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A 15 HIZARZ IS, 200147 H 6 HICHe A s Lo, (EFIE 481 5 (CERk 1144 H 8 H)
[ZHED E KGRI EE)
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T ANT 7Y VR SE .
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IV ANT 7 U GREE HTANT 7 BV VU GTRRE
20204 7H 9H . .
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(YZ 2V T7 7 U P UIBREE 500mg TR HT /3] 1d, BHET N7 7 — < RS 2 % 5 E 3E
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8 A 17 HITKB A TS, 2020 4 12 A 11 HICHRGEABIA L7, GERFS 1121 2 2 5 (AL 26 4
11 H 21 H) IZ&ESZ&FEHEE)

20224 12 A 1 B, 7V 2L T7 7 U DU 250mg [HHT /Y] KOYZ YV 2ALT7 7)Y
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2. SFOAERFEMREE

(1) BHNE, 7 ALT7 7 BV E GRS ET L5 U~FAITH D,

(2) ERZEWEHE LT, BARNRMRM, JLMERB/E, BEREE, /s, & (EimekeE
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(1) 4 (dAiK)
I AT 7Y Y (JAN)

(2) #8 (®A&K)
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(3) XTL (stem)
PEMEA LA T 2 RA : -sulfa-
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Ay AN CO:H
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4. FRRUNFE
4773 0 CisH14N4O5S
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5. {E%4 (A& XIEXE
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o - # T {0~ TR (O D IR O~ FE I O RGERTE
i T4 haA—TF 4 T T AN AT 4 Tk
. A
404 @/
= | C O
A
% 18.3
R 9.8mm %% mm
% 9.8mm
B 5.7mm 5.2mm
R 390mg 655mg
Al — K
t404 [250me TTH
(PTP) 250me

(3) ®Ala—F
(fv. 1.
(4) HHE DY

(2) WHONB K OPEIR) DTHSM)

(1V. 6. WHIOZFSEM TR 2 ZEN] OEEM)
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%Y LR
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(1) ARRS (FEHERD) OFERVEMA

W 7e4

YIS AN T Y
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(1) hnsaksk
OV IV ANT 7 v UM 2560mg INIG) HEER  40°C - T5%RH [Fi&EEAE - PTP+
RY Tl 8]
ARERIE H PRAFIH
<Hitk > B A IRF 6 7 H
PEIR
< O~ S A D e STERe W
T4V —T T EE>
filesd el
<EBORIS, EVERUG, RN A~ 7 A WA
k>
BB 1] (%) 0 0
T e
() " 99+0%2 98+ 1%2

<95~105% >

K1 FREISHTDEAR (%) X2 PHEEEERZE (SD.)

(2) REIRAFHER
O#H IV ANT 7 B P UNGERE 500mg INIG)  RERGFHER  EiE [ OIIPE | PTP @]

AERTEH = LRAFHM
< Bk > & BH 4 IRE 3 4F
PR
<A~ OO TR A WA Bk
T AN —T T EE>
fifeRd akbR
< BN, EMS, EA A bk Pk

I A~ kL >

B —1E (%) (CAERAERR)

— TEA
<15.0%LL F > A e
T HEEREE 1k (%)

o <120 53, 5% T > A 0.0 0.0
EHEERE 21 (%) A 99.9 97 8
<90 4y, 70%LL E > : :
e (%)

< 95.0~105.0% > A 98.8 98.3
X ForEICKTAEAR (%) —  RBRRFE
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O¥ TV ANT 7 ¥ Y DU 250mg [NIG)  #E64E 40°C [, KA
ERIE H =N A
< JfiKE > e B AhR 3#»A
E27N - ;
- 5 0) R 5 B
T AN T—TF ¢ T EE> E e
WHREBRE 11 (%)
e <120 %5, B%LLIT > 598701 0.0~0.0 0.0~0.1
WS 2 1] (%)
2904y, 85%LI > 598701 103.5~104.9 100.9~102.4
FATH
(%) 598701 100 99.2
(ZE1H)
598701 25.2 29.2
W (kg) 9
OV TV 2NT 7 vV VUM 250meg INIG)  MEAEE  25°C - 75%RH G, B
REATE H =3 PRI
< JfiKE > ke LN 3»H
PELR " .
" 5 D H R & EWR)
<H A~ IS O M 598701 | 4;%1%§~H§j% i | o4 %‘if’%ﬁﬂ;’;’f% o
T AN T—TF ¢ ThE> 5 "t
WA 11 (%)
e <120 4. %L > 598701 0.0~0.0 0.0~0.1
WA 21 (%)
<904y, 85%L 1> 598701 103.5~104.9 99.6~101.5
FATH
%) 598701 100 98.9
(ZE1H)
1 25.2 )
W (kg) 59870 5 21.0
OV T 27 7 B Y U UIBARE 250mg INIG) i gt (KB RG]
RERE H =V Rk &
< HiKE > &5 BRAhHE 60 77 Lx-hr
PELR " .
" 5 D H R & EWR)
<O~ ERE O NGATE 598701 | Jﬁi%éj;ﬁf% P %ﬁ%@ﬂgf% e
T AN T—TF ¢ ThE> s e
WA 11 (%)
_— 21204y, BULIT > 598701 0.0~0.0 0.0~0.0
WHREBREE 21 (%)
<904y, 85%LLL > 598701 103.5~104.9 103.5~105.2
FERATE
(%) 598701 100 100.1
(ZE1H)
W (kg) 598701 25.2 25.3




