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KM ORI B EIC BT 2V Rx v —Enhbr A2 b = B4,5-
hydroxy-eicosatetraenoic acid (5-HETE) PEAZRDFAE/EHNEEMH LTS W 20,
(IVI-2. 3EPEA) OHEBM)
(3) ERRENWEM & L THARNBMERE M, PLMERBAME, BEERIEE, /MR, Zifn (i
2, EARGFERMEE M GERRKZ) %), FRFEMEMENEEEEGEE (DIC), ThEatkZR Bt E
fEIE (Toxic Epidermal Necrolysis : TEN) ., FJEEEIRIRIEERE (Stevens—Johnson JEMERE) . #L
FRERSES  BOESEE R, (Y AL EREARIEIR . PRV MER 28 . KAV 28, PIE JEfEfE,
FREEMERfO e, RIS, 7 v —BERE, BV 25, Wb (i, 24L&
ZENRBD), SIAEGEAL, ME, MEVERIR (1K) 25, DR, A, SLE FRIE. BIE
JFoe. WP, IPRERERETE, BIE, v a v/, 7T 74 7% —Rbobhd I LR3b Db,
(Tvm-8. gMEH) DmESH)

I BEEICBE4 25 HA 1



3. WRORAIFHFEKE
M L

4. BEGAICELTAMINERHE

. B § o
RMP i

BIMOY A7 f/MeiEE N E LT |

TERL STV DB

ot HEE T A K A > e

B L o8 @ AN il

5, RREHRURE - FALOHIREIR

(1) R&B&EH®
ML

(2) RE - FEALOHREE
GASROTANA

6. RWP m#iZ
A RO

I BB 2 A




[I. 2%ICE95EEB

1. R34

(1) #Fn4
HZ VB FE 500mg

(2) *4
Salazopyrin Tablets 500mg

(3) BMDOHEE
— %4 : Salazosulfapyridine |23

2. —f%4
(1) #& (Wfi%)
B 27 7Y (JAN)

(2) 4 (dnfik)
Salazosulfapyridine (JAN) . Sulfasalazine (INN, USAN)

(3) AT L (stem)
PUBRYWESK . 2 LA 7 3 FAI : sulfa-

3. BEAN(TRHER

~Z >N O O
| \Y2
oS
H
N%

II. 4T 5EHE 3



5. {4 (fifiE) XITKRE
2-Hydroxy—5-[4-(pyridin-2-ylsulfamoyl) phenylazo]benzoic acid (IUPAC)

6. EF%. A&, BE., B5ES
W5« % SASP LI END Z ENEU,

II. 4T 5EHE 4



[II. A5 (CEI9 5IRE

1. YELEFHEE

(1) 5487 - IR
HA~EEBOBMZRHAR T, ICBWROBRIZZR,

(2) BfE%
B Y O ATRRBEITIZS K, =& =L (95) IZIETFIZK L, K, ZueaR A i F o —
TIZIEE AV EBT R, KEEET R U D AERIZET D,
HIFEIRE - 20£5°C

BRI Aih 1g ZURIRT 5 DICET A IREER (nL) HJFDFE
=S 40 PRI < W
=% ) —)L (95) 800 Bz w
KERAET B U v AR 15 W5
K — F A ST RN
ZA=R=Fi\ VI UN — F & A ERT RN
CxFLT—F L — Z & AT N
(3) Rt
EERR L
4) e (DR, R, BRER

FlS  240~249°C (55 fiF)

(5) EIGEMUMTN
pKa,=2.4 (COOH, W& J:EEEE)
pKa,=8.3 (SONH. W)
pKa,=11.0 (OH, We L)

(6) HERE
AR L

(7)) ZMHhOELREE
A OFKERILT B U v AERIEERIEK (1—100,000) OWRIN A7 ~La AR —fEekBRE T80 ]
I YCEEREE] ICXVAIET S L X, JHE 240nm, 285nm & U8 458nm {3 I WRIR O &2 771,

II1. BRI 5 HE 5



2. AN OEEEHTICEITHRE]E?

AT AN | BT | R R

A~6C.. 40%RH DL F 24 % A biog 5 ich ifgg

Sl PPR— R I
45+9°C, 75% RH U4 A | R ifzﬁg

3. A OERHERE. EE=E
TRk BRYE
(1) BEEE T I OEMEREG
(2) RN AT B 0 i v

EEE
fedk 7 7 A RBElE

II1. BRI 5 HE 6



IV. ®HAICE9 HHEA

1. &R

(1) Flifz DR A
NE S )

(2) HEIDHEKR O

VAV Al —F o
i T 1R
A~ G
101 KPh KPh
CJL) C__) — Lo1 Ve EFADE S8
[ERES B i FIFRA D
17.7X 7. 5mm 5. Tmm 640mg

() #HA—F
KPh 101

(4) EHEOHIE
RREEME © BB —ieABRIE THRgGRERE ) (1) BERIORBRZ1TO L&, ZHUTEET 5,

(5) Z it
Y L

2. BE|DER
(1) %S GEMRES) OEERUVHMA

R4 P v HE 500mg
1 g

BN BREVSVALT7 7 v
500mg

W K A7 A R

. ATT VY U~ TR A

AN .

Al WA TNT 7—{bT 7
AE R

(2) ERBEEDEE
M LR

V. ®HZBI+ AIEE 7



(3) &E
BARMANA

3. ATBMRENHEMRURE
AR RANA

4. i
M L

5. BAT DARIDH B IHN
TR L

6. HHEDEEEHTICETIREMR

RAFS1E PRAT-HH] PRIFIBE il

BE 40°C 3» H HCRE NG | Bl L
LT 25°C. 75%€RH 3% A WL, B | Bkl L
3¢ 10001x,/h 60 77 1x RN 4 k72 L
F R 4~6C 0 BRSOk ke L
(40%RH LLF) iR e in ZAke L
20~25°C o 4 B HOM ZAke L
(50%RH) TR e L

45+2°C o 4 BR O 1 % H CRAMIILI AR & 7p o7,
(75%RH) e bl L

RERIEE cEEE. WREE. Ot MRIR. EEL B, BREEME

R AMBL. BgtE. ERO OALFERIICHOWTCEREY ) FARBLER—F0 777 4 —I2X 50T

2T 7 BN D BRIE

1. REERVBEREOREN
FERWAN

8. fhFlE DEEAEIL (MEILFMEIL)
HEERR L

9. it
MR L

V. ®HZBI+ ATEE




10. R - A%

(1) EEANDELEE - QF. NESHRTEE - QECHT SR
LR L

(2) %
100 &£ [10 & (PTP) X 10]
500 #£ [10 &£ (PTP) X50]

Q) FREE
L7

(4) BBOME
PTP : AU b E =/, TAI =T AW

1. BlRRES NS EME
AR L

12. 0tk
AR L

V. ®HZBI+ ATEE 9



V. BRICEII SHEE

1. EEXIFHE

4. EERIIFER

OB RS
O M1 %
OFHRIERB %

2. BhEEXIEHRICEET 5FE
EIN Ty

e

3. HERUVAE
(1) RERUVAE DR

6. RERUVAE

EE 1 H4~88E (2~4g) % 4~6 AT IRT D,
JERICZ 0 I H 16 88 (8g) ZHAWVWTHEL 27V,
ZOEEIEBEBENIERFICHEL, 1 H3~44% (1.5~2g) W5,

2T a4 NEEZ BB LTIEEICOW T, 57U 488 (2g) ZOHHLARNS
EIZAT A REEET D ZERMNETHD,

(2) FERUAEORERE - FHL
AR L

4. AERUVHAECEET HIE

1. RERUVAZICEEY 51

AR OBHIZ XY | BEOELPEB LEGAICE, PRI E, SEOELPREE LS E
W2, 2~3 B G2 IE%E, REICHEEL CLORIZKRT Z &,

V. ImRICBET 5IHA

10




5. ERERAUAE

() BET—2N\vHyr—

DR L

(2) EREFRIEHE
LT L

(3) RERKERAER

AR L

(4) HRELRIEHER

1) BAPEREEER

LEEXEAER

A[E 11 ik TR & & 2 W S 2B 56 B & MR L7 BERHI LGB & S L 72 7,

e

TR

ok FH A

LEE: 1B Y5 AL 7 7Y D0 0.5g 51T AEEH
2BE LEFH TV AT 7 U 0. 5g B EAT DK
SEE: 1A% A 1. 0mg T 0. bmg 2545 5 A5

554w

F 5751k,

LEE: 1 H 6882 3EITR, FEZHEE L, #iE L7220,

2HE 1M LEA 1 B 2 [ PR & BRI BN, D&, SR E 2728
& W

SHE: 1 H&E 2 Omg & 1~2 [ENZ/0F THEIBNITHA, L&, JERE A28 b,

Be G - 4 0]

