEBRITEIDH S EE
JEREIESED 2 03B D,

9.1.6 KIEHEE
BEMORE2HBENRD LbNIBENLNH 5,

9. 1. TEMLFREZZITC LV -EE
BRIHEORERB RSN BENRH D,

9.2 BEHREIEEERE
RITERD B Hobh ok ZThnnd %,

Q) FHrelEEEE

9. JFFHREIEEERE
BITERNBS H oD LEBENDRH D,

4) £ERRZERYT 2%

9.4 AEREZEHT HF
AFEFTREZR MR D BB IR G D RENH D5 AT, RIS 2 B
THZ L,

() 4EiF

9.5 1w
I SATAENR L TV D ATREE D & 2 W MEITIT R G- LN 2 EMEFE LV, 7
0y YNOBMER(T v b U R) TEHRE, HEREFOMEATERNHRE
INTWD,

(6) X2Lim

9.6 RILIF
RAILLRNZ EREE LV,

(1) MR

9.7 INRE
NSRS b U7 B RERBR I 5EE L TuhZeny,
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(8) =tnE

9.8 EfnE
& QN # G- R

CHETLRE. BEOREBEZEE LN LHEEAICERGTS

T BEERERESMK T LTV D 2 ERE L, FRITEBIH, HibssEE LV T

#i, EEZR DKL)

. BUEREE

« FERRRSR ORI H b9,

7. tHE%RA
(1) GIRERELZDER

(2)

10.1 HEREE

(BFRLAZWCZ &)

A4 55

BEAEAR - FEE Tk

B&FF - faBRIA+

THT—I) e FRXT
e FTFUNTY T L
B A

(F 44—z 2T )
[1.5, 2.8 &M]

BHNCEE R MEEEST
FlL PN Db e

NRBETLIEBENLLRH LD
T THT—ILeF AT )L«

T TN A ) T AEARIE

G R OG- IEgDe< &
b 7 HEAPIIAHR A 2 fidT L

N b,

FRATUANTNFB T T
LD FRALRH A FLE L,
TNFE T TR N
< EHT %,

HrRZEEEDEH

10. 26t AR (BRISEET S &)

7V )T LOVER &

HHN 4 S5 EEARIERR « $EE 1k e - faliRE 1
Tx=hA MEEREE, EERHH, B (MR R Th A R T e Y
EEDT 2= A CHFEN | TUART 2= A O
HobNdI ERNDH D, Ex LR IE5,
ONT7 V)TN | TAFa TN NLT [ FIEIARATH D,

MSEDLZENDHLDT, Kt

EREDABICIERE T H Z L,

LOLARIE, R
S

RIS
TERDNERT 2 Z &N %

HLEREESOR

]

DT, BEDIRREE +7 28]
BYyHZ L, BRENRBEDLN
TG A IR E, IR D

YIRMLEZTT D 2 &,

BITEHMEEICHm S N D,

MRS
(ANT 7 A hFY Y —
e U A RTY LG

NS OIFNOIEH BT
THILENH D,

B Y F— MT K o THEmRMAHHE
PUERNEEI T 5720 L EZD
D,

_22_




. BIEA

ROBWERDR S 60N Z ENHDHOT, BlEgEe THoI2TV RENRO bNIHE
(3R G 2T T 570 CEURAEZITO 2 L,

(1) EXGEMEREDHAEIR

1. 1.

1. 1.

1. 1.

1. 1.

1. 1.

11. 1.

11. 1.

1. 1.

11.

1.1 EXGEIERA
1111 BLWTH GRLL E)

WLWTFHIND b, BAERICETELZZENHLOT, FTRINS LD
NG E TG 2RI L, #iREOHEURNLELZITH Z &,
BELBRX 0. 1~5%Am )

HmPERG S, M2, G REOHEERBRIH b D 2 End
HOT, WLWER, THRIZEOERN S Lo Ha i3 a2 ik L, i
U)RE 21T 5 T &

BRI (5%, E )

NILEREA . AEREA . aF ek B, MRS o B RS 25 &
bbb ZENH5H, [1.2, 1.3, 7.1, 8.1, 9.1.1, 9.1.2 ]

2399 0. 1%Km) . TFI743F— BEERH)

L, MRS, MR T EOERN S b ONIGEITTE IS 2 Ik
L. WYRLEEITS 2 &,

HEKE. B - BREE (Wb 0. I~ )

