2023411 HELET (36100

BFEEFERSEES

873929
Bk 1 SRR EITRITERSIK
AR 34 FVUF— MBIV LK
mJF=-Fu25
N =& £9mg/INK]
Folinate Tablets 25mg 'NK]
VUWE e S ASRES | 22900AMX00442
E) FEEMSEOMTEICLVFEHTAZ L EblaE 20174E6 7
VTR FHTI - 9 IBE AT B E
NSy ILERAHI OIS EEAT 2EATHD . AEE s
[CEELIEEZ SNBECHHRHSNTNBIDT, B I -
S ICHS ICIEB T 3 EERRRUBLEEAIC O L
BREETIEMOEET. [2.22], [9.85E052% ~ -
EIBEEICHT 3R] OEESRLCERESDER hoxx [ #) Tmm
ZEEICITVLEET D & ~ JE X 5 28mm
1.2 ABEICHBVTEBE FRNEI 2T £HBD. 208 :
B, HaHEEBEREDC ENBRDT, BEQORESE BE #0.12g
+HE820. BULEE. TAZOERNGShNIISS -
[Cid. B5ICE5EHIEL. BYELEETSC &, i AR &Y F— k25 NK

BXER DS S O NIE S ICIXREOE FNEZITD
Té&.[8.1, 11.1.4, 11.1.5 8]

1.8 ZEEICBVWTCRIEFRFOER SRS, EETER
HIHAEC DT &G D, ZDHER. BemHTEBRZCE
DT ENSGBHOT, BN (W< EH T I—ILIC 1T ERL
L. BICRSHEDS 2 7—)biF. FI—IUFEHEITRUE
ZO—IVHIC 1 BLLE) [CERPRIRE (FTHSEEIRE. MR
BE) Z15BEBEOREZTOHEL. BEWEFAORH
HRICBHDI L, e, FEEDOTEIGEEEREE
ZASNZBRNMRZH SBSREORR(C+FITERL.
#E (REER) HHSOHNESICRRESICIRSZHLE
L. BFLEZ{TS T & [8.2, 8.3, 11.1.1, 11.1.2 &
]

1.4 REEETHT—I - FASVI - FFSVIVAVUDI L
RS EDOHAICKD . EETMREEEDRIEANFHIR
TIBZNHHDHDT. MEEEDHAZTDENT &
[2.5, 10.1 =]

2. B2 (ROEBHEICFZRSULEWVTE)
2.1 EELEHIEOH 5 BE (RGO EIC L) FiE
BYIEZ RS L. B e R b2 D 5]

2.2 HI OKERE) odb 2 EBE MR HEE L Thik, EF
BEE, BERASTREIL, e ns kﬁ%%ﬁ
2.3 EELRIBYYEZ AL T b EE [EBHENIC L b g

JEAMEE L, e bl DD,
2.4 AR OB XIETH 7= - 75 2 IVEEHR OBk
L EEE M EUE O BEARE O B 5 B E
2.5 THT = - FXTUI)I - FTTIINA) T AREFITR
S oRHEROESHIEZE T HUAOEE[L.4, 10.1 &
]

2.6 M IR L T B RO & 5 1 [9.5 S

3. HERE - MR
3.1 #HR%
W% A&V F— ME 25mg [NK |
e 14t RYF— ANV akY  318mg
RS (K1Y F— k& LT 250mg)
FUHEARFY ., TN T 7 —IbT T, ki
] o —A, JuARE Ny, Fr7rr7)a
o —VEEF R A, EEETEL. Sk
brA4#, AFT7) VB TR A
3.2 RIFIDMIR
W5E %4 A1 F— bEE 25mg [NK |
b:1bi2 RE O oORSE

_1_

4. HEENIFFNR
(RUF—b - FHT=Ib - OSVIVEER)
a5 - BREC T 2T HIT—Ib USVILOHESMRODIEE
5. MEENIFHRICEHET HiER
(RUF—b - FHT=IL - OSVIVESE)
WA EIC BV B AR O VIS L T v,

6. FERUHE
(:‘I'\UT NeFHT=IL - OSVIVEE
W, AIZIEARY =& LT 75mg & 3 AT
(F 8B 1), THT—)b - 77/»MA% RIS AR
Bh51 5,

THT = - 7T VIVEERIORS R, #EF. 1 H <.

