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ALT TI7=73I) N7 A7 x5 —7F (alanine aminotransferase)

AST TANRTXUBT I ) b7 A7 =7 —F (aspartate aminotransferase)
AUC 1L FE R — B HE AR T A (area under the blood concentration—time curve)
BUN 1M pR#FEZEFH (blood urea nitrogen)

Crax T e R

CT a Yo — A WERR (computed tomography)

CYP v k7 @ A P450 (Cytochrome P450)

DHFR 2 KFZBEERRE LS (dihydrofolate reductase)

INN WHO D EEE—#%4 (International Nonproprietary Name)

TUPAC EESMIER L OUsH{EZ2E A (International Union of Pure and Applied Chemistry)
JAN = 3 A R A S B ek D — KR4 PR (Japanese Accepted Name)

LDH AEelikEREZE (Lactate Dehydrogenase)

MTX A K kL FH—h (Methotrexate, )

PTP press through pack

RA BEET Y v~ (rheumatoid arthritis)

RMP EHE Y 2 7 EHEH (risk management plan)

ST ANT 7 A RNFH =) N A RNTY L

Ty A

Thax e v 1L B R

USAN KEO—fHI4 PR (US Adopted Name)




I. BiZICEI 5IEE

1. BAROER®R

AR RUFEY— bk MX) FERAHEIIETH Y | & <O A FEMEEEOREICAEHI N TE 7,
D%, ARIIIBEY v~F RA) IZHTHEMMEDNHER S-S, BIERNSRE LI-7-0 RATRERE L L
TR SN D> 72, 1980 4ERIZA D | Hoffmeister 512X 0 MTX O &M REIENSBIWER 2 B8 T,
RABEIZCHOAHTH S E@E SN TURE, HHRASETCHEHEIND LIk oT,

BREIE (BR) 1 XA FL— FEE 2mg (BA K b LV — ME2mg [HWDA) ) ZHEIFRAT & 5EAI L L CRA
{EZ4T\V, 2004 4F 2 H 5 BICHEARBRENRFRICE 7=, 200849 H 24 Bz, [REEVEIR & £F 5 BAEMER M
BARIR ) O%hee - W%, HE - HEOB, 201142 A 23 HiZ, (&Y v~F) OhEe - 2%, Hik -
FHEO—HERENAR I NIz, 201548 AIZiX, 2 REIE NS H DA RIEA~MCHELBEL, 2016 41 H
ZiE, BLEIRGEARGR A S KRB D & D A BRIk S Aufz, 201946 H 26 HIZIE, [RPDEECTHEAR
Foyip ke | TBIEVEMERIEE. MRVEMEEIRE, ROREMERLRORE | O%hEE - BV, AL - HEoBMmo—
ERETE AR ST,

¥, A ML— MNE 2mg 1 TR B R E IR OIRGE4 O— R FR~DETILR 5 R HTHUAR RS O
BT HOWT) CERRL 29 48 6 30 H EBHRIE 0630 45 1 5/ 3ASKEIE 0630 45 5 5+ F-AZ22%6 0630 25 1
FNCHASE, 2019412 A 27T HIZA N hLF¥— hE2mg (A & L TIRGEA ZEE L CORRE IS
L. 2020 4E 6 A 19 B IZHEAMEENH S iz,

F72, 2024 41 HIT, 5412 A 22 B OEA BB EERERLFEEHERE, ERZ2RRE
WENZEES &, B8 - R0 5 b TBEEVEMETEE) % [FRerERIsis) ICEH L,

2. HEOABERPNEE

1L AANZA R PLEY— &2 18RI 2mg HTHHY U ~FHITH S ([IV.2. WHOMAL) DES
)

2. WEFEZ, BHEMXEEETHS ((TV.3. HEEAVTHE] O0ESHR) |

3. ERZREWERE LT, vavy, 7FH 74 7%v—, B, BYE, 5%, BUERFR, IFRE.
SRR R RMEBEIE, BEIER T oo T — MMM, MRRMERE. MaoK. ThERIEER R AT Rl A E
(Toxic Epidermal Necrolysis : TEN) . ZJEKLIEARGEMERE (Stevens—Johnson JEMERE) . Hf A5
PR BEFEMERGA . BER . BHLERE. INAE (BEMEZ & L) | EITHZEERERME (PML) 2 5o
N5ZENRHL (VLS. (1) ERZREWEM L WER) OHEBR)

3. BlAaSH R
L AFEA N eI —b2EATL8ERATHDS (TIV. 1. (DATEOKE] OEZHR),
2. ABITEMA gERITH L ([IV. 1. AIJE) OEBH)

4. BEFERAICEALTAMT RSN
WIEM AT 2 &M, R HHEET A FT7 4 %
RMP
BIOY A7 FMETEB) & U TERR S LTV D B
e HEET A RT A v
{5838 FF L oD B 7 T T