HEMIE (FIHEER : TR D 5 B0 & (TR D L O UE, O 6 D35 |
F7o. HEMRSNRIEIR, SEEFEE. EBEIGHH, IRIR, ERRETE. . HmR
L, RMERIEE, AR, RRENERT. BRMEET. RESEOREHRE
KRHLDONDEZENHDHDT, ZOLHRIERNS OO HEICIIRE
AHRIETHZE,

S oMELFL., DEEE, TFEFOE (Wb HERH)

I oMM OLAE, DZE, ZERVERH LD Z XD 5, [9.1.35
e ]

FFHERERETE (0. 1~5%A ») . BiE (B AH)

AST, ALT, Al-P, v —GTP @ EH%E % 5 AR ECEIE A b b b, IFA
BILELZEDRD D,

AMEEE (0. 1~5%ATm )

AMBEEEOEELRBREENLH LDONDLZENH D,

R B TR 2% (0. 1%A )

FEEN . WZMR, R R DO RER AR AN B D DN e G EITIE R G 2 Ik L
BB X BREOMRA A2 T T 5 & & bICRIBE AR VE CHl O 5% OmET) 7
EZITH Z &,

10 HEEERS (0. 1~5%A0 ) . EHEZOMA (0. 1~50AH)
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11.1 EX%GEEA
11111 FRAEMREE (0. 1~5%A0 )
TFRIEERE (PR, BEEOREE, ERMERER, BREHZE) 2b bbb s
ZENH D,
11.1.12 B8t I B R EREMEEE (DIC) (0. 1~5%A0 )
11113 RERR K (BEEEARH)
WRFEREE (REIBGIEBICZ V) 23 d bbb, BAEBKE TED Z LA DD,
N 11487 U&7 ME EEARH)
BWMEELZ LY ET BT MERS b Z LN H D,
11.1.15 2 PEBE 2 (BHE AR H)
Mg, g7 27 —8 EAER’H O bNILAICEREEZFIE L, @Yo
EXITH 2 &,

a IRl AL 0 B & B

(2) zDHDEER

11.2 Z Db DEI1EA

5%LL 1

0. 1~5%ATi

0. 1%A

THAbA

BAAE., E
Oy o MEH

WRTESLE . REM .
DEEE. A8,
fEf. K,
nEX - 0 A
%Y, ERY,NE
AT TR

i

FFHisk

AST E5-. ALT L
H. ey
b5

Al-P B LDH
b5

BUN F&H. 7 v 7
F=r bR, E
FR, R

JVvVrF=r7
V7o AKTF

LG, »F
U R R

5z a)
=

BRLAE. HiE

e, RLBE, #
R HIBE, A,
Z I PERR Y D
g

TRRE @ L
SEHBBOE @ | BE
1

K

35

s

O X 5 R (ST
S TR, R
) @

PR, AR FE
HRAE

g ¥
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9.

11.2 Z DAt DEI1EA

5%Lh E 0. 1~5%KTi 0. 1%AT AR AN
FE KRB OM | BERK., FER. A AR B 5
JE, K7 VT X | EHER, PRGN
> fLAE W BRI VR,

FHROER. &
H I, PR
R g R (K
T FU T A
fE, KB U T A
Z DA, myE, mAu U v
LLE, K7 =
— VIMLE ., &7
o — LIfiE, K
RV Ay AN}
JiE) . 9ER Y. A
fERIEZ @ CRP
BR-Y AERER
ga)

a AR AL X 0 SRS A TR

R E SRR IES B
LB L

10. BERS

11.

LR L

BALEDIE

14 BRAEDFE

14.1 EFFFHEEFDIE

14.1.1 FHROARE
VAR Y F— b &L HERICIE. 25mg BUFI DA 1E 3~5mL, 100mg D
AT 10~15ml 0 5% 7 R v B, A PR AR X FE AR MERRR % O TR &
FAWTLARRY F— NOENA T OVNEY ZEE - BRI T2%, [Al— OWSR
W& WV TaE% 200~500mL (LARAR Y F— K & LTK 0. 75mg/mL) & L A
FRIRNESR T 5, 7eds. RANIBER 2 E5H LT Rno T, #ificdhz-
TITABETEYC R U, AT 24 RERLINICRER -5 2 &,