T 7 =)V 300~ 600mg7l‘ﬁé|i (300rng/rn2 BHME) 2 1H3
T (R8I T L 12) . B ORI 1 R & #E T TR

%595,

Dbz 28 HEEH&ZEO®RS L, 20% 7 HEKEST 2, 2z

17— E LTGS2 ET,

7. ﬁ&UﬁﬁEluEﬁE?’%}IE
AFLEIEFORELZTHOT, BFROHR 1
B5952 L, [16.2.1 2]

. ERUERIER

O EELRTM - B REIREZ D }:ﬁ‘&ﬂ)
EBZENHHDT, EEW’S:I ATV,
DIERD D & b7z i?x%—%EPLLL
Zko[1.2, 11.1.4, 11.1.5 iy

8.2 BENT75. HELEREIH R L Z LB By E’J&ﬁ
WEEDLZENHLHOT, EHH (Db 17—
WL E FRCEGBR 5 2 7 — v, %\7~}Dﬁfﬁﬁﬁﬁﬁ&0j

el
N
=

IR I % B L C

o oo

Hoam iy 2t & 72
WL E . TS
W) 7 WL &2 AT D

Fr =iz TP L) (R (FFAReit, iidss)
ol BEONREZ BT L2 L0 (1.3, 11. 1 1,
11.1.2 2]

8.3 JEuE - HIME O FEHULEALIZ A IER T 5 2 &6 [1.3,

9.1.2 ]

9. HEDERZHIDBEICAT IR

9.1 GHHE - BIEEEDHDEE

9.1 1 SEEHIHEIDG 5 BE (EXTEHRINGEIZRL)

BEPIHI AR B B LN D Ho [11.1.1 ]

9.1.2 RPEZGHU TV EE (EELRRPEZRL)
HRIHNC LD BRESEAT 2B E NN DH 5, [8.3,
11.1.1 2]

9.1.3 WREXIEZDEIEEDS 2 EE
FERDTALT 2 B2 N H L, [11.1.7 ]

9.1.4 HItEBEEX(EHMDG 5 EE
FERDPEALT 2 BENDH D, [11.1.12 B

9.1.5 MEEREDHDEE
TP RESH AEAL T 2 BZ A D 5o

9.1.6 KEEE
B 2 EFBEEDN DO DNLBLINDD 5.



9.1.7 ALREEER T TLERE
T E RS ORERA MR E N BTN H B,

9.2 BHpEEEERE
REHDR 5 bNDBLNNDH b,

9.3 FTHREREEERE

9.3.1 FEEXEZDEIEEDS 2 EE
FEEDPEALT 2 BZNDD 5.

9.4 LIEREZHI DE
AN OHERE VT RE 7% AR O BB 1355 5 LEN D DY A1
PRI BB ER T 52 Lo

9.5 147
AR SUSIEIR L T B TR D & 2 I3RS L nwZ &
THT = - 0T VIVELER B RG-S NI BV THEE
HIHREMELEOBENDH L. T2, BIWIEBRTHRITE
TEROHE GEIRZ v b THRIBOFKATR, {LFBIES A0

ENTW5) Db b, [2.6 BH]

9.6 7R

BILLGWI ENZEE L, THT = - 75V IVELEHI OB

Wosk (7 v &) THHHPNOBITPHE SN TV 5,

9.7 INR

HPEMOFEBUFHIER L, MEISRG 32 2 & NRER

FL LHBRBBRIIFER L Thv,

9.8 SinE

BHEORELZBIR L 2P ERIIHGTH I Lo —RIZEH
REAME T LT\ 2 0T, FRICTHALEREE (P, DIN%ESE) .

