202251 2A8%KET (1 1hR)
AAREZEEmGNEES 876219

E #2514 v 4 E 2 — 7 # — A
BARRRERENSD | FEEESEE20 1 3IZEMNL TERK

mYyo<FHE
YSVRILIT7EY D UBERE 250mgINIG]
SR 7EN) D UGB 500mg INIG)
Salazosulfapyridine Enteric coated Tab.

#l F | BBEMEZ 4 v ba—T v TEE

B AHORH R S| AGEEEL QEF - EMFEOLTEZLVENTDZ L)

$E 250mg : 1 $ET Y7 27 7 BV P 250mg A

”o® = B b s00me : 185 T Y 2T 7 B UL 500mg G
_ i #, Mg o277 YV

¥4 : Salazosulfapyridine

#E 250mg #E 500mg

HERFZTARESAB KRFEHH 20204 7 H 9 H 20204 8 A 17 H
FMBEZEUNEL - FHTFER B | FEAM L VEE 2022412 H 9 H 2022412 7 9 H

724 A B 20014 7 H 6 H 2020 4F 12 H 11 H
W% - MR (RA) - | O IR LR
B - R AR |, ot HELRARE

BLOEARGE T« HE T R TS

EEFRBLEOERE

HETLKEASHE BEEYAR— b X —
M\ & v & B O|TEL:0120-517- 215 FAX : 076 - 442 - 8948
=R BRE AT AR — AX—  https://www.nichiiko.co.jp/

ARIFIX2022%F12ARET (250mg : 35 12 hlx, AHMRIZH S2KET) . (500mg : 56 2 hiy,
ABIZHESHET) ORFXEDRERHICEIEHRET L=,

BT O SCEF#RIL, EIRLEFRBRR AR AR —L—

https://www.pmda.go.jp/{Z T ZHEFR T S\,
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PR RS O AR 22 G & U CERR A EIRIRA S0 (LT, IRISCELIRT) e b,
PR B C R - SERIAMSE O EFRIEHEE DY B BB R 3K 5 o EAE G215 7 2 BRI
X, WRASCEICRRE SN E B2 BT 2 BICTER ERA L E R GA NS D,

PR ELES CIE, YUk EIRAIC DWW THREBERE O BRI G R Y FHE I THEROBINFERCE 2 LT
WEMTL TR L TETCND, ZOBICHLERIERZBHEOICATT 7200 HY A ML LT
A UBE a—T F— LI LT,

BAFI634EIZ H ATRPE AR (LLF, AR EIET) FiNEoNEEESN [EEGLA X Ea—7
F+—2) (BT, IFEWET) ONLEM T I N IFRRsEsE A R E L, T otk, EREEE T
CIZBE T EIR AR = — XD b &2 521 T, FR104E9H I HRIEFINES/NEERITB N T
IFRE EEOKET B T,

FIZI0F2 % L, EIMIFHROAID FTH 2 IR, 0T Th 5 ERBIGOEAAN, W
Lo TIRE « BRI RESBIL L2 L 2% T, k20490 IC ARERERIEREE2ICH
W CIFREHEEH2008 03 5 E S vz,

IFRLEEFH2008 ClX, IFAMBYADOM 7 & L Cieftd 5 5206, PDFEOEKRMNT —# & LT
T2 28 (elF) AL 7eotz, ZOEFEICHOET, B XEICENT [8hEE - P08
my o, TEEE Ao BEALARNEROWRET] REDUGFTR O S -GAIS, SGETORT — % %
BN LT BRDe IRt SN Z & L e o7z,

RHTRDe- TRIE, () EIES RSB AEAEDO R — 2L — (https//www.pmda.go.jp/) 75
—fELCAFARRL o T D, HAWBEEAIRS TIE, e IFZ BT 2 EHELFRZUEAR — 23
—UNAAT A N THDH I EICEUE LT, FMEHENGEIC H ot Te IFDIEH & fFtd 2k fk % 5%
&L C, Hx ODIFNUAT CEEMET 2 EFEAERE L CHEENEE - T2 8 & LT,
20084 L W AFARIDA VX2 Ea— 7 3 — ARt Z B L7 CHE L CE o RE A FaHn L,
WAL - TY, [EA - FKARIFIZE > TH, DROBRWEFREETHZLE2E X2, £2TH
W, TFRLEETH O —HET 2T WIFRLEEH2013E L TART HENE o7,