2| 2| 2| b ﬁJF
SRR

(2024 4= 2 A 26 HKH)



I. IR 5EHA

5. REBEEHERUFE - A LOHFIBREE
(1) REBEH
EARRANA

(2) FilE - ERLOKIRER
Y L

6. RMPOHE
FZM L2 (RMPEERTEMN)



I. &/FICEI SHEE

1. lRF%E4R
(1) %
AR R LxY— N EE 2mg (I

(2) #4

methotrexate tablets 2mg [AYUMI]

Q) BFDHE
BEERMORTEAmATE (A AR (GE) +RBS) ICLhama L,

2. —fg4&
(1) B (Hax)
ARMRMLFEHF—K (JAN)

(2 #4 (Wa%)
Methotrexate (J AN, INN. USAN)

(3) RTFL (stem)
HERRFELUR (REFEHIEE)  © —trexate

3. BERXNITRMEX

MNH

SON
|
'-I.N)Q‘% M,-f CH:

N

4. HFRRUSFE
éj\%ft : C20H22N805
Sy : 454. 44

5. L& (X)) XEXE
M{4-[ (2, 4-Diaminopteridin—6-ylmethyl) (methyl)aminolbenzoyl}-L-glutamic acid (IUPAC)

6. {ERA. A, KBS,
= : MTX
%5 : DE-091

58S



. ARSI HEE

1.
(1)

(2)

)

(4)

(®)

(6)

o)

ML FHEE
547 - R
EROOFERIEOMETH D, AR L > ThaIZZT DY,

AR
B UASETIZKLK, K, TER=RU L, =H 7 —)b (95) IV TFAz—TNIEEALY
W7, FAKEET b U v KGRI SUIATIREE T R U v AR ICIET D Y,

BiEHE
BT L

BA (SRR . AR BEXR
MR L

e B
BT L

SRR
MR L

ZT DD E I REE
WIABRRIER © Amax : 242nm 2 (Y 306nm £13F (0. lmol/L EFEIAHE) )
W%EEFHS M Az42nm//4306nm : ﬂ(‘\/] 0.9 v

. ARG DEREGTICE T IRES

RO Rl | RIE o
S AV
T
B TITAF Ik, N KT A
A7 25°C. 60%RH 5 ‘
RIRAFRER & T T ETsagosE G, ar

TITAF Ik, IR T L

. AWM ORBRARE, EBE

flesRatER

(1) A5 Img % 0. lmol/L HEEEERWE 100mL 1ZIED L7-HRICD & . ARG EE (2.24) 1Tk b

WL ALY MV EBIEL, REFEDART MLV ERBDOBMART FVITA B R L4 — %
S OWTRBRIZEBE L TH LN AT ML Z T 5 & &, MED ALY FViLE—FEED
& 2 AIZRIBED IREE DWLIR 2786 5,

(2) REZHOE, RO AT MARERE (2.25) ORI Y U LFEANEIC XV EBREZITV, A

DALY "ML ERFEDOBRANRY bV IEA B b LFP— MEEFDOZART MLEHET D L&,
WH DAY S EE—EE D & Z AIZFRIEEDIRE DWIN & 78D 5,



0. A4 5 HHE

TR

AR OA b b LY — MERERLF 26mg T OZKFEICEY | TN TN 2 BEMHICEE ) L, IEAEIC 250mL
L L. ROBHAIR OBEMERI L T %, SRR OBEHEI 10 L Fo% EREC & 0 | WOSMTIR
fkrm~ 777 4— (2.00) ICEYVRBREIT, ZRZADED A b b LFY— hOE—2 EHE A
KO As 2 ET D

AN BRLEH—1 (CalloNsOs) DE: (mg) = M X A/ A
Mo AR LA N %Y — MEELOFFRE (ng)



V. ®%I|ICR§d HIEH

1. %R
(1) FFRORXZ
BEH REE

(2) HWANDIMRERUHER

* = |
B |
£ 12mm 4G4 5. bmm E X 4mm ) 250mg
PR R HEIZEIRRO B 218G DR MO FbE

() #Ala—F
FRERNL ¢ BERFRAE  MTX () . 2mg (BE)

(4) WA OME

ZUER R L
(5) £t
ML
2. BANDOHER
(1) AR (GEERSD) OSERUFEMY
%) LgEF B A B RLFH—hK 2. 0mg
WO Z b, AT TV By s x v U A KEHREE ReXx o
wAng DELELO—ZA hTEDaLFLF L AW, B Foky
A =0 A = B S