O¥ TV ANT 7 ¥ U P UEEEE 500mg [NIG)  #E64E 40°C [, Kmss)

BRIE H

e il

<HiE > P AR

34 H

PR I
< B~ BB AR OBV SRS o

T4V —T T EE>

et M O REENE
T AN —T T EE

l—l—li gxm I\‘/’T‘l,‘J—‘ N N
< 120%@?2% ﬁ;u V> 120 3 [H CHAE L7272 72 120 23 FCHAEE L7 o 72
FALEME — -
STERE E A O VA 2N
Hﬂ% itjﬁéﬂo%/z\ﬁlji](f %/) 14’367 ~16’30” 16°06"~1806”
JJ
AR 11 (%)
VI <120 45, B%LLTF > 0.0 0.0~0.0
EHEERE 2 1 (%) N
<90 %5, 85%LL > 97.1 96.6~100.0
LB (o) XK
S (%)
<95.0~105.0% > 100.1 99
HE
@éﬁ?%(ﬂl\?)) 7L 176.8
>

X FRRISHTOEAE (%)

OV TV 2NT 7 Y VU 500meg [NIG)  #AEE  30°C - 75%RH [, B

ABRIE H

el

<Hitk> P AR

34 H

PEIR \
2 7y HE SRS M T O R TE
<H B~ IR EAFE M O NG ST g

T4 —TF T EE>

e tass M ORRENE
T AN T—T T EE

FRIERBREE 1 N N "
SR 7 -l IN S H 7 >
g | <120 T L > 120 SR CHBE L 727> 7. 120 231 THE L7225 7
Eﬁj}%gﬁgﬁ%zﬁgi (,ﬁj\”$¢) ’ 99 ’ v ) 99 ) 2
<60 4y LA > 14’36”~16’30 1700"~1912
TEHRERE 1] (%)
Ve HE <120 43, 5%LLT > 0.0 0.0~0.2
TAHEEREE 2 1 (%) 971 02,8071
<90 %y, 85%LL > : . .
- CAR
S (%)
<95.0~105.0% > 100.1 98.6
(25 1MH)
171.7 183.7
i (N)

X RARICAT 5 AR (%)




OV TV 2NT 7 Y VU 500meg [NIG) AL s [KEAw]
PRERTE H AR B
< K> EEREi 120 /7 Lx-hr
PR . .
. B G FTE DRGEN: NS B O IR TE
< H o~ e arE NI O et L, T e
FAERBREE 1K
B - w7 -
—_— <190 4B CHiEE L 7ol > 120 53 fR THAEE L 72 2o T2 120 73 fi] THAEE L7 o 72
Hﬂ%ﬂiﬁgﬁ% 2 {/ﬁz Cl\”* ) ’ 99 ) 99 B 99 ] 99
<60 LI > 14’36°~16’30 14’367~15’36
TR 11 (%)
—_— <120 45, 5% T > 0.0 0.0~0.1
T HRBRE 21 (%) 971 03.4~99.5
<90 4y, 85%LL > : . .
a8 (%) *
<95.0~105.0%> 100.1 99.1
(25 1H)
171.7 191.9
g (N)

X FRRISHTOEAE (%)

7. REERUVBRRORENE
M L

8. FlLDEEEL (MELFEHEILL)
AR

9. AHM
(1) ¥R

BT ANVT 7 Y U UGEREE 250mg [NIG) OFEHPEIL, BAIEF FAEIE GBS 3 HIZED

HITHBRICHEAE L TS Z ERMERINTWD
(pH1.2 : AREERRBRTESS 1 k2 V., N RLEIC X D 50rpm THBRZ1T9,)
(pH6.8 : pH6.8 U v st iR R & Ay, /S KAEIZE D, 50rpm THREREZ1TH,)

RS
FORE pH BUERFH] R
1.2 120 43 5%LL T
250mg
6.8 90 7> 85%L I




(2) HHER 2

<YSYRLIF7EY DUBBE 250mg NIG] >

BIEILSL DAY TR EMRBR T A K7 A L EO—HMUEICOWT CERL 1345 A 31 H  [EIE
JE 5 786 )

AR AT

PEE QAR
[Al#a 5 K OVRBRIE « 50rpm (pH1.2, pH6.0. pH6.8. /K)

WHEERIE NPk

CHE]
« pH1.2 (50rpm) T, 12001281 DIEHRIIS%LL FTH o7,
« pH6.0 (50rpm) TiX. 1200281 HIRHFIL85% L ETH - 7=,
- pH6.8 (50rpm) TiE. 300 IR HIAHFKIZ8E%LL ETH -T2,
« K (B50rpm) TIL, 36043281 HIEHRIZENLL T TH -T2,

AT EFHOICR T2 7Yy 207 7€) D UGESE  §84] 250mg) OIEMERFITH 5,
(& HH HE A7)
BHE (%) pH1.2 (50rpm} EHE (%) pH6.0 (50rpm)
100 | 100 } ) e o
— S T T REIERE
80 r 80 r 250mg [NIG]
60 60
40 | 40
—_— T UL T T ) U ERIEI250mg
20 ¢ INIG) 20 ¢
0 ooo® & L g ® @ L 2 0 '
0 30 60 90 120 0 30 60 90 120
B () B ()
SEHE (%) pH6.8 (50rpm! SEHHEE (%) 7K (50rpm)
100 | 100 }
—_— T LT T IBEFE250mg
80 r TNIG] 80
60 60
40 | 40
—— T LT T E U LRSS #T250mg
20 r 20 NIG]
0 : 0 Ereoeoe—o—o ® *——o o
0 30 0 90 180 270 360
B () B ()
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<YSYRILI7EYDUBHARLES500mg NIG] >
BIREI T O W FHRIENMERBR T A RFA VEDO—HEIZOWT (ERL 1345 A 31 H B35
FEH 786 B)

