FAEEF022354%
YR 2 342 A2 3H

@Jé Eé‘%ﬁuuﬁ%ﬁf‘;ﬂ

AR RLR S MUAIOERIC ST > TOREFRICONT

7‘ k M/ﬂ?'ﬂ““— Fﬁﬁ%ﬁﬂ (Eﬁ,bé J ‘7*? ~ I//77<7377°*tz/lx 2mg, A b l\ 1/3?4}““ Fffé

' f"2mg Fﬁ?ﬁ'f\J A I\ M/«*v‘b“— }~7f17”zﬂ/2mg =477, PUFTF Ay N RN 2mg.
R ]\I/—-Ff%ng 7z k }\I/ﬂ?*&wl\ﬁfﬁ'ﬂxmg (U1 ROA b wawﬁ—wﬁfz o
= ’/v omg =", AT [&H1 Eny, ) cgomﬂi AH. BV 7~ FDREE - TR

LT Fﬁ%@%ﬁkkmf %erfkﬁﬁxﬁﬁ&UM®#Jﬁv?ﬂkib

| +/\7:a;<11%0> BONRVEAICIRG, | OEARIBEELRT S L bic, 1 BEEMOR
Ri5E% 16ng ifkﬂ‘éﬁjﬁﬁ @iﬁf’% J‘Zaﬁﬁaa_ﬂn@‘*” BREARFEHER

| AREoREISTT,

o AERRICEE LT ﬁéﬁ%@@f&%@%ﬁﬁ@% BURECHD e P, _

 f$ﬂ®m%g@§5LiD§%@ %mﬁ%m%ﬁﬁﬁmﬁm¢é%%nﬁhé L
. BEI S REEEEMR L, HHSRICHET B L. ). ~

| mwﬁkfékk%kxﬁﬁiakwl B MR [ EoEE] Ml ZBNT,

“;@eﬁwﬁmﬁm%mﬁfétw@&m@@&note 2R | -

L onTL Kﬁ@ﬁé@r+AﬁﬁLtﬁ%#ﬁféhéi9\%%TOE%%%*%

'ﬁ%uﬁﬁéﬂﬂ f%%%ﬁwbi? - , '




(&

(5"%%) .

L ORI, B, . mﬂwﬁgmﬁ%ﬁ@W@ s Ly Bk
BBET LD LBHEDT, BRI HACHE T BERMREORAICONTO

| +’\7‘£%ﬂ%&t D) W??ZA%U)fXSﬁ%%OEEﬂiﬂﬁfﬁ'é"é Eo

. FIEMERR, FRAERE S O ik SENFEHL, ﬁ%%&ﬁﬁ%t&é &m%awr

ﬁ%kbf PRSI REE U R L L CHERIT B T L,

3. AFIOBEEICELTH. %%cﬁbrxm@ﬁ@ﬁ%xﬂmﬁgmﬁ@mubta_?

LEHABBALLG, BESER LI L ERRLE ) 2 CREFBETI L,

4. AFOREICE LTi BIER OFEBROFREMEIC DWW TEFIC T IEME ST, TE@

f“bb) B BT &iﬁi‘ok@%ﬁ“éing%ﬁzé &,

2, I - @&-%%wﬁﬁéfﬁ OpM%. BE

 V[T§§ﬁg$%Eaj@(4) (5) . <6>@@%%]
5. EAREMRICHIS LAUERNS®R b b, Lﬁﬁu%@?é am@a@r

6.

BEFEETS 2L,

BHAENETLTVE5E Lﬁﬂﬁﬁﬁﬁ<&6bhé*kﬁ%étb Kﬂ&@ﬁ

ﬁéﬁﬁ&@i&%qﬂ&iﬁ"%‘aﬁﬁﬁéﬁﬁ fotc‘i\ %%‘@k 75:‘%‘/ \%U%ST 5T L,

<%& - &I %@?éﬁ%k@&a>

[ uvv%@ﬁA~

1.

2.

%&5LT%+A&ﬁ%m SRV AL M%FFV%#_beflﬁ
9~ @m?oﬁ:?é BT BT, BEORESZTAICERL, BEOTER
EEICHET 5 - &, [[EEREAMESR] © (1), (3), (4) 0ESE]
BEESWET D LERME. RLE, R P%%@mﬁﬁw%ﬁmﬁ%ﬁm%m

- TEHEOT, EHMICERREE LR T S EEDBEORBEIOICEET I L,
%M%ﬁ%\ﬁﬁﬁﬁ%%wﬁﬁﬁwfﬁmﬁ\%@@&5#@%(%5&@%%@
b5, N B 5

[ﬁ%h@& '] A

2. EE&%K%EE

(2) BRI, PSR, HH mm*ﬁﬁ%wﬂﬁﬁfuﬁﬁ%ééﬁﬁm%ﬁb

Vet k@:ﬁﬂﬁﬂp%ﬁ%&#E Kﬂ®#ﬁﬁf%éf]%~%ﬁwyﬁﬁ(m‘
A aRY /ﬁ/v/?l\) EUTOFECEVEET D L, BERAZBRET A5