BI# 25 5 b3,

10. #HE{EH

10.1 HAZER HALBEWI L)

*%%
il

E SRS

FRARIEIR - FEE 7585

B - flb

FHT—) - FXF
PN FTFTINA
DR PN s
(F4 =227 )
[1.4, 2.5 =]

T S 7 i
ER ., RS
DO LE R EED S
HWTrBEN2rdH 5
DT, THT7—) -
FAIUN - FTT
TIIVH ) 7 AELEH]
PG K O Gk
B EL 7THL
P AR 2 AT L
TwnwZk,

FRAT NPT VA
07 VO EAA
WEMEEL, M7
VAT T ViR
ELL EAT D,

10.2 HAFE (HAICEETSIL)

(A - M-, ARAR.
EIEES) 25
THIEDDH D, W
ZIHLTC7 o= b
A YOI %
EL, 7=t~
O EME Z 1TV
HEEL RS TS
Lo BEMPEDLN
T A IR %
kg 5 7 &) 2
WEZITH T Lo

HHNHE BRRAEIR - @k | 5 - fahRE T
/2 el N 7 T b YHBE|THT=NIZE-T

T =M O
RIS, 722
A v D MFEEEDS
AT 5,

/A0 2w SRV RN /L))
N

FTHT—=IVIT T
YA R Ry PN (8
HAZBERT 52 Eh
HDHDOT, BEEFED
BEICHEET A
kO

WP IIARITH 5o

b > HAE PRI B A
TR AR ST

THALAE RS, M
EEORME A5
TAHIEDNDHDLD
T, BEOREE T
FILBET L L,
SRR b
I, REEE
DL 72 L % 4T
NP

RIVE I3 H L 1 ol
ENbo

S %

FRRHEIR - 518771

Wi - falRE T

TERARBREDHE (A
VT 7 A NFF—
Vo R XA NTY A
s

b DIFEHIOIER
HIET D Z LD
%)O

BV F=FZLHoT
TR PR
WG5S B2 L E 2
5N,

1. EIfERA

ROBWER DS 5 b D 2 E03d DT, BE L T5124T,
FUEDREO DN a3 G e kT B e Sl L 2 AT

HT k.
11.1 EXUENER

11.1.1 SEEME HEEADTED) | BMEEMEDMRES (5

JREED)

PLIMERRA, METRIERE CREIR © Z88h, IHBER . BRI |
TR % AN = 1R w11 X = 1IN 311 N 5 = /)

IMERREA

=
5

bbb ENH D, [1.3, 8.2, 9.1.1, 9.1.2 BI]

11.1.2 BIEFFREOEEFIEES (CHEAIED)
[1.3, 8.2 ]

11.1.3 FHEZE CGHEAWED)

E# 51258\ T AST. ALT OB & 207 FA %9712 Fl
BRHSLNELEIENHALDT, YO bary ¥ VRMEE, 7
VT I VT, 3) Y2 A7 7 —BEKT., IMGRAEDTRD
LN A IS R a2k,

11.1.4 PR G RBIED)

LW THIDD b, RAKEREFTCELZEDRHLDOT, &
D XD BRIERD D S b d RS 2k L, fifEsE o
Y iE x24T 2k, [1.2, 8.1 ]

11.1.5 EEEFHR CHERHED)

WG 25, il 7. SR RERD Sbh b Z EWdH
DT, WLV - THZEOEIRD S &5 b5 1213445
kL., @Y RLEYITH 2L, [1.2, 8.1 BHH]

11.1.6 BEMESESOEHEMHRIEE (FERIED)

FUVEIE (FERkIE, /NMZRET . RRAERIEIR S % FEIR & 3
%) RwakbEds, RN, IR, SRR, SRR,
FREEE, UERE, RTEE, R MREEESH O bH
NLZENH5H,