RER S
HiE . ARG BEHRBRE S RE
[R5 M OVRBRIE : 50rpm (pH1.2, pH6.0. pH6.8, /K)

CHE]

- pH1.2 (50rpm) Tid, FEAERIHFINN12003 128 1) 2 A HER D 120 I 3R 2 75 71 24 72 B AR
Je 20531288 T ARG O - ER SR I TAE HE LA O IR 3 = 9% O FLFHIZ B - T,

- pH6.0 (50rpm) TiE, HEHERKIN360/712351T 2 VAR D 120D VA3 2 7R3 3718 24 72 R
JORB60471Z 45N T, A O SR H SR AT HE R O SRR 3R = 12% O HiPHIC 8 - 72,

- pH6.8 (50rpm) TiE, FEUERIHFID VAN 40% K N85% T D2REAIZ BT, AL O EHA
FH R R R D SR 3R £ 15% D FEFAI & > 7o,

- 7K (50rpm) TIE, 3605712351 2 A fh D - H = TR VERLA O S ER HHHR = 9% D HEFHIC & - T,

VL b, REOE B 2R (7907 02 EN $E 500mg) & iz L7cfER, 2 TORBRIKIC
BT MREEELOEYFNFRFEERRT A T4 ) OHELREIES LT,

(VA H B AR)
BHE (%) pH1.2 (50rpm) BHE (%) pHB6.0 (50rpm)
100 | 100 |
—_—— S LT 7 S RS EEIS00mg TNIGY —_—— S 2L B D ISEETS00mg TNIGY
80 F & — 74 )L 7« VENET500mg 80 I = & = PHIL T U VENEE500mg
60 | 60 |-
40 | 40
20 | 20 |
0 Al e N =, 0 . . L L
0 30 60 90 120 0 90 180 270 360
BFfE (7 BFfE (7
HHE (%) pHB.8 (50rpm) SEHE (%) 7k (50rpm)
100 | 100 }
_____ —— 3 AL T 7 EY U ISIEFES00mg TNIG)
80 r 80 ' — & — 7H)L 7Y VENEE500mg
60 |- 60 |-
40 40 -

TSR T 7 E Y L BIEEI500mg
TNIGJ 20 |

= o = T 7 .13 ENEE500mg _
' ' ' 0 A A=—R jAS
0 30 60 90 0 90 180 270 360
B (53) B (53)

20

11




10. R - A%

(1) ABRNRELER - A%, NENERLER - QEICHT I1HER
M L

(2) a%

<HSYRILIZ7EN) DUBER 250mg INIG] >
100 & [10 & (PTP) X10]

<HSIYRLT7EN DUBEL 500mg INIG] >
100 &£ [10 &€ (PTP) X10]

(3) PHREE
YL

(4) BHROME

fR5e4 PTP &4k

YIS ANLT 7 EY Yy PTP RV k=T 4V A, TAI=TAGE

JEssE 250mg INIG) |[E'm—:RYFab'L 7 0 /Lh

B ALTFEY Dy .
. PTP : RUME(LE =T VA TAI=ULHE
W EE 500mg TNIG |

1. BIBRHS N SEME
LR L

12. E0Hh
MR L

12



V. ARICEYSEE

1. BREX TR
B U v~

2. PDREXIIHHRICEET HFE
BEINTHZEWN

3. AERUVAE

(1) BERUHEDMRER
RENL., HREIRA2 ETHOREBNEONLWEARIHERAT 2L, #@F, VY7 AL7 7D
DL LTHRA L BELGE 1g 2B KOS B%O 2 A yERE N 595,

(2) AERUVAEBDRERE - B
MR L

4. BARVHEICEHET SEE

7TRZERUVAERICEET 58

74 ARENL, @E 1~2 » ARICHERBOLND DT, BRDENEET L ETIE, /EREVELEL
TV D IERBIRANIAE L COFR T2 Z e E Ly,

7.2 G ClE, A& (0.6g. 1 H 1EL A 8H%) »oEGERGT 272 CBFOREBABIE LN
b, HEICEETHZ L,

7.3 250mg $& & 500mg HE DA LRGN R SN TV eWao, AfFERZThbiRnz &,

(fi#3)

7.1 A#iX DMARDs IZJ& 3 %, DMARDs 13RO BUCKRM A Z L, 8% 1~2 » A% HIKREIC
PRDBBNTL 2OR—ETH D, 16> T, RKFIOHFEREILE TOM, JEIH OB, FLREERO
TDICHREIRA Z T2 2 ENEE LW Enbid#i Lz,

72 VENOEEEZETHZ L L LIcOE, WEERORIERIIHRKFEERH D EEZ b, £
TSN LI LSRR O RIVERER O 72 DI LA L > TN D7D Th Y | I BHEL L LIZDiX
B v~ FOEERDO—2THD [HOZDITY ] 2ZE LD THD.