2) BRAESORE
L L7

Q) RE
A% L7220

3. BRBRADHEBRRUVERE
L

4. 7t
A% L7220

5. BAT SR DH S HE M
BUKIRFAG D I3 AL RITZED HILTUVRUD,



V. BHICRE9 5 5A

. BFIOBEREGTICETHARER
RHAORATRER - B

FRBR DS PRAFRAT: PRAF I FH] RIFTERE TS
R R A7 AR 256°C. 60%RH 34 AR & [FER DTERE Pk
PIIBCEEN 7S 40°C. 75%RH 6 f& 1 A& B & [RIER DT RE Pk

ABRIEHE PRI WHIER, SR

TR B D2 E MR ¥

PRAFRA: PRAr RAFIERE it
B 40°C 3 f& H H T A bl L
i E 30°C. 75%RH 3 & H T AgE AR HE 102—37N
b 10001001x 8 1 Ty—1 a4 98.5—94. 3%

ABRIEE - AMBL, B, AR, B

5y Bt DL EMEER

PRAFERAE PRATI PRAFIERE TS
30°C. 75%RH 6 & H H T AR Bk iz

ABRIEE - AMBL. B, IR

. AEERVERRORELE
M LA

. eFIEDESELE (MEBIEFMEL)

M ER L
. A%
FikE - HRREHERBRE O Rk)
5
AR 4EtE [Al#A% (rmp) ARBR ORERE & &

1 X RLE 50 pH 1.2 (HJFAREERBRO 1K) 900mL
2 2RV 50 pH 5.5 (7= McIlvaine $Zf#i%) 900mL
3 23 RV 50 pH 6.8 (HJRAAEERBROE 2 1K) 900mL
4 2RV 50 7K 900mL
5 X RViE 100 pH 6.8 (HJEAREEREROL 2 %) 900mL

R S

AR Z T 2T X CORBEMICRBW T, BEERE (Yo~ Ly 7 2987 &)L 2mg) X 15 43T
85%LL FIH L TRY , HBREA (A M MLV —FE2ng [HWDAH] ) b 154 THH 85%LL R L
TN EMn, EAERE L RBRRA L OREZEEIRS L HE LEZ Y,



V. BGICRE9 5 HA

pH1. 2 GRERZME 1) (2B 5 s H thir

60.0 |

L R

400 |

200 |

0.0
0

20 40 60 80
EEERDEMG)

100 120

pH6. 8 GREAZA: 3) 1281 2 Fis i dh#

1200 |
000 00 ee——A---- —~a
80.0
: N=12
=
4 600
=
400 —s—JENn
-+ - HEBEH
20.0
0-0 1 . — R [ R ————
0 10 20 30 40 50
BRI IEER(5)
pH6.8 GRERG:M:5) (21T B ¥yt dhi
1200 T
1000 & ——A--bk---———-- === 3
b4 800 &
) N=12
B L
w 600
- ';
400 - —s—@REA |
|
| - -RBEM |
20.0 |
0.0 .
(] 10 20 30 40
BB R EN5)

10. &3 - 2%
(1) FEADELGER - QK. NEIAFKREER - ARICHT HER
L

(2 af

48 82 [6 2 (PTP) X 8]
240 £& [6 & (PTP) X40]

pH5. 5 GRERZAE 2) (2B 5 ER H i)

W E T

1200 |

1000 |

800 |

600 |

400 |

200 |

0.0

- - RREH

0

10 20 30 40
BRRIRRE(5)

K GRERGA: 4) (2381 2 Ftai Hi i

&

10 20 30 40
BB ERR M)



&)

(4)

11.

12.

FTHREE
M L

BROME

PTP: RY Fubt’Lry, FILI=7A
REAEFEAM (—) AR TFar’ Ly
N R:R) el

AREH SN DIEME
AR

E Dt
LR

V. SANCEE4 5 HHE



V. AEICE89 HIEH
1. FIBRERIIZhER

(1)

(2)

OB&i Y v~F

O JRy TR L CROVRA A 57 70 T 5 MR RE
ORCHEERIEN S . I VERCRE, SLREMERT HOE
O BHHTREIR 2 £ 5 A A Re s MBI %

. PEXEHRICEEYT HEE

5. MEXITHRICEHET HFE
(BARETHRF A LGSEMLE. CETESL. RESEE. STEEIRE)
LUF oW ailo BB CREGT 52 L,
« 2T A FARAIETHARRPEONT FENARRERO 10%LL EIZ M SEH
- BHAMEORZ . BEEIR SUIRE 2 AT 5 B