11.1.7 SROGE CEEARBHED)  DEMEE (EEEARHED), TREER
(BHEEANHED)

FeldE OAEZE, RNER (WEHERSE2E0) bbb
ZENBHAHOT, M. L. BUh, #F, OEREESED
HOLNHE RS ERIEL, EUAREEZIT) 2 L,
[9.1.3 ZH]
1LL§?&%E§(ﬁ§$%ﬁwszjn—ﬁﬁﬁﬁ<@£$
Eﬁ‘ii‘l

11.1.9 IRERZK HEARHED)

EREDRD Sbil, MERLEITELIENDH D,

11.1.10 RSN CHEERHIED)

MR g COMHAEDR - REok, Bdv, PPULR e, S885E) A%
HOONDL I ENHDDOT, BEIRD LN AT %
kL. B3 X RSO 217, BIE R E AV E CHEl oS
7 EHEE R MEEIT) 2 L,

11.1.11 SEER GHEAED)

JEF. M7 I 7 —VHO FAEIRO LN 1013 %5 %
FIEL., YR REZITH 2 &,

11.1.12 EEFOAR (FEARHED), HIEEEE (HER
BIED)  SEEEHIN (HERFED)

[9.1.4 ZH]

11.1.13 S EIRAEIREE (Stevens-Johnson SEIREYE) (M)
A ED) mEMREIEFEFEFE (Toxic Epidermal
Necrolysis : TEN) CHEEABED)

HJJ%yawa<ﬁ§$%ﬁw‘71745$9—<ﬁ§$
Eﬁi—i‘l
595, MR REE, MEITEEORERYH S b 256 1213E D
G AR L, BUREEIT) 2 &,

11.2 ZOtDEIER

5% E 0.1~5%A | SHEEAHTED

ARIERGD | 1
L ST % NN
N7 Yy MME
WA AR ER
AR ER Y
%, 1) vSER
A

IR S | SF IR R A

fi (MCV) Hm

I3




5% L 0.1~5%Adifi | AHEEARHTED
JIF B fe BE & HE, PRI
(AST. ALT
Jifisk OLHE)
SR I R C N
H. Al-P b5
EHIR b AE B E | IR
. (BUN, Z L7
i F=—rn L5
)
BTRAIR, EER. OEB | eg. O
- M@, R . BEE | %%, e, B
HILRR LIPS ge, 18 | B, BRI, | g5 WETTRRIE
b, WRELEE | HEK. WK | EE
UE %
TR A BAJE. BHEIK. | R, LU
Fh AR R Hig A R =
2 — T INF —
ey BRGSO | RS A f
WML TRAE | b, KL, AR
- [E3i WERUE, A
*2)

B DLE # % % |
RO EE ., B
£, FE

WU 5. O FIE. TR
ByiE, Mofa. I

iy s MR E

fasa REH (ST b
HE)

- e I (2o SN 5= 1/ 11820 I 111 £ N = N I

LDH L5, & |v2a LA 1E | YUY FIUE,

B OMAEMEE | ALK I L AT

SOMERR ., I | g 2 1 — )V | —VILE, B H

2ol F N AR BRI 2 0 | # BT
TLVME VY | = VR I | B T

v MET v/ BV N | I 7 7 -

ot IR 5

PETIFLEE

M. CK L5

ELD 7H T - 7T VIVEEHIIZVRER) F— - T
FO T UIEEICBWTRD L NEER O 0, K

PRI B\ CTIIHHEEAR

TE2) WRLAE. REREFORFEREFEITFOOS, RIEFEITHE

BLRTWEOWMENH S,

14. @A LDFER
14.1 FRIRZMAFHOER

PTP @3 D#ANL PTP ¥ — b2 5H ) L TIRHS 2 X 9 ¥5
YL ZE, PTP v — MOREKIZL Y, B G AL DS A B b
AR L, FI2IEgIle B 2 L CHERRIR 5% 0 B 2 A 0HE &
BT A EDH 5,