. [F&IE

IFix TASCES OB R AT L, KARNSEOEREFEICE > THHEFRICLER, ERLOM
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PR BE T T O D OFFRENEN SNTREH 2B OESEMFEHRE L LT, BRI

FEARE L, FEAIANE D72 D12 Y54 B 31 O BRI TR O AL A (KIE L TV D41 E R
EALEMT NS,

e L, FEE - REREMESICED S b 0, RERBEORAIE T & BT D b O K OFEAIAT
H D AR - I - SRAE R E FHEEIIFOHEFHE S 132 5720, S0z 5 &, REEEND

FEAESZIRX, SEAIATE O33R - HIWr - BRAREIST 5 & & big, RERFEEZTH LD LN

Wik ERFOZ EEEHREE LT D,

[IFDO#R]

OHFITAAR, BEEX L L, FAIE LTIRA » ML EoFER (MFRITFRLS) THEL, —6aRY
LB, L, WASCE TR R A WSS, EFEA TR IS b LT 5,

QIFFEHEEHEICESEER L, FEALILIY v 7 KR CTRET 5,

@FMOFLFIIAH— L, FRRICHT THFEEKRD TTFAHO TS X OME | oL EF#HT5 D
DEL, 2HIZE O D,

[IFDERK]

OIFEEH & U ClAl oG8 (NWAA, E5A, SAHAD ITERSh 5,

OIFIZFi# 2 H R OBEFNIE B3R R E L 7= IF s BRI YL 5,

OB TTEONEZMTET H L DIFOEFIZH » CTHERFRNTH IN D,

ORI FEOE LT 2 b0, BERMEORIAILS ) 2 B3 5 & O K OFRAA 2 1 U D EF
PEEF B SR - Pl - SR REFHIZOWTIFEE IR,

® MEHKIA ¥ Ea—7 5 —L50HEHE2013) (LLF, [IFGE#EZEFE2013) S #9) (258 0 1Bk
SNEIFE, E AR TORMEAZ AL L, LEIZIL U CHEARAE EA (PDF) 2> HI L
THEMAT 5, BETORKRITMETITR,
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[IFD#1T]
O [TFFLHEERH2013) 1X, FRk259-10H DARRICAGE SNBSS B & 72 %
@ LA D EE IOV T, TTFGEEZEME2013]) 12 K A ER - #R8E358H S b b o TR0,
OfEH EOEEOWET, FEAME XIIHENE R RN 2323 S A7 RE R0 N #IGAE
DPERZEN 72 S, BT RENBEDRRE LK LD G EICIFIFNSEET S5,
IFOFABIZHT=>T
[MFEHEEE2013) I2BWTIE, PDFY 7 A M K D E A TORMEZ AL LTS, [H#RE
FIRT 23K, EFEELSHIR L CRET2 Z EARAITH 5,
A EARDIFIZ OV TIE, &35 R A TS O = 38 5 PRI A 1 AR IR — A — 2 fgidlk
LTRERE SN TN D,
RRAET TR A VF B a— T+ — AEROFF & | 1ITHE > TERL - 2863228, TFDJRS %
B E Z, EEBSGICRE LT D ERCIFMEFRC FEE UEEO SRS I o) TR O MRS
ANDA VHE 2 —IZ LV IEKIER SRNFERESE, IFOFAEEZEDLILERD D,
F7o, MERFSGET SN AR EOEEFICEAT 2 FHICEH L T, IFPSGETISN S £ TOMIE, %%
[ S L oD BUER s ARG 2 YA SCEC R A B CEL, H 5 WVITEE N ERE S E SR E Y —
BT K0 KIS S ET 5 & L b, IFDEMAICHT- > TE, B OURA SCE % E 35 E
PRI BRIH AR AR — AR — Y TR T 5,
728, EIEEHSCEEEOMERO SO LR SN TV D TR < [ E24MNE TORITEIRI
BT DTS IIARFHEICEADL Z 0 HY, TOERWICIT - ETRETH S,
FIAICELTOEER
IFZ A% B HEBICB O TRNT 2 ENTERWVERLERRE L UEH L TIEE 20, L
ML, EEESCEBRAERL 7 eE— g ra— FEICLAHENC LY, RUSESENEIRGIEHR &
L CRAETEZ2HAICIIATEMAND 5, IFTEFREODEEEZZ T T, YiZERL ORI
EPMERR - RMIET 200 THL Z LD, Fifl - REUUTHINZZ T I 2252002 258 L T
BRTIZ7e 5720,
FRIEPET, IFAHL ETHIRMICEEZMTT H2HEREM THY, 5% ¥ —Xy b TOR
BRELIEE 2, HEELEORERHICEMLUZ2NE YFE LERIN TS Z & 28R L CE#R%
EHT20ERD D,