C @mE. RV IF—F (A =RY ) &LTESZ}\UE]6~1 2mg%6H¥F?F'ﬁ%T4@m

WV‘JEQ‘H”B SR TRETHEEITEE. T)%“F&L’fﬁkj\l@l Omg%GH#

] Fﬁﬁrf 4 @@ A #5353, ' :

it . BEREEE T =y 7 L, %%#m&mkﬂﬁbtk%i EﬁXi%m
& V)ZK %ﬁfn bﬁ?ﬁ%’fﬁ?‘; o



IR

llll,lilllliililil J

*ok:

Kok

Fk

I

'ﬂlllllﬂlll;

$04 201148 2 ARLET (13050 o . AAREELARES
*20104F 6 ATET BU™Y < FHE 873999
EH O3
Bk SERE EES mﬁﬁ&ﬁ% el EBE 5 | 21100AMZ002A7
({i@iﬁi}%ﬁﬂfﬁiﬂ:%\ 2 ﬁ?ﬁﬁl? mg BREf | 10998
el N RHEUMATREX® CAPSULES 2mg fo‘j;; . 20CFI2R
ARPLFY—bATRIL :

20084£9 B

= | & ,
1 FFDESHNT, B RS, MAREEOEE
HEMERIC LY, BSNAERELEDCEPBEDT, B

BRBEEUTTFRBEOERESOEMPERTL &
2. BEMRX HREESOREESrEHL. BeLER
EREBENHBOT. RHRIELT. ﬂ?”&%’hi"‘tﬁbt
MEEELTRRATAIE,
3. FROBECELTR. BFEURLTEHOBRMEREF O

o EEREEUAEIATHREERBTA .

4. FEOHRESCELTE, BHEBOEROFMEENICOWTES
T2 EZSE, FTREOERIEHOINAESICEESBICE
BIHLIEEREABD &,

Esh, BB FREBSOFMSEER. ORE. BEE
(ESAEXNEEIOGL (5. (6/OESHE]

5 EAINEHMICHEZ EEMERAN BB S DA, %ﬂﬁu’é
BIBIENHBNT. BEFEBIETIZE,

6. BREEFMETLTVWIEAICHEERIPB(HOSHNBZIE

dnE, BEOREBETHEETE L.

%ﬂé}td—ﬁ}( ?“*&:’Ca%l’.‘%b’@ S RUERICODWTO+H

BEFRBBECOLEZCEE T HHBALER. BEFEEL |

BB 570, FFREHETITRUBS R ERERETET

(B2 (ROREICHBEL &V &)]
1. BEXBERLTCWATREDS HEA ‘

TR UEREEFEEINTWA,] S
(MG ER. BARE~ORE|DEER]

2. iﬁ]@ﬁiﬁkﬁbl,&ﬁ@%&ﬁ@«a%g%

3. BRSO LEE

) (BB 2 BEXE B BENISH B,]

4. BEREBROHLEE
["“IM’?}ﬁﬁﬁ“(@Bbﬂéio%nﬁw%o]

5 BEEOHLEH

) [“‘H’Eﬁﬁ’ﬁ(m%bh%ﬂbrhﬁi%o]

6. IR

, [ﬂﬂ#ﬂ«@%ﬁ#é&&éhfwa 1. _
([ Eff BARSOES|DEHESHE]

7. Bk, BAZE0HLEE

EFHE RS AR SRS Y. T BWERCIIERE

Uk, BUOKSIEHIME R l;t%ﬁiﬁ%ﬁéﬂ%\—kﬁ}béo] :

- [’f’*ﬁﬁi li@lkl
B & % Yo ey ZFAH T EN Img
B 4-& B TN -
- L MEOISFYT Y BRTVIT— kTS
® O % | KA. AFTY B TRIY A KEBMLF
YL, HEE SYINVERTINITA, ¥5FY
B - A T BEORENTeNVE
- K E S =RCIDN
14 7mm ~—|
o — F

"~ L[ 606

38t - %%&Uﬁa/ﬁ - AE]T
20EE - R ik - BE

il DA o BE LERBMOBEEZAP L2 |
: LTl6mgtl. IIEAENORSESIELIE
2~3ENCHRILCROES T, FEILTHRE
THEA WA S2HBICHII T2 R
1 C8ET 5, 1EXE 25 IS OB& R
YO6HME. 3ESEHBEOEHERBYOSH
BiRETS, ThE GERZ IR ET,
B, BEOER, B BEERTEAIC
MNrARRESCTEEER TN EY
BiOHFsELLCI6mgE B A 2WENTT 5,
BESEREEIE | EF. DEHELOBRSERZAM I LVF Y1
FEHRBRBEME| 2L T4~10mg/m L, LEREMOREE
% Z A 2~3 B S U CROBS T3, 5
FLTHETHA. WHIH2HEICHITT
1R2EEERCRE TS, 1EXI2ESHRE
DEAERVOEHE, 3ESEERSOEAR
RYOSEEIEHET 2, chilLERTLI
g&bl@?o )
B, BEOER, ER BFUERUHFAIC
ﬁs%m%kmbﬁﬁmﬁﬁ*éo ’

