4C12NC

20244 3 AidE] (B 1hR)

7 K EERFE

BFRREERDBES
873929
25mg 100mg
ES | 21900AMX00306 22100AMX00285
HRFTREIE 2007% 7 A 20094 5 A

|J'|'\7|T\U F— b ALY D LKFIYESIH
kiU 3 — b simssizm 25me BTl
Lk —bsimasizm100mgreT]
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SEERYEERERIAI
WAHEEERY
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W) BE—EMSONSEICLHERETIE

1§z.ﬂ:
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1.1 LIRIRUF— b « Z)bA OS5 VIVEERUEGRE
HABFEXEIZILAOYSVILOMESE ZigEd 25
IEZEU $;§lflhrﬁébrut%i5“6%‘:&“13\:1:1,\
HENTVD, FEESSEDEREZHESIDT. B
ST R ICHRTEIERESRICSVT. HPAEE
BEIC TR0 - RERZF OEMDHET, 2.2
=l OB EDERZEISEEICATIER] DIE
ZSRUCELESEORIRZEEICTV. NEENE
Wtﬂ%tﬂéﬁﬂwjmtwa%miégto
Ffe, BERBICKIISE. BENEZOREICEME
&0#@&&+ﬁﬁ%b EEZESTHOIETIDZ &,

1.2 AELEFEELGEEINHE. BULLWTRAENMECD T &
Mol . ZORR. BaNGRBEEES I ENDHD
DT, FTHIM (GFICIRSHEAIKSED) (CERARIRE (I
TRIREE. RTHEEE - BIREERES) ZT5REEBDR
RBZEToE8HEL. E%nwwbnk SalclE, EPH
[CEYBMEZITS T &, [7.1. . 9.1.1, 9.1.2,
11.1.3 ]

1.3 "EEUS DD L2 EEN [T EHRIRET & DH .
FEREEEZII TV BB T 2L M(FHEIIL
TWEL, EEGERINFIEOBIERADRIRENEET
B2BZNHHZHDT,. BEEBDREZTHEHRL. BEE

h‘m..\U)bTUL BICIE. FPHICBYBUEZTS
&Eo [7.1. « 9.1.1, 9.1.2, 11.1.3 8]

1.4 ZISﬁU(DﬁﬁﬁJ‘RIEt ZA09 35V )bITx UEEGBEE
DEFEREDH 2 BEICEREEZRITLEVI &
[2.7 B8]

15 FHT—=I « FASVI « AFSVIVAUD LEEH]
EDHAICKY ., ERRMBEEEFOEERANRIRT
B3BZNDHBZDT. FEEEDHAZTOREVLI &
[2.8. 10.1 &I

2. 82 (ROBEICFBSLEBVTE)

2.1 EELEHINFIOD 2 EE [BEINH OMEEIC
FERYWEZ R L. BN E R 22 ENH 5]

2.2 THIODH 5 HEE [NRSEEL CHK, EREERE.
EEALZEI LBGMNERDZENDH 5,.]

23 BELBYEEZ AL TWEEE [BEIHIC
YUESHEEL, BN ERBIENDH D]

2.4 ZEOEK, Bikods8EE [EECBERPFEEREL,
Bt E b ENH 5]

25 EELRDEBRNIIZOBEREOH A EE FEROEE
NITHERICLD, B e b2 EWH5.]

2.6 EEREHNENL L TWEHEE [FELBERSREL.
e B ENH 5]

2.7 REIOES I 7 VAT 5 3 U LB 72 BEBE
DEREREODH 2 BE (1.4 BIE]

28 FHT7 =)L - FRXFTI) - FFFTIIIAY) T LREH
BEFOBREROCRSFIERTHMAOEE [1.5.
10.1 1]

FOE

12 & Dk

3. f8RK - IR
3.1 48Rk
Wiy | VTNV T — P RUEERER | L AR Y o — b iR
¢ 25mg [BT) 100mg [BT)
XA 7 v XA 7 v
HE LASYF— AL AR LAKYF— AL
BRI | LKA 31.8mg | VLKA 127.1mg
(LRKYF—h&LT (LRKYF—h&LT
25.0mg) 100.0mg)
D-v>=bt—) 250mg|D-v>=hr—) 100.0mg
RANA| 15 HE ER EE
KEE(EF bY YL EE | KEMEFbYU YL EE
3.2 HFIDMHR
s RANHEME O E~KEAEOMA IS
H 6.8~8.2
p (LAAY F— k 10mg/mLEEFIK)
BEERL %91 (5mg/mLAEFEALETR)
(EHAERICNT B 1t) %91 (0.5mg/mLAEFAIER)