AT

ERARZWILHE 13 G- 4 B OBIRIZBWT, B9 ERICE-T-b D), A% (868
IZES72bm), ) BEATER, BT RICEE R A LNRNE D) O 3 BfET
HIE LT,

HHMEORIBIZHOWTIIEERZII & BWERIC L 0 S RIGRIBI IS T 27 Atk
% EIREDR AN LTz, ZOHIEHIE %~ DBEFIZOWTOHIET 5 ERFECH
ELT,

BAEERAIE « 3FHICAEEZRD o7 (U-Test),

BIVER - 1B 01,717
2HE 206171961 (M. REEATRER, FEAREALFTMASTE ; & 114
SHE 5 M, 719 61 (HEMEEREEEN ; 2 -, MR, NG, JRPTRIE.
FR ORI PR, (AL, (REHIN, ™ NI 5 4 115

N EHIER . PARSEAT 2B T L C ORI ILHEIZ BT DA %hRIT 1 B
81%. 2 #£83%. 3#E80% TH -7,
TGP E R IRR LTIERNCSOWTCOAREZRTIX 1 BE 57% @ 6,7
B, 28E7T% (0B 13 6)), 3EET0% (761 106]) ThHo7=,

AHME - FVEEICE DERR, BWERZRE L CoAAMEHEIEA AL ED 1 8
69%. 2% 68%., 3HE61% TH-T=,

PLEE Y 3HNKEIERSEOFEE R LT,

V. ImRICBET 5IHA

11




£ AR R
ok %55 7% 7 =
s E25)) HZh BE75)) B
1B 4 (25.0) 9 (56.3) 3 16
2 B 6 (33.3) 9 (50.0) 3 18
Ry it 7 (46.7) 5 (33.3) 3 15
7 17 (34.7) 23 (46.9) 9 49
():%
AR
Ebhiy B
S 4 =
A | xbOTHA HH RH A X 2 i 5
1R 4 (25.0) 7 (43.8) 2 0 16
2% 5 (26.3) 8 (42.1) 2 4 0 19
3 FE 8 (44.4) 3 (16.7) 0 2 18
7 17 (32.1) 18 (34.0) 4 12 2 53
( ):%
2) R
YR L
(5) BE - fmEERIGER
Y ER L
(6) HEHER
1) EFRARERE (—REARERE. B EFEARERE. FRARBLEEHRE). #&ERTET—4

~N—RFE. RERTRERABORE

MERR L
2) BRABEZFHELTERFPEOHNBERIEER L-AE - HBOPME
BN VAR
(1) Zoith
Y EE L
) AR CTHEAR I TV DIBEMERER, REMERER, FERFEERGRICHT 2 HELOCHEIZLLTO LB
Th b,
BE 1 H 4~8 8 (2~4g) & 4~6 EINIHIRT D, FERICE D FIEER 16 88 8g) ZHWTHLELOMZ
2V, ZOBASEEAZBENIIREICEEL, 1 H 3~448 (1.5~2g) #HW\2D

2T uA MREE R LIESIZ W T, T e 4 8 (20) 7213?)5@ L7ehib,
A REREETDHZENUETHD,

WERIZAT

V. 1BRRICEEd 5 IEA 12



VI

. EMREICEHTSER

1.

EEPHCEEH LML S
ANKRT IR (7 7 Al
U FOUEREE
HE : BEO & HbEM OB IR FIL, BHOBEFRLESRT D L,

2. REER

(1) 1ERE&MGL - 1EREF

Eﬁﬁ%ﬁf/ﬁﬁ% 13) ~21) . 23) ~25)

BIBERGRIZZ ORKRNNEIZICARHAT, 7 U COERBEFIC OO TH R ERIIS
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LHfEEESN TN D,

B 7YY UREMKIT, AIERO NI ~DEE 2 ME 95 2 &I L iRIE(E & 58
T2,

(2) EMZERMTHHBRAIR

PLoEER
OufHEkEEMHEIER (in vitro)
PTYANT 7 EY P 0.1~1,000mmol /L EMA THAE L= E FPEMINE T, IHELFHER
DB BRNPEFERAEMEIAR T ULz, F72. 2 OEIMEWERIL, BRIRICT T ) o v /) iRigH b
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VI.

HRhSREC B A TEA 13



(3) YERARIEEER - AR
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AT aA NEEE RSB LTERIC O T, 7Y 488 Q) ZOFHLZRDL, RAICAT
oA REHETDHZ ENRMNETHD,
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EYERE(CRE T 5IER

1. MREDHR

(1) h# LA mRRE
AR L

(2) BRERHBR TR SN ODREE?
ﬁ%%ﬁk/\ Z1H3g 3G L7 HBIZIWERSZ A Lv7 7Y VV?}%W I fast acetylator
11.946. 2ug,mL, slow acetylator 13.0+9.9ug,/mL T, phenotype (Z & 5 ZE 78O L2 o7z,
H7EH: : Sandberg & Hansson ¥

(3) hEF®

fERERLAIZ 1 A 3g, 0 3&EG LR 7T HRICIETRANL T 7 U P URE (ALVT7 78D P

M OFOFHEROKR) 1377 h—E& 72 o7-, phenotype IZ X BZENED HiL, fast acetylator

20. 1%+5. 1pg/mL, slow acetylator TIiZ50.3+6.0ug /mlL &720 | MiFEALT 7 E Y VU JRE

50 u g/mL L ETIXEWEM 23 H & iz,

HI7E Y% : Hansson & Sandberg 1

) WMNENTALVTZ 7Y P d 57 2 F U FABIIFRTT T ubansd, 7 FMboE ST
TAZENHD . TEFIALORE Y fast acetylator phenotype & 7 EFIALDIEVY slow acetylator
phenotype &% 5,

(4) BE - ftREOEE
VII-7. fHEA/EH ] OHESHR

2. EYRFERI/NT A —4

(1) B4 7%
AR L

(2) RAGEEER
AR L

W) R CTARINTODEEEREGSR, RBMWEGR, JERFRMERGRICT 2 IR OHEIZU TO L BY
ThD,
EHE 1B 4~8 88 (2~4g) % 4~6 FEIZHRT B, JERICL Y WIEIEH 16 8 (8g) ZHVWTHLZEL 21X
2V, ZOBA SEMEEBEIUIKREICHE R L, 1 B 3~448 (1.5~2g) ZHW\5
AT uA NEEEZ BEFIRkRE L7IEFIC W T, 7 B U > 4 88 (2g) %‘r@?ﬁﬁ LeND, BREIZAT
oA REHETDHZ ENRMNETHD,

VII. #E@EhreicBlJ 2 IHB 15



(3) HEEEER
A B L

4) 2IVF7IUR
<BESHEANT—H
By VT TR W
YIS 2N T 7Y 5 5nL, min, A7 7 Y P 32, lnl,min

(5) HHEH
AT L

6) Z0it
AR L

3. BEH (REalL—ay) f#H

(1) FTAE
YR L

(2) 155 A— S EHER
A B L

4. TRIR
WSGERAL - /N
<HBE>T v MIBITLZTFT—2 %
Wistar ;27 v MIH/LARF L MC-SASP 2R D5 U7 R, MG O BEGHENEIT R 5% 7~9 et
TR (80.18%) Z7L, LAEHHE L7,

5. 7

(1) mi%—fxEEr9 @it
YRR L
<BE>T v MIBIFHT—% O
SD 7w MZ°H, “C-SASP 50mg kg, H % 21 H Mk 185 U7oRE, #lal 5 4 REf# 0 6 Foké
e 596 FEfH#% £ T *H ROV MC ORI E g o 0.2~10.0, 0~1.5 Th -7,

VII. #E@EhreicBlJ 2 IHB 16



(2) mE—FEBEIPIE;B
LG L
<BESHENT—5

BT AT YU 500mg & 1 H 4 BT OEE KRGS R

H (n=5) ZRHRL LT, HE

FEORHAMIE, WM, FRPREZE L, ZORE, VI AL T 7Y VU ERALT 7
v U VU RE A EE L, R E ETIREOY S Th o7, YT AL T s EY TV UD
KPR IR D TIN5 72, AL T 7 B D r OIMmiE R L s m rh e 13 E U ch o7,

5-ASA DIEE T4 X TED - 7=,

1 775 9 R A i, e FK TR
SASP 7.3%4.0 4.2£3.0 0.60.5
total-SP 10.6+4.6 11.0+4.0 16.0+8.9
total 5-ASA <0.5 <0.5 1.240.5

n=>5, wug/ mL, mean®SD

SASP : WSV AL T 7YV SP: AT Y 5-ASA : 5-7 3 B U F LR
( Tvil-6. (5) #Fhm) DIAZRR)

(3) EiA~D#ATIHE?

