% 20254F 9 FATRET (45200
20244 2 AeLET (1R

Bk SR IRAT
FREIE - 34

mU<FE
AL 2 PR S it )
YA T FEYD VIBEEE

ST 7EY
S JZILT7EY

BAELAmanEES
876219
250mg 500mg
AERES |30200AMX00685 | 30200AMX 00802
BR5ERANA | 20014E7H 20204F12H

v > IEadE250mg [NIG)
v U BBaEE500mg [NIG

Salazosulfapyridine Enteric coated Tablets

) EE - EMSEORLTEICL )M L

2. B3 (ROBHEICIBELEVI L)
21 F7 7 FIILEH ) F VBB K L BEOE O BHEE O B

Y
2.2 AR EIR AR (971 2]
3. #Rk - K
3.1 AR
Wiz s FSANTFEY T I ANTFEY T
’ [ 5E250mg [NIG 5 #45E500mg [NIG
1gE - 18E -
W | AVTrEY Uy FITIANT )T
250mg 500mg
BRI A FE, JI VB | ANVvFyoNa . DU
FYIZFI, 2O AHIA | Y TFN, BEMKT A B
O—2ZF b)Y L, fifley | 8. A7 7 YR 74
U—2, LT &>, AFT7 | v h, FrFyr)a—
PEENES SEE TNl SN 2SI

L SHUAT— AT Y VIR A
TN, RE RV, )y BkE
IANN <L)

7, e7uAu—A, v7u
A — AWEEE T A5 )V any
R A5 )V, RV, v7
0= )L6000. 7 ) Vil
F MU A A= TR LR

3.2 HA DMK

PSS ANTTEY) D

YIS ANTTEY) D

ki Wy $250meg [NIG y$2500meg [NIG
PR Ho-EBEOREE | Ke-EBERrTRoREE
P ganna—Fq T TANLI—T A YT
- Ff¥ 183mm
EAE 9.8mm 1% 98mm
B 5.7mm 5.2mm
B 390mg 655mg
wplla—F
(PTP) c m
4. EERIIHHR
U~ F

6. RERUVHAE
AFNE HEBA % & THR BRGSO N2 W EIZET
LIk, W, TIVANVTTEY YV E L THAIRSR]g
AR O B0 GRS 5,

7. BERUVHAEICEET 518

70 AL EEL~20 ARICHRDPEL ML OT, KSR F
Bl 5 T T TR E DG LT 5 i 28 A ke L TR
TAHEIENET LV,

7.2 EkE Tl A (05g. 1H1EL, & &) 25354 MR
b LEBEORERBIEL 25, MEIHST 5L,

7.3 250mgdi & 500mgHE D EY F M FFEATR EN TV R W,
HREMET DRV &

8. EEREXWIE

8.1 AHNX. B v~ T OERIC T BB EFHOEMO L & T
fERTAZ L,

8.2 [RRHABRICB W, 1H#&Z G =2gTldlgll b L BIMER I EN
HEIZEPo22 D0, KRORGIZHE L CdHERVHE
BFTH T &,

8.3 AFIIGBIMATHIICIE, L3 MR mMcE (I ERS % & e il
1R . FHERERE L OB R E 2 £+ 5 2 Lo 5 HiE
AST. ALTOZ L\ EFE %2040 I, RS, #E D
bbb ENHY ., AR, BUERICELBENNH LD
T, BRIERE T@lgd 5 & b b1z, B (K5 thHRi
WMD3» ARIZ2BEIC1E, Ro3» HEIZ4AERIC1E, 20
3 AT LM, MiEF AR O R R EZ1T) 2 L.
7o, BAMEEEE, A 70— BEEE, HETEEESSSbNSL S
LB BHDT, BEEREMRAIC O WT b EMIICHT D S ko [9.11.
92, 93, 1115, 11.1.11 4]