4. FHEENIFFNR
O LRKkUF—b - ZbA309 SV IVEE
BE (FliTHEXIER) RUEE - BEEICHTST
VA0SV ILONERFIROIEE
O LRIRUF—b « Z)bA 095 VLG EHBEE
5l - B, MEERUTEEBYIRTEEREEICHT S
A 095V IILOHERRODIEE

5. RIEEN FFIRICEHET 5352
ENTlE. AEEIC LS FMBOMBIEEIC OV TIIED
PN O R 2 IIHEL L TV,

6. iENUHE

(LiRRUF—b - Z1A09 S5 VIVEE)

FE. BRAIIELAKRY =~ ELTLE250mg/m? ({&

REWE) 22REE» T CRMBIRAESR T 2, LARKY

F— b O RTEEIRPIES IR LRI IC 7 LA ey F 2L
& LT1E600mg/m? ((AEREE) %37 LA TRERICEIR

WNESHT 2. LARC LIC6EB0RL 4%, 2:8RHKES

o CNZE1IZ—ILET B,

(&% - BBEICHIBLURKRUF—k - TA0O095Y

IVEHGEREHESE)

CHEE. A LAARY S — &L T1E1I00mg/m?
(REERE) 228020 CREEIIRNEST 5. LARE
U F— b ORIMBIRNIESE TERICTZ LAY T2
& L T400mg/m? ((AREE) ZEIRAERT 28D
12y 7FawS e LT600mg/m? (FEERE) 2
222 TRABEHIRPIES 9 5. T hz 2 HREERE L
TV, 2B & IRV IRT,



cHEE. BHAIKELAKRYF—hELTIE250mg/m?
(RREE) %202 CBEEIRNESN T 5, LARK
U — b OEHEBRNERK TERIC7 LFaY 7L
&L T2600mg/m? ({FRMEHE) % 24K 1) TRt
FRPESTS 2, DRERC EIC6EEDIR L 724, 23K
#I B, NZEIT—NLET B,
cHEE. BEAIKELAKRYF—hELT1IE200mg/m?
(RREE) 2202 CBEERNESN T 5. LARK
U — b OEBEBRNERK TERICZ LAaY 72
&L T400mg/m? ({ARMEHE) ZEIRAIES T 288
2. 7 F T Y)LE LT2400~3000mg/m? ({5
HHE) %46KEH 2 CRAGEIRPFIESN 5. Chz2iE
&I 0ET,
MNBERUEBBYRTERBEICHIBZURKUF—
k- A 0O95VIVIFGEREEHARS)
WE. KAIELARAY F— &L T1E200mg/m? ({4
REE) Z28HE» T CREBRNIERT 2. LAKY
T — b OREBRNIESHE TERICT L AaY L EL
TA400mg/m? (ARMEME) Z#IRNEHT 2 2Lebic, 7
VAT 5L E LT2400mg/m? (REETE) 2468
P CRREIRNIESR I 5. ChE2BERBCEICEDIRT .

7. BENUREICEET 3R

7.0 REFEOMITICE L CIX. BBk, M/IMIOEE I+
EEL. RELHOHMERE D 2 W I/ IMIEEORE
ICK D EELEBRINFINGED 5 N/GEIIE. BHREE
MEET 2 EF TR L2EHT S L, [1.2. 1.3. 8.1,
9.1.1, 9.1.2, 11.1.3 =&]

7.2 MR, EEAZONRK, EEZzHEMERED X3 MM >
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EERET 5, KEEZHRT 25612, 7Lt ay
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5 ENHAHOT, EHN (FRCHRSAHIZSER]) ICFF
R (MERE. FFSEE - BIKERES) 21ToO4 L,
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ROBWERNHobNBIENHBDT, BEZ+9IT
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11.1 EXRKENER
11.1.1 BUWTH (5%L1E)
BLWRFEDAD S b, BRAKERICETESZ EDD
HOT, NP D SbNBEIZREE2DIEL,
BWEOBEY 2 UBZITO &
11.1.2 BEERERXR (0.1 ~5%Kim)
HIMERB . BIMERBR. BEEBREOEEZBR
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14. BRELDFE

14.1 EZRIFFHNFOER

14.1.1 FHHRDFASGE
LARKRY F— b 2HE5T HEICIE. 25mgBAF 05 E
133~5mL. 100mg##|DFA1x10~15mLD5% 7
R pEi . AEAIER I BRE RS OBMBIR
FWTLUARKRY F— bDOENA TILVHEY 2 1EE - 17
B U7-%. FE—OBERRZRWT28%200~500mL
(LARKYF—b&LTHO.75mg/mL) & L iRk
WiEETT 5. 5B, AFIPEFHZEBELTWEVLD
Ty FABICH Tz > TITHEBRICHFIEFEE L. A%
324 RALINICERT 5 2 &,