5. BRERAEE

(1) BERT—E21Rv 45—
REERR L

(2) ERERZFEEFER
FEERR L

(3) RERGRFEHR
RH R L

13



(4) BRELRIEAER

1) BRI
1711 ERE THEBEKRER (CEERLEHR)
TRk E LSk — EERIILEGRBR B ) v~ FEE 199 i (7T B AREE - 100 f,
1g #f 0 99 f5l) THEM 4L, TOIRFERBIIRDO LB TH D,
A& B UG G SUER])

e DR K0 el . ER
U= RE Ak &t ™
UE U Bk ik (%)
7T R 9 7 14 31 8 1 1 71 22.5
PF 2T 7
v Y U BR SE P<0.001
15 20 16 12 3 0 0 66 53.0
500mg
(1g #)

%) HMRE. Scheffé DL EMLIINE : EHRIT [&E) Mk
(AFIOREROCHETH D 1g/H OREE D Hai#)
1g BECTORMWEAIZ, 96 iIFF 21 i (21.9%) (2 30 3B L 7=, EREIERIZ. B3 « EIEHHE -
B 7. BRI - HEES M, BB - B - BB AHETH oY,

2) ReMHER

17.1.2 BN IHEEBRER (RPREHR)
B o~FHREF 16 HEdRE L, 3TV 207 7 E U PUMGREE 500megl H 288 (7Y A1

77UV E LT 1) EHAWEEER SRRV T, R GIER 116 17 94 ] (81.0%) A
24 AL ERGREETH D | 80 #l (69.0%) 28 52 WD G252 T L, BN-EEENRO LT,
T AN —OIEEMFESIT G- 4 1% L 0 B G BGRNCH LA B R W EE R L, 52 BZICB VLT
HERNROEFREIFRD b7,
RITERIE, 112 57 34 6] (30.4%) |2 55 H3BL L7z, FRBIERIL, R85 - K25 - 32 14 1, &
FERK « DA 4, TeipoE 34, BECRIR 34, JEIR - B - < A3 HHETH -7 9,

(5) BE - WEBAHHR
MR L

(6) AERMfEMA

1) ERABERE (—REARERE. FEMAMERE. FARBLERAR). RHiElk

—RRE. WERTREBRAROAE
MEERR L
2) RREAFH L LTEBFEORNBXIIEE L-RE - KEBROBE
RPN
(7) £t
Y L7R0

i

Jﬁﬁ"—’;"’*

\&
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VI. EHEBICEYTSEE

1. EEPFMICEHEHSLEYMXIELEYE
LY v~ TF Al (emis)
TR BEEOH D LEMOREE « DIRFEL, KIOBMNLELZSZRT 5 &,

2. REHH
(1) YERERLL - 1R
THlE, ~7e7ry—UIZEHL, 20N L0 A M A > (IL-1, 2 KO 6) FEAZ Ml
L. BV v~ FBEORE RPUREARZ I T 5, S B, MBI OTEE Lo R IE MM AL D=
LRI L, »OZIEEZ A MEROIEWRERELELIHT 5, ZAbo—EOEMICEY | B v~
FEEOESICR T HRIERRZIH L, FL) v~TFIERZRT b0 LEZBND,
(2) EpEEMITLHBRBE
18.2 fn') U< FIEMH
TVanNy MR (T ) IS LTUITIRE, REDR = T —7 U RBIEiR I LT
T (T R) ROVEESE (Fv b)) 2L 9, £/, HRAREACHEKBRTT L THD
MRL/1 =7 AZHBWT, M EE, R TECETRERIE, 7 ¢ 7 U 8T R ORIENE A
DOREEOBEEIRAE OMET 2 E Lz 0, 512, MHMkEEICB 579 5 2 B M ER O TR LR & #E
AEIEI L2 (nvitro), —77, EROBME (T v ), BEMEREET LV (T v b)) ITREET,
PURIEH (v R) bHLNRD T899,
18.3 REFERICHT H1EH
~ U ARARZ 331 D T AR AFPERURIC %7 2 S a2 A B A2 L. T Ml dER A7
PURICH T 20BN E 2T & A EHIfl L7Ze 27219 (fn vitro), BEET Y o~ F BE KA AT 5 H0 i
MNHD IL1 OV IL-6 FEAZMEI L7 W (In vitro), £7-. ~ 7 AR T 2 T #io IL-2
PEAEITRE LT R 2 Bl E 27~ L7z 12 (dn vitro)
(3) YERAZTIRFME - FrifeER
Y ERR L
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VI. EHEBRICEYSEE

1. mPREQHS

(1)

AREAEDGMAPIRE

MR L
(2) BERABRTHASA-IFRE
16.1.1 EEH5HER

fEFERA BT ' 207 7 BV UV IGEREE 500mgl $E, 287213488 (BT ALT 7 EY

TrELTO05, 1 E£720F 2g) #ZNENEMERHCHEEIR O &G L2567 /MEo DRI S d,

I35 PR 1345 540 6 FEMI ISR (0 9~17 wg/mL) (22 L, NI 4 B CH - 72 19,

W1 AFKIOEBENT-HER ORI I VAL 77 D0 & LTHA 1 B & 1g 2818 %
VY BHO 2B HERARE T D,

16.1.2 REHESHR

TEFERA BT Y 207 7 B D UIBREE 500mg2 #E (VT A L7y LTC 1 H

1g) % 8 HRDEGHR ARG L=d™ 2, IV 207 7 U P OMmETEEIL 4 B B2 EHIR

REIC AV | Fefk$e s 72 B I3 iiE S 1ML L7z 9,

#2 o EHEGRBRE 8 HRIE LT 1. 8 HICHFZEIER: 1,000mg HEIFR D& 5, 5 2~7 HIX
500mgl H 2 [A] (8WF, 20 ) ROKLHE LD TH D,

16.1.3 &EMFENFEEHER
<YSIYRLI77ENUBELE 250mg INIG] >

BIEEIE L DB PR SRR T A FT 4 (CERE 94 12 A 22 H  [EIE5RE 487 BRHIR)