(ﬁﬁﬂi mgchﬁﬁﬁfr%ﬁmi_@&
BsiUyvF0iEs
=] A~SEERELT %+ﬁ'723@7s7)§?%‘5ﬂ&‘/‘%’b‘6~.&ii}~
P - e LT1E2~4mg 3 OME T, BETBH
i, BEORBETHCEZL. BEOTEFRIEAR
.gg?hao [rﬁitga‘sm&%m(n 3. WomE.
0 BEBLHEETALERIIE. B, BH%“E@“’%@

o BMEROREOTRESENTAOTC. EHMICEER |
EEEPHEDTHELEDBEORER A IcBETLE
&o HALSER, HFEREESOAMERO TR, £
@@&5-75‘%’@(@%&0)%&75‘:9%0 : -

BEEVERZ 5 BEMISRMER L 0E4Y

1. ZAORECHIoTiE BEAORIICERL, |
BEOAZHRUBELODELHEE, Br08EORK .

- RIUSCT BE5ERBEICRE %ﬁ%:ao :

2. FFNCoOWTE. RAOFFABICHARBEENENE
- OREVHHOT, HENFRUHESEOI0EMAETIL

EOEROBEEORERBITOWTRFICER TAZE,

- [EREoEE]" .

1. EESS (ROBHICHESICHETEIE) -
(DARENE HHREESOMESI R tOBEEDS8E
ERFERLEEET LB TS 5.] )
REEZSHL TV IBERYyE S HEE sz,a‘o%ﬂm)a 1
3EAT U4 FEHAERNREEHOES

’ [x%b}z—*rﬂ':—b0)@”’?%)%(%629%535%%7&%60]
(KB BEBANLLFESNH5bN BT L35 5,]

BT V- VEREFESPHESELBFNNH 5.]

e\ ESRE~0BRE | OEBR] - . '

2. BEEAEXRNEE o B
VFHELEROYLDBEEORICESTEOT, BECHLT

© BR. BEREZHIET 0O ARIBEERER I,

=B HIH, FiREEE BE - BLEBESSoMEEtcE.
@?o“ﬂf’ﬁm#x“ﬁbtiﬁAmt BYWRMEEZTWERIS,
© FEOEHFTHBHRIF—bIVTTA (TAITRY) YAV
A) U TOFECIVRETIZ &, BEAZRETLESIR

v A=k (@4aRYY) L LTRA LR 6~12mg % 65

Fﬁf‘sﬁﬁ@i@%%?ﬂ&%}‘ 5o &%‘Jt&%‘?‘%%AGiLm\ rr ’

D BAEAEER BEB

EORFEAC )V ERT AT

JBD




UF—hE UTHA LH 10mg # 6 B RRC4HE 8B ET 5,
72 RE. BERERZF2v 7L, RSS2V EHET L2
B, HEXEEOCLY A 2EELERERETIE,
(B)EHHFH. F- ‘%‘i&‘tﬁ%%@ﬁ%&?ﬁ’ﬁm#ﬂ;aba#
HADT FEFESEBRCHES S, 4EETEICEEREE
(fiEREE. FFigeE - mi&*ﬁ?&ﬁ RBEES)2{TI2E B
BEoRBz+7BETI L, B
&ff%dﬂlt*%ak%u%m&miﬁzﬁm_ko

UHOFF RS BERNICHR X REORECHEBOTETEDL,

EHIBEICSUTHEBCTRES 2T, BEOURFLES
CHEr5 o s, [[EERE |DESH]
IS SEEENHObN., BRI =5 T ka8
HHNT. HEFBRBRES. B BPRESEZEORESE
RERTTEEL. EFFFDONLEAIE,. ERhic
S XM BRCTHRE OEFAREE mhKL-6HE
27w, FHOHEEEZHIETLEEDIE. Za—EVRAFLA
iz DERZW (f DI WVHYOREE) 2 FEICANEEE
HENVEVRAOBRSEDOBENRRERITIC L, T/ BEI
AL, Bk, l@&@%ég@@@&%ﬁﬁﬁ%&bm:iz%%a:c;t,
EBIEHTLIIEERLELILIE,
(5)HmER%. HILERE HOSOHLLEEEZ? S
TENRDHBHOT, ORLE L iERS. B, TRASOER
RhobNiHA B 2REL BY2AELZTIZ &,
A BEEHL. ORZFSObREA IR, EbicdE
¥BTrIIRERELDL,