9. HENERZE I HBEICHT IR

9.1 AfHHE - REEZEDH 2 8F

911 MEEEDH 3 EE
[83 =]

912 KEXHEDH 5EBHE
AUREIRI D BEFNDLD 5,

9.1.3 SMBEERMERILT « VU EOEE
AWRENRE 2 BFNDDH 5,

91.4 J)a—2Z-6-1 CEHKFRER (G-6-PD) RZEHE
BRI LEBENDED 5,

9.1.5 fOFEHNx UBBEEDEEFEDH 3 BE

9.2 BiEEETEE
[83. 1115 %]

9.3 FFigEEEEE
[83. 11111 =]

9.5 itiF
TR SR L CW AT EED & A eI 335 L e w2 L
F Ly,
KA OB FEER TR IZF20 5T WS, o
TrHE (AT 7 A MET Y UE) TSRO ST
W5, FRAKIORBYOBE®SIZ L), FrAERICEHE ) vE
VIEERIT I EDRD D,

9.6 Il
BAEMTFSIELI L,
BEFLH 2R84 L. FLIBIC I E UM T RIS & bivrz & o
DB 5o

9.7 INREZE

9.7.1 EEAEFRERIIHER
B LW b, MY LVEVIMEZREI T EXH S, [22
ZH]

97.2 3R, WRXIT/NR
BER BRI T M L TV,

9.8 EEE
FEPRERER 12 B\ TRl IS L e R IR )
DIEBHEDENMEMARD SN b,

O g% D EIEH

A-04



10. #HE1ERA
10.2 HEREE (BHRIKEETS L)
ESELS RRIRAEIK - #8618 50 R - falikT
ANV =T I RREE MR % 5ET 2 B2 Fm&ﬁlﬂﬁl ié%lélﬁ*{:\
I PR FH 1) NHEHLOT, TN |DEHRIC v TER S
ANER =y L7 R O3 O & E R i‘é?ﬁéﬂéo
I PR3 FH 1) LR EFEETAEI L,
FYNY7 53K
VAN A VRN
F) A &
7 =) v s Bt B 3 o> ofi AR o EE A B |0 SE oo AR SN S
INVT7 ) rAa) AL, Tabare s b,
A BRI RT 2B 20
WHHDT, TNHD
EHOMEEWEH TS
REEETHI L,
BER B O WAL T L [ BEE A
KARMERAE I 10 2R
Dk RTIEMR K ZIE &
BITBZEMKH LD
T, BERRRZIENEED
NoH%EE. L
WMIHT Ll
= S T Ix T Y ORIAK | BEE A
TT%%%%%)%%
THWFFT) v L ER R A 55 0 & BB | R AN S s 0 FEH O

ANWVHT T v

n’?llﬁ‘%bhhéz‘o%ﬂ
b5

R#BETHLT AT
VY AFNET A
Tz —¥rxMHETD
L OHEDD B,

1. BIfEA

ROENE A a%f;?oﬂ% EHHOT, BHEEZTIIATY
li?x%—%@i#%&&fé@]&kﬁ%f ’)

OO SN
Eo

11.1 EXEEIEA

1111 BAERRMEEN (0.03%). RMERKDE
/)R (0.3%) .

BEE (HEEARBI).

FHRMEEN ERRZ) %) EERH),

# (DIC) (0.03%)

11.1.2 hEMRKZRIEREE

TEN) (BHEEAHT) .
) (003%). FLEREE
11.1.3 BEIEEREE.

MEER E LTE5,

i N S

N
-
Z

(0.06%) . R

'l (RmEEMm. B
BIEM I E PR EE 1R

(Toxic Epidermal Necrolysis :

RISHIERIERE (Stevens-JohnsonfEf&

ERIEES (0. 08%)

