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5 &,

2 BEIEMRR. HEHESOMESHIRIE L. BaikiF
BEEBEFHBHOT. FAE L T, MIRSRICHEEL
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L. 1AM OS2 1 1L 2~3 258 L TR
592 GE L& T L2546 WIH»S 2 HBIZ2T T 12
M B T 54 %0 11000 2 [ E#H%5- 0% & 135K ) ©
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BiCAHER T 5 2 &0 LTOWTFNADBRE 2L, FHIE LT
RANOBAGHN FY) 2 P 2 5595 2 &

- M RS CRUH MR IS AT A e SN A e %
HY5EE
AEROREIE MMENE &) AT 8%
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®EEIERDBI L 25E (FRbtd 285, SEEE) 1213HER
MICEREICERT 2 L) HMAT LI L. 2B, HEOFHED
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8.6 MmN 2. WALEESES - INMEOHLERED S H b
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Lo T BEICHL. ONESHLLNHEIZIE. BS
ICHEMET A LSRG AL (1.4, 11.1.9 BHE]
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HEBERE (MDS) 053 5bN b 2 ENHLDT, BHEDIK
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16. EHBHEE

16.1 MAFRE

16.1.1 MFFRE
BIEi ) v~ FEBE 1T ZHICA ML FY— % 1B H7-0) 6mg
(18] 2mg, 12 FEMFET 3 [A4%5) &IOS L. Ik 12 801
#e R LFeh L7205 1 H B R OBl O 0] 2mg $5- R D fix
FEIE R IEE (Cmax) 13 5 1~2 B H (Toa) BRIESNR, 2
DOFIHMEIZ 0.215 u M TN 0.252u M TH - 720 T2, ZOEDIL
TEH IR (Tr2) 12NN 2 4 BRK O 2.3 B TH - 72,
%1 AH R ORFEAOSR 3 B HIL G RO Cnax 13, %5 1~2 KR
(Tmax) RIS, ZOFIHMEIX0.223uM KT 0.357uM TH
5720 720 FOHO Tie ZENEN 3 2K MK 2.2 K[ TH
272,
85 1A H & RACADIE G HO MG TR & T L 7R 50 4 b
FLEY— POEREIZITZEAETVEEZ SNZY,
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H#%ET0.05~0.34 u M OB TIFIF—EH 2R LY,
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L CIMAE R EE 2 5 L7z 15 6 7o RO 3 )
/85 X —% (AUCH Cmax) (22T 90% {2 HEIX fIH: 12 THERHR
W Z&AT - 7245 %. log (0.80) ~log (1.25) OHPHFITH V. MiFl
DA RIS DR S iz,
ANPMLEFY =M TR 2mg [ > B GH O MmAE i R
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g} 90
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f]\ (758 —— YUY bl v AN T )V 2mg
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1%
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# 30
]l\ 20
£o10
3 0 O
LA 6 12 18 24
Y& 5 1 (hr)
HWBHE/ ST A — 5
) AUCt Cmax Tmax Tz
(ng + hr/mL) (ng/mL) (hr) (hr)
i;;;f:i 181.22 71.12 1.16 2.27
omg [ ¥ +42.74 +22.47 +0.76 +0.99
ZZ;\:;;){/ 186.71 66.78 1.21 2.13
omg +51.82 +21.08 +0.69 +(.51

(Mean=S.D., n=19)
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16.5 HFiftt

FMARRNEEE 26012 H- 2 F L ¥ — F % 0. 1lmg/kg #EM#%
G-L7zkED X b b L FF— b oTPRIEHIZR P T Y B RR T
PRl ) OSBRI HEIEER X 2 2 69.5%. 8% Tdh - 72,

o, o1y ABROWEBMESEE 1HIZA M PLFF— L



22.5mg/H % #F 1455 L 72RO R 2 & b L F 4 — MR #%
510 BRI ISR IR 5.0 X 10°M %78 L 720 fe e s I 1
%5 6 R 212 1.8X10"M Z7- L, A b b L ¥ — POt
JEIAH YT 2 MEHREOR 1/12 LT Th - 72,

AN P LFY— MEGE 12 TOFATH~DA P P L FY—
FOSWEIL0.32ug EMETH LDBIAITHNOBITVRD S
Nn7-56

17. BERERRRIR

171 FIHROCRESMICEAT 558

17.1.1 EINERRZER
FEIPAE 46 HiFk T IR & 4172 204 Bl ) 7 <~ F BH IS 2
FRPR A BRI Cld . AR LCEE O FF-lixT & 150 1 5  6mg/
W GHEC ZF OUEER CEWILEE & S ELUEE) 13, 60.4% (32/53
Bl) Tdhoro BIEHIEBIERIZ, 17.6% (12/686) TH V. FHE
MAE R S 23.8% (15/63 ) THh 727,