PV 2T 7 U D UEEEE 250mg [NIG) 2 $88& 7H /7 42 EN $ 500mgl & (7
ANT7 7YV LTHTRE 500mg) &, 7 B A —N—EIC KD RS IR R
BOfh L TGP RZRREZE L, HFoNnT-EYERE T A —% (AUC, Cmax) (2D
T 90%(E HE X EEIC TREHIENT 24T - 7245 %, log (0.80) ~log (1.25) O#PHNTH V. MiAlD
WA RV TR DS RS X LTz 19,

127 O HIFIANT T )RR
w0k T 250mg [NIG]

& FAINT 4L EN BEDO0me
gl _ T+ RS, n=30

M B | g g/mlL)

0 3 6 9 12 15 18 21 24
%5 OBFMH (hr)

16



HYIRE T A —H

BE5 & AUCo-24 Cmax Tmax T
(mg) | (ug - hr/mL) (u g/mL) (hr) (hr)
VIV ANTFEY
N 500 51.6£38.0 6.21+4.2 7.0£1.5 6.21+3.2
W EE 250mg TNIG |
THNLT 4 EN $
500 55.4+t41.4 6.7£4.8 6.5*x1.1 5.8%£1.8
500mg

() = HEERZE, n=30)
IMF RN AUC, Cmax FED/3T A — 2%, #ERF ORI (R OLREREIEL - KPR
R L > TRRD TN D S,

<YSYRLI77EY D UBELE500mg INIG] >
BIEEIE L DB PR SRR T A R T4 (CERE 9412 A 22 H  [EIESRE 487 BRHIR)

P ANVT 7 Y U UGREE 500mg INIG) &7 /L7 ¢ U2 EN §E 500mg %, 7 7 AA4—
—EIZLVEAEN LB (BT ALT 7D YL LT 500mg) HERERCA T FITHE R AR 1
Be b U TP R LIRS 2 07E L, 15 D723 EhRE X7 2 — 4% (AUC, Cmax) {22\ T 90%
(S HEIX B CHERHIIT 217 - 7o/ . log (0.80) ~log (1.25) DO#PHNTH Y, WAIOLEYWF:
AR S ME SRR S ATz 1),

16

14 |

12

—
o
T

[ HE (o gr/ml)
[+ 2]

—— 5 A AT 7 UL R 500me [ NIG

e THOT 4 3 BN EESDOmg

T+ R, n=18

6 L
4 L
2_ IR I A N A I IR it Dt
0e A S N
0 2 4 6 8 12 14 16 18 20 22 24
¥ 5. oEM (hr)
HMENRE R T A — X
G5 AUCo-24 Cmax Tmax T
(mg) | (ug* hr/mL) (u g/mL) (hr) (hr)
YIS AN T YV
- 500 64.5*50.4 8.3£6.1 6.1x1.3 6.21t2.1
Wi EE 500mg TNIG |
7Y T 4 EN 88
500 61.0£49.0 7.8+t5.6 5.5%t1.2 6.12.3
500mg

17

() HHEERZE, n=18)
MAEFPEEEE N AUC, Cmax FED/XT A — 2%, #ERFE ORI (KK OLRIRIEIEL - FFHE 55 O Rk
RN & - TR D TN D 5,




(3) izl
Y ERR L
(4) BE - ftAEOEE
1) BEORE
16.2.1 BEOEE
TERER A BT Y 207 7 BV O U RREE 500mgl 8 (T Y A LT 7Y L LT O0.5g)
ARG Ulcrt, ZEiERE & el LT, i Hri EERE ] ahft T i (AUCo-.) ICHEZEIFR<,
I ANT 7YV ORINEIITEFIC L BT D bR o7z 19,
2) PEFHZEDZE
(IVIl. 7. FHEAEH] OHEZH)

2. RIEERN/ S X —5
(1) HHE
L gk L
(2) BAEEEH
kTR L
(3) MEEEEH
L EER R L
(4) JUTFYR
gk L
(5) SHEMH
kTR L
(6) EOHh
L EER R L

3. BEMA (REaL—>3Y) 8B
(1) B#iFAE

MG Ee L

(2) IRSA—ZEBHER
G ER L

4. IR
RMER e L

5. 9%

(1) m%&-iEFTEBE
U ERR L
(2) Ihi&-FEiRRERTEEME
(V. 6. (5) #Ehs| DIEZM)
(3) Bit~DBITHE
(V. 6. (&) #23lim) DOHZM)
(4) HAR~DBITHE
%R L
(5) ZnfhniBE~DBITH
HEERR L
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(6) MFEELHKEEE
bt MR AT A 5AER (In vitro) 1E. 99%LL ETH - 7= 19,