(fFa)
FREFKMOEBEFRLCHEOET, pRESREMN L OIEHELE L TR L,

RERUVAER

RERUVAEDMER

(g1 o< F. BRMEETURT TR LSENE. EMEE X, REMEZE. EEIRE)
WE, 1 EBEMNOBRGEEZ A M ML —FE L Tomg & L, 1 BREHEMNOBEEEZ 1 B30T 2~3 [A]
WZHBEILTRARET 5, HFILTRET 256, #1E0L 2 B BIZT T 12 FEERERE CRE7T 5, 1
[0 2 BB G OEEITFEY © 6 B, 3 BISEEREGDOGAIFEZY © 5 AMIIKREST 5, Zhzx 1
BEZ &k KT,

¥, BEOFH, ER, BB RN T 5 ROSFITS U CEEHEMT 223, 1 EMRM oG &
LT lbmg iz 720K 1295,

(BAETRER Z 13 5 EE MR R X)

W, 1 EBEML O EREEZ A ML XY — & LT 4~10mg/n’ & L, 1 BB OF G &4 1[5 XE 2
~3ENCHEILCROKE T 5, HEILCTEET L5, IR D 2 H B2 T 12 Kl c& 59
Do 1EIXIE 2 [E4yEHG5-OBAI135% 0 o 6 BiE., 3 ESEFRGOBAITEY O 5 BEIMMAET 5, Zh
Z 1AM I &k kT,

7e¥. BEOEE, GER, AEMEROARFN ST 2 BOGEIDIG U CTHEEEBT 5,

RERUAROREREE - i
MR L

. AERUVAEICEET 53R

1. BERUVRAEICEET 5FE

(B U< F. BAABRETCHRF A LSEME. ZEEEEHR. BEME. EMKRAE)
4~8 WM FEE L THHORENESNRWVEAITIEA P ML — & LT 1[E 2~4mg T O &
T 5, WETIANE, BEORRELZ F0ICHE L, HEO S EEICHBT5 2 L,

(fiEgn)
PHRHIEHIM ., IR A 07256 0 1 Rl O EiER L OO BE OREHRICET 2 EE 2R L
77

10



V. GRICET HEHA

5. ERERARAR
(1) BERT—%/8yr—
LR L

(2) EREREERR
AR L

(3) RERGRRHR
AR L

(4) REERISER
1) BRI
EINFE 46 fifigk CTHM S 4u7= 204 BIOBEET U v~ FBE T 5 WK R A Tk, Rk
FE DR RIS 150 10> 5 5 émg/ M 5-#E T, £ OUGER CGEIUE & PEESGE) 1E, 60.4% (32/53
Bl) Thotz, BIVERAFRBLIRIL, 17.6% (12/68 f5]) TH 0 | ERARRAM R R ELHIL 23. 8% (15/63 1)
ThHo72%

2) REMUHR
M ER e L

(5) B% - HEHBR
AR L

(6) afRpgfEF
1) SERAMEHAE (—REARKAZ FEEARRAEZ EARBLERRE) . MERTERT 54—
ARE. HERTRERSEBROAR

[ EFERARERAE] "

AR B %%)?v% Zxf L, 8mg/B A A2 TAFINE G S NG5O EMOFEHERETICEKT
BIWERRBLRIL, BRI EL RITT EEZ LN EROER, AMEDHERE

%H%&ﬁéo

AT | R ER U K D i & BLEAESE

SE 51145 AT AR K 479 il

FEHTERIMEBIEL - 12

FEAT X SUEBIEL < 467 1] (24 R B EGAERE 467 B, 52 I GAEFIEL 83 1)

AT IR 201145 A ~2013 4% 10 H

BRI | OFEBEE 20 24 B (24 B8R 5-5EH])

QEFRODH b, 52 WEHIZERTIIg| fiE 52 1 F ThHkke (52 M [H & 5 H1)

7 et BIVEM

M E | A FHAPALARTE ORRRIHMIE E (MBI, FEARBIMI k. VAS, ESR. CRP) @

Hets, B BIEEIR 500 DAS28 (ESR) . DAS28 (CRP) . 7 & UM BATHENMEH]E D

HeRs
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V.

o)

1BRRICBE T 5 HA

7z etk

BV TP - 24 TABIET T B EIWERFRBLERIL 20. 6% (96/467 i) T, IFIHIE R[S 7. 5% (35/467
m)ﬂm%ﬁ< W TERIRFRAS 6.6% (31/467 f) | FEYYER KL OVEAEHRIE 3. 6%
(17/467 5) | Bk 2. 1% (10/467 #1) | PR gR, MR J OMiERRmE s 1. 1% (5/467
) ETholz, £z, EEREWEHORBLIIL 2. 4% (11/467 ffi)) T, EYYEI X
OVFAERIE 1.3% (6/467 ) b m< . IROWTHERER, MZlds L OWERRRES 0. 4%
(2/467 ) T o7z, 52 WBLIZB T HEIEHAFRBLRIL 34.9% (29/83 ) T, JIF
JEIERREE 13.3% (11/83 #) b m <. RO CHEIRMBA 12. 0% (10/83 #1) | &Y
JEFR L OV BAE 9. 6% (8/83 f51]) | HAGKEE 3. 6% (3/83 ) . FEkaR. Mzlis LY
HEPRPESE 2. 4% (2/83 ) ECTh -7z, £, EEREWERAORIEKIT 7.2% (6/83
B | EYYER X O BE 3. 6% (3/83 #) Ak bE <. RV TTRERER, Rl X
OERREE 2. 4% (2/83 1)) Tdh - 7-,