15. ZDMDFE

15.1 ERFRERICE D < B

15.1.1 REN PR ENLZTH 7=V -7 T VELSH 2S5 L7
B, AMAIE RIEIHEHEEZEY BE L H %), SRR
WEERE (MDS) 255824k L7z & st d 5,

15.1.2 7vA+uy 5 Vo R LR#EETHL VL Fuy 3
Yry7FerusrF—+ (DPD) KRIFEOBENT L FIUTETE
L. ZDX)BRBEIZTVFOY TV VRER RS LI2e.
PG ICEEZEWER (OW%E. TR, MEssE, figkE
) DEBT D EOWEND D,

15.1.83 MO GI2L ), ¥4 3 2 B RZIC L AERFERER
i CEMEEMmE) 2EfRINDL oGz H 5,

16. EENEE

16.1 MAGERE

16.1.1 BEigs
AR NGEEE 44 B AR F— b 25mg &% 5-H oM &Y +—
ML, $%51.5~3 BRI R mE (473.6+214.0ng/mL) 23
L. P 7B Th o 72,
F /o, MM EER (5-MTHF) 3% 5 0.3~5 B & IC i & E
(468.0+193.0ng/mL) 23 L. PEMix 3.1 Bl THh - 7202,

16.1.2 £MFHIREEF 4R

(RUF— i 26mg TNK] (IBRASH))
A1) F— ME 26mg [NK| (B #%) & 2— )V 26mg %, 7
UAF—N—EEIc L) ZnENn 18 k) F— & LT 25mg)
R AT 22 4 S L TR ) F— b OSRERMAED S B
WL AR LR TH D FARY) F— b oS &2 WE L7,
B N7 EhRE /5 X — % (AUC, Cmax) (22T 90% 12 HEX [
A THREHENT 1T o 72455, log (0.80) ~log (1.25) O#HIPANT
Y WHIOAEY RS HER S Y,

TS — L OFEYEE ST A =5

i ST A—% BHEINT A5
f;iﬁ Cmax tmax ti/2
hr/mL) (ng/mL) (hr) (hr)

A1) F— M §E 25mg

[NK] 11.49+4.25(11.95+5.48 1 0.54£0.23 | 0.82+0.20
(IR #4551

2—¥)VEE 25mg 11.43+3.47 1 12.20+5.01 | 0.55+0.30 | 0.81+0.23

(Mean*S.D., n=42)

(ng/mL)
18 "
—o— K1) F— FE25mg [NK| (IHARL K #57))
16 1 --0-- 2 —H)L§E25mg
14 r Mean*S.D,, n=42
12 +
I
4 10
Hog |
i
6
4 L
2 L
0 1 1 1 1 1
0 05 1 15 2 25 3

i (hr)

MAE I EE I ONZ AUC, Cmax /85 4 — &1, Bl oIk, 1k
ORI - RS OREBREMIC L > TR 2 WD D 5,

16.2 MRUN

16.2.1 BED&EE
FEE 25 B 7 0 AL — N—T, ZER R OVER (BRI AR
%) 1R F— b 30mg ROTFH 7=V - 75V IVEREH (557 —
)V 200mg H 4 i) &G L7cHa. 2RISR TAEBRE GO Y I
VD AUC, 7H 7=V oZEfshiz7vray 72 v AUC ik
ENEN66%. 7% L. K1) F—bDAUCIX61%LH L7zs —
Fiv TH 7= AUC ICIEEW R LIRS S e bro 729 FHEIA
T=%). [7. ]

16.8 Zfth

16.8.1 kU F— g 25mg NK] (EralsssE))
[ & B O WL 2T 0 AW 2 RS R T A K94 >~ CFRL
2442 H 29 H  SEAHATIEL 0229 45 10 5) | 1230 & | IHAL T 545
(b N & xR HEM L7 £ SRR BV TR SR S
NTw3) w72 L &, EIREE»EL <, APSEICHE
L R ENTY,