17:\71‘:'1!{&7}7 BRIE
Fesh

INERINBLAE 2 £ ) EIE 2 B BUE IR DRSS

&, HG ek L,

R (O EIERD)
B ﬁmm#&%h 51z
A T T Aﬂu/
Y B B DAL

BT S Lo BB,

JEVAY

:ﬂ%mﬁw

1, FEH A LT FRD B VIGBIE LT 5 2 L0 H DT

BHT¥AHZ &,

11.1.4 EEMRER (0.03%).
RMEMERRRR R CBHEEARE)
ﬁ%l# SOOI EHEIRD S & b7z

CHEEARTT) o
FERL WMk, e
G2 Pk L

SR fil R

TR A X AT

B R ILEEFT) Z Lo

11.1.5 AMEEE.
FEAH)
[83. 92 Z:]

11.1.6 JHILMEEE (MM, FALZES EHFH5).

(Wb HEEAR)
11.1.7 PR fE
H OB

EO

CHFZAH)
SN D S b A LS

11.1.8 EFMEE (B) X (HEAH)

SR (HER) Ml

FEE
MWHoEbNLI ENHLDT, BIEEZ 512
RDIH SN HA

B LD

3G EPIEL,

11.1.9 @E%~Mﬁﬁ(wfh%ﬁ§K%>

I PRI ) 089
HR D
)Tk,

ST A A

fREED D &b

I 2 2 W 13 75 kTR

) 70 LS A

(0.06%) . PIESE{&E

m&@ﬁ%%%%

70— BEEMRE. MEMEX (Wb

SHKIERZTL

(ECsa=R - N U PN A pr g I8

H

feper

=F

ZD LD BIE
THZ &,

(%N

MEe R

i *BX%W’?EE%%#%TJ‘EL B 7% k ’a’: ?

11.1.10 SLE#RIER (HHEAH)

1111 BUERFR CEEARE) . X (0.03%).
HE HETRH])
AST. ALTOF L\ ES5 %05 4%, HT"F%%%EE%\
bbb b,

(2.0%)

%o [83. 9.3 ZH]

T72. A

BIAERT 7%

FieEeEE

WD B
CEDLBLINDD

11112 Yavy, 7F7147%3— (OFRHHEERN)

3895, MEALT,

P PRI 25 0 S8 H3RE.

Huk L, BE) 2 ME 1T 2 ko
* 11.1.13 FuFhskfilaEsifd (ANCA) BBEmME R (HZAD])

FEEA

BRI, B,

OHLNTHEID

BmEOEFREIRR, FE (LB, %8

3 5-%

BE) . MG (). BhR (MR, EER) FOREGERD S &bt
BT ENBH D,
11.2 ZOOEIER
1~10%Aifi 1% A i HEEEAHH
ki3 FERR A 03 7
_ a7 A, Bk -
B A, FARD) vo8
BRI, GFEEERIE S
JH e — AST. ALT® L& —
Mk e EMJR. BUN LS R A
MR, FERR. IR
1 — 5 —
ekl a ML - MR RER . REAL. BEEOA NI | RIS, PR SR
A%, HAVHE. | T, E%. fgs
BERAR . E g, T
S ERE 5. ) PR PHIETRAAL . ALBE. 2 | CHLBEOE. Mg
i3
K AR B . KRR 2L, (FD o
H — HE N, Y LI Lk
B HIE
0t SEEL R R LR O FE )
FICHE, WA, | o Wk 2
{%\ BRI, WLR S| AiED
(i}

1) 2~37 HOWREIZ LY ABET 5 L OFEDD 5o

12. [BFRREBERICRIEFT

=4

o=

AEFE G OBEHIZB T, ALT. AST. CK-MB. GLDH. IfL
7 RS, MFFO RS K OMAFR 7V 3 — AEEOBIEMAS

AT LML AT 5 DD L7720
TEEICITH) 2k, TV ANT 7 BT LA AR ES-

BRI

. IS ORISR O

TIJH)FUEKLTANLT 7 EY Yk, NAD (H) Xiz

NADP (H) % diH L 72340nm/f 3t o0 284400 6 FE ) 78 ?%#
LAFEMER D O . AT X ) AR R I f#%@ B D
ZEDHE SN TV D,
13. BE®RE
131r&
MR, R, BT, REAESREIR (IEIR, )