(201344 H &7T)
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I. BEICE9 5HE

1.

2.
(1
(2
(3

AR DER
KANL, $T7VANT 7 ) P RARMGS ET LR U TFHITH D,

Y7 VY gE250mg) 1%, REAT AT 7 —~v RSt (IBRPERS LERKSH) %%
PRI & LTI AR L, BUS K ORBR T IEZRRE, REMRER, ARtz
FHiL, 200143 H 15 H AR Z B, 20014E7TH6HICIRFEA LA LT, (EIRIEHF4815

CER114F4A8H) ICH S & 7KGEHIE)

Z D%, LLFORGEAEEZIT-T,

AR B 744 [HHR 584
S ANT 7 B D vAkE o e
20137 H30R | 27T T e Y V7 LUk 250mg
250mg 7 /3]
PIZ V2N T 7Y VISR YT ANT 7 U VU IGIREE
2020 THOH | on e T ) 950mg [ /3

7Y 2077 ) U UBESES00mg [HET N | 1%, RET AT 7 —v RS0

FEEHSL L U AR L, B L OB IEZRE, REMRER, AR ERER
% 3Fhi L, 202048 A 17 H AR Z Bifs, 2020912 A 11 HICEGEZBIsh L=, (GER¥1121
25 (CEA26FE11H21H) IS KRGS

202212 A 1 H, V7V AL7 7Y U UGBERE 2560mg [BHT /Y] KO Z Y 217
7 BV U UEEE 500mg (B H T /N 1, BHT N7 7 —< RStk b H R Tl B T35k
NS ROERGEAR DA S, ZORRICRTEA DRSS Z TRET /N6 INIGHZZAER
L7z,

2022 412 A 9 FIZHEAMIEE 4, B E TSN IRIEZ B LT,

HADBREN - BAIENFTE

) AL, BTV ANVT Y PRGN ET O U TFHITH S,

) PTP v — FWEIC THL) U~ F Al #RKiL L7z,

) EARZRENWER (BEAH) & LT, AENRMERIm, JLmskpdE, EERIERE, MR
WA, A (MR I, ELAR SRR I CERE R Z) ) , FEFEME M8 N EE B (DIC) ,
o R R B Al R iE (Toxic Epidermal Necrolysis : TEN) , B¢ J& %G IR 4 o€ B

(Stevens - Johnson JEWERE) , ALEUERIRE, WBUESEMGRE, (Yt FEZERIERRIEIR,
B MERZe, HEAIMEMIZE, PIE JEMRE, SEMEmilade, SMERES, 7o —BiEfkiE,
MEME %, WHEMEEE (M, 225 2end D) , SIARMEBZE, ME, MEME
BEE () 2%, DEEZe, MalEide, SLE ARJEIR, BIEAFZE, IR, IrtrebEs, #5E, o=
v, TF 74 7% =R HREINTND,



I. &¥#ICEI HIRHE
1. B4
(1) M4
HT VAN T 7 B DGR 2560mgINIG )
T AT 7 B VU RREE 500mgNIG |
(2) *4%
Salazosulfapyridine Enteric coated Tab.
(3) AFDHE
—xA &
2. —&#4
(1) & (as%)
PI 2T 7YY (JAN)
(2) 4 (4%
Salazosulfapyridine (JAN)
(3) RT L
PFLEMEA VR T X NA : -sulfa-
3. #EEXANTTERX