17. BRARRR

17.1 BMURUREECEET 255K
AFERENN D7) v 22 758 (EIRN 44 61, H4E 45 61) ROt
SHEIBRIR SR TR SN2 D TH 5o

17.1.1 EREIEER (TUy IV IHER)
by - BRI 44 B2 0 RUSAEE L 2 FE N L 7oA R, EaEd
36.4% (16/44 fl) TdHo7=Y,
RIVEHIRH ] BREBIEIL 44 BITH ) . EREWEHIEKRDOE B TH

2728,

R ZSBIR EIlE ZEBIR
T 38.6% FIN % 34.1%
(ZFL—=F3) ED 1(9.1%) (F1L—F3) (4.5%)
BRI 31.8% L 29.5%
Ba 29.5% ik 18.2%
PR 25.0% PR A 27.3%
AR IERIRA 50.0% ATRIY M| o
(F1L—F3) (4.5%) B o




IR A 4.5% AST (GOT) LH |29.5%
(ZL—1F3) (2.3%) (ZL—=F3LLE) |(2.3%)
ALT (GPT) k& |36.4% WYYV Y R 147.7%
(ZL—F3ME) |(2.3%) (ZL—1F3) (2.3%)

1) 7L — Fo¥EIE. NCI-CTC (1998 47) % Jkiex |72,
%1 :LV:75mg/H & UFT : 300mg/m2/H (7477 — VH4E) % 0F

JHEH 28 HREIREHS L, 0% 7 HEK#EEL 17 —vET5h

17.1.2 BHENEEER (U v IV ITHER)
Kl - R B 45 B e RISAERE & g L 2o R, BRI
34.1% (15/44 B1) TH - 72V,
VR REAL T RERE BB 45 BT b . FERREIERIE. T 68.9%
(31/45 ) . 1B 66.7% (30745 B) . H.ls64.4% (29/45 1), N
ui 31.1% (14/4550) . JE%E 26.7% (12/4581) T o720 ZDH H 7
— F3LLEORIERIE, TH 22.2% (10745 1) . HE9% 6.7% (3/45
@J) B OMEM: 4.4% (2/4561) TH o729,
DI LV 75mg /H & UFT : 300mg/m* H (7477 —)VHY4E) %
BEREH 28 HEREI#%S5- L, 0% 7THEKEZ 1 7 —LvEed 5
17.1.3 ;BB MAEHER
W EE A RICKRY) F— b - 7 A a T S Y (R F—
MESFHIE 7V F 0 r7 7V OVESFIO G G, 5-FU/LV) & AR
(HFVF—1b - FH7—=N 75V, UFT/LV) & 04
OFEMEBGEEE TR E LZIEERT A ~ O BrE E5i L 72,
FERITUT O L B Y T UEFENEIL UFT/LV & 5-FU/LV TlHE%Td
- f:7>.8)o

HAF I TREEFT E TOHIR
UFT/LV 5-
o Fu/Lyi2 | UFT/LV | 5-FU/LY
B4 409 407 409 407
e (B) [95% 12.4 13.4 3.5 3.8
TEHEIX ] [11.213.6] | [11.615.4] | [3.04.4] | [3.65.0]
INE— R [95% | 0.964 [0.8261.125] | 0.823 [0.7080.958]
fEHIX ] *4 #5
B $;£XZ/7 p=0.630 p=0.011

¥1 LV :75mg X 90mg/H & UFT : 300mg/m?/H (747 — )V
L) AOEHEH 28 HIMARI#G- L, 20K 7 HHKEZ 1 7 -1k
SR

%2 LV :20mg/m?%/H & 5-FU : 425mg/m?/H % #
5L, Z2o% 23 HEkR$EE 1 7 — v e §58E2
%3 MN¥— KNIt (5-FU/LV : UFT/LV)

