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5mL. 100mg #5% D¥541% 10~15mL @ 5% 7 N ¥, A3
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24 BRI LI 5 2 &,

14.2 RFIRSFOEE

14.2.1 5215
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NDSH 5O T, FEFEAL, FHHEF I EET A L,
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15.1 BRERERICE D 158

15.1.1 740 53 )V REEK| L o HiEEIEE % 0RH L7
BEI AMaims RTEIMmEEEZ Y BEbH5) . Bt
TIREERETE (MDS) H3384: L7z & & H %,

15.1.2 7Vt uy 5 VORMRHFERTH LI Fu ) 3
Yry7Ferusrt—+¥ (DPD) KIEHEOEBEN T UL
FEL.ZOXI) BREBHIZTVA YT YV REH ZHRS LY
B TG MENCEERTIER (%, T, MRS, mhie
BEELS) PEBT L E0HENDH D,

15.1.3 EREOZ G2 Y, ¥ 32 B RZI X 5 EARFERME
i CEEEMS) MRS IL LOREDDH 5,

16. EYBHE

16.1 MeiEE

16.1.1 BEKRE

EHER AL ARAY F— b 125mg/m? % 2 IR A IR N 3%
G L72WD L ARARY F— b O s A i B i G 2w
MgIcADN, TOMlIZ7.5ug/mL THbH, F72. PRI
0.67 EEfICH 5%,
FEBZIZLARARY F— b 125, 250mg/m? % 2 HHE AE AR P
BH L2 L AR F— OGS IEEIZENENE
WG 2 BRI R IC A SN, ZFOMEIX 9.7, 25.9ug/mL TH
bo F7o. P 0.92, 117 TH A,
16.4 L3

TR A K OB E I L AR AR F— b 2 EIRAE 57 o 18
ziE, fBE & L C S-methyl tetrahydrofolate (S-5-CHs-
THF) 7S E R Tw5b, S5-CH-THF @ Cmax & U° AUC
V. 2 BER R ER IR G- B OFR IR G- O T 5-T L KRR Y
F— b OGRS LTI 599,

16.5 HEtit

R A L AR F— b 125mg/m? % 2 Wi S iR %
L L7K:, LRKY F— bdHBHWvIE S5CH-THF & LTI
HICHEIE S L, 2o BRR PR =R 34 - 24 WA T
B HED 46.4%. 31.8%TH 5,

17. BRERAIE

17.1 B3 RUORLMHICE T 255

(BERUV#EL - BEBEICHTALEARYF—N - 7004095
V)
17.1.1 EIREERHER

EINCTEENIZLRER) F— b~ 7)0F 0y 5 2 VRO
IREAERBE OB T O L BY) TH 59,

AL Z5NE CHR L LB/ w6
B 29.8% (50/168)

#il - 30.2% (54/179)

CRBYIBRABE R BEICH T A LRRYF—F - 74O 5
VSRS REE)

17.1.2 BSE 1/ MR

(bR RGEORIEEE 2 AT AR R e LB I/
AR SERS D12 517 5 FOLFIRINOX 8 (17— V% 238
MELTELHBICAHFYY 795> 8mg/m, &) F—h
400mg/m?ED . A ) ) 7 v IERIEKAY 180me/m? & i

- 4 —

BEL. FlERE 7040y 5 Y ) 400mg/m? % RN
%h. 7t ay 720 2400mg/m? & 46 KRR T TR ER
W) XA vy v v RE (GEM) H ¥ 56
(GEM1000mg/m? ?38 1 [a] sijii#% - 7 e L 8 38 H 131k
I L, ZORIE, B 1 IRAERS % 3Bk L. 4 8 H I3k
L LT, x4 8IS Z5) o i IR O BT 1Lk
FDOEBY TH o720 #HEEIT ECOGH? Performance
status 0 L1 TH o 7zo BFIIBVT 2008 ET£H
(UGTIAI*6, UGTIAI* 29 \ZB¥ % LI FE SN o
720 F 72, BERERRINGERE & LT P ERE (1,500/mm? BL
) BEY VY ME (e fdEE RO 1.5 5T Fhv
FES NI,