A

-FF%%& JEARRE SN %L, VAS, ESR, CRP OHERIZB W T, FHEBIMARTD 52 3 %
T, DAS28 L [rlkk, AFID @ HER 5 X 0k 2K TR b,

- 24 BBIET I 1T 5 DAS28 (ESR) . DAS28 (CRP) DHERMIX., Wb A BAE 4 8%
L VIKT 2D AL, DAS28 (ESR) 1%, FHABALART 4. 32 225 24 % 3. 34 ~, DAS28
Kmmbi\&77ﬁﬁ5284f%0ﬁ PR T AERD ST (P<0.001: S0 H D ¢
TE) . 52 WEIEITH W CH[REIERIC, FAERLE 4 % L VKT8 541, DAS28 (ESR)
1%, FHABHAART 4. 19 225 52 1% 2. 71 ~, DAS28 (CRP) 1%, 3.51 7225 2. 17 ~DA
BERIETHARD b (P<0.001 : a0 dH 5 t BE) .

- AP A 24 W OTARFS X UMK BTEBEIMEOEIS 1L, DAS28 (ESR) 725 44. 1% (112/254
f5) . DAS28 (CRP) 1% 49.3% (146/296 fiil) TdH-7-, [24 H@#EI%]

FRHATBRAA 52 1% O AR RS I OMKE BIEENME O EIA1X, DAS28 (ESR) 2% 73.9% (34/46
i) . DAS28 (CRP) 1% 70.0% (35/50 f5il) Td-7-, [52 ME%]

2) ZBFEUHELTRETEOABXIEE L-HE - SEROBE

201148 2 [ 23 HIZ, 16mg/i %z LR &9 2% ML - M EORUENTEARRFEH A E AR (LIF,
BAGR]) SHTBR LUR OEGRERMEN T STz,

TGRS >
Kﬂ@@mg@&ﬁﬂiUE%@ﬁ%mﬁ%@%ﬁﬁﬁﬁ%m¢é%%hﬁ%é:kﬂE\ﬁ@#o
B AR AN e 9, 1l DA S = D Rk o RS BN

RS IS x| B v~ FITR L, wyL%ﬁifﬁﬂﬁ&ﬁéhtﬂé®ﬁﬁ®ﬁm£
RETFICBIT DREIERIBIRI., eI EE MIETEEZ 0N EROER, A omkiRg %
BILZ, 2011 A2 5 H L 0 ReE i a4 & 560 L 7=,

WICE T D EEOR R, B S TH 2RSS LE 2R REITFR D ST, KR 27 &
S, BEAEGEAIES - AEEARERLFEEE R (L 29 427 A 28 BAFFBEHLE) 2k v, &
PR RER S T,

(V5. (6) 1) AR (e ki, FrE i, MM p i Ar) | hd
WRIER T — Z N— A A, WERGERERABRONE) OHSH
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VI. ZEMNEEICET HIEHE

1. EBEZFHICEAEDHSHLEVMRITILEME
TI)TT UK ERE, RV TR LA (aAfaR) AT L)
A FRAIGR
TR OB (LG DORIEE - 2IRFIL, BHOBRMNLEEZSRT L2 L,

2. FEEA

(1) YEFEEL - EAREF
AN R UFxY— NMIPUREA, U o RERMEE, MAE R4, WA RIETL~OMFREREE, 1%
—naAFo-1 L aT AP —¥EAZINHETLZEICEY, BV v~ FEOFEHMAERTEIES Y

~16)
o

(2) EHEEMNTIHABREE

Sy MM R ETILICH T BES

a7 —FUBEREBELZT v MZA M FLUFH— 1 0.05 KO0, Img/kg/ H X% 0. 6~1. 2mg/kg/il
(B [al/M) KEROEE Lzl 2 A, HIEMEIRIE], AEEINImE OE, B 72 ER R b
7o Fio, TV NEERO—FETHHIEHEEMNBEBRESREZEELELZT7 Yy MZA ML F
H— bk 0. 125mg/kg/ H & KER O HH- Uiz & 2 A, BIHEIREIER LK OVBBERME S, I,
TVanNy MEEIREERE LTy POFFLERZORIEICKHLTHA M MLUFH—F 0.156~
0. 6mg/kg/¥8 & %\ MF 0. 375mg/kg/3 ¥ D FAERE O 5 THIHI N A b 10 19