6. Kk

(1) REBBERCHHER
IV ALT Y UL, RARGICEWNTENREAKE UM TRINE L, KBS IR
WCBWCALTZ 7B Db 57 X 73U FUBRIES D EHEE S ND 19,

(2) R#ICBEE5T 28R (CYPH) OHFiE. F5F
AR L

(3) PEEESROERRUVTDEE

AR L

(4) RBMOFEOFRRGELL, FELE
AR L

7. i

EFER A BT Y 207 7 B U O U IGEREE 500mgl $E, 28EF /213488 (BT ALT s EY Y

L LTO05g. 1g £720% 2g) A FNEHEMERHEIRR O£ L2567, &5 72 FEE#% £ TR

T BB R I3 3~8% T - 72 13,

X1 AR OER S AEROHERIZT 5 Y AL 77 B U Dr b LTRA L B#5E 1g #8HAR O
Y RBBO 2ENHERALELSTH D,

8. FIVARKR—E—(ZEET B1EH
MR L

9. BNEIZLZKRER
(TVIl. 10. WEHREL] OTEEMR)

10. BENDESZETH8F
MR L

11. Z0Oih
RMEER L
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W ZeH4 ERLOEESE) (BT 5EE

1. BEHEARETDER
PREZ LTV

2. BERABRLTDER

2EE (ROBHIZEBELAEWNI L)

21 Y7 7 AITY U FOmRGEN S LS UE OBHERE O & 5 85

2.2 RHAREROIEER [9.7.1 2]

()

2.1 Y7 Al U FARBRRALEOEEFHETH D,

AFNIAENT 57 X /% U FAEE (5-ASA) EALT7 UV (SP) IZhfisins, iE-> T,
P77 FISAIY U FOVEERANEEE OB O 5 2 BEF AR E B G535 & IBES AT
BENWRHDLOT, TNHOBFIZIFIEE LW &,

2.2 YIL7 7 HIFBEOFEEHFETH D,

BV, MHAREE T eSO, V7 eV BREAN CTETERIOE ) L E ViR
EN LRSS, 7 7HIL, EFERDRETIZIT AT I U EMIHEA LTV AIERAR Y L e v
UFEL . WEEL 7B U LB UMM AT L CEERIE (Lo X%, BURREMNH, Ammon 4, %
DO OFAZNIK AEIC AR IEE M OVEERENA LN AEREOEER) 232 &0
bb, o T, BAER, IREAFRERICIEREG LN &,

3. VEXXIIHRICEET HTIELTDER
BEINTHZRWN

4. AERUVHAEICEET HIELEDOER
(TV. 4. FEROHEICEETSER) 22552 L,)

5. BEELEXRKNIE L TDER
SEELERMIE
8.1 AANL., BEIY v~ F OIRRKICH R AR OEMO b &L THAT L2 &,

8.2 [AHBICHE VT, 1 B 5 8 2g Tl 1g ICH LEWERARBEENTRICE N2 b, KK
OFGIZEE L CUIER OHEZ ST T2 2 &,

8.3 AFEEBIARTICIZ, ML MEFAMmA (FIMmER 2 & Tefikls) . SRR M OV HEREM
BEFEHTDH L, HEPIT AST, ALT OF L EFS420E5 TR, IFERERE, BEXH Hb
NHZERBY, AL, BUEHFRICELIBZENRH DD T, BRIEREZ 08T 5 L &b,
EMIC (EGBRBHEMO 3 » AL 2 HWEIZ 1EL &o 3 » AR 4BEMIC 1E, Z20#%I1F3
B AT LT 1 ED, MEFRRE R ONFEERE LTS 2 &, £, AMEREE, x7o—PERE
B, FMEMEBERP SOOI ZERHHD T, BEEMREICOVWTHEMICITY 2 &, [9.1.1,
9.2, 9.3, 11.1.5, 11.1.11 ]

(fiFEz)

8.1 BV v~ (RA) 1T, BAFIBEORIEZ ELT52FMOBMERIEL FME L, A OmERE
D—2LINTWDH, KFNL, HRERA O X 5 72HiERiETIER <. RA ORERFITENT S
JFERIEIC L VT WERITH 5, £, —fRIC RA BEDOHLY 7~ FANI T 5 RISHEITZLEE T,
ERARSER PR O RERNIRRDIR EHET D MERN D D, o T, +oeRRaFFoEM
ObETHUNZEHENDZ ENMLELEIND Z ENDREH LT,
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8.2 RA B 299 4 & Rt AAID 1 H 1g KW 2g 27 TR ZXIRE LT 16 MM G LEmEt L
7o ik —EEMRILEGBRICIB VT, 7T AR, 1g BE, 2g FEORIEMFEBLEITZ LI 19.4%
(19/98 #i) . 21.9% (21/96 f5l) KX 48.0% (47/98 i) TH V. HAEMKIFNLENWERAEHEERD F
AR bNTe, 2g BHORWEARERIIMOBEL L CHEICEL ., 1gHTE7 7 BRI D
MICHERBZEITRBO DN -oT29),

UEDZ ENBAAIT 1 ARG & 2g TIXRIEHRBENE 2D L L b, BEORWEMANIE
THZENTREND Z ENORH LT,
8.3 AAIDREINER & L Clikbes, S, BHEENSRESN TR BRI - IRENREETHD =

LB LT,
<BES PERGRE
L B
B T ~6 A 6 » LI
ik
(BB E % G mie) | SPEE | 2MBNC 1E | 4MEBNC1E |85 A el 1
Tttt
B G Eiil I FH

6. BRENEREARTIBAEICHT IER
(1) AHHE - BEERFOHLIEE

9.1 AHHE - EIEESEDHLHESE
9.1.1 MEEEDHSHEE
(8.3 ZH]
9.1.2 [EXGEDHHEH
SHERIENE Z2BENRH D,
9.1.3 RMMRERILI 4 ) VIEDEE
SMERIENEZ 2BENLH D,
9.1.4 J)La—X-6-') VBRI KREFE (G-6-PD) RZEE
WIS Z 2820 H 5,
9.1.5 HhDFERIx LIBBEDREED HLESE