14.2 EFIBEHOIE

14.2.1 B 52%
AFNTARESIRAE G & L. BT, RN LRV &
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14 BRALDIE

14.2 REREBRDEE

14.2.2 5K
AHNOFFARAR G L0 | MR, kg2 E ZFBEennrdH o0 T,
TEHEOL, VESGEFICHEET 5 2 &,

12. ZDMDEE
(1) ERERERICED 1R

15. 1TEGERERICE D < 1F#R

15. 1.1 7 VA a v T )V R 3KA| & O HUEME RS 4 0 U7z B2, 2k E s (i
HILFMEZ S 56 H5) . BHRIPASEREE MDS) 23 A Lz L OfER &
Do

15.1.27 043007 o vOREERZETHHLYE FrE U IV T Ralh—+8
(DPD) KEZEDBREN T FIUHEEL, TOXHIRBEIZTI VAT T VLR
WA 2 H LTeSE, BGOEICEEZBNEN (DK, TR, MRS, ik
PEEE) BB D L ORERDH D,

15 1. 3RO GIZ LY, BF 22 B RZIC K 2 EARFEERMEE M CEM 10 %) 235k
INDEORERD D,

(2) FERFRHBRIZED < W
R L
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X. JEERIREAERICBEI HTHE

1. FEEHER
(1) EhIEAER

( TVL SRR RE4 2 HHE | ZH)

(2) REMFERBR
PR L
(3) ZDHOEBHER
AR L

2. HHEHER
(1) ERRSEEHER
BREERR L
(2) REHRGEMAER
REERR L
Q) Ei=EtEER
EERR L
4) BNARMEEER
REERR L
(0) EEFRAFMHR
REERRL
(6) BATRIIEHER
REERR L
() Ztn%rstt
REERRL
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EHEMEIEICEHY 51ER

. BRHIES

B A VAR Y F— FARIREREM 26T =T GRS
VAR Y F— FSHIEM 10004 — 1T JEER D
) EE-EMEOLGEICLVERTL L

BRISY : LARKRY F— by bokFIY i L

- AREARE
TR « 3 4

. BRERETOIE
SR PRATF

. RV EDFE
RESH TN

. BEMITEM

- BEWMEELTAR AD

- <FThoLBY AV

- HEMEEE AV
[UARARY F— FOVEREZ =T b5 B R~ OREES TRt —
LX— (https://www. ohara—ch. co. jp) |2 H#&Hk)

Gl —R 3 . 7 A VAR Y S 25mg, 100mg
G % .o/ aRY BTN

. EfEEEAR

195246 A 20 H

. BERGAREABRUVARES, RMEENHFEAR, RETHABEAR

. 5l 7 7 2R e SHATT L L 5 7 B A
s A i A “EA

VAR Y - — b i
FEA 2504 —T )

2007 4= 3 H 15 H | 21900AMX00327000 | 2007 4% 7 H 6 H [20074 7 H 6 H

VAR U F— i i
AFEH 1000 A—,~F

2007 4= 3 H 15 H | 21900AMX00328000 | 2007 4F 7 H 6 H [20074 7 H 6 H
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. MERIEMEEM, RERVAEZEEMEOSABRUZORE

B - AFAEAH 20144 58 9H
BN - NG
$heE - R k- A2
LARARYF—bk - 20487 [ KLAKRKYF—k - 7040905 D ILER
ZVIEE LRI LARAB Y F— k& LT 1 [E] 250mg/m?* (K2

BE(FHTEXTIER) RV
s - BEIREICT A 74
A9V IILDREEHREDE
CEA

&) % 2 BRI T CRUAERIRNIER 35, LAKR U F—FD
RIRFRIRN S BRG 1 FEfl I 7 v A e o o1 LT I
[A] 600mg/m* (A HFE) 2 3 4 LA THRERICERIRIN TS
LM &6 Mk K L2%, 2 HEKRES S, 2h
1= T 5,
7e¥s, T, EE NN, EEEe B BRI T MR
B OB LN EETIE, FNOOFANREIET 5 E TR
FEZIE T 5, AFEEZBHHET 2681, 7t ey
T VO ERCH G RIBOIERE L BET 5,

LARARYF—k- 204087
I IR EREE
&b -
BEGEEREICH T HT)LA 8D
ZVIINDORESMRDIERE

ERmRER U ERUIBRT

it - EREICHT D LARKR)F—R-TILABO5)