CO2H
L,
4. 3FRRUSFE

7712 0 CisH14N4O5S

sy 398.39
5. L4 (GfiK)

2-Hydroxy-5- [4-(pyridin-2-ylsulfamoyl) phenylazo] benzoic acid (IUPAC)
6. {BR4, 4, KBS, B8

WM& AVT YT
7. CAS &S

599-79-1



. BRI HRE
1. MELEENERE

(1) & - R
O~ HEAORM 7R T, [CBWROBRIZZR,
(2) BafE

Y D ACRREITIZS L, =& = (95) IZEITIZK L, K, ZeaRL A iEv o
FNT—T T L A EEIT v, KEE(ET R U O ARKICET 5,
(3) BEtE
MEERR L
(4) AR (OBR) , BR, BRER
Al © 240~249°C (43fiR)
(5) BIEEMEER
BRI L
(6) SEHRE
BRI L
(7) DD XL REME
M ERR L
2. AMHSGOEBFLHTICEITHREN
MEERR L
3. MRS OmEEABE
(1) BARIS
ARz AARBIET U U ARIRICED LRI FReERE 2L, ZCHECF AT Y
UAERZIIMAD &, WOFBEITIRAIGRET S, ZOWRELT (2) ~ (4) @
ABRIZHNW D,
(2) BAKIS
(1) THREIRICK, EERELORERE (D) RRENz 5 e, RITRAEZEL,
W AZRML TV L&, JHOAIIHIDERAIZEDD, KRIRET 5,
(3) EMERIES
(1) THRERIIAERE T IV OEMNKGE T 5,
(4) BEE
(1) THLKICE ) U RO () 3RE Nz TRV IEE, RIKEDR rr
BRVLEMZ TRV IEET-1%, HET D L&, ZrafRLi@idftar2d 5,
(5) #RAN AT L I E L
AKEEILT B U U ARIRAERIZ O Z WL AT MVERIE L, REDART ML ERGBO
BRARY MV ELET D L&, WF DALY MVEFE—EED L Z AIZFRBEOTRE O
NZEFBD D,
4. FRRSDEEE
FesE 7 7 A RBElk



V. RFIZEI HRAE
1. Fifg
(1) #FlEORA, HNERUVER

A4, YT ANT 7 BV U PGREE I AT 7 BV YNGR
IR 250mg [NIG | 500mg NIG
P T~ T B D IR B (0~ S 18 (ks T T D R v ik
T4 a—T 4 T EE T AN —F 4V TEE
//——-_——_H‘-"‘\.
= | T(CO=
Tl
B (mm) 9.8 18.3X9.8
JZ & (mm) 5.7 5.2
' #(mg) 390 655
B = —
(PTP) t404 TTH
(2) HEloHE

( V. 4. "HOFFEEMTIZBIT DLEM] DHESH)

(3) #Aa—F
( Nv. 1. () AFEOKR], SMEKLOYER ] OESH)

(4) pH, BBF, #E, HLE, KREOSRURTEY pH 8%
MEERR L

2. HWHDOHERL

(1) BEMES CEERES) OEE

i 4, T ANT 7 Y VB SE YT ANT 7 Y VRS
- 250mg [NIG 500mg NIG
BRIy YIS AL T Y D HFIFS AL T YD
(1 &) 250mg 500mg
GOK b A FE, s BN F L, (I uosay, s ) mF L, #;
JaAHNAT—AF N A, FEREE | BEKA A BE, L, ATT Y VR~ S
a—X, B{bFH L, ATT IV VB TR AV TN, T ) a—Aglt )y
wing) VUL, AT, TR Ar—X, e |A, AMEKIY, e SR A —RT X LR
A —AFR T AT )V ANT BT AT )V, |ZTATV, R"E Ry, UUEBKEI LT
RE Ry, w=7ad—,L 6000, 77V /| LK
il R U oA, dEfA = TR ek
(2) &y
( Tv. 2. (D) BRI GEMERRSY) OFE ] OHEEBH)
(3) £t
PAL . & 2V