EEMRIBRORBICOHB I VT v 3.0g/ HARAO®KE L, /% 3 A B ORLHT L #
Hf% 1 R, 4 BERE. 7 BERD. 9 MR o> 5 A, BRI EHEFL ATV, BB O MIE R O oY T
ANT 7 UV KON A AL 2 E Lz,

PV ALT 7 U DO TIEEL, BEOMETEE LY S ChoT-e AL T 7Y

T AT REBUIE IR O 64% DS REELICRIT S T,

(H7 © pg/ml)

N R REFLA PR
REBLI TR T8 R REFLAP IR T —
SASP 12.0 19.8 1. 65
SP 9.0 5.8 0. 64
Ac-SP 16. 5 3.6 0.22
5-ASA 2.5 0. 04 0.02
Ac—5-ASA 4.4 3.5 0.81

SASP : IV AT 7Y SP: AT FEY T Ac-SP: TEFILALTFEY D,

5-ASA : 5-7 X /B U FI)LEE. Ac-5-ASA : T FIN-5-7 3 ¥V FILEE

BIERE : Y 27 7Y 2 ¢ Sandberg B DIk

334 - HPLC i%

1) AR THRENTODEBIERN A RIDEE . FER RIERIGRICE T 2 MIEER ORI TO LB

Th D,

WAL H 4~8 88 (2~4g) % 4~6 IR T D, FERICEZ 0 AIEER 16 52 (8g) ZHWTHAEL 2 X
20, ZOWA 3HEMEE I IVIREICE L, 1 B 3~4488 (1.5~2¢) #HW5S,

AT a4 NEEEZEBIRE LIEGICO W T, 70 488 Q) 28R LARRL, el AT
oA REETIZENRMNETHD,

VII.

W EREICB T A IEE
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<BESHENT —5 3~

BT ANNT YT 500mg & 1 H 4 [BIRAHF OEEERBRES (h=3) ZXxI%eE LT, HE
1 #HE#% ORHRMIE R O FIREZRE Lc, ZORER, 7V ALT7 7B VUK DPANLT 7
B U AT AT U LT IR IS B LIS TR IR O 30%., #950% T 72, 5-ASA
FHIETE Ao T,

138 IR L HIRE
SASP 8.8+1.9 2.7E1.8
total-SP 19.0£3.1 10.3*+1.6
total 5—ASA — —
n=3. pg/mL. mean®*SD, — : not measured

SASP : WSV AL T 7Yy SP: AT 7Y 5-ASA : 5-7 3 B U F LR
( Tvil-6. (6) #ZFLim) DIARFR)

(4) BER~DBITH

RUERR L

<BE>T7 v MIBIFLT—4 ¥

SD 7 v FIZ °H, ""C-SASP 50mg, kg Z HL[AIRE ¥ G- L7 i, B HEICIZ LB S E 'C DO BUERED 80
LT,

(5) ZDDBEE~DRBITHE

MY ER L

<HBE>

OF vy MZBITAHTFT—%
Wistar 527 v MIHVRF L “C-SASP 250mg, kg Z B IEfk A5G- L, & 5% T2 Rl £ T
Bas OB REIRE ZWE Lz, ZORE, WITFho&RGR&EKIZEWTH, BiE, k. BRI
% < AR IR FA B L IR TR LB 2 W A I3 A B 372 B b D B D AR D3 A B VT2 53 il
B, DR, BEL BN, EOMOIESRIZIXIZ E A ERBO B o T,

O7 vy MIBITDT—4& 2
SD 7 MIZ°H, C-SASP 50mg, kg, H % 21 H fHEe#E 0 #&5- L RPN B Rl E 2 E L7,
Bl B DO RESy DIHALE ISR U A LAS Ok e B2 3 4 vh i B X 0 K7 o 7o °H O
PIREEIE MC K0 @& < &GO 0MTHIN U 7225 A/ e v B2 be 328 B SRR
W BRI T,

(6) MIFERMHEEER

MR L

<BESHEANT —4 ¥

YIS RNT VD invitrollBIT A MIIEER & O ERILBIA1E1ETI99%LL ET
Holz, e MILET LT I EAVTERBRCHREBEORRENGEONT-Z b, FaiEeER
T NT I ThbHEBEZ LN, BEOHRKAENOHELNDREMFREIZBNCT, TV A
N7yl MUEEREORBAITHT H0FHE (14 #E) oRBITRO T, E20F
FASE B ot MIEER EOREEICH L TH YTV ANV T 7 B DT E L B2 o0z,

VII.
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6.
(1) ACEBHBRAL R UM R R

BOBGEEINTH T Y AIRBIMADE EH 173 2NN THRILES N DA, Z O KA
BREMRDID, BHEEOREZIIRGIET S, T2 CHRNMEICLY U7 VREENEIE S 4L, 5-
T 7Y YFEE (5-ASA) AL T 7 UYL (SP) ITHREND, SRS HIZIEIET X TD SP
& 5-ASA DY 13 1 EKREG TR ST, ZR D ITERICHRtt & D, K& D WIS 47z SPITAFIC
ELNTTBF ML, Kiglb, 77 o BiA 2% TREES S W 19380
FHIHEYERIE Tk, T EERROIRESZBRIE, FICH., Bicofm L TR0, AANTFTRE Tk
Fab, Zvr a U BEEE) SNBOLIRE LTHES NS 2 L AVRE X7z, IR 0. 36%
TUNT v G E DT\,

FRWEWITEFALT I )V FIEE, TEF L ANLT7EV D« T rnat A R, A7
sV A uaF A RThotm

ERIZBT 297 V) v ofRGEHERE & 2o E2R G

Salicylazosulphapyridine(SASP)

HOOC
! ~Na< N

BN
] 1
HOOC_ ¥ ¥
HO NHz2 @SOZ—NHQ
N
5-Aminosalicylic acid(5-ASA) Sulphapyridine(SP)

HOOC ‘
@NHCOCHS
Acetyl-5—aminosalicylic acid

@SOZ— H@OH CH3COHN SOz—NH /
N

N=
5=Hydroxysulphapyridine N“—Acetylsulphapyndme

l \
HzN@SOz NH@(%’:SOOH cmcom@sm NH@OH

OH

5=Hydroxysulphapyridine—o-glucuronide

ST/
cmcom@sm NH@OO COOH

N*-Acetyl-5~hydroxysulphapyridine

HO
OH

Né-Acetyl-5~hydroxysulphapyridine-o—glucuronide

. FYyEhReIZBE Y 5 HA 19



(2) RHIZB5TIBR COP%) OHTE. H5%
DR L

() NEBBHROERRVZOHE
AR L

(4) REMOFEOERRUE L, FEILE
AR L

1. B

(1) BEMER L
AR L
<HE>
OSMENT —2 %)
VIV 2NT 7 ) DURRTRETH D, AT 7 B D UATRIBIZI W TRER S SR &
. I CRB SN, RPH 2 WVIFIE 2 TERPICHRE S D, — ., -7/ U Fu
BRI3Z O—FMHBRIN S ARFIHEE S D03, Ko s Pt s,

O7 v MBI HFT—2 D

Wistar ;R 7 v M AR F /L MC-SASP 250mg, kg & D% 5 L. 72 BFfElE T, JR A ~PEiit
ENTIFHEMEZRE Lz, R ~NTEEEEDOR 1%, FEH T 81% N HEE Sz, fat
~1% 24 B £ T2 0. 36% 3Rt S iz,

24 BEM R TO FEAGMIL 5-Ac—ASA 35K 90% % (5 T iz,

SASP : TV AN T 7 U P 5-Ac-ASA : 5-T BFIIT I WU FoLfE

(2) HesR
HEERR L
<BE>T v MIBITLHTF—F N
Wistar 527 v MZH LR F L MC-SASP 250mg, kg Z#% D&% 5- L, 72 Fpfil &£ TH#, JRA~HEE S

AT O 2 0 U7z,

PI7ANT 7 B ) VARG HO R R OFER DG REOEI G

P 5-1% DIRFIE] (IRFH]) JR e
0~24 7. 4% 54.8%
24~48 2.5% 17. 3%
48~172 1.3% 8.5%
Zt 11. 2% 80. 6%
Pl 91. 8%

(3) ittt RAE

DR L

. FEhRelc BT 5 A

20




8. FZUARKR—E—IZET B1ER
PMER e L

0. BEILZREE

(1) REREEN
FMEE e L (BABEENMEFE 100% D7 DB L DBREBETLTALVWEEZLND Y, )

(2) MmREH
ZMERE L (BAKEENIZIT 100% DT DB L DREBFDTNLNEBZEZLNDL Y, )

(3) EREMRZER
AR L (BAMEENTIT 100% D7D L 2BEEDTNLVWEEZEZ NS Y, )

10. HEOERERT BE
YR L

1. £t
kR L

VII. #E@EhreicBlJ 2 IHB 21



VIII. &2t (EALDOZESF) ICET HIEE

1. EHERBREZNER

BRE STV
2. ERABELEZFDEH
2. BE (ROBHIZIIHBRE LGN L)
2.1 % v 7 7 HITY U FOVERREN 3 LiaBUE OBEER O & 5 B
2. 2 {H AR IR SO AR [9.7. 1 8]
<fiRFR >

2.1 Y7 7 RIEOEEFHTH B,
AFNIENTE-T I /Y FAEREALT 7 U P AIHREND, LIER->T, B 77
STV FOUVEERAN B BEUE OBEERE D & 2 BE CAK 2 B 52 & @06 % r~T8
ENHRH D,