(3) {ERSETEM - FARR
MR L
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VI. EYEEICEY 51EHE

(1

(2)

)

(4)

. MpREDHRS

P NT LI
DR L

KRR CHREBIh =M RE

A r ) e kR 2

[ R EIRS DAY FHRIEMHBR T A K742 (1997 45 12 H 22 BEIRESF 487 &, 2001 5 A
31 HIEFRFEEE 786 75) ITHE-> T, EEMRA SN (n=17) IZA b b LY — RE 2mg [HwpA) 15EE Y ¥
~h Lo 2AB T BN 2 1 H7TEL (AFPLFY—1FELT2ng) &, 7O RAA——{EICLDF
NENRERA S IR EERE O &G L ClmiEf A b b LS — MREZHIE L, 55 n7- 8Bk
XT A=K (AUC, Cpax) 1ZDUNT 9O%IE HHIX LI THEFHEMT 21T > 72555, log (0.80) ~1log (1.25)
DOEHFANTH Y, WO FHRSEENHER I N,

HIERT A—H BEINTG A—H
AUCO*&/A Cmax Tmax T1/2
(ng * hr/mL) (ng/mL) (hr) (hr)

A B b UFY— bE 2mg

187.444+46.099 | 65.561+18. 375 0.76=0. 26 2.089+0. 276
[

Vo< bbyZ ATk

5 182.522+37. 105 60.2391£18.113 0.97%x0. 33 2.119%£0. 311
JL2mg (B 7B /LH, 2 mg)

(Mean=*S.D., n=17)

2 )b 2mg(H 7RI

0 I I :I’. I i:i 12 "_??l'h":-

g [i]
I35 R EEAETNE AUC, Can B D87 A — 21, #BRE O, (RO PRI AL - K5 OB &
S TRRDATRENEN D D,

s
RHER R L

2% - FRARKOLE
LB L
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(2)

(1
(2)

)

VIL W EREIZ B9 5 T H

RN/ S A — 5
AT Ak
LB L

O T 5
AR L

HEEETEH
BN B (n=17) AR &2 ZZERHEARR O &5 U7, 1 E L 0.3374+0. 0437Thr ' TH -

7 20) .

GVTFTSVR
M ER e L

HIEH
AR L

F Nt
M ER e L

BRE (KE2L—33Y) B
AT Ak
MR L

KT A— S EHER
AR L

. BRI

HILEN BRI MR SN D NS RICEET 2 LRI RERIC2D Y,

2%
I e — AP 1
AR L

I B AR RS A
AR L

AA~DiTE

<HEANDOT—H >

W1 AR OB RS 1 #] 25 ) (A M h L X% — K% 15mg/m*/H (22.5mg/H) BO#EL
L. s omamat L2 g, sl A b b U — MBEIX, 85 10 BERZ ISR EIRE 5.0X 10
M %2R LTm, e iys P 3% 5 6 REf412 1.8 X 10 M AL, A b kL33 — kO B340
WA HIMIETREDOR 1/12 LT Th-o72, A b bLF¥— 5% 12 B E TOHAIF~DA F b L
XY — FOSWEIT0.32u g LRETHEZBVAH T ~OBITHRRD SN Y,
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VIL Yy EhigIc B4 5 H A

(4) HWENDBITHE
AR L

5) ZOHOMER~DBITHE
FrMnEkpiRE
<SEADT—4 >
BINCDIZ0 A N R LY — b &VE) 12 4ng/1 [/08 (7.5 X 15me/1 [H1/38) PARL TV 5D &
~FREORMIEKP DO A N M FP— MREZMIEFTRECETICL200LLT, RO&KE 9 HEET
0.05~0. 34 u M OFIFATIFIF —ElAE R L2,

(6) MPEOHAE
50% 1)

6. Kt

(1) REHEBEIR UK BEHER
EHNTIELEAERBEIZTRVWEEZLOND, & FTEIF7 VT & FRLBEROERICLY 7-
hydroxymethotrexate N4 IILD T ENFEH SN TS, FBHNBEBOIEAHICEL Y A b hLSxH
— NE—F 2, 4-diamino-M'-methylpteroate [ZZEH L. SA EFICHE S A D

(2) REIPI5ETIEBEE (CYPHE) ONFE. 5%
M ER e L

() DEBEHROETRRVEOHE
MR L

@) REMOEFMEOERRUEM(, FHELE
MR L

7. e
FRA ROV Af D

<HEANDF —Z >
FEWMAREEF 2 H-2A F F L — % 0. Img/kg BOHRE LD A N LFd— soIgE
BEITRFCH Y, BEEREPPEIR L OCREE PRI ZNZN 69. 5%, 8% Th-o72 2,