%4 95.6%fEHEX [

%5 95, 1%fEHEX [

%6 BRINT : ariE RO A E, ECOG PS @ 0.1 & 2.
2 DA

11 2) ARRERIC BT 5 5-FU/LV IZEINTRBE SN TV L LAREK) F—
b aT I VREORY: - e RS

17.1.4 ;8515 MAREHER
KW EBE RN RICSERY = - Tvday g voviEE (R F—
MESFHIE 7V 4T '7 T VOVERFIOBRFRE, 5-FU/LV) & ARk
(RYF—1F - FHT7—N - 75V VEE, UFT/LV) & OB
T CTOMMOEMMREEZ EHME LSRR A » o Eaths
FEifiL72o SERIEUTOLBY T, WEMEST $ TOHR I UFT/LV
L 5-FU/LV THEZIZHD S NG o 72910,

5 H i H IR A

HI7E T HE

AT TREBEST F TORIR
UFT/LV 5-
s pu Ly | UFT/LV | 5-FU/LY
BI% 190 190 190 190
Fef () [95% | 12.2 10.3 3.4 3.3
fEHEX [H] ] [10.413.8] | [8.213.0] | [2.63.8] | [2.53.7]

I RIS [95%

EHEIK ] 1.144 [0.920,1.424] 0.941 [0.7531.175]
BHanrs >y B -

Haro p=0.227 p=0.591

%1 LV :90mg/H & UFT : 300mg/m%/ H (7477 — VAH4E) % bk
JHEH 28 HIREOHES L, Z0% 7 HEfKEY 17— ve 35

%2 LV :20mg/m2/H & 5-FU : 425mg/m%/H % ¥ 5 H [ H # RN
5 L. 2030 HEAKSELZ 17— b5 5ED

%3 N¥— Kl (5-FU/LV : UFT/LV)

%4 BHIET  BISEEO A #E,. ECOG PS @ 0 %f 1.2

11 3) AERIZB B 5-FU/LV ZEINTERE SN TV LERKY F—
bzt ay g VRO - HRL R 5

18. ERpEIE

18.1 {ERR

FHT=N - IFTYNVETNATTTINDTART Yy T ThHATH
T= W7V Aa s T VVOSHRINEER BT 577 v EEIVI
1:4 (FH7=)V:o72)) TRRAELPERERERTH DL, K
F— b ONEEE R (/1K) TH B LKRAKY J — ki Biochemical
Modulation (2 & V) 7V 4Ty 5LV OHEEEEZ RS, 7
VA a7 “/Jl/lii’ﬁlétﬁéﬁﬂ'r(a?)% InFuartExFoo) =) v
ﬁ« (FAUMP) #%, F 3 YV IVERGHE % (Thymidylate synthase : TS)

LA L TS@W%WE?% LD, F I UIVERE L B L

DNA Az HEST 5, VAR F— MIMIZN CRIT S, 510-
CH.-THF & 7% %, Z? 510-CH2-THF (& FAUMP. TS & it 72 = ¢
#AMR (Ternary complex) ZIEH L. TS Offfiz BIL S &5 2 L1
IO, I FuT I VOPUEEMREEE S D, (o T, Y F
= NeTHT=N I TY VORI T T — VD5 REY T
HDHINATT TV IVOPIEENEI RS L,

18.2 HilEERIES(ERA

18.2.1 in vitro &g

v b REAIE (COLO205) 12k LTy LEKYF—rELT
0.006 u MEEDKR) F— b iz invitroiBET. 7 v4ay 5o
IV OFUESE SR RIEATRRO ST n 512,

18.2.2 in vivoiBR (HFARSIC KD TEBARIEEER)

b N EEEM (KM20C, KM12C, Co-3) #BHliL 72X — F<w A
Zxt Ly AU+ =1+ (20mg/kg/day) &TH 7= 2TV (FH
7 — )V 20mg/kg/day) DB TT A7 — ) - 75 2 OVERE LT
B L CHUIE S A b & R 971910,

19. BT ICET ZIBEZHNAR
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