(6V@RedE, HMENOREXEHEECHFEEL, EE1TD

Eﬂf’c‘:éin&%Z*JﬁL\ ﬁm&ml._%ﬁ)):ko if_\
BEICHLER %’é‘@ﬁfifabhtiﬁ""k&i\ LE‘BL@%
THEIEERELRTE,

(MES ) o< FOBREIZH LT 4/7‘)5?/’?7'2:0)9?)%%&
ZITOBICE: MAORMAXEERTEL, YRZ - NET4y
PR L ECRETAIE, '

BHEEFRAMIC D5 HFEBOBRMENL - BEXDS ab:h% -

:Ib*’chﬁ‘i;%o

VEIRT B TS BBAICEET 5 E 1 &5‘?&0"&

%féﬁ’iﬁ&‘&(k%lﬁé}ﬁﬁmiﬁﬁ%ﬁh‘%l?Eﬁx%x_%

T, BECHRSTHEER. REFRURSRTRI2{ED

3MAMEEREEFERE BT IHEELEXHTL,

(MFE] [HE. ER BARS~oR5[0ESE]
(10)/1\ RRUEET R ERORE ST LEND BHAIC

 BRICHTAEBEeER AL, [MRE~OEE],

l’ﬁ,ﬁﬁ\ Ef BARSE~0OREI0ESE]

. WEHRANOBTHREINTREDOT ?&;‘MPO)%AL\J;*&—'? |

T LnzE, [ERL TR ER. BLES~0oRE |0ESH]

{2/~ E&U?ﬁ%kﬁ%’%%ﬁ*u&\ EEBORBBICEICES
L. tﬁb_&?"auac [rmﬁ%«m&% DJ»E%«(D&
5 \omEsm]

' WELY A, ) HAEES, SRONR. FRRTE
Sbhhso M%z,@t BEORE
ETACBEL. RESED ORI A RS E L,

IERE (MDS) &4 dH

BURRERTICL, [ZOMMOEEIOESRE] |
OERERES TS SN BE~NOETZ FVERBIZLY, U
FUHERORELERNEBEHRLEIB TN HDT. &
FERICET I F U RERL NI,
(15)Bﬁﬂ)u;tc_ﬁ_}w%'7»rwsz*}70)%%031 3 62&%1]0)&
Bik), EERFRPFEZOREAIBEINTEY, 7
CTHANRBDLNT WA, itﬂi%ﬂ&%#??&k&ﬁ_ﬁ?ﬁﬁ
ANWAFFERETAI L BFREORTEIHBELIL T
B, BREIXZCEHRFLAIANVAF ¥ TOEE T LEA
55254 BEHRTRURSETEIRELCHEER
EPFRIANAR A —DEF=F Y F2{FIY, BEY
BCHFRIANVABEOBBELEROERRICEE T2,
**(16)‘1“’!5}130)%%?]‘%029wﬂi\ ai%i@?/-‘ﬁ/f FI4V3E8E
b*« 9 Zlk—}:-c -
3. HE{EH ,
. BEERE(BRICRETBRIE) o
E3 R ERERAEIR - BE A B - BRET
HUFIER | ANV — L OBIER (B8 | F2 LT JERFud
ZOI EXT 5. F- B - HILEEES) S| FERLEAOS
O FYH [ MREhas i e s, HECHE | B33 7 0y
Erang-il RREPTIREEEZ T 5V aRBEE
: T, BEEFROLNEA | Bk BniEED

RHEF

BEER - REHE

B - BRET

ZIKRT
| IFRREH
FrIYA

AFMF—bOBIERE (B8
¥l % - HLEEE. m
HEES) FERIN A LA

BER A MEEE
BEHEELTWS
ARPLFF b

EFDD LN B AL,

CISHEY—|BREFFICE, T AR

Sbhs.

i AMUEFS-rORE. KRIBTRUFI YA |
BEBYRMBETICE, T2 | KRG HESER O

AN F G-+ ORFHITH Bk
YF—=btAanToa(alaif) g
WIIR)FERETHIE,

DA FF—bD

BEESEETA|

DEEZLN TS,

gU> BHho FENCIERBELITI2 |HeNBHREE
IOSLTx | EBEEZ TSI EEXR| L. AR Y-
o= |BOLNAEEEIER, ANV FoBEZERR
I [ FY-IORE, RESBEDLR & ZOoEEEH
BaED,
JVEREEG | LX) ORHAITH 5FY
Jobany o (2K R ORRAH

ANTF 4|7
bx g | IVYIRERETEIL. | ga emamim
e KUX . : BT AL E
UL ZONTWV B,
N=ZYZ BERZEAIAA N P L
(EXT 2 FH—bOFEHER
Uyr+ry N TEREWICHEET
7 L5F) . BDEEZLNT
O~z : , Who
LI/ 3 S - | BERIC XY BRG] |
Ko : - |EBoBkRrER
' TrIDLEILN
Tnb,

KT 4 | HBBEELPEITIEED i-n/mv-—ﬂ‘)'?