14.2 EZRRGSEHFOER

14.2.1 54218
RENZEHERARE E L, BT SIARICHRS L
W&,

14.2.2 %5085
AR OERNZSIC XD, MER. MEHEEIREZE
CITBENDDHZHOT. FHEM. FEHEHFEF IS
EETH L,

15. ZDfDER

15.1 BRERERICE D < B

15.1.1 7t uw 7 2 )VRER S o huEEEE A % 0 L

-EFIC, AaamR (FIAMREEESBEELH

%), BREEBIERE (MDS) »HAE L EDORE

Yapk: SR

It VLVORREERETHS I Fuy

IVYFe Rusr—+¥ (DPD) REZDEEN L

FNICFEEL. COXHIRBFICTILATTT VLR

R 2 %5 L75E. BEDHICEEZBIER (OW

2Ky NHL MKEE., SEEES) PEETL2EOW

E0H 5.

1513 EROHKSICED, ¥4 I UBLRZICKZERFER
HEIN (BRENE) PERSNE EOFRESDH S,

16. E4EhEE
16.1 MoEE
16.1.1 BOigs
TEEERLAIC L AR AR Y F— b 125mg/m?2% 2 i s B AR
BE LIZBEO L AR F— b OREMEEHEE L SR
TR2BEERICH SN, TOMEIR7.5ug/mLTH B, 7z,
FREHIF0.67R I TH 5.
FEEFICUARKRY F— 125, 250mg/m?% 25 i ER
BRAEEG L7BED LARA Y F— NoREnsEFEE Lz
NZn EHEB2EBEZICAL N, ZOEIZ9.7. 25.9
ng/mLTH %, £z, FEHIZ0.92, L.17EETHZ,
16.4 {35
HERRAREBEREICLARERY F— N 2BIRAZ 5% O
gEricid. RE & L TS-methyl tetrahydrofolate (S-5-
CHs-THF) »##HSINTW5, S-5-CH3-THF D Crax % OF
AUCIE, 2K RREEBIRN RS X OBIRN S Ol %5 T
LARKY F— s OBEGRITKE L THEIMT 5 3,
16.5 HEtt
TERERLALC L AR AR Y F-— b 125mg/m?2 % 2B ] i B P %
B L7zK. VARKYF—bHBWIES-5-CHs-THF & L TR
HicHRit S . 2h2h o RER AP R IIR 524 R %
THREED46.4%. 31.8%TH 5,

15.1.2



17. BRPREAE

17.1 BHERUCREHICET 2HER
(BENRUEE - BIBEICHTBLURKRUF—F - 740
IS5 VIVEE)

17.1.1 EERREER
ERWNTEBSNZLARYF—F - 7t ar TV ILE
FEOBEFRRBREOMEIILTOEBD THBY,

BREH ZahR (FRhLL LG/ EE )

B 29.8% (50/168)

KR - B 30.2% (54/179)

BRI RERBEICW T S LMK F—8 - Z)bAOD
S YIHREREIHAES)

17.1.2 ;85455 I / M AR5 BR
4[:%%(251%(6%@;&[%%%%%@“%% ERRELR
B /MAAREKRES ¢ 1281 A2FOLFIRINOXEEE
(17 —=N%22E8 & b’('?ﬁl HEIZAFTY S5F
85mg/m?, Y JF— b400mg/m2E), 1Y ) T H VIEE
TR 180mg/m?% FiEEE L, Fl&kis 74 uay
7 ¥ 400mg/m? = SUEEIRAHR S, 7Lty I L
2400mg/m>% 46K 2>\ CREfEENE) &7 LYY BV
3 (GEM) B 58 (GEM1000mg/m2oi# 1 [a 5
WiE 27T EER L. SEEIIAKRET 5, 20%IE, ElE
MG 2 3EER L. SEEIEAREE LT, InE4EE
ICHEVIRT) OFREBITREOREIZREDEBY TH-
720 WREEFIZFECOGH? Performance status 0% U1 T
Hotce BEICBVWI2ODEMETZE (UGTIAI*6.
UGTIAI*28) \[CHT 2EBIFESN P o7z, Fion
é“ﬁﬂ#@%?ﬂ%@& LT, BFREREL (1,500/mm3ll k).
MEVILE U E (MEEEE RO 1SELT) E2EE

Ntz
( A A7 AR :
; n LGilEg FERHIEE
R BSH (ITT)| wRfE | NY—FE
(A) PfE®E3)
{b2gRit@Eo | FOLFIRINOX# | 127 10.5 0.62
ERER 2 AT A8 GEMMRS | 128 6.9 P<0.001