2.2 Y7 7 FIEOEEFHTH D,
PR, IRHARERCIE. FFERENRKART-O, v r7nrBRaagncsd, Eor
NEREN EFRT S, Y7 AL, EFERRETIEIT AT I U EAE LTV D IER
SR YL ZEHE L, WL Y L E U RIMNA~BIT LTSI (L > X, RIS
AR, Ammon . F DOMLOFAZNIK HE I E A OFRINE K OEMERE NS DD H A R
DOEIER) 2T EnH 5,

3. WMEERIIHRICEAET HFE LT DEH
REEN TV

4 FAZERUVA=ZICEET 5FELEZTNDERH
(V-4, AEKOHEBICBEETIEE] 2287528,

VITI. &2 (R LorEs) 1+ 5HEE 22



5. ERELGEAMIE L X DER

8. EELEARNIE

8.1 AAIBGBRMERNICIL, ST IR FRIRAE (BMERSE 25T mik) | e A K OB
BEME Z M5 2 L, #5 0%, AST, ALT O3 L\ B A0S T2, FPHRerEsE . HyE RN
HobNLZERNHY ., TR, BUEFRICEDIBZENNSH 2D T, BRIERZ 0815892
b, EEMIC (JRANE LT, &ER%EIO 3 » ARIZ 2 BEIZ 1B, ko3 5 AM
A 1R, 20%IE3 5 HZEIZ1E) | MR FIRE R OF#EEREZITS 2 &, £
7o, AMEEREE, 7o —BEEE, MEEBRRS N ZERNH 5D T, Bl
ST HEHMICIT > Z &, [9.1.1, 9.2, 9.3, 11.1.1, 11.1.3, 11.1.5, 11.1.11 ]

< it >

AHNER UL BRSSP T AN T 7 Y Do 24T 580 v~FHK 7L 20 EN b
250mg + 500mg| TIE, EMWEH & U CEER MKESE (FARREEm, ke, BEkiER
FESE) . BEZRFREE (FJ. FREREE . BE%) 2ME I TR ., PITITES 72 mikia A
Z3hE L mo T DICEEL Lz E b 2 EIERER N & T,

HIVE) EEE. RIUEDRSE2EET 52D, BN CEOMHA LorE IHEEREAR
HE] OFEZ XD TR UGS, B 5BART R O 514 O &I 70 B A IE0E oD 1 B Wkt %
To52 kb L7,

6. HEDERERT HBEFICHT IEE
(1) AHHE - BIEEFDOHLHEE

9.1 &8HE - MEEZEOHLESE

9.1.1 MREZFDHLEE
(8.1 &M]

9.1.2 [EXWMBEDHLHEE

SMERIENE Z5BENRH D,

9.1.3 AMMEMERIL I« ) VEDEE
AMERIENE Z DB ENNH 5,

9.1.4 J)La—R-6-1) VEERKFRER (G-6-PD) RZHEE
EIMREZ ABENRH D,

9.1.5 HDEMIZx LIBBUEDERFEDHLEH

<M >

9.1.1 77 AILEOEEFHTH S,
HI7 ATy Y P UBBIORWERN & LT, BAERREA M, PLiERB/E, HEREERIER
JEADOBEERMKEENREINTND, LEaR-> T, MEEED S L BFITAH 2 &5
T35 EERPEETAIBENNH D Z ENLiHE LT,

9.1.2 Y7 7 AIBOIEEFEHTH 5,
RE MR OBF I LT 7 ANCEBTH D AREMERH D, LR -> T, ZE X EDOH
LERFIAREHRGT D LEAMREEZETRBZENAD D Z EDbiL#E LT,

VIII.
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9.1.3 Y7 7 ANTEMERIBIER L 7 0 UV AEDORIEEFHINTHZ ENMBENTWD 0 Lzn
ST, AMEMEERL T 4 U AEDOBE AR ZRG 35 L AWRIENEZ 28211 H
I EnbieE LT,

9.1.4 H 1757 HNC L AEMMER MLOFED—DIZ 7 L a—2-6-V Vgl kFEESE (G-6-PD)
DRZZHZ X DRMERRGFORENEZ LN TWD, LIz > T, 6-6-PD KZ EEITAHA
ERGTHERMPEZDIBENARLDZ ErbitdEi Lz,

9.1.5 fh D IRANBBIE DREREIED & 5 BE KK 25 L2546, 2GR A Z 9 etk
HDHIENLRE LT,

(2) BHEREEERSE

9.2 BipEERE
(8.1 &M]

< i >

P77 HIEEOVEERIETH 5,

I AT 7 BV O URFIORWER & LT, ak
FELEEENRESNAL TS, LER-T, B
THBENRNGDD Z EMSFEHE LT,

BEE, * 7o —REREE, HEEERFD
FEOH D BE AR G 5 LR HEE

(3) FraElEE RS

9.3 FFiaelEE RS
(8.1 &M]

< i >

L7 FHEEOFEEFHETH S,

I ANT ) D UOBAORIER & LT, TR, FEREREE, FEERHRE SN TS, L
TR oT, FFEEOH L BFICAREZHGT D LIERNEESTIBENNH DL Z bt Lz,

(4) £FEREEXET 5E
REESH TR

VITI. &2 (R LorEs) 1+ 5HEE 24



(5) BEiE

9.5 1EiF
B0 XAFAEHRE L CW D RTREMED & D A MEIZIT & G- L7en 2 E R E Ly, AFIOEM) IR CTld
TETTAERNIRD HIL TRV, O L7 7HK (AL 77 A N T UUEE) ClHed e
ANRBOHLN TS, 72, AAIONRBHDORBEE XL D HERICEE Y LV E VIEE KL Z
TZEND D,

<SR >

P77 7HILEOFEEFHETH B,

AHNOEY) FEER TIIMETTEAERITRD 5N TVRW, AV T 7 A MET VUMDY~ 7 #l|
TIHBHFHAEABRO 5N TND &, £, FT VAL T7 7 B O U ORGHmIE R 5 Sh
THY W, HERICEE Y Ve VIIEZE Z T REENH D Z L bii# Lz,

(TVI-5. (2) iR —ReRERAMTw@iEtE ] OESHR)

(6) =ELiw
9.6 ZELw
AR S ED 2 L, BEFICBIT L, LRI IE ST TR B &btz & OMENH
%)O
<fiRgn >

P 7 FHEOEEFETH S,

BI 2N TN R OANLT 7 Y DO ~OBITHERRE SN TEY %Y | AR
WL LSS BAABL T IV AL 7 U ROALT 7 B U nBiT L, FiERIC
mEVIVEVIMEZ R ZTRREMENH D Z bR LT,

Fz, AAENZBWN T, RABRGZOBAZ LTEAIRICY T YV AL T 7 ) D UREIC L D Ttk
T B L7 RIS B B Y,

(TVI-5. (3) FIt~DOBATH] OHEZBM])

VITI. &2 (R LorEs) 1+ 5HEE 25



(1) MR

9.7 IMNR
9.7.1 EHARERXIIHER

BHELZ2NZE, BMEYVAEVIERRZTZ 08B 5, [2.2 58]
9.7.2 2LIR. $HIRXIF/NR

B R ARBR 13 20 L CTuhauy,

<SR >

9.7.1 ¥ L7 7 HIBEOEEFETH D,
AR, IRHAKREIR T, FFEEN KA, Zvr7a BRagihcsTiEkoe Y L
EUREN RIS, A7 AL EERRETIIT AT IV ERIERE L TW A IS
RMEe L2, WL -V L E VBN A~BIT L CREE 2R 2T RetEn d 5
ZEhbReE LT,

9.7.2 /NEA~OMHEHBRERN D72 < | ZRMEDPHENL STV RN L BELHE LTz,

(8) =t

9.8 BENE
BET 2R EEET L2 L, —RICAEEKENMET LTS,

1. tHHE%EHA

(1) HtREZEREZFNDER
FESH TR

VITI. &2 (R LorEs) 1+ 5HEE 26



(2) HRFELZEDER

10.2 ftAERE (BHRISEET S

&)

latRall
TURT T I RE
2R =T LT SRR O
PR 7
VR AN
JUAEY R

HHDOT, b DHEF D
BARAGITLIREEET D
N

AL BEAER - FEE Tk B&FF - fabRIN T
AR T I RRBEAREIR | R RES SR n s | REMEISUIERAM G OB

BIZE Y (ERABNHERS L
%

7= U R PrEEIn Al
yZI A I )Ry UN

OF DM REN EH- L.
720 =2 N = I N = 51 B N1
THBENNHLDOT, 2
LOMRAOHAEERET D
REFETDHI L,

FEASE OB AImE SN 5,

i
B

HERR DY AME T L, KR
ERAE ., YL BRI 2 3SR
RZIEEEZTBTNAN D
DDT, BEMRZIENEDIU
LA, ERAEMRT D2
s,

HeRe R

= S

=1 S Y 3 Y 3 N
HRENND B,

Here R

TYFATY
ANHT NS v

I BRJRD 55 00 BE ] 23
bobhbdBTNNRD D,

AENT Z & o FH oA
MECTHDLFATI U AF

N NT AT 2T —FEFH
ETDHEOHREND D,

< it >

- ALARZILT 2 RRBOFERBAF]. RILERZILHO L7 RBOFERBAF D -9

L7 7 HlIR AV IR = VIR FESRIEHIO T T ORG240 LT, PRt 2 B S, PRI It
ET5, YL 7 7KNMIEEA L FEDS LT AR = VR EEHK L mEa L, B ALk =
JVRERERINEINT S 2 LT A STV D,