BiaT ot AR

3)WH, MAZIXLARAY F— k& LT 1A 200mg/m* (f
FKEFE) Z 2 R TR FRIRNER T2, LARER Y F—
kO AR FRIRNIESHE TEZIC 7 v A a7 o e LTE

HE 400mg/m® (R IERD) Z 8RN TER+ 5 & & i

LF e ioL b LT 2400~3000mg/m® (AKmFE) % 46 K
R TR IRNIESR 5, g 2 2 &0
R

Zeds, DI, HIEZRONZ, R MBI S i

WO DHHNTZBETIE, Zh %@Fﬁﬁjﬁ)lﬁl@ﬁ“é ETH
WL 5, AREEZBEMT 256123, ZvAny
7 IV DIEEA G- O JE R 5 %%Jﬁﬁ“éo
CAEYRTREGEEICHSTSLARRIF—F-T040Y
T VIV ET Gt AR

W R ASIE VAR Y — & LT A 200mg/m* (R

B & 2 W2 TR EFIRNIER 95, VAR A Y F— Lo

S BIEALEREK TERZIC A A eSS0 LT

400mg/m”* (AR EFE) 2 FRMNIESR T2 L L b2, 7rd

v 73L& LT 2400mg/m* (R ETH) & 46 FefE 2> THie

FRNTER T 2, Zhz 2 8 2 &Ik g,

(o By, o HIBRERSY)
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8)
9)

10)
11)

12)
13)
14)
15)
16)
17)

18)

54 NS IE B AR SE J5 5 g a2 ()11 35 ) C-6276 (2021)

RIFHS TEEASH R B R AR G 25) (2017
)

RIFHES TR SR &R A3 (RO - 3 H 100) (2017
)

RGOS, TR AR - a3 BR (R #5875 H 25) (2006 4F)
KIFCER G TR ARNE R - IR B S 7 A 100) (2006 4F)
RIFHE S TS AN : il & 286 & B (2008 47)

BHIWE(T A VAR Y SN - 2014 4E 6 A 27 /KR, HEAREE)
Conroy, T. et al. : N Engl J Med. 2011 ; 364(19) : 1817-1825

RSN L/ TARERER (77 A Y AR Y o SR EHER 2013 42 12 A 20 H7KRR, /&
WEE)

Okusaka T. et al. : Cancer Sci.2014 ; 105 : 1321-1326

FAII A A - BIOCHEMICAL MODULATION oD JLfif & BG PR (& HLFEZ A, /NP RS
Mb) 29-39 [T (1995 47)

Sugimoto Y. et al. : Cancer Chemother Pharmacol. 1992 ; 30 : 417-422
Kase S. et al. : Surg Today. 1993 ; 23(7) : 615-620

I B 0 BARSEERMERS. 1993 5 94(6) @ 65924,

JITH D> - SEPR & VEHE. 1994 5 22(9) : 3889-3904

Per R FEHEED - g & ALFREE. 1993 5 20 (4) : 485-491
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2. FDMDOBEZR®
LR F—FRiFEsER 25 -

EEMEEOREAEL

BEEE : LARK)F—FHILIDLEZRERRTHAE(LARKR) F—F 0. Img/mL)
BRESME  HSRNA TFILTEHERE.