18. ZEHEIE

18.1 1EAHEFF
AN MUY — MEbuEEA, ) o EREENE ., MAE SR, WY
L RIESA~OIFhERlEE, 4 vy —af -1k, 397
F—CEATIGIT A LX) JBE) T F SO T
X 28-16)

18.2 T v MEMBEE X ETIVICKT R
a7 VHEREER LT MZA MM —10.05 RO
0.1mg/kg/H X1 0.6~1.2mg/kg/:8 (3 al/38) RAZREHES- L
72 2 A REAEIRIPH, ARES IR OE ., FREERE 2 &8
IoNTze F72.T7 Y 2Ny PRI KO—TETH 5 EE MRS
FEEEETER LTy MIZX N MLUFRY— b 0.125mg/kg/H %
PAERRAT G- L7 & 2 A 13 W P M i R OV i3 A0 &
T2 SHIS TV aNnNy MHEFIREER LT v FOIFLEL DR
JEWCRLTH AN MLFHF -1 0.15~0.6mg/kg/HH %\ id
0.375mg/kg/3 H D FAZRE O G- THIRIAS A & 72170720

19. B2 ICREY 2E{LERIFR
—iZEY B FR
AN FLFHF—F
(4=
N-{4-[(24-Diaminopteridin-6-ylmethyl)(methyl)amino]benzoyl}-L-

(Methotrexate)

glutamic acid
SFX
C20H22NsOs
PFE
454 .44
EZIN
B OREREOR K TH 5.
) D ZETicd Ll k. 72 =MV, 25 7 =)L (95) X
FYIF NI =TT E A EBEIT RV,
FAKERALF ) ARSI A KRS M) ARIICET 5.
Kl & o TR A 122 T 50
1EEEERX
O H CO.H

NH, /©)L N>\/\
H
N
N7 X N
|
)% ‘ = CHs
HoN N N

22. @I
204 7N [2h 7L (PTP) x10]
307 7N 3577 (PTP) x10]
40 1 7En [4 4 7L (PTP) x10]

23. EEXWK

1) EAGHEA © /NR IR S
FAEPERR S BRI 5. 2007 @ 1-15

2) Shiozawa, K. et al. : Mod. Rheumatol., 2005 ; 15 : 405-409

3) Kremer J M, et al. : Arthritis Rheum. 198629 (7) : 832-835

4) FEPVERL C EYEFESEERR (A M L3 =M T
2mg [V~ F))

5) Henderson E S, et al. : Cancer Res. 1965 ;25 (7) : 1018-1024

CO-H

PRNNVES S

6) Johns D G, etal. : Am J Obstet Gynecol. 1972 ;112 (7) :
978-980

7) AW RESRIE A C SE. 1996 5 16 (6) - 437-458

8) O'Meara A M L, et al. :] Immunopharm. 1985:7 (2) :235-245

9) Rosenthal G J, et al. : Int Immunopharmacol. 1987 :9 (7) :
793-801

10) Hirata S, et al. : Arthritis Rheum. 1989 ; 32 (9) : 1065-1073

1) fER 2O 5&IEA - ISHZEE. 1996 ;52 (6) : 451-457

12) st o5 Eh e HIEE 1996 5 52 (6) © 443-450

13) Cronstein BN, et al. : Proc Natl Acad Sci USA. 1991 ; 88
(6) : 2441-2445

14) Sperling R I, et al. : Arthritis Rheum. 199235 (4) : 376-384

15) HuS K, etal. :J Rheumatol. 1988 : 15 (2) : 206-209

16) Firestein G S, et al. : Arthritis Rheum. 1994 : 37 (2) : 193-200

17) W %313 o HSERL 1996 5 52 (6) : 425-436

18) MUy ¢3S HSERL 1996 5 52 (6) : 437-442

19) Ridge SC, et al. : J Rheumatol. 1986 ; 13 (5) : 895-898

20) Welles W L, et al. : J Rheumatol. 1985 ; 12 (5) : 904-906

24, XWAKERVBVEDES
T PRREH W AS =T IV =T
T 105-6333 HUEURRUECE / [ 1-23-1
TEL 0120-982-001
FAX 03-6257-3633

26. BRERTFREF
26.1 BGEERSE

oMk SH
RREEXE/F1-23—1
URL:https://www.sandoz.jp/

T04120