8. FSURR—E2—ICET 51ER
UERR L

9. BRHICKEKRERE
RMER R L

10. HEOKBEET S5%
AR L

11. &0t
R L
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WP SO L 7= S hh & e L CRERT 22 L,

1.3 RFNOEHIZE LT, BEITK L TARAOBERIESAA OG- N EMEICHZ 5 Z &2+
L7, BENHM LI L2 L) 2 CREEBATHZ &

1.42!&3%@?&# TEELTIE. BWEH OFHEOREMEICOWTEREIC FOMM S, TR OERINERD
ONTEGAICIIEDICEKZ T AL EEE G252
%ﬁ\wm IR [R5 D FR gtk . DN, BEUK [8.4, 8.6, 8.7 ]

LS EANEMRICHI 2 ERIERAR#RS H b, BIENICHBE T2 2 R3b 50T, EHITEE

W

lluﬁ

1.
1.

24795 2 &,

1.6 BHEEENMK T L TV D EAIC @%Wﬁ<%%bﬂé LB DT AN GBI K O
#¢@%%%@E%ﬁ?&&\%ﬁ®hm TRETLZ L

(figan)

1.1 JYE, s, mEfEEEOEERE] 1”Eﬂﬂ7bx$&ﬁtéhfk 0. ZAHORWERIZ LY Sk
WA EDAREMEN B D, £ DT, BARFICHDICHE TE EREER TH Y . 1o, KAILD
ﬁﬁ%%@%ﬁ_0%T+Aﬁﬂﬁ&%%%%0E%@%&Tﬁ%éhé_&ﬂbgﬁﬁélk

HRLE L7,

1.2 [BVEVERIZ ., MARAHEES OEENRE SN TEY ., ZLDORIEMRIC L v Bmifiz -85
AREMER B B, MiEEO B3R, EEA IO, MRARIZHEE L7-ERE BE L TEHRT5
TEBMBETHDL I EDLREHE LT,

1.3 BGBIAATZ BH (AR OfERMESC AR OG- RN EMRIC D25 2 LEOBRAZITV, BEIC+5
B SE ) A TREGZHBTL BN ETH DL Z &b LT,

1.4 BIEHOEREMIFE R, E%ﬂ:%ﬁ:@t&b B ICEVEH OB O REME 2+ B S8, BIER
HHAER D FRD G256, BEHICEMEZIZEFEMCEZE I EL I ENNETH D Z LR
L7,

L5 AFNIEMICERE SN Z e PRIN, BERANEBS H ooy EHET 2 £ Tk A2 24
DREREMENRH D Z L HREHE LT,

1.6 A~ bFLX®H—bOFHERHREIZRT TH Y . BHREIMET LTS BE TIEIAF O L Jr B
NEL 720, BWERANBRS XD Z L Nd D, BEMMEDOT- D, HEHT « 50 BEOMERN
BEETHAHI EnHc#H L,

2. ERABTLEZDER

.22 (ROBHBIZIEHELAWLI L)
2.1 {0 SUTIEIR L CW D A[REME D B 5 &tk [9.5 B ]

17



VI

et (N EoEES) IS 5HA

2. 2 RFND % LiBEUE OBEERE O & 5 BHE

2.3 BHE O 5 BE [FHNH A EEISELIBE RS 5, ]

2. 4 BMEAFREBOH BB [9.3. 1 ]

2.5 BMEOH HEE [9.2 58]

2.6 3L [9.6 ]

2.7k, MEKEDHHEE Mk, BASECEMFE L CHEENEBRIND Z L0855, ]
2. 8 {REMEREE O BE DEREZEBbsE 282 0ndb 5, |
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F7-. BEENDDIBEE. BYYESLCIIKIEELOBEELRBWERORBREZHST LN H 5, i
ST, BEEOHDEFIIAMEERGTH L ERRANEARO DN IBZENRHLHDT, Zhb
DEFITIFTHEG LN &,
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2.7 fuk, MEAKRFEICRYIMITE L TEEPHEBINDIBENRH LD T, 6 0OEFITITRE L
Z &,

2.8 IERAZEALSHLIBENDRHHDT, ZNOOBEIZIIHRE LN &,
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8. 5 ARHIF 5T Henr o TREZICEAT 2+ 70 R KOs X SRR ARl Nz | A v & —7 = v -y i
B SULY V7 U RS ZATV, EEE CT MES 2179 Z LIc kv, RO %4
ERT 22 &, MEOBEREA R T 256 K OEZEER RO D HEITIL, fZOBERBRD
HAHEMICHERT D22 &, UTOWT A0 BFITIE, FHIE UTARR OB AT #E 8] 2 Hrisiz
Wrkh+5Z &,