(fi#=0)

9.1.1 7 7 HIEDIEETFHTH D, £lo. AFORIEM & LT, #AERNRMERML, JLiEkED
JiE ., MEFERTERIESE O EE R MEEENRE SN TW5, 1o T, MKEEDH 5 & AR &5
T5 EIERPEEST A BENRH D Z LD LT,

9.1.2 $ 7 7 HPILEOEEFHTH D, K I HEDBE T L7 7 FIBETH 2 ATREMEDR & 5.
Mo T, REXMGEDOH 2 BEICAREZELHT 5 L EMRIELZEZTBZNNHD Z e bt L
776

9.1.3 Y7 7 FNTAMEMBRIEAR V7 4 U AEDRIEZFHR T 5 Z LB LN TN D, fiEo TRMEM
MRV T 0 U VEOBFICAFNZZEGT 5 EBERIENEZ2BEZN0WNHH Z Lhbit# Lz
17)

9.1.4 7 Vva—2-6-U Vi KFERESE (G-6-PD) RZIEDHERITEMIMERZ M TH D, G-6-PD K
ZT 5B NETF AL OKRTICL Y RMENER FRCA~EZ7 BB Y) BEEIROT0NR
HBIZR D, ZOXIREBTHILT 7R EOBIMEHOH DA ZEGT 5L, ~ETrELD
RE[HEIFRIIS K DA Y IMETE R & AL E © TS sl &l - S p etk d 5 = &
Db ELE L7,

9.1.5 DI BBIEDBEEIED & 5 BE AR 25 L G6 . 2 GRA &L Z 7 /R H 5
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ZlmbRi Lz,
(2) BHemESRE

9.2 BEHREEETEE
[8.3. 11.1.5 &M]

(fgt)
Y7 7 ALEOEEFHTH L, o, AFORWEA L LT, BEEESE, *7 o —BERFED
HERFEERRET SN TWD, o T, BEEDH L BE ARG 2 LIERPEET 8%
N5 Z Enbitd L,
(3) FrteERESRE

9.3 FFHREEFT E&
[8.3. 11.1.11 &MK]

(fiAERi)
P77 HEOFEEFHETH D, £2, AFORWEH & LT, TR, ITFHERERE, SEENHRE S
NTW5D, o T, IFEEOSH L BEICAFZ G T 5 LIERPEET 28201 H L Z L bt
L7,

(4) EREEEHTHE
BE STV

(5) Wi

9.5 1R

BT ST U TV D ATREE D & D I IT B G- L2 2 E R E LU,

AFN OB FER TIIMEFEAERITEED DI TWRWR OF LT 7Kl (AT 7 A NET V%)
TIEFAERRRO N TN D, EAFOREOBREERIC XY, FAERICESE Y e i
JEZEZTZENnD 5,

(fiR#t)

Y7 FHIMEOEEFHETH 5,

KN O FER TIIEFTEAEITZRD BTV, AL T 7 A FE TPV EMOY L7 7 HI Tl
BT DNRDOONTWASZ L, £/2, IV AL T 7Y DU FRALT 7 B 2 AR EE
PERORFAASOBATHERRE SN TN D Z L KV Fi#i Lz,

(6) =G
9.6 RELIF
B ERETIED L,
BEFLPICBAT L, FLIRICIE ULt FRIA D Db & OWE R H 5.,
(fiFan)

A7 FAILEOREEFHETH D,
YIS ANT 7B DR PRANLT 7 B DU DRSO RE SN TNDHZ & 1 Fio, W
TV ANT 7Y CURARGHZORALEN LAY T AT 7 € O UBRERIZ K ST
FINFEBL LTz & OWSNREDR D Z & bRt# LTz,
(BELZN L-RECOETHIHE L -3XH)
Branski D. et al. : Pediatr Gastroenterol Nutr. 1986 ; 5 (2) : 316-317 (PMID : 2870147)
<BE>
KEVNERF RS TR A~OBATICE LT TitE TF (15 omERH D, —HOFIITITRE
BHEZDZENHDLDOT, RAFTORPA~OEREIITEE T NEEH (AR CThiud Ao
HFIREAZRIET D)) I L TW5D 19,
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(7) MRF

9.7 INR%E
9.71 EHEKRERXEIHER
BHLWZ L, BEUAEVIEZ R T2 28BS, [2.2 BH]
9.7.2 LR, $HIRXIF/NR
AR RRBR TS0 LTy,
(fiFEz)
9.7.1 Y7 7 HIHEOIEEFHETH D,
AW, IKHAERER I, FSRENSRR /720, JV 7 n U BEANTETEfo e Y L e ViR
ENERET D, VL7 7HIL, EFRDRETEIT LTIV EBIHEA L TWAIHFBER Y e v
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<DailyMed (USA). 2024 £ 8 H kK>

H 4 BN

=tt4 Pfizer Laboratories Div Pfizer Inc

o4 AZULFIDINE EN-TABS- sulfasalazine tablet, delayed release
HIE - Bk | Tablet, 500mg

INDICATIONS AND USAGE

AZULFIDINE EN-tabs Tablets are indicated:

-in the treatment of mild to moderate ulcerative colitis, and as adjunctive therapy in severe
ulcerative colitis;

-for the prolongation of the remission period between acute attacks of ulcerative colitis;

-in the treatment of patients with rheumatoid arthritis who have responded inadequately to
salicylates or other nonsteroidal anti-inflammatory drugs (e.g., an insufficient therapeutic
response to, or intolerance of, an adequate trial of full doses of one or more nonsteroidal
anti-inflammatory drugs); and

-in the treatment of pediatric patients with polyarticular-coursel juvenile rheumatoid arthritis
who have responded inadequately to salicylates or other nonsteroidal anti-inflammatory drugs.