OF R AR MR AR L, SR E 2 JE LT, BETHIULA VA = VRFERIEK
FlEWRWET D, FHERITECTH L7 7 AL EET S,

- o) URBugmE Y - 0

P77 HINTNT 7 U o DORFICET AR ZME T 5720, VrT 7 U omfiREN E
AU, EFHPEBRT20EE2 LN, ZOERIZ. X0EEOEW S (-) EICERKT
b5,

BHE IR T CRES N IMAEE A LA L W AP &2 L 7 7w RIS E# L, R o
PrgmAl 2B s, g co 7o har By opiEE R EIESE, HiEm 2 ERH Sbi
HEEZLNTWAD,

DFRARRXT VT 7 U o ObigMERAOHEBRIZER L, If e ha v uifttzet=4—1

VITI. &2 (R LorEs) 1+ 5HEE 27



T, BETONEIULT 7 U EEET S,
. %ﬁﬁ 41) ~43)

PI7VANT 7 U DTN TERORH L ORI ZBAIICIEE L, ERXZ g%
POl TDAREMEDR H D OO, HIRHEITIEF TV 720, AH L OFFHIZ X0 FERE ORI
R L. RARMERSE, JLMERAD 2 R T MR ZIEL E 2 TBENNHDH T &b L
7oo BEIFIIARTEDN, EBRRZIENEDON DG IIERE MG T 52 &,
. :/:l_-_v_:/sz 44) ~45)

VIV ANT )b aAXR R HTHE AR ORIETICL Y, IRy
YDONAFTTRATZEYVT A PMET T2 ERMESNTWD, PEHT S & X idmpyax
VVREEE=X—T 5,

cTHFATY, AWAT T O ~®

in vitro DEBRIZBWT, IV ANLT 7 U NITHFA TV, ANVET T oD
REMELEOVOEDTHDLITF ATV AFN T AT7 2T —BEAET L ENRESNT
Wb, Flo, THFFTV U XIIANI T N TV Ty 2077 ) Vo EOffHIZ X
D A MERD NFEBL LT & OFEDRH D,

8. SIEH

11. Bl
WORWERNH LoD Z LB HDHDT, BEEZ+HDITITV., BERRD LNEEIITRS
b A7 SR EERITO 2 &,

(1) EXGEIER & DHER

1.1 EXLEER

11.1.1 BEFBRHEM EEAY) | ROMBEREAE EEARP) | |EBRERE (BEEARP) . M
INRIEAD (BEERE) ( Bl (AIMEL. ERFHREEN (FBXZ) F) GHERH) .
BREMOENEELEZRSE DIC) HEEAH)
(8.1 ZH]

11.1.2 mEMRKIRFEAMAEE (Toxic Epidermal Necrolysis : TEN) (BEEARB]) | RIEHIZER
fEIZEE (Stevens—Johnson fE{&EE) (BHEEARY]) | FIRERES (BHERY)

11.1.3 BEUEEREE BHEAY) | CRUEEZIKERER (HEAP)

PIHEIR & U CTHE, BE, RERIERD A LI, S0 o iR, FaermsE, i,
FERIEIN, AFfeEki 22, B Y D NERHBLE 2 0% © EEZORBUER S ERMEIC S b b
AIE, \E5E2RIEL, EUIRLEZTY Z L,

B, ZNUHORERIT, EHAEFIELTHEHRH D WVITEILT 5208 HL5OTHEETLHZ
L. [8. 1]

11.1.4 B GEHEAY) | BXRIMEMR GEREAY) | PIEEREE (BEEAH) | #RHEMER
fak (BEEEARH)

TEEN . REWR, VR, PRI R EESE O SRR 2N B D b TGS IIE B G A IR L, e T
X AR, MR AR 2 S L, )L E AT O Z Ly
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11.1.5 SUEREET WERH) . R70—EERE BEAY) | AEUERX BEER)
[8.1 /]

11.1.6 JHEMES (Hln, EAZHES &L H D) BERH) | SKEBREFL FHERH)

11.1.7 BYAE (BEEEAER)

EiEE, RENDLbNEEAIIEI RS ERIE L, WUARLEETT) 2L,

11.1.8 |MEMHE (K) X GEHERH)

SEHES (CEED) AEEL., REN, BE. LD, RS D WITERIRBEENL b Z ENH DD T,
BEEHDIATV, 2O LD RIERN S Db Ha i &5 21k L, #YR0EEZITH 2
Eo

11.1.9 DEZR BEERH) | WIEX FEERH)

WU R BT, KSR H S oG aIiIE G2 H ik L, @ LERBAE, WE X
PRS2 I L, MU EE21T5 2 &,

11.1.10 SLE BRAEIR (BEEAH)

11111 BIRERF2¢ (BHEEAEA) | BF2¢ (BHEEAEA) | FFEREREE (W) | #EE (WEARH)
AST, ALT @3 L\ EASEZ LD TR, IF#RelES ., SMERbLbND 2 ENb 5, £, R
2, BUEFRIZELZBENEH D, [8.1 5]

M.1.12 Yavy BEERR)  THI7453F2— BEELRH)

BB, MEACT, MR EES O BE 3580 DA T 52 ik U, e @ 2179 2
Eo

<R >
T ANT 7 Y D URBIOENIOREIZHE SV TR L TV D,

(2) ZDithDEI1EA

11.2 20D EI{ER
A R B
IR FERIERID . AR . ALY ONERHEL, % a7 ) L AR ER
2
JF iR AST « ALT @ |5
5 Mk PREER A, MEAR, VAR, BEIR. SER. BUN BA- IR
B & fii=E
TH{b2R BN, Bl - M- EEEGE, Nk, DER, B4R, BR. 5%k
B Mol BER. e, (ERL. T D PENEBER
W RECE L, O PRI, JCRLEBUE, mIEw. RLBE, PR, ERS
FE AR R SEYE. KRR, 9 Lo LARRE, B E W, HIE, #1H
Z Dfth, B 155 M O 7B B D "0 2e s @ | B, Mo, AhPudm. BEETE.
DPETUHE, FEN, R RE | R
a:2~3 5 AKX 0 [EET D L OWERD S,

<fiign >
Weds - BT e OB EIC L 0 R 2O LTERINERE Y ShTunb,
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R 1 H S O F BB 0O A 22080« R S M7 IE] TR 7 B0l b LM RS T BB MR T 23

HHENTWD, £, BFERICEW TS FEZIREIR T, SR - BRE - )

K SRRSO, 4 & 5 PEDIR TN 0~ ST,
2~3 H ADORIEIC L v [EET D & OHE S NH 5,

SEEREERRRRERVIERREERE—&E

<HE>

BERREE O GR & Uiz 1, 447 BT 21 B (1. 45%) ICEIWERREE SR B2 (L -

BERIRTHI, B2 161728

AIEAETFEIR T,

M- 9 131

IR TKFRIRE AR DA

POE AR E TOE (IEFn 48 410 AR H % #t
<)

G RERA IR 66 1l %E 1, 381 i SE 1, 447 1)
BIERFBBIE (%) 16 (24.2) 5 (0.36) 21 (1. 45)
BIVEH O RIVERFEBUEC (%)
L - IE M- 9 (13.6) — 9 (0.62)
£ ERE 6 (9.1) 1 (0.07) 7 (0. 48)
EEEALTRS 2 (3.0) — 2 (0.14)
e 3 (4.5) 1 (0.07) 4 (0.28)
B R R IR 3 (4.5) 1 (0.07) 4 (0.28)
95 2 (3.0) 5 (0.36) 7 (0. 48)
HER 1 (1.5) — 1 (0.07)

EEIRD N h o7,

9. BRERBRERBRICRIEFIZE

JE A AR SR ey IS SR L BIE F I ) No. 11 (S50. 2)
PFVE) EE GRY T U EE 500mg) DOREMELEGERER P Tl BRICRIE L 72 D R R O

12. BBRBEHRICRIFT
AFF - OBEITIBUVT, ALT, AST, CK-MB, GLDH, It 7 =7 It v o KON
73— R ORI BT IS5 Z BB 5720, 2D OREHRE R OMRIL
BHEICITHIZ &, TV RLT 7 EY D AFNCAH Y 5-7 2 /U FABERALT 7
2%, NAD (H) XUZNADP (H) %8 L 7= 340nm 15 3T OO SE SR G BERIE |- F-9~ 5 W REMEDS
HY ., REFECEL Y BREERICKIET