_\7’—:}-}‘” %o A‘i%@%ﬁ%}g
A , DEERA S BT
o1, HEBEER
RILPTWEHD
f'ﬁ}ﬁa’:i%?&*é‘ao
4. Euﬁsﬁ

HRHER4,038 61, "M’Eﬁ@ﬁ.ﬂ‘éhi.%mmm% (20.1%) ¢
BHolz, TOEL2BOME. ALT(GPT).. AST(GOT). ALP®D
EASOFBERESE (72%). TRE (2.2%) BER (1.3%),
EBR(L1%). 55 (1.0%) Chol. - [FEEERTED]

L (EAEBIER 4
Voavs, PFI4559—BEROCTROEERE)
vavy, THF7453 v —HRER (B BRERE mEE
FTE)FHobRBIEARSLDT - BEL T, B2E
PREDONISEE ISR RIEL. BYLRABERITICE,
2) BEEHIHEI(0.1~5%kiE) T
BRI EERRE RN LTRS. HEE. 1>
IVEUFREREFSSDNAG AV S 5). AMBERS, @M
MRED, BEMEOSENH,. BEARERNASObNLT
EHBHDIOT GERNSLCHERELZTIREFEEOKER
+§N~%~”?’5§A 2% 7)=Z’&>Bﬁ’t7’_%/*‘ui, HEZ E 2
@{ij o .
**3) ERHAF (0.1~5% ki)
RARL N5 kS 2 fid (—-:.~—:va-r4 Xﬂfﬁﬁ%%‘:ﬁ

Cde). BCEE. YA FAF O VARLE SRESE0EE

BREAE (ARNAREEZED) 50 bh BB 50T,
BEORELHABEL. BEFZDONE SIS 2 R
L. HusH, *ﬂia%‘]@ﬁ'%?@iﬁ@]&k%’%ﬁ'BC °

4 BIFERT %, AL (W30 d SERE)
BUERF%. RS HEROERE - ##Et. FEZE05E
LIRS BEXBCHFRAIANIICLEADEEE) 4D
5bNBILAFHHDT LERTECFREREZTIL
EBEORBETCHEL, EEFBDONLE AR
2Rty a2 EBYRAERTIC L,

5)%@2%%& REEIRIE. BEXTONF— (\ngh%)*ﬁgz‘
SHETRS, RASER. EERTUNF—EORELEE

EXEDHLDRBILEED DT, 43@?&5 TLIERRRERTT
IREBEOREBRZTHCEHEL. BEXNED bRIEAT
s edikL, @ﬂ]&ﬂ*ﬁ%ﬁ’n&o S
6) MG (0.1~5%k1) . ISR (0.1%:k)

RELNE HEEESTS5bN. BREALIIW3Z
PHBDOT, BEETHTN, BE Bk BREESO
HRBFERPSSDINEEITE, Eeh B XBEDR
E2fTn, FRAOHRELHETALLACERERVEY
FOBELOBENZAELTHIZ L, o



~7) chEE M S i SERERAE (Toxic Epidermal Necrolysis : TEN) .
E FE %K RS BRAE {555% (Stevens-Johnson SEfREE) (w—"h,%y,ﬁgz‘

5

WM R, R EEEREOEE T
ERBHObNBIENSHLOT. BELZTHITTV, BE, 4

HE ERER. BREM. ORREFSoDNIH RS2
EL. EYRRERTICE,
8) HMERR 2, WIEMBR (T

SO EERE)

HitEisk BREBRXZOEERELENS
HBEDT BEZTTTTN,
‘aaBrb:}’Lf’f%A&‘Gi&%%[Pﬂ:L BWERMBERITIC S,

9) BER (0.1% kK1)
BERND

10) EEERIE HEER )

BHREND

HIEs AR EEERAERTIC L, -
T OB (BEBEEED) GRETH)

BE (BEREZEE) XS

Shha s,
MLV, TR OERN

abnz,;aﬁwawt BEORBL+HBEL.
EEFBDLONIS RS RIEL EE@J&&&%%H’);&
LORBZELENRSHBDT %%‘Oik‘?zi"ﬁ‘o’
BEL, BEERSEORY ﬁ}ﬂb%hf’i%Aui\ w5 %