AZULFIDINE EN-tabs is particularly indicated in patients with ulcerative colitis who cannot take
uncoated sulfasalazine tablets because of gastrointestinal intolerance, and in whom there is
evidence that this intolerance is not primarily the result of high blood levels of sulfapyridine and its
metabolites, e.g., patients experiencing nausea and vomiting with the first few doses of the drug, or
patients in whom a reduction in dosage does not alleviate the adverse gastrointestinal effects.

In patients with rheumatoid arthritis or juvenile rheumatoid arthritis, rest and physiotherapy as
indicated should be continued. Unlike anti-inflammatory drugs, AZULFIDINE EN-tabs does not
produce an immediate response. Concurrent treatment with analgesics and/or nonsteroidal
anti-inflammatory drugs is recommended at least until the effect of AZULFIDINE EN-tabs is
apparent.

DOSAGE AND ADMINISTRATION
The dosage of AZULFIDINE EN-tabs Tablets should be adjusted to each individual's response and
tolerance.

Patients should be instructed to take AZULFIDINE EN-tabs in evenly divided doses, preferably
after meals, and to swallow the tablets whole.

Ulcerative Colitis

Initial Therapy

Adults: 3 to 4 g daily in evenly divided doses with dosage intervals not exceeding eight hours. It
may be advisable to initiate therapy with a lower dosage, e.g., 1 to 2 g daily, to reduce possible
gastrointestinal intolerance. If daily doses exceeding 4 g are required to achieve the desired
therapeutic effect, the increased risk of toxicity should be kept in mind.

Children, six years of age and older: 40 to 60 mg/kg of body weight in each 24-hour period, divided

into 3 to 6 doses.
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Maintenance Therapy
Adults: 2 g daily.

Children, six years of age and older: 30 mg/kg of body weight in each 24-hour period, divided into 4
doses. The response of acute ulcerative colitis to AZULFIDINE EN-tabs can be evaluated by clinical
criteria, including the presence of fever, weight changes, and degree and frequency of diarrhea and
bleeding, as well as by sigmoidoscopy and the evaluation of biopsy samples. It is often necessary to
continue medication even when clinical symptoms, including diarrhea, have been controlled. When
endoscopic examination confirms satisfactory improvement, dosage of AZULFIDINE EN-tabs
should be reduced to a maintenance level. If diarrhea recurs, dosage should be increased to
previously effective levels.

AZULFIDINE EN-tabs is particularly indicated in patients who cannot take uncoated
sulfasalazine tablets because of gastrointestinal intolerance (e.g., anorexia, nausea). If symptoms of
gastric intolerance (anorexia, nausea, vomiting, etc.) occur after the first few doses of AZULFIDINE
EN-tabs, they are probably due to increased serum levels of total sulfapyridine, and may be
alleviated by halving the daily dose of AZULFIDINE EN-tabs and subsequently increasing it
gradually over several days. If gastric intolerance continues, the drug should be stopped for 5 to 7
days, then reintroduced at a lower daily dose.

Adult Rheumatoid Arthritis

2 g daily in two evenly divided doses. It is advisable to initiate therapy with a lower dosage of
AZULFIDINE EN-tabs, e.g., 0.5 to 1.0 g daily, to reduce possible gastrointestinal intolerance. A
suggested dosing schedule is given below.

In rheumatoid arthritis, the effect of AZULFIDINE EN-tabs can be assessed by the degree of
improvement in the number and extent of actively inflamed joints. A therapeutic response has been
observed as early as 4 weeks after starting treatment with AZULFIDINE EN-tabs, but treatment
for 12 weeks may be required in some patients before clinical benefit is noted. Consideration can be
given to increasing the daily dose of AZULFIDINE EN-tabs to 3 g if the clinical response after 12
weeks is inadequate. Careful monitoring is recommended for doses over 2 g per day.

Suggested Dosing Schedule for Adult Rheumatoid Arthritis:

Juvenile Rheumatoid Arthritis - polyarticular course

Children, six years of age and older: 30 to 50 mg/kg of body weight daily in two evenly divided
doses. Typically, the maximum dose is 2 g per day. To reduce possible gastrointestinal intolerance,
begin with a quarter to a third of the planned maintenance dose and increase weekly until reaching
the maintenance dose at one month.

Some patients may be sensitive to treatment with sulfasalazine. Various desensitization-like
regimens have been reported to be effective in 34 of 53 patients,8 7 of 8 patients,9 and 19 of 20
patients.10 These regimens suggest starting with a total daily dose of 50 to 250 mg sulfasalazine
initially, and doubling it every 4 to 7 days until the desired therapeutic level is achieved. If the
symptoms of sensitivity recur, AZULFIDINE EN-tabs should be discontinued. Desensitization
should not be attempted in patients who have a history of agranulocytosis, or who have experienced
an anaphylactoid reaction while previously receiving sulfasalazine.
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Drug Name Category
F—ZANZ7 VT DO5FE sulfasalazine A
(2021 4F 4 H k)
2E R OE

F—A ~NZ U7 D434 (An Australian categorization of risk of drug use in pregnancy)
Category A :

Drugs which have been taken by a large number of pregnant women and women of

childbearing age without any proven increase in the frequency of malformations or other
direct or indirect harmful effects on the fetus having been observed.
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