B4

Foa

B 98
i

NERILDZ ERFESINTWVD,

<figsn >

CCDS* (Company Core Data Sheet : {RZEFKET — 4% L — ) L OEEMICKESETEEMEAZITH 2

e LT,

*CCDS : ZMEEHRITM 2 T, %hBEe

PEENTOWDKET 7 A P—tERERT 5 CHE,

IR, AR O &, FEEE N O IZBE 3 2 T D o1

VIII. ZZatt (EH EoEES)

2R3 5 IHE
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13. BEKS

13.1 fERK

Bl - WErk, FIGEE, R, R RORER (BTHR, RRELE)

13.2 W&

FERIIS U T, i, B, 51, Ro7vh Uik, @HFR (BEESER254) | M
HBENTHFEZAT 9,

1. BRLDIE

14. EALDEE
141 FRIZFEHFDFE

PTP WEEDIHNL PTP & — OV H L TIRHT 2 X 28352 &, PTP v — h DOFREKIT
L0 O EARAREREA~TIA L, IR 23 2 U THERRIR R % O EE 7 & OHE % Of
BITHIERH D,

12. ZDMOEE
(1) ERERERAICE D CER

15.1 BRERERICE D B3R
RENOIIZ LY G, LR - FEORENEA~EROIZELTDIZENH D, £,
VI RavE T R AREBTAILRNH A,

<fiign >

VI AN T Y D OBERF D S-T I VU TR H D T = =V EDO-0H N 0IZ R D T
DI ALEZZLNTWA, $7-. Y7 harv X7 MLy A~OEBITFRRICBIT LTS X
NT77EVDCEBREDEEZ BTG P,
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(2) FFERIRFAERICE D S 1BHR

15.2 FEBREREERICE D < HIR
BER (7~ THRIREL ORISR F 2 2 2 03 |iE STV o,

< figdn >
P77 HILEOFEEFETH D,

7w MZ 6 » AMKERA L (200, 500, 800mg,kg) L7, AAFICHARIRIEE R & OY
800mg, kg FEDMET T IR ZZfa R 23588 & iLTz,

B OZALIFEHEVERBR ORER, AIEEOZTH D EFEXHN TN D,
[7 7 A F—tt HENE R
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IX. FFEREREAERICEE Y HTHE

1. EEHER

(1) EXhFEEHAER
[VI. BB HTHE | OESMR

(2) ReMEERER

1

2)

3)

4)

5)

PR RIS B4R P

40~2, 000mg, kg DR ARG L > T~ 7 ZAD—HAITEYDZEAUIT A B> T2,

7= 400mg kg LA CHFES), 2,000mg, kg T HRIEB) ORREE 22 MH 237 vz 3, ER A
i, TOWNANITERE L 2o T,

FEOR - fEIRERRICK T B4R

40mg,/ kg DEARNZR G- TV FMEICBWNCTh TR —BEoRTAALNZ, 7 v b Tl
BB %D b PO RERNH] & AR T 23 Sz W b K 2 % IIEEE Lz,
FEMICxT HER

EEy MEHERGIZK L 10" mol /L OIREE TRE DM A bTc, £E/LE Y MR
AR U T H R 2 M3 - DAL, & A ¥ I ISk LARINBIZ/ER L=,
BHEEICx T H4ER

7 v MAEEAFREE SRS K D PEREARIGH X L, 40 & T 200mg, kg D5 TIXH BT A LN
7. 10 'mol /L DIRFEIZ L DI T )VIEEFHITR L THREEITERD b7,
BHEeICxt g B4ER

400mg, kg } TN 2, 000mg, kg DR DK ETT v FOREOEMNBA BT, 2,000mg, kg TiX
Na®, Cl HEMtEDORD NI BIT-,

(3) ZOMOEEHER
B L

2. HER
(1) BEE5EEHER

LDs, (mg,kg)

) dd B~ A Wistar 27 v b
Be 5 4ER B e | & | ¢
&0 12,500 | 12,900 | 15,600 | 15, 800
K 3,000 | 3,210 | 3,990 | 3,870
FRIRN 1,096 | 1,114 | 1,550 | 1,520
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(2) REHEESEMHHER

1) #AMEEM:
Ty MIYTIV AT 7Y T 500mg, kg, 1,000mg, kg, 2,000mg, kg & 4 BEZOBE L
T-fE S & (2, 000mg, kg) DR AR G2 BN TH TN Tldd 5 BKERAININHIR I ST,
L7 L., Z Ol i i 5T R I B W TR R T LITRE D DT HEE LB O bl o 7o,
F7o. BEREMRFRIRBIZHE W T OIS IR GRS b BEFTRIZA N o T,

2) EPEENE Y
BT 2T 7Y D 500mg, kg, 1,000mg, kg KN 1, 500mg, kg D 3 BrPERE O#5-T 26
HEENZHZ0 Ty FEHWTHERLZ, ZOREE, 1,500mg kg HEHEIZIBVTHERIROH
Do FRL BISEBYOIE], BE O QIMERENR ERALNTZIED, WTOEERIZBWT
HAFNCH KT 2 L BN D FRRATRITRO bhiroT,

3) AER G mERER
Wistar 527 > F & HWZRO#& S (200~800mg, kg, H, 6 » AM) TiL, I HRRE R
WL, 800mg, kg, H#ElEC FRAIZERMENB D bNlz-oBESREEZHONCT A2 &
X TE 2ot
EEREROFER ., WO TH D EEZ LT,
E— 7V RE HW-fk e (250, 500mg, kg, H., 6 » HE]) Tk, 2 CTHARIROE K
S OVFE > E B DN, 250mg, kg, H #E T HUR MRS E R AR K K QMBI RO N 2 v o R Dk
b 500mg, kg, HEECTHE LEODLT N REHEIRBO DN OBEEEZAONITH L
X TE ot

[7 7 A Y —4k HENEEH

(3) EEHIERR Y
M2 TR E AR, ~ % Y o SIRHAI A IV B TR B,
Bt ) L SERIONT o BRI 2 IV et PSRRI S50 T RIFHEIERD e
PR, A T MR C R C o B A0 IR HISBIE 2 A IS I S 7

(4) ASARMEER
?/%%mwkﬁmﬁﬁ<m~%7m@%@ﬂﬂ2£ﬁ% ~ 7 AZAVTRn&kE (675~
2,700mg, kg, H. 2 M) TIX, I, BSOS EM DN BAET 505, & MFKHET
@%ﬁi&wE%KEhéoﬁﬁikﬂz%%T@&%ﬁﬁfjﬁ7/xw77ﬁuyy@&
HI3RBHEDO ) 27 B@diant SRTnb, ZhbDZ Enb, Y IV ALT 7Y DD
EEARH & CIRE@EO U A 7 1370 e 7=,

(5) EFEHLESMHER

1) Zhle e O — AR HiaER
7w MW OEE (200~800mg, kg, H) Tik, 800mg, kg, H THIKEZIEL DHMAF
&ﬁﬁmwBWM/@/ETi%aW%tﬁ#ﬁmbtu%%@ RO BN T2,

2) MRIROERE TR G55k
7w MERHWeRAO&ESE (200~800mg, kg, H) Ti, 200mg, kg, HLL LT 1 f5&iE OE
BENBO OGN OBEEEELZHAONCT DI EITTERP T,
U XA AW O#R L (200~800mg, kg, H) Ti, EFEEITRRD HIVT R &I
800mg, kg, HLL LT -7z,
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3) JEER K O AL -5k
7 v baE WA (200~800mg, kg, H) TiE, 800mg, kg, H THHIRIEENBD bl
7= O RENM O ASEREIZBE 3 2 MBI 500mg, ke, H TH o7z, HARICEI L Tk, HAR
{KE (X 500mg, kg, HLL ETIRT L, 800mg, kg H CHEMFLREN WA Lzl HEHM: &I
200mg, kg, H TdH -7,

[7 7 A P —tk tENE R

(6) RFAIMILHR
AR L

() 0o %kE
PURME
EAEY FEHWERBIMERE T 7 ¢ 7% v —Ki, MERMEREEESS, PCA RS K v~ 7 A
—F v FRD PCA FUSIZBWT, IV 217 7 Y D id~ 7 2 1gE HFURFEAZTHE L)
ST, FEAEY M LTIFHWRRL S TRTY LA —KInZ il LT,
[7 7 A P—tt NG
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X. EEMFEICEYSER

1. HRHIX5H
# Kl T Y BE500mg AL [ SR )
Bk B B ALV 7 7Y Vv
) EE-ERSOMFECI VAT L

2. BXHEAR
AWM ;54
[TV-6. WANOKFLMETICRBIT 2L EM]] OESR

3. BENRETOITE
fr & SRR

4. IR EDEE
PREZILTWV R

5. BERITEM
BEMERS T AR L
<FvoLky : A
ZOMOEEFTE - BT

6. R—p5 - EZE
[Fl—p%sy : 7 U 4K 500mg (7 7 A —)
THILT D ENSE (k)
I ANNT Y P UEESmg [HET) (HEL7 7 —~—HET) %
[ %h 3 AT
NEALY
RHERALS Y VBT ATV R Y T A
L Rk=rymry»
T R=yar ) VBEAT LS N U A