AT
N % (EZEHME H )
A= U
o A (R« S O T ¥ i P
(H ) P {—[gi—ii 3)

bk |FOLFIRINOX 197 10.5
B O % ' 0.62
A T P < 0.001
%2%? GE;\;[ET@\ 128 6.9 < 0.00

W1 AY F— b 400mg/m? 124AF] 200mg/m? \ZAHHM4 T %,
i 2 : Eastern Cooperative Oncology Group
7 3 log-rank ¥isE

17.1.3 ENE I 18EER
LSRRG EBER A AT AR 2 Z & L8 T
R AERS |12 B 1T A FOLFIRINOX # (1 %4 7 V% 28 &
LTE1IHBICAXY ) 795 ¥ 8mg/m2. LARK) F—h
200mg/m?, A ) / 7 5 VIRFRIEKAY 180mg/m? % i afE
L. Bl&FE 7V a7 )b 400mg/m? % ZsiE RN 5
TIVF a5 )b 2400mg/m? % 46 KEE 20 CHEREEHE) O
WREIEKREDOEBY TH o720 3 REH LT ECOGED
Performance status 0 X U'1 TH o 720 2 DD & x4
(UGTIAI*6. UGTIAI*29) 122\ T, Wiy % K EHA
& (UGTIAI*6/*6, UGTIAI*28/*28) NiZwindAsu
WAk (UGTIAI*6/*28) L LCH oBFIERN Sz, F
oy 1Y A2 VHORSGWRESLME LT, IR
(2000/mm3 Pl b)), Y VIV Ml (firkHEdeE ERIT) %
PRI ST

P ZER)E ARG/ W% B

L FRERGR ORI &

N e 38.9% (14/36)

¥ 1 : Eastern Cooperative Oncology Group
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18.1 1EFAHFF
L AR&1) F— &, Biochemical Modulation {2 & 1) 7V vy
Y NVOPIEERREF RS S5, 7V A0 T v OVIEE
R#t<chsrsvtuartxim) Y y—1) B (FAUMP)
M. F I VNVERENE (thymidylate synthase : TS) &#E&
L. TSiHMAHET LI LICE D, F I VAR 2 HH L
DNA Az HET L, LARKY F— MIHEN CEIT S,
5 10 AFLy7 b7k FuE (5, 10-CH:-THF) & 7%,
2?5, 10-CHz-THF 1& FAUMP. TS & i 7 = o A1
(ternary complex) #JEHL L. TS Off#E% BIL S5 2 L2
L0, TFay T vV OPEERNEE B S 50900,
18.2 HiEEsh RIEAEA
18.2.1 in vitro &
v MR - EEMAL (COLO201) . & bk B (TMK-1,
KATOI) 128 L 20uMEEDOLREK) F— 2 H\7 n
vitro BT, 7V F T T L)V OFUEE R B RE H 230
SRTwall,



18.2.2 in vivo B
v N KE Co-4 B K O H 9 H-111 MliE % fAm L 72 X
— P 2L, LARFYF—bF (200mg/kg) & 740
7 )V (90mg/kg) O CIE B N 38 5 0 % S & R
+910)

19. B3RS ICREY 2IE(LERIFER
— WL FE c LARAKRY F— b Ao vy 4K (Calcium
Levofolinate Hydrate)

154 © Monocalcium M- [4- ( {[(6S) -2-amino-5-
formyl-4-oxo0-1,4,5,6,7.8-hexahydropteridin-6-yl1]
methyll amino) benzoyl] -L-glutamate pentahydrate

3 F3 : C20H21CaN707 - 5H20

=3,
O H coy
o $HO u CO;  ca’* .« 5H,0
N A
N <
QO T

PEK : LARKY F— b AV AKHIIE . B~ E B ok
HEOHETH S,
AEIIKIZRRBETIZLL AF 7=V Fm s ) — )
(99.5) (ZIT& A EHEIT 2\,
AAIREETH 5,

22, A%

(LRFKYF— b REEEEH 25mg [NKJ)
534 TV

(LERKUF— b =iFEEER 100mg [NK])
AT %
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