132L§

SEIRIZ MLT @& Bk, BT Ro7va )4k, samiflFR

(B IEH 235 E
14, BRALOZEE
141 EFZNEFOXE

14.1.1 AFEHEERATH Y . ALY,

THEHIIRET LI L,

v MR ENTE AT o

W7z 312k

14.1.2 PTPEEOHEFIIPTPY — b5 L TR 2 &9
fRE$ 252 L, PTPY — b ORRERIZ X ) . B S 2S A B A

~HA L, HIZ
BTHZEDDH DB,

15. ZOMDEE

15.1 BRER{ER ICED {55k

1511 RHI D pesr 1z
BYLZENDH D,

LR IR UIR -
FREIZEOATLZ DD D, T2,

15.2 FEERAREBRICE D < 15k
15.2.1 By (7 v &) THURIRE R ORI RS e 2

T EMHE SN TV A,

16. ZEMERE
16.1 MieiRRE
16.1.1 HEZ5HER

(2RIl 2 B 2 L CHER R 9635 O BLEE 2 A PFHE % Of

8 O AR DY E D ~
VAVE =R/ VS

TR ABIEICY 5V 2V 7 7 ¥ ¥ v BiEsis00melsE. 25t
7203488 (S ANT FE) Y ELT05, 1572132g) %%

NN 2GR I B 15 5 L 7238

ANB A B E A, 1

T R E 13 P R 6 [H] 122 L2 IR lndﬁ (1"]9 17ug/mL) 2L
I S FI AR T d - 720

16.1.2 RIEIRSHER

TR ANBEICT V27 7 ¥ 2 v Bise500me28E (o
VANT ¥ YV rE LTClHLg) % SHEEGEZRIES Lo

a2,

HEIZAD

ﬁ7/Zw77LU//®m@¢ﬁWi4HE#%
He B G- T2RF I 2 T M A
16.1.3 EMFEIFEF MR

HBSIYRNT 7EY Y U EREE250mg [NIG])
(1) #IV2ALT7 7Y Y EEsE250me [NIG] 288 & 7 )L
7 14 ¥ VEN$ES00mgldE (VAN T 7 E YTy ELTWwER
$500mg) %, 7 WA — N—I X0 RS LA A R

FELHS- LTl RS Ll s 2 2 L

J A—% (AUC. Cmax)

TE IR
TIFHE L 72,

B 5 NI B e
12D\ T IO EHA X [ L2 TR AT AT

21T- f:f%% log (0.80) ~log (1.25) D#HPANTH Y. WHID

et Rl

AR S 7220



O 1 HIVANT 7 ) VUG
250mg [NIG

® 77 1YY EN$E500mg

T3 = RS, n=30

M (1 g/ mL)
[=2]

/1 -
2 -
0
0 3 6 9 12 15 18 21 24
5B ORER (hr)
SNBSS A — 5
| AUCo2 Cmax Tmax T2
(mg) |(ug-hr/mL)| (ug/mL) (hr) (hr)
FIIANTTEY VY
B %250mg [NIG) 500 | 51.6+38.0 6.2+42 70+15 62+32
THENT 4TV
EN%£500mg 500 | 554+414 6.7+48 65+1.1 58+18

(P + e fF 22, n=30)
M3 FE EESE OSICAUC, Cmax® /89 X — 1%, g 0%
P AR ORI, - BERSE 0BG & o TR 2 W FEMEA
H5bo

HSIZRNT 7EUD U BBEEE500mg [NIG])

2 HIVANT T EY Y VEESS00mg [NIG] & T7HFVT 12
YEN$ES00mg% . 7 U AF —/N—iEIZ L) FheEnliE (5
AT 7)Yl LC500mg) BT AT T IS HE A LRl O
G L CEh RBUREE A HE L. Ao N RYBEE ST 2 —
% (AUC. Cmax) |22V TI0%1EHEIX [ 12 TRERHFMT % 17 -
7kEF, log (0.80) ~log (1.25) O#IPANTH b . WHl LY
B[ EETEDSTRERE S 722

16

145 —o— H 5V ANT 7 ¥ Y VB 500mg [NIG
-0 7HIL T 1 ¥ EN §£500mg

12y Y = B, n=18

10 ¢

IAEEE (1 g/mL)
oo

2t ]~\ _____________________________
N N
0 2 4 6 8 10 12 14 16 18 20 22 24
H 5 OEEH (hr)
SEMBNHE N T A -5
Peh5&| AUCox Cmax Tmax Tue
(mg) |(ug-hr/mL)| (ug/mL) (hr) (hr)
FIIANTTEY VY
1556500mg [NIG) 500 | 645504 | 83=%6.1 6.1+13 6.2x21
THNT 4T
EN$£500mg 500 | 61.0+49.0 7856 55+1.2 6.1+23