f‘obﬂ%t_kﬁa’a?z)@f\ BEOD

REZ 5 ﬁﬁb\ %ﬁﬁ‘@b%ﬂfh%‘*bdiﬁﬁ%tﬂh

“

(2)%03@0)"'11?% "
u“ﬁ@;otﬁw}%ﬁa‘oaabmt%/*ui\ FERCB L THE
@J&% 27T v

& fEBOEE )
5%LLE 01~5%5Fi** 0.1%3k% BERE

B i | |

FERERES | Ml EHv<yu

m % . 7 1) v I fE,

» PR i
FrigseEE |LDHO LA BE, REEEF |
| (GPT) .
R AST(GO
" | T).ALP
' @J:ﬁ%)
BUNLH,
R Zv7
¥ R T
FEHR : , -
: BA. BB |DBEE B AL ALy
" EHRTE (@ '
| F - R E . o
B - |A3EBETHE|E B B8 &
& = KM, B | R AFk
= HE = BIEEH. |
@;‘%\_ &bi‘-’“ ﬁ%&ﬁ%\ EE IE%B?{%?E\ %
P o Z Hopd | 855
= % & LTTh
- B OBREER
%" .
" B %, PR
Ik 28 égﬁ
e MR T, B
% FE A% ERELAL,
: | BiERE. WE
ﬁ%ﬁ‘ L BN, | bR, AR | BT RS
BB IR: | % e ;
Z O | BEHMEE. |
: mE7V7I
VD, BB

E2) HE2HIETAIL,

13) #52HIET a2 EBYRAERT)

b

*E *ﬁ%%‘/\mx%
*E%%’(&i“"iﬁ“ﬁv&ﬁi&“é#ﬁ?L’C\nzu.};ﬁ"&( AL
M- OEEEC XY EIERRS S bheTwrd, &
7on BREBRETORELRZ TR T VoD, EERREENSD
LhheTnekib, E’%ﬁ*ﬁ&éﬁm—ﬁg_%b BEOR
BRHEL 2l SEEICRE T,

6. 1. ER. BILBEAORE
{1 )!za‘:zhaxomi&Lrwzrf‘ﬁﬁa)@aﬁﬁ}\uﬁi%mmao
[EFHELEIENRERD). T/ BWER (T X,
7zb&U@%#)f%ﬁ%#ﬁmMﬁ&éhrwa ] [rﬁ‘EJ
[EEREXWET OESET .
(ﬂ%fL#ﬂ«ﬁ)@ﬁMﬁkénﬂnamf ﬁﬂr{s@ﬁ)\m:&%— 4
' 2N E,
o &=L T ﬁ%&gmﬁﬁﬁjmﬁmg]
7. NEEAOBE
CEHAGER, FaR, i{.ﬁkﬁ“a”z:zréﬁ&ﬂ%_z.bfwtw
(EREBRSZV),

8. BEERERRCRETRE
RIART YA (R T 7R }'3'\"5‘}‘—)1/ FIAMTY ARE
A EBH LS A 2KEER 2 5T B £ (dihydrofolate
reductase : DHFR) z}ﬁ‘nf’)‘ PrUEF Y- BEOHET
B LaEz2ETAILEHA0THRETLAIE, ’

9. BERE
BE-ER:
%E]’C:@l’a‘if&?fﬁE#ZOmg%ﬁn%kﬁ%&”‘“’?ﬁ i E
BN ORBEFENFRICLATILWIREND 2, B
ERSRKCHREINAEI2ERIOBRERUHLERS
Thote, Tio BEZEERAZEERAL. AmWEBE
T ESTHEFIFRE SN T 2o '

s - o
CBERSELEER. TARICERAOEHAITCH AR S
VYA QLRI IV IR RIRETEEELIIT, FTHO
Eﬁrﬁ'zﬁé@“éf&bkﬂﬁﬁ‘ﬁ%‘%ﬁéo)?wﬁ’Mt%*’ﬁ")2‘- o AR

. %‘Jc‘:‘l“)i‘*%)ﬁ)bv‘?la@&%ﬁﬁﬁﬁmbi& 7]“)7‘ | 21%
VILDFREFET T Zau.k?b‘aaé

0. BAEOZE

(1EHxfE
PTPEEDEARPTPY — Ao MYHLTRATAES
WHTEIE, PTPY—MOBRKICLY, BOHARFAE
HEANFAL, BECERBAZBILTRBERASOEERS
ﬁﬁzﬁ%‘é‘éu&ﬁﬁﬁ&éh'cu%) - -

(2)Hk Fn%
BREEEL. BRTILABEELRBITBINSH DT,
LZHOOKRCIRASE BCRBEENORBEIETSE5TE,.