1. EfEEERR
194244 25 H (v =—)

X, EHRFHICET 5HA 36



NERFTEADFEABRVARES. EMEERHEFAR. RETHKEAR

- BIER T AGR - AT FE AR IR 7 BR A

e A R 1 H 1 H
e e 20084 9H 5H 22000AMX02021 | 20084E12H19H | 20094 1H28H
7YY 5500 (19694F 9H 3H) | ( (44AM#iG) 176) (19704F 8A) (19694F 9°)

() WIZIHIRE4 (2009 4 8 H 31 HiEHE A T)

MEERTHREM. AERVAELEEEMFOFABRUVEZNOAR

10. BEEHRER. BiMERZRELARFEABRUVZDOAR
Y L
1. BEEIAM
Y LA
12. RELRMHIRICERT 1EH
AANL, AT G SRS 107 5 CERL 18453 A 6 HAN) 2k D [HEEMIMIC BRI ST
BHEHS ] IZIEEEY LR,
13. £Ea—F
JEAE G718 HEAT
i EREHRE S 2 — K . L7 MERAEE
AR 5 JLH ;125 S f Z
HR5E4 Eﬁfﬁﬁiu ] F) HOT (9#T) &% AT A a— |
LERA R 6219001F1071 6219001F1071 111329703 620008624
500mg
14. RIgHB(FLDIE
M L
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Misiewicz, J. J. et al. : Lancet. 1965 ; 285 (7378) : 185-188
Lennard-Jones, J. E. et al. : Lancet. 1965 ; 285 (7378) : 188-189 (PMID: 14238045)
W W13 - W SRR, 1968 5 43 (3) @ 531-542
Bl KPEIED - HRIR L HFZE. 1968 5 45 (8) : 1805-1809
WH S3E : SR BRIR. 1968 5 2 (5) @ 407-410
FAZK  JEREEIEDS - SRR L ERPR. 1980 5 14 (9) : 2486-2496
Pratap, G. et al. : J Immunol. 1996 ; 156 : 1937-1941 (PMID: 8596047)
HH O EIE0 : BAREEK. 1977 ;35 (5) : 1872-1876
B ERIED - BURERE. 1987 5 19 @ 153-159
Schroder, H. et al. : Clin Pharmacol Ther. 1972 ; 13 (4) : 539-551 (PMID: 4402886)
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B R 3EMRIE. 1968 5 1 (5) @ 7256727
Helander, S. : Acta Physiol Scand. 1945 ; 10 (Suppl.29) : 11-16
Springer, T. A. :Cell. 1994 ; 76 (2) : 301-314 (PMID: 7507411)
Cronstein, B. N. et al. :J Clin Invest. 1993 ;92 (6) : 2675-2682 (PMID: 8254024)
ANEF O FRIERIE DN - R SRR, 1983 5 17 (8) : 2553-2567
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bR BARRERBIIEMNE R EIFEPEERRE. 1980 ; 90-96
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40) i EEFEE UL T 7 U e U FARRKRKT EEGEEERANY N7y 7 WET 2],

41)
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XII. 8EE&H

1. EGSHETORTRR
AN BT DRBEXITNR, ELTCHEIUTO LB THY | HETOHRGIRDL L 1TERR D,

4. PEERIFZER
OEBEXRER
OR Btk 2
OFFFEMEKRE %

6. AZERUVAE
W1 H4~88E (2~4g) % 4~6 [EIZHIkT D,
JEIRICE D wIEEEH 16 88 (8g) ZHWTHEL DX RY,
ZOWA SHEMAZEZTVIREICHE L, 1 B 3~4 8 (1.5~2¢) #HW\5,
AT uA NEEEERE C7IEGIC W T, 7Y 488 (2g) O LZARNG,
WREIZAT A REWETHZEDBMETHS,

[E 4 TAUD
St4 Pfizer Inc.
W5e44 Azulfidine Tablets

K - k& 500mgTab.

BIRESUTRNR | a) BIED & HEEDEGIERIGR OIRHEE. BIEDEGMEKRIG R OHiBhRIE
b) IGMERIBRICI T 2 BV ED b O EMRH DIER

FERORHE | FBEOKG EBREMEZS U T Azulfidine Tablets O & FHHT 5,
WIHARETE © BRNICIE 3~4g/ H % 8 REILANIC &R 595, BIGARMmHE 2 =

TREEMEZ I D T 72Dz, BG-GB 21X 1~2¢/ H & HESE

95, WREGDLT-OIT 4g/ HERMLERGA, BEO U 27 ERICHEE

TAHZE,

6 Ll E D/ NRIZIE 40~60mg, kg Z 1 H 3~6 [A45E[#F 545,
MERFIRIE © BN 1 B 5B 2g,

6 melL Eoo/NRIZIE 30mg, kg & 1 H 4 [ EFRET 5,
Azulfidine Tablets (ZX3 AIEEIERIGR OSGNIE. S RIEGERE, AR
DR D F 7 &3 3B AR K OVFH & Hfl OFRFEE & L 7 E O ERR I
Lo TR CX 5, THIZEREKERS 2 P — L SN TWAHHET
b, BHOGENLETH D Z LR, WHEHRAE T+ o RdGER RO b
BAE, Azulfidine OHEZHERFRIEDO L-VVIZET D, FTHRINFR LS
ElE. DEIIEENRRO bz L&+ 5, Azulfidine OBGHIHICE R
e CBARARIE, b, WEHEE) OERAH Sbh-5a, T bidmiEik 2L
TV MEOEFICE DD EB X L, Azulfidine @ 1 HEEG &% P

X1 ZEEE 40



L. ZO®%EHT T2 2 LIC KV IERZE T2 2 A CcE 5, H
Rl B+ A 8 40%. 5% 5~7 B L, (KRAECHKRST 5,
—HRO B X Sulfasalazine FEIZIBICTH D, Hix RPUERIEERL ¥ A V03
F D 53 fFlF 34 B, 8 B 7 Hi, 20 FIH 19 FICAZ TH oz LE STV
Do TNHEDOLT AU BIE, Sulfasalazine @ 1 5 &% 50~250mg 7> 5 B
ML, BELWIREL-VUCEET D £ TA4~T BEICHEET L Z B/ IRESh
4o BBUENTER LTS L. Azulfidine ZF LT AMENH 5, MEERIERE
DN & 5 B IEILLET Sulfasalazine %G L7~ XI2T7F 7 4 % —
FREOE 2 B8 U 72 B I I B E 21T » TX 72 H e\,

4 A XY R
ey a2 Pfizer Inc.
Br7e4 Salazopyrin tablets

AT - Bk

500mgTab.

RE AT RN R

TEEE KNG 2% O E R DB ONHERF
IHEME 7 1 — R DOTRIE

MER O

DUToOREBEEE, ARMEISCTCHEZRET 5,

=] i

FERZ2 BT B R0,

A) TEBEMERIG R

A
I  EPVRIRO L LTORT oA FAlE —#IC 1 E 2~4 §E% 1
H 4 B 53 %, BERIDVERHE CHliE 3 2 & Y ONFEN B3 25 ]
RN & 5, K OBRG-RIFRIT 8 KFEILIN &35,
HEGE : A7 A RAlE—FEIZ 1Rl 2~4 $E% 1 H 4 [# 5,
MERFRYE - TS ARRITIRAICHEZBO L 4 88 /H &35, Atk
EOLOEERKBLTYH, BEEFILTHIEER) A 45 EHT5
-0, BEEZBEYRIZHKGE T D& TH D,

/N
REIZSCTHET 5,
M S I3 0 40~60mg, ke, H
HEFFETE © 20~30mg, kg, H
Salazopyrin BREIRIT L IR E TE 5,

B) 7/ ua— 9%
IEhME 7 v — 2RIkt U Cid, BRI & [FARIZ Salazopyrin %
#5925 (Eilolsn),
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2. BOYIEIT BERRIEER

(1) $HIRICEET DBIMER CRERAXE. £—X 3 UT755H)

KIS DHFE D 5

AT LOREICHETLER 19.4 AIRELZ AT 5E. 9.5 ihm, 9.6 %3l

i) OHEOFLEIIUTO LY THY ., KE CRERMIGE) A=A TV T7HEHEIFRR D,
(9. BEDEREHRT SBEHICHT HEE]

9.5 114w

B0 SATIEAR L CW D ATREME O & D & MEIIT & G- L7202 E R EE Ly, AFI OB IR Tld
TEFAERITZED HILTWRWD, oV L7 74| (RALT7 7 XA NETUUE%) TILBEFEE
ANRBEOHLNTWD, F2, AFRIONBHDOBRBEE LV HFERICEE Y LVE VIER K Z

(2022 4510 A)

TZERDD,
9.6 RELIF
B ART S5 2 L, A T L. FLURICIAE OIIMME TR H 5 bz & ORENH
60
s
KETRA SCE There are no adequate and well-controlled studies of

sulfasalazine in preghant women.