(¥ + 12 fF 7, n=18)
MU EE I N2 AUC, Cmax®E 085 2 — 713, #ERE oR
gs‘ PR OTRIAIEL - WS D BBRGIC & o TRL 2 EEkDS
%O

16.2 TRIR

16.2.1 BEOHE
TR NBVEZ T AV T 7 ) U U BES500megl e (5
VANV T 7 E) Ve LT05hg) wEGRY LA, kL
iR L CL M R R R AR T AR (AUCo-) ICH BRI
Sy HFVANT 7 E) DY ORINEIZITAEFIC L 2 HEITD
SN hoizl,

16.3 2
< )b MR A HEEHE
723,

16.4 138
FIVANT 7 E) YU, BROFGICB W T—E R Lk
L CT/NG TR E L, REIERGIcBWwW T ALV 7 E) Dk
573 /W) FINVERIZHRE NS LHEES LAY,

16.5 HEitt
TR ABIEICY TV 2V 7 7 ¥ ¥ v BiEsis00mel$e. 25t
72345 (VAN T 7Y YL LT05g, 1gE2id2g) #
TN ENEIEREARR S L2670, 5721 % F TolR
R FE MR IZHI3~8% T H - 72V,

#1

(in vitro) 1%, 99% VL ETH >

FENOKBENIZHEROCHEIEIY 7 VAV T 7€) ¥ v & LTHRAL
A5Gl AR Y B2 5HIEIHEG Th 5.
FAEH G- BRIE8H M & L CHL, 8HIZ FHI 22 HF1,000mg H % 145
v B2~THIF500mgl H2[l (8, 20IF) #ELEG L7z b DTH %,

%2

17. BRI
17.1 AHERORLMCEIT 555
17.1.1 ERNE IEERKREER (CESRILEHER)
TI R RERRE LS ink EE RGBT ) v~ T
H199%1 (77 AR 10060, 1ghE @ 9961) THEES . D

EREIIROEBY TH 5D,
A GEM SER])
E | ||| % | B oo | B |
e g ke AN %ﬂg%ﬂ: %ﬂ:/u‘uf %) FgaEt
Foex | 9| 7 |14]31]8 | 1|1]7] 225
FISANT 7
¥V YIS 15 90 |16 (12| 3| 0| 0 |66| s30 |F 00
500mg :
(1gHE)

) HIE. Scheffed % EILEHRE © Sagsid [dE] Dbk
(RFHN D FE R O TH 5 1g/H O RO AR08
1glECORIMERIE, 96612160 (21.9%) 1Z30MF5%BLL 72 F 7
BIVERE. BE0 - LIEEE - BT, BEATE - B EKS
. 2% - BB - SEBMETH 5725,

17.1.2 EINE [HEFRRER (REKRS5HR)
BAE Y w<FBEI6HZ N REL, TV AN T FEY D UG
#EES00megl H28E (o VANV T7 7)Y & LTlg) *HwW
EPGHIC BT, i GERI11661Hh9461 (81.0%) #5248
PLEFGRETH Y . 8061 (69.0%) 252 DG %527 L,
BN AREDED SN0 T v AN —OIEEEIE L% 54
L) BETIC I LA ERdEE R L, S2HBIZBWTD
BRDOFHEDTRD H 172,
EIVERE, 11260913461 (30.4%) (Z56MF5B L7z ERITEH
X, BT - BB - BB EOIFK - »pwAR4AE. o X3
. ERORIR3ME, BEAR - JENL - & { R3AFETH 5720,

18. FupgkiP
18.1 1EA#F

THifE, ~27077—JIEH L. N6 ofiEgrbod4 b
A4 v (L1, 2R 06) EAEZIH L, B v~ FBEORE R
PURREA 2] %0 S 512, B OE ML SEMMIE O
EHEEZIHIL. 2oL A MEROGEERR EA S I3 5,
INHO—HOIERIZE Y. BEY) v~ FBEZEOMEIZBIT 5%
JEEBEZIHL, L) v~ FEHE R TODEEZ N D,
18.2 ;iU U~ F1EH