EL AU — F400mg/m2EAAI200mg/m2IcHE 9 %,

1#2 : Eastern Cooperative Oncology Group

3 log-rankf&E

17.1.3 EASE D 485458
(L EERIBBEOEREEEE T 2B ENRE L
55 [ AR RABEIC B 1T 2FOLFIRINOXE (141 7 L%
2EEE UCEIHEICA Y Y 75 F > 85mg/m2. AH|
200mg/m?. A V) J 75 VEEEKFIY 1 80mg/m? % i
FEL. 5I&EHE 74 07T 2 0400mg/m?% SR ERIR
WS, 741752 02400mg/m? % A6H 2 1 THF
MEEE) OBBIIRFOLBD TH-o/z. HREEZEI
ECOG#! Performance status ORI TH o720 20D
5728 (UGTIAI*6. UGTIAI*28) 1ZDW T, W§
nhEREESEK (UGTIAI*6/%6. UGTIA1*28/%28)
XiFwIhbATuEaE (UGTIAI*6/*28) L LTH
DEFIIRN SN, 2. 1A ZIVEOBRS A RSN
&LT\ﬁ*ﬁ&(2mmmmﬂkﬂ\%Eth/ﬁ
(HEst A EIRDIT) ERES N7,

BREA ZRE (GRIB1/ BRG]
(EERERIGEOEFES 2 HT 2 M8 38.9% (14/36)

11 : Eastern Cooperative Oncology Group

18. EMEIE

18.1 {EFARF
LKA +— Mi&. Biochemical Modulationic &0 7 )V 4
Oy I YLVORBEENREERSES, 7LAur T UL
BEERBEY THLILAI T F I I — VEE
(FAUMP) #»*, F IV LEEGHES (thymidylate
synthase : TS) &#E& L. TSHEMEZBET S22 &1L,
FIVILBEREZIH LDNAGKZHEET 5, LARKY
F—hMIMREANTETLSN, 510X F LT hTk NOE
% (5,10-CH2-THF) &% %, Z®»5,10-CH2-THF &
FAUMP. TS&iE L =T &k (ternary complex) %
R L. TSOMBEZBESEAIEICKD, 7Lty S
VILOBEER 2 RS 5,

18.2 FilEERIE=E{EA
18.2.1 in vitros{&&
b s JEMA (COLO201). b b BiEiAa

(TMK-1. KATOII. MKN28) 2%t L20 u MED L
RARVYF—=rE2HAWLIN vitrogkBE T, 7L4uar s o)L

DT RGN SIRIEA PR 5N T 58,

18.2.2 in vivoiis&
l: N RBECo-4ifa Kk Ot BREH-11 142 il L7z
—Few 2L, LAERY F—~ (200mg/kg) &
7}I/7TEIF7:J“/)L (90mg/kg) O F T REE Al Ao B 5l
IR ERT 10,

19. BMRS ICRT DI LFIFR
—RRHIZHE © L AR Y F— b AL T LKA
(Calcium Levofolinate Hydrate)

{E%4 : Monocalcium N-[4-({[(6S)-2-amino-5-formyl-4-
oxo-1,4,5,6,7,8-hexahydropteridin-6-ylJmethyl}
amino)benzoyl]-L-glutamate pentahydrate
C20H21CaN7O7 « 5H20
601.58
ARIZEE~ (xﬁ@@%maa DMK TH 5.
AKRIFKIZPPBEITIIIL, A ) =)L XiFL ¥

J = (99.5) | tic‘:/u?f?ﬁt“f&blo
AEEREETH S0
{feFEER -

PFR
DFE

O H _CO;’

BN
HzN*)lt[NjAH/<j)k

HEXE : [a) §:-10~-15°
(7K R O vA M 18 U 72 % 00.25g. pHS.100.2mol/L
U 2B, 25mL. 100mm)

o
LARAY F— b SUR#ERI25mg BT 1034 7 L
LARAY F— b HEEEMA100mg [BT) : 51N1 7L

23. EEk
D) JIE F{CiEh  EEERE. 1994 ; 22 (9) : 3889-3904
2) B AMERAERSRHE (F)IEE) . 2021 ; C-6276-
6284
3) ExR FEHEEH
491
4) FRBERE (74 VAR v EiEsER © 20146 H27HA
x. HEAWRSES)
5) Conroy, T. et al. :
1817-1825
6) BEEFOLFIRINOXiEICB T 2 BIM IR (71 VR ~
RUEENEM 2013 12A20HARR. EAEMESR)
7) Okusaka T., et al. : Cancer Sci. 2014 ; 105 (10) :
1326
8) Sugimoto Y. et al. :
19925 30 : 417-422
9) Kase S. et al. : Surg Today. 1993 ; 23 (7) : 615-620
10) ¥ Ei3h @ HARNBIZESHMEE. 19935 94 (6) 659

24. XHEERERUHEWEDER
HAT 27 7 iilat RagHEif
T101-0032 REHTREXERIT2T H2-3
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