- S EG AR A CRIB RS A BT 2l E S bR a2 AT 5 R

- FEEEOIRRIE (MisME A 5Te) 28T 588

A U E =Tz a -y TR Y L7 ) RIS EORAEIC LY BEEYES R  Rbhihvb
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i
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H i A
HL[E D SPC 4.3 Contraindications
(20237 H) - Pregnancy and breast-feeding (see section 4.6)

4.6 Fertility, pregnancy and lactation
Pregnancy
Methotrexate is contra—-indicated during pregnhancy in non—-oncological

indications (see section 4.3)

If pregnancy occurs during treatment with methotrexate and up to six months

thereafter, medical advice should be given regarding the risk of harmful
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effects on the child associated with treatment and ultrasonography

examinations should be performed to confirm normal foetal development.

In animal studies, methotrexate has shown reproductive toxicity, especially
during the first trimester (see section 5.3). Methotrexate has been shown to
be teratogenic to humans; it has been reported to cause foetal death,
miscarriages and/or congenital abnormalities (e.g. craniofacial,

cardiovascular, central nervous system and extremity-related)

Methotrexate is a powerful human teratogen, with an increased risk of
spontaneous abortions, intrauterine growth restriction and congenital

malformations in case of exposure during pregnancy.

Spontaneous abortions have been reported in 42.5% of preghant women exposed to
low—dose methotrexate treatment (less than 30 mg/week), compared to a reported
rate of 22.5% in disease—matched patients treated with drugs other than

methotrexate.

Major birth defects occurred in 6.6% of live births in women exposed to low—
dose methotrexate treatment (less than 30 mg/week) during pregnancy, compared
to approximately 4% of live births in in disease—matched patients treated with

drugs other than methotrexate

Insufficient data is available for methotrexate exposure during pregnancy
higher than 30 mg/week, but higher rates of spontaneous abortions and
congenital malformations are expected, in particular at doses commonly used in

oncologic indications

When methotrexate was discontinued prior to conception, normal pregnancies

have been reported.

When used in oncological indications, methotrexate should not be administered
during pregnancy in particular during the first trimester of pregnancy. In
each individual case the benefit of treatment must be weighed up against the
possible risk to the foetus. If the drug is used during pregnancy or if the
patient becomes pregnant while taking methotrexate, the patient should be

informed of the potential risk to the foetus

Breast—feeding

Patients should not breast feed whilst taking methotrexate

Fertility
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Methotrexate affects spermatogenesis and oogenesis and may decrease fertility.
In humans, Methotrexate has been reported to cause oligospermia, menstrual
dysfunction and amenorrhoea. These effects appear to be reversible after

discontinuation of therapy in most cases

In oncologic indications, women who are planning to become pregnant are

advised to consult a genetic counselling centre, if possible, prior to therapy
and men should seek advice about the possibility of sperm preservation before
starting therapy as methotrexate can be genotoxic at higher doses (see section

4.4).

Women of childbearing potential/Contraception in females

Women must not get pregnant during methotrexate therapy, and effective
contraception must be used during treatment with methotrexate and at least 6
months thereafter (see section 4.4). Prior to initiating therapy, women of
childbearing potential must be informed of the risk of malformations
associated with methotrexate and any existing pregnancy must be excluded with
certainty by taking appropriate measures, e.g. a pregnancy test. During
treatment pregnancy tests should be repeated as clinically required (e.g.
after any gap of contraception). Female patients of reproductive potential

must be counselled regarding pregnancy prevention and planning

Contraception in males

It is not known if methotrexate is present in semen. Methotrexate has been
shown to be genotoxic in animal studies, such that the risk of genotoxic
effects on sperm cells cannot completely be excluded. Limited clinical
evidence does not indicate an increased risk of malformations or miscarriage
following paternal exposure to low—dose methotrexate (less than 30 mg/week).
For higher doses, there is insufficient data to estimate the risks of

malformations or miscarriage following paternal exposure

As precautionary measures, sexually active male patients or their female
partners are recommended to use reliable contraception during treatment of the
male patient and for at least 3 months after cessation of methotrexate. Men
should not donate semen during therapy or for 3 months following

discontinuation of methotrexate

H i W&
A=A KTV 3D
7 45 ¥A (ADEC) D : Cytotoxic agents can produce spontaneous abortion, fetal loss and birth

defects.

<https://www. tga.

gov. au/prescribing—medicines—pregnancy—-databaseffsearchname >

(2024/2/26 7 7 & R)
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H g WA

HL[E D SPC 4.2 Posology and method of administration

(202347 H) | Paediatric population
Treatment should follow currently valid protocols for children. Safety and

effectiveness in children have not been established, other than in cancer

chemotherapy.
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