TV 2Ny M (T ) ISR LTI FRIRh R 2, B TR
a5 — 7 UHEREEH I L TIETH (v ) ROHEBER R
(v b)) BRLAED, £, HAREHCRERRT TV TH
AMRL/1% 7 2128 W, BB ER L, 18T ikl
&, 74 7)) YT R O SIETEML 012855 O B EHRZ O #E1T %
PIHI L 728, & 512, MERFEE 253 5 2% A LBk o G 1%
FRELEZWIH L 729 (n vitro)o —H . EBEME (5 M),
WEMREET IV (T b)) ICHEES, #EER (vv2) b
S NI dr o 72100 1D
18.3 RERIIHT 21EH

~ 7 AWM B A THIUBBAREMEPUE 6§ 2 5068 % &2
ARAFE I L THI SRR DR IS0 3 2 iIn B 2 12 L A
EWIHIL 72 220 72120 (in vitro) o BAERY v~ F B KR AT
HIE 2 & OIL-1 R OIL-6 A 2 I L 72 (in vitro ). F72. <
7 ZWEMNE 31 5 TR OIL-27E 4 12k L C b S AR 7 B0
FIEH 2R L7219 (in vitro) o

19. B2 ICBET 2IB{EERIFR

—fR%HR 1 T AT 7 €)Y v (Salazosulfapyridine)

124 © 2-Hydroxy-5- [4- (pyridin-2-ylsulfamoyl) phenylazo]

benzoic acid

45130 - CisHuaN4OsS

o= 39839

Bl R 240~249C  (43f#)

IR HEO~FEEOOMME R R T, ICBW RO RV, ¥
YT RREITIZC L Ty =)V (95) 12ETICL
oK Z7Oouo RV A ZTY T F VT —TVIZIEEALY
BT, KEEET M) 2 50HICEIT Do

LG

Z N 0 0
[ \V/
N

_S
N
H
NZ \@:
OH
22. ak

(HSIZRNT 7EU D U I3iE#E250mg [NIG])
10088 [1082 (PTP) x10]

(HSIANT 7EU D VIBE#E500mg [NIG])
10082 (1082 (PTP) x10]



23. EBXMk
1) M3 il - EEPRSEEE 1990 21 (2) : 377-389

2) H:V\]”‘*Jr A1 TR) S 1 S

3) Sjoquist. B. et al. : ZEWEHEE, 1991 ;6 (3) : 439456

4) Schroder. H. et al : Clin Pharmacol Ther. 1972 : 13
(4) 539551

5) FERAZER Ml U~ 199131 (3) :327-345

6) HAE b EEEEERR 1991 5 25 (6) : 1749-1765

7) g Al JEEEEL 1991 ; 41 (6) :563-574

8) Abe. C. et al : Int J Immunotherapy. 1991 :7 (1) :9-14

9) Carlin. G. et al. : Pharmacol & Toxicol. 1989 : 65 : 121-
127

10) Bjork. J. et al @ ZEBEEFER 19915 25 (7) : 2263-2270

11) & i Fﬁ\ﬂﬂ%fﬂi 1988 ;36 (4) :329-339

12) Fujiwara. M. et al. : Immunopharmacol. 1990 : 19 : 15-21

13) MEARMET A 255E 1991 11 (3) : 279-286

14) Fujiwara. M. et al : Japan J Pharmacol. 1990 : 54 : 121-
131

24, XERFERERUVBEWVWEDHESE
OETIHREE BEETR-vr 5 —
T930-8583 & ILUh#aH#ER1T H6721
TEL (0120) 517-215
FAX (076) 442-8948

BLEIRGTEEE
261 SBERTEIT (BA)

BEIIZETiZ sttt

Nichiko 2 LTI # w1 T BB & 21
26.2 H5ET

¢E|;I I%

Nichrko 2 LI T &1 T BH6 &
26.3 BR5E

BEHESITIFEEKASH

REHMPRXEEHRNTBISS

m-)J'