100 TA—nS5 ] BBAEEILEL—ER

=R, EREALT

Bl E : HPLC
SRC A A4 1L AR BR T2 I OO 4 4 & Rk
aEH REEHE | #iRIEH Bk HFfE% | oRffEE | 24FFRE
AN EAEH | EAEH | BEEH | BAEH
AEBIBR  [BOET pH 6.4 6.3 6.3 6.4
EIEHE(%)F| 1000 100.1 99.5 100.4
5V ER EEEZHH | EAEH | BEEH | BEEH
5% J RO FEESKR| BT pH 6.4 6.4 6.5 6.4
BIEHE%)F| 1000 100.1 100.3 100.1
NESEGETE%) FIERAEEE 100%E L TEH
aEH REEH | IRIEB B 3FEMEIE | 6FFMIE | 24FMI%
SOTV0E  |BAET pH 6.6 6.6 6.5 6.6
KN#@#&3B [BUAET pH 5.6 5.6 5.6 5.6
V)A—T38 [BET pH 5.4 5.4 5.4 5.3
J4—UDiE  [BAET pH 5.4 5.4 55 5.4
T4OHY—)L-3E|RNT pH 48 438 48 48
B EA REEH HRIEH B 6 HFHE £ 24 B
o SV ER BAEH EBAEH EAEH
ShuhsE BAT BIFER(%)X 100.0 99.8 100.2
IITIL - S8 mESH | mEAW | ®mEEH
BET IR (%) 100.0 99.3 100.0
" AN wmEEH EEEH EAEH
KN 3B R RIFHE(%)™ 100.0 99.6 99.5
BT AN _ BmAEH EAEH EAEH
BRIEHR(%)™ 100.0 99.4 99.7
o AN EEEH EmEEH mEER
JH—T3E AT BIEHE(%)X 100.0 100.1 98.3
ERT SV ER _ mEEH EEEH E|AEH
IR (%)X 100.0 100.2 98.5
0 SV ER mEAEH EEEH |EAEH
5 — DI HAT BIFHE(%)X 100.0 99.8 99.1
ERT VAN _ BAEH BAEH EAEH
BIFEER(%)X 100.0 99.8 98.6
sy AN _ BAEH & EH mEeER
o BIEER(%) 100.0 98.8 95.9
49X —IL-35F =
BT SV ER _ mEEH EEEH |AEH
BIFHE(%)™ 100.0 98.9 95.8

EEE (KFEE) FREE

%% 100% & LTEH
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BEARTRABRROESER LOREEIL
BARE: DLARAYF— b AL L& 500l (LAY F— k0. T5mg/nl) +5H KO >
SR 3L (T &Y A2 Y > 3. 3mg/mL)
@LARKRYF— kAL LETEHEOSOML (LARAKY F+— 0. Tomg/mL) +H4 FUIL

7 3mgd. bnL (V' 5 =€ ~B > 1mg/mL)

Q@LARKRY F— AL LETEHRKRS0mL (LA F+— k0. 75mg/mL) +5-FU ;¥ 250

%0 30mL (ZJLA a5 <)L 50mg/mL)

REEH  AZANATILTEHRE. EER. ERNEAET

pil 7E : HPLC

AL A A4 13 RBR TN Iy 0D 4 4 2 Rk

1. $BEBIER

Bl & ZE A ERRIEH B 3EFMHE & 6 FFfE £ 245

TAROVESR |58 S Ema S0 Ema S \mAEH
pH 7.4 7.4 7.4 7.2
BEE%)™ 100.0 99.8 99.5 99.2

AAR)ILE3mg | ER E=aEH E=aEH EaEH EAEH
pH 5.4 55 5.4 5.4
BIEER(%) " 100.0 99.5 99.4 100.1

5-FU;¥2501%%0 |4\ &1 iyl Ema S wma S0 E=e S
pH 8.3 8.4 8.3 8.4
FIEER (%)X 100.0 99.9 99.6 99.3

NERE (EFE%) FAEAEHEE 100%& LTEH

2. 5% 7 FOMEH%E

o & ZE % FRIEH B 3FFRE % 6l % 2485 1%

THAROVESR (548 wme BN EaEH EaEH E=aEH
pH 7.7 7.7 7.6 7.5
BIEER(%)S 100.0 99.6 99.5 99.3

AAR)ILiE3mg SR w50 wma SN Ema SN Ema SR
pH 55 55 55 55
EIEEE(%) " 100.0 100.4 99.7 100.5

5-FU;2501%%0 (444 e B E=aEn Ema S Ema S0
pH 8.4 8.4 8.4 8.4
BEE%)™ 100.0 100.1 99.3 99.5

KEEME(RFER) FEEAERZ 100% & LTHEH
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3. IU9TvUE