P ZOMOEER e
VFHOBEFIFERE LY ﬂﬁé?ﬁﬁi’?%@qﬁ&_ﬁ FAHE

SRR kY HBRL0HEEbH B,

@R s P shiz %%b“?ﬂ-‘f*‘/%%il,tiﬁ‘* itk

RISORMAFEENTS, -
' Ens .%1’1]
1. ABRBE

f‘:ﬁﬁ’ﬁ’]?‘?ﬁ‘%%ﬂﬁgh)ﬁbvﬁﬂi‘ th@ﬁaﬁ@f_b&ng
(1H2mg. 12BHARCIEES) EOHFEL. Ch12:8E

RYELEESLAROSLEERCSEREONE 2mgH 58

DORFEMBEFBE (Cmax) & #5125 8 (Tmax) #ic8
5. ZOFHER0215 MET0252 uMThot=s Fim
FOBEOMmMER ﬁﬁ#ﬁﬁﬁ (T1/2) &i%ﬂ’?i’tZ AR T23
BHTH7. :
%1@&&@%%@@%3@@&%&%0) Cmaxi. BE1~28
B (Tmax) BICELN. TOFEEEIZ0.223  METF0.357 4 M
TdHo72e T *’C@B?UJTl/Z&i'ci’L'Ci’w 2 %ERU"Z 285
BTho7
FLERLBERBORSHOMETBES RS LR » 5.
"AbRMFY— P@E%ﬁéibik/uk“&b\k%‘i%hto

2. RMRFREISE)

EHIzb AU RS- 2 EH12 4mg/1[u:1/;.~ (7534
15mg/1[E /3B IR LT\ AR5 ﬁv%%%oﬁ%mlﬁq:@x b
M3y bEEROBFTRBENETICOI4HOT. BORE
9R#EFT005~0.34 y MOBECIRIT—BERR LIz

D51



3. HHit(335) ,
FRABBBEFT2HITH- XA bblx%’-*f b%omg/kg—ém
BELFBEOAMN VIV -0 HBERERBCHY,
%ﬁﬁ*%ﬁf&*&véﬁﬁﬁ%w*ai«’ch%mg5%\ 8%
THolet
o SHEINABROBEBHEZBEFIFCATLI L3y — e
22.5mg/ B ZENK/E LB ORHmA U3 — M EEE,
BB IOREBICREBELOXIOMERL, RBMER
BERRESERFEZICLEXIOMERL, XML Fy—}
DA FBERALTAMBFBREOHI/12UT Ch o7z,
AP I REZLEBEHETCOAHF~OAILF
Y b@ﬁ%gao32ugaw§f®5ﬁ=ﬁﬁ¢«@%ﬂﬁx
:?abam’ 5

, (B BR B i)

@Wﬁ&‘«sm ECERENZIS0AOMB Yy v FRECH TS
BRFARRA. BREBYUBEOUER (FRRHLTEER
#) A56mg/BREFT60.4% (32/53) TH oo

(2 %) % =]
1. pheEHFTEEHER . .
Sy MEMERRETINCH T 558 Lo
AMMFY—bEay S VESRICHLT REESHR
DO05% CFO.l_rng/kg/ B RBERU06~1.2mg/kg/8 38
3FEESCHREERIS. cERniflotksE, SIS
BEDFRERLIZ, &7
Fi FVanvEh Fﬂﬁ'ﬁﬁ%@-—ﬁ’(&%m@ﬁﬂﬁﬂ%ﬁ%ﬁrﬁﬁﬁ

HOBEREREERCERES0.125mg/kg/ HOREHRS
REBRCHH L7 o SV NEHROELBROLE
LT H015~06mg/kg/ 8 & B\ 0. 375mg/kg/3;§_o> 5h

REOHRETHH LIz 9

. EREE .
AFPUEY—Fikin vitroTl }-ﬁ-ﬁﬁﬂl}}@,@ﬁf‘ﬁﬁ Ty
B, < oRBEglachie Y VRmekii kRS2 I Uiz 0
Fir, o AEMBODNASRIELOMEICE b IR BEE
FEHIRVEREE TALEZLN W
ARFLFH -1 aim%m&xmﬂa&m%ﬁﬁﬁé%mmé%

Zin vittoCHIB T2 o 20 5, M HAELBEMEAELIIS -

FThHEEZONIZ, 1219

APl FH—} &iﬁ%ﬁiﬁu’\@ﬁq"i‘?\@ﬁ%%%m v1vo'(
Pl Lz, W iF hEkE 2 IR, AP LR G =]
ORI Lo THMEFARMERE AR, DERELIT 7/

LYV ORFRRCH T AMBBERERES RS, BORERRE

EEEZE L. VYV -ABEOBREE AL TWAUL
MLV BDEAETISIES T AT RERE LN S, 1510
YA I IL V~DEAELTG APPLFF—PEIv D
TIaRnVVEARBEEFTVCRELEIZIVI 7T DALY
CF-uAFY (LD BRI S TR L, 0.
—J APMF Y- EEABPREEABROBECHES
FBATHF—FELEPn vitro (& MRS EELNR) cHiH
Lo APy~ aFEo@E ) v FEE CRIBEEAR
H 75— ¥ mRNARB A shiz, 5.9
. —IBEES Y hOBEaME
—AEERREH L (BB Sy MCBFERS v zﬁ:&iﬂm
EAFPLFF—1 D006, 0.2, 06mg/kg/Ba>zsa LiEEcE=S
RS EERBRTERL
L - BRGWREEES vV TEL fﬂv’:&ﬁg@%m&i“‘
IO ICEFTLTRELL: EEHBEERI v M CRE.