Reproduction studies have been performed in rats and rabbits
at doses up to 6 times the human maintenance dose of 2 g/day
based on body surface area and have revealed no evidence of
impaired female fertility or harm to the fetus due to
sulfasalazine. Because animal reproduction studies are not
always predictive of human response, this drug should be used

during pregnancy only if clearly needed

There have been case reports of neural tube defects (NTDs) in
infants born to mothers who were exposed to sulfasalazine
during pregnancy, but the role of sulfasalazine in these
defects has not been established. However, oral sulfasalazine
inhibits the absorption and metabolism of folic acid which may
interfere with folic acid supplementation and diminish the
effect of periconceptional folic acid supplementationthat has

been shown to decrease the risk of NTDs.

A national survey evaluated the outcome of pregnhancies
associated with inflammatory bowel disease (IBD). In a group

of 186 women treated with sulfasalazine alone or sulfasalazine

and concomitant steroid therapy, the incidence of fetal
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morbidity and mortality was comparable to that for 245
untreated IBD pregnancies as well as to pregnancies in the
general population.

A study of 1,455 pregnancies associated with exposure to
sulfonamides indicated that this group of drugs, including
sulfasalazine, did not appear to be associated with fetal
malformation.

A review of the medical literature covering 1,155 pregnancies
in women with ulcerative colitis suggested that the outcome was

similar to that expected in the general population.

No clinical studies have been performed to evaluate the effect
of sulfasalazine on the growth development and functional
maturation of children whose mothers received the drug during

pregnancy.

Clinical Considerations : Sulfasalazine and its metabolite,
sulfapyridine pass through the placenta. Sulfasalazine and its
metabolite are also present in human milk. In the newborn,
sulfonamides compete with bilirubin for binding sites on the
plasma proteins and may cause Kkernicterus. Although
sulfapyridine has been shown to have a poor bilirubin—
displacing capacity, monitor the newborn for the potential for
kernicterus. A case of agranulocytosis has been reported in an
infant whose mother was taking both sulfasalazine and

prednisone throughout pregnancy.

Nursing Mothers : Sulfonamides, including sulfasalazine, are
present in human milk. Insignificant amounts of sulfasalazine
have been found in milk, whereas levels of the active metabolite
sulfapyridine in milk are about 30 to 60 percent of those in
the maternal serum. Caution should be exercised when AZULFIDINE
is administered to a nursing mother.

There are reports with limited data of bloody stools or diarrhea
in human milk fed infants of mothers taking sulfasalazine. In
cases where the outcome was reported, bloody stools or diarrhea
resolved in the infant after discontinuation of sulfasalazine
in the mother or discontinuation of breastfeeding. Due to
limited data, a causal relationship between sulfasalazine
exposure and bloody stools or diarrhea cannot be confirmed or
denied.

Monitor human milk fed infants of mothers taking sulfasalazine

for signs and symptoms of diarrhea and/or bloody stools
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S

F—A N7 U T DR
(An Australian categorisation of risk A (201949 H)

of drug use in pregnancy)

<BE OB >
F—AMZ U7 DO4¥E : (An Australian categorisation of risk of drug use in pregnancy)

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

(2) INRIZBET %iE5 AR
AINCBIT D 2. 25 ROBEDY R2AT HBEICHET2EE 19.7 /NES%) OEOTZHIZLL
ToLBY THY ., KEORMN CEK OFEO SPC 13825,

(2. #Z]

2. B2 (ROBEIZIZHBBELELNI L)
2.1 7 7 ST Y U FVERRAN kUi BUE O BEEE D & 5 B3
2. 2 R AR ER R SUTET AR [9.7. 1 BHE]

(O BHENEREZEILBEICHI HIE]

9.7 INRZ
9.7.1 ERERKRERIIFHER

BhHLRNZE, BMEYLAEVIEZRZ T2 E08H5, [2.2 28]
9.7.2 3LIR. $HRXIE/IMR

B PR FRBR 1L IEH0E L CTuh ey,

HH AL A
KEOURFTCE Safety and effectiveness in pediatric patients below the age
(2022 410 H) of 2 years have not been established

Paediatric population

The dose is reduced in proportion to body weight

Acute Attack or Relapse

40-60mg/kg per day

Maintenance Dosage

20-30mg/kg per day

Salazopyrin Suspension may provide a more flexible dosage form.

He[E > SPC
(2023 4F 10 A)
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1. 3% - lREXEICKR L TERKRHIZIT S ICH-> THOSERR

AREDEHIZET DR : AR EZZ T TRV EICET RS G Eh 5, RBRITIE
FEPHEL L TORVHADFENTEY, HETHRMSN TV LRBRGIETHE LN MR E
FRLELTRR LTS, EREFEPBRKEN 25T 2 L TOSE/FRTHY . INTEDOA]
2R T HDOTIERN,

(PRSI - TR R L D IR e eI BT 2 04 R T4 V2T 5 Q&A 12T
(Z?3) | mRTLAH 9 H 6 AATEAG B R - AT REAEE - ORI FEEA)

(1) #»#
+Z VBV BE 500mg DL OREMEERE LT2wmE (TR kK 5) 2L FITRT,
ek, 7 VB UEE500mg A L CoOREIX, KRR ENTAIE TOKG- TR < (KNEE
LMK O IMEDIRF 21T > TR oo il B OB S Bifh & UCIEHESE L TuZauy,
BER 2 L CORFIOF G20 TiE, EROFE LI L 0ITH 2 &,

[ZzEtEatBR]
B OFR R 15 CILERAE DT S
RAFSRA: : M30°CT5%RH, =ENEOL GESLRE T 7 2H)
@30 C75%RH, =|ENHOE (ZEHBRtE T 7 )
@30 CT75%RH, ENHUEL (LT 7 AH)
@30°CT5%RH, =EANHOL (EERT 7 Z)HR)
T 7 e c BHAAEE. 7 B (168hr) . 14 H (336hr) . 30 H (720hr)
ABRIEH CHMBLIRARIC THIZS. & ERITEREIEIC THIE
RO IR A S THIE
VIR D HMEL L [E]

G KOER 3 (R 3 O E AR L)
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BRI A

A7 s I E IR
" HEHH "
EGs EELELSS 7 H (168hr) | 14 H (336hr) | 30 H (720hr)
S FPWEWNWED | ENTEWEO | DN ao | 7N nEo
MR BN BN (B
©) a8 (%) 100. 0 99. 6 101. 1 99. 3
[xt BALARE (%) ] [100] [100] [101] [99]
Koy (%) 2.01 2.29 2.72 2.28
S NN ED | NN ao | FnEnao | EnEniao
AN AN AN A
) & (%) 100. 0 101. 4 102.3 100. 0
[t Eﬁ K (%) ] [100] [101] [102] [100]
5 (%) 2.01 2. 14 2.74 2.18
S PWEWED | PN | DWW ao | FEnEnEao
MR BN BN WA
©) a8 (%) 100. 0 100. 6 100. 3 100. 2
U3t BRAARE (%) ] [100] [101] [100] [100]
Koy (%) 2.01 1.73 2.48 2.13
S EWNTEWNED | TENTEWED | DN | 7ENnEnEao
[N RN AN MR
@ &2 (%) 100. 0 98.7 101. 1 99. 7
[xt BALERE (%) ] [100] [99] [101] [100]
Koy (%) 2.01 1.31 1.69 1.59
(fENEEL

(2) BiE - BEANRUREREF1—J BB

H 7Y g 500mg Offi S REERER (AEIRERR G L OumiEERER) omE &2 LI TICRT,
2B, BTV E 500mg O 5 REE TOE X, KR S NTAIE COE L TIEe < RNE)
RERR BME R OF DR Z21T > T2 SIER A OBLE G | Bidk & LR LT
20, AR EHSEE L COBREIZOWTE, ERio#E LMz I viTs) Z L,
[igeligiatin] ARy FEED LD Pk
Rk 15
HEAZOM L2 RERY , HEASRICEAEZ IV T'Er2Z0EE | ANTHLTEZEL
AT 55 CDIRE 20nL Z W WER Y | Ak D#EE LT H oM BRKET S, b H%Ic, RE - &%
BORNEBET D, 5 DBRICHELRVWEA, S5I125 okE%, HEAZE T T 180 & 151
HERRES U CHER URREE - B ORI Z MR LT,

OyTERLE LT AREE - B L2 WEA . ZoREERIET S, ZOHIET L0 5 B BREAT
REZRBERNL 2 —T ¢ 7 HEA LT h, BREAEER I 7R VANIER B U TR A2 AN
ANTRFRICRBRZIT D, 2—T 4 7 ~ORHET T — O L6 R & L TEENINTfT 5,

( TRIREERE RGN R Ty 75
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SQUE7 72N

1. BFHbOF SR, FRIE L TA v Ea—T4+—LeBELTH, AL X Ea—T4+—A
T — X OREA WA TEER - S FIeN RT7 v 786 R (LIED., 2012) %
BE I UHIBT 5, HIER O nE XX TRE] 295,
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NTWaEHE)

@%VDiEf - WiRILH > THLECTRHAREZRD [F] &9 5,
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)
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I P AR R SR e R
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