=& FRIEH B SFFH & 6B & 24 &
THROVESE (418 BeEH BeEH BeEH BeEH
pH 7.3 7.3 7.4 7.4
BIEEE(%) X 100.0 100.1 100.1 98.9
AAR)ILE3mg |4 ER =4 5H =450 =450 =450
pH 5.7 5.7 5.7 5.7
BIEER (%)X 100.0 99.7 99.8 99.7
5-FU;¥2501%%0 |41 BeEH =mAEH BeSH HEEEH
pH 8.4 8.4 8.4 8.4
R IE (%)™ 100.0 100.2 99.9 99.7
NESE BEER) (JEAHEHZE 100%E L TEH
4. KN#®3B
=E 31 I H B 3EFHE£ 6HFMHE £ 24F5ME#&
THAROVESE (518 |5 E=aEH a7 A
pH 6.7 6.7 6.7 6.6
B TF R (%)™ 100.0 99.6 99.8 99.1
AAR)ILiE3mg [44ER E=aEH |50 iz Be sl
pH 5.4 5.4 5.4 5.4
BIEER(%) 100.0 99.7 99.3 98.6
5-FU;F2501%%0 |41 &7 iy ;| iy ;| EaEH 55
pH 8.4 8.4 8.4 8.4
IR EE(%) " 100.0 100.1 99.9 99.0
NESE BEER) (FEAHEHZE 100%E L TEH
5. Y)4-T3%
=E 3. FREIEH B 3FFREI R 6% 24F51&
THROVESR (418 A SN E=aEH E=aEH BeEH
pH 6.4 6.4 6.4 6.4
B IE (%)™ 100.0 99.5 99.5 99.3
HAR)ILE3mg |V ER iy gz |50 EAEH #EA5H
pH 5.3 5.3 5.3 5.3
RIFHER (%) 100. o 99.7 99.7 98. 1
5-FU;¥2501%%0 |48 mES Ea S0 E=aEH mEE
pH 8.4 8.4 8.4 8.4
RIEER(%)F 100.0 100.1 99.9 99.9

KEEME EFER) FRAERZT 100% & L THEE
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6. J14—>DF

B & E & HRIEH [EXES SFFREI % 6 FFfEl 2 24F5#E
THROVESR (418 BeEH ®;e5H BeSH EEEH
pH 5.7 5.7 5.7 5.7
BIE (%) 100.0 100.1 99.8 98.2
AAR)ILE3mg |ShE BeSH ®me 5 BeEH ®me 5l
pH 5.4 5.4 5.4 5.4
BIEHR(%)™ 100.0 99.8 99 .4 98.0
5-FU;E2501%%0 |44 £8 BeSH EESH Be S EESH
pH 8.4 8.4 8.3 8.4
BIEER(%)X 100.0 100.5 101.0 100.3
NESEGETE%) FIFRAEEE 100%E L TEH
7. 24— 35
fio & FHl FRIEH B 3EFfE#E 6RFfE £ 24F5[HE &
TAHRAYESR |41 £ BeSH Be Sl Be Sl |50
pH 55 55 55 55
BIEHR(%)X 100.0 99.4 99.1 98.6
HARJILiE3mg 44 ER E=E5H Be S Be S Ea S
pH 48 48 48 48
EIEHR(%) 100.0 99.4 98.6 95.4
5-FU;F2501%%0 (4128 EAEH =45 =45 |0
pH 8.4 8.4 8.4 8.4
BIEER(%) 100.0 100.3 100.4 99.7
NESE GETE%) FIERAEEE 100%E L TEH
@®
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HRAILE 0331015 5 (CFRE 17 45 3 A 31 A) 12 < %&EE

HIFR 1 ORI 2- (1) R R L0 ek

BE:

AEIRFICIRAT9 S &k

AR &R e | FITEBINCER D
IR N 0 e | E
(SE3E = FE ) (1236 = 3L i)
A BRI RO |1 E R TR R ofE o y o
fa M OB EIC I 1T i
DEERIRILEEICEE | 2 4L ENC 1 2
+ % %k o O x O
3 FEME K& OVl oD = 3K
& O LR © 8 ©
o SEEHEONCH | 1 SR E K O o « «
F& S OB 7 1A% (bt %
(B % 2 Mk O A O
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3 NHFRER O O O
= HHEERICETS |1 SHhEEMT IR O y «
[egs R
2 RIRHIEE - &4
P85 © . %
3 ZEOMOIEH A X X
AW, A, ARER, |1 BRI O X X
PEMEIZBIT 28 |2 454 O X X
3 R O X X
4 Pt O X X
5 EWR RIS X O O
6 Z OOy ERE A X X
~ AMEEME, WA |1 HERGEE O X X
AN N PR O X X
AT 2 oo 3 AN O % %
BT B ER L n - -
5 AGEFSAEEME O X X
6 JRPTRITEE A X X
7T ZOMmoOEN A X X
~ o ERIREER O AR I Fif PR SUBR iR o % %
BE7 % &k}
O : ¥R X IRMAE A A OERSICE 0 HI SRS

SRR 17T A4 A 1 B, KERHE
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