- 0.06mg/kg/ A% TF@E z,ﬁ 4’%%61“17 v Vmio 06mg/kg/E‘f .

B0l

SEx5 O IR RER L O BEE

SRR UEF b e YrnTet R AORREES

FEEBICLLHMRER %Pf@oto RIS RS
LB TREEOREMBERNZD 6%1717» ZlLwn
VNPT BRIFOBHTBDOON 2 o7,

Fio EWT v VCORABICEEOHBERE, FiAKlE - tﬂmk
Fifa~s 0y y —JEMAHSNT,

N [BRE cE T 3 b2 R]
—f24 : AP LEY — b (Methotrexate) [JAN)
1 B?% N-14-[(2 4-Dlammopter1dm—ﬁ—ylmethyl) (methyl) ammo]
benzoyl}-L—glutamxc acid - .

ST i

Hy

b i W ConzstOa ) .

SFE 45444 ‘

# #::mu&i’iﬁ%%éﬁ,@%%ﬁwﬁama Bo KFREYT VI
BT K TEFSRIA, 2F -0 (95) Xk
JLFNVL—FRIFE A VBT 2. RREEKER
%b‘]ﬁAaﬂﬁl&ifﬁﬁa%ﬁﬂﬂ)bLE&?‘E&’mb‘éo R
R X THRA LT 5,

[%& B & £~
FAOTHHE OIS LY B 2 A SIS ORTIREHIT
~a§%§x_ﬁ%apam, B OTABRELRIEL. HHLR
IZHRETHIE,

a  #]
(PTB) 6077 (677 10)

- - [EECRRUTERERE]
(EER)

. 1D J\'mﬁEWAﬁ?&ﬁkﬁﬂﬁvfﬁf—%ﬁ%ﬁﬁﬂﬁﬁﬁ
2) #HPUES (BIfeE&ED
3) Kremer, J. M., et al. : Arthritis Rheum 29(7) 832(1986) -
4) Henderson, E. S,, et al.: Cancer Res 25(7) 1018(1965)
5) }ohns D. G, et al. : Am. ]. Obstet. Gynecol,, 112(7) 978
' (1972)
6) Eﬁs&% 1 : ISR, 52(6) © 425(1996)
7) WhEE, 1 ISHER, 52(6) | 437(1996)
© 8) Ridge, S. C., et al. : ]. Rheumatol., 13(5) : 895(1986)
Q) Welles, W. L., et al.: J. Rheumatol., 12(5) : 904 (1985)"
- 10) O’ Meara, A. M. W, et al. :J. Immunopharmacol,, 7(2) :
‘ 235(1985) - K
11) Rosentha] G J,etal: Int.])Imrnunopharmac 9(7):793
’ (1987 :
‘12) Hirata, S, et al. : Arthritis Rheum., 32(9) : 1065(1989)
13) R0 5, i ISHER, 52(6) : 451(1996)
W) FEFRPOEM, B ISHER, 52(6) : 443(1996)
15) Cronstein, B. N, et al. : Proc. Natl. Acad. Sci. USA, 88
: © 2441(1981) -
16) Sperling, R.1., et al.: Arthritis Rheum., 35(4) 376(1992)
17) Hu, S-K,, et al. : J. Rheumatol., 15(2) : 206(1988) ’
18) Firestein, G. S., et al. : Arthritis Rheum 37(2) : 193(1994)
*(TEREERE) :
@%}tmc:;aﬁw%iﬂiéfﬂch%iwwpa&::‘;aﬁfém
TrA RSt EaERery—
T 151-8589 . RILH AR 4 A 3-22-7
FREHTITV  0120-664-467
FAX ’ 03-3379-3053

MY FERW. A MMLEYF— P02 04, 06mg/kg/H
BUYru7=F2F U Admg/kg/ HC28HHRABRE

BORSICIDBRE L7, -

B MRS WR S AERAN LS P EBELYE

Motz —HREBOEEPLHEASFNRESOEEHAD
HEEERURERBARI AN S - EMBEI#
nH B iEESLT B EI 2D ey

5. BEEMEORH

AMPLEFY b IBHERETIYIERY, KEXHR

BB ERUHORBASENBRRICIVRI L,

AP FY—rHRECIY, ERSGVOERICHICER?E

ATHEROLEFZDONT. BRERZDLNZWEE
CBWTHIERE - HnZE0REXTD LN, B

*ﬂlaﬁ&.n.

S —HAt EB%-:;:I%H‘:"C 23

£ ‘P%‘E?*fﬁlZﬁ:/z*S-n 7 ARMPRAREEHNTEISIS

S — ) ‘ D51