3. BAH, AFOSBEICHT HERE

FARBAYA




4. BEOBREEFHTICHSITIREMLE"
(1) IEFER
nEEEER (40°C, 75%RH, 6 » A) OfER, 7V AL7 7 1 ¥ UGS 2560mgINIG |
FEE OTGE T ICBWT 3EMEETH D Z LA ST,

OV TV AT 7 B U D UGERE 250mg INIG]  IERER [ aiEEiE . PTP+AR Y 7r v
L 4]

BRI H LRA7 I
<k > A AA I 6 H
[ERIN
< BE A~ TS 0.0 Rt WA flike)
T4 a—F 4 T EE>
<BAKL, BRI, SEAFTHERIN A~ PiEiay WA
koL >
AR 11 (%)
<120 %7, 5%LLF>
EHBER 21K (%)
<90 4y, 85%LL k>
R (%) *
<95~105% >
X1 RTRRICKHTL2E56F (%)
X2 EHE - EHER A (SD)

e
97~102 98~103

99+0%*2 98+1%2

(2) REIREFHR
RWIORARER (B|EAE, 344) ORER, 7Y 207 7 ) ¥ ViEEeE 500mg NIG) 138
HOTSME IV T3FERZETHD Z LR ST,

O TV 2T 7 B DU B 500meINIG)  EWIRTFRER (&L he  PTP 3]

AR H oy k PRAT IR
<k > &5 BA AT 3 4F
[N
<~ RGO T A e HE
T4V a—T T EE>
fifesB R
<AL, EELL, SR TR A ey ey
AR K>

AN —ME (%) (HEFZERR)

<15.0%LL F >
AR 11 (%)
<120 %7, 5%LL >
AR 218 (%)
<904y, 70 LLE>

i (%) ¥

<95.0~105.0%>

¥ RTFEIIHTI2EEE (%)

— RSN

A 0.0 0.0
Bt

A 99.2 97.8

A 98.8 98.3




(3) HEBEREOXEMLSR

OV TV ANT 7 U P UGREE 250mg INIG]  #a%E  40°C [, KEBAR R
AR E 7y k PRAFIIH
<HifE > F5 (LGl 3#»H
IE2N - ,
- R B OGN EEEOIGENE
<A~ B D IGTRTE 598701 e e
T AN a—T T EE> T4 ba—T ¢ U TEE T AN TA—T 4 o ThE
WHERERE 1 (%)
. <120 4y, BULLT > 598701 0.0~0.0 0.0~0.1
WA 277 (%)
<00 %, 85%LL L > 598701 103.5~104.9 100.9~102.4
%ﬁf 598701 100 99.2
(BE1H)
WIE (k) 598701 25.2 29.2
O IV 2T 7Y DB 250meINIG)  #A1%E  25°C - 75%RH [EOE, B
BRI H =N {RAF I
< ik > FH BRARIE 3 H
LN o e
, st DA RIS EDIFRNE
<O~ R D IGANE 598701 T e o
AT S T AN aA—T 4 VT TANBT—F ¢ U ITEE
FHRREREE 1R (%)
. <120 4y, %L > 598701 0.0~0.0 0.0~0.1
B 2 (%)
<904, 85%LL I > 598701 103.5~104.9 99.6~101.5
%t“ff 598701 100 98.9
(BE1H)
I (kg 598701 25.2 21.0
OY TV 2NT 7 ¥ P UMBEREE 250megNIG) %L Bt (KBRS
BRI H =N B i
<HifE > F5 (LGl 60 /7 Lx-hr
PR N ENN
<HEO~EBOORANE 598701 - 4;%%%?’2’—?% e 74%%%?13?% .
T AN T—T 4 T EE> 3 5
WHERERE 1 (%)
. 1920 5. 5%LLT > 598701 0.0~0.0 0.0~0.0
WA 277 (%)
<00 4%, 85%LL 1> 598701 103.5~104.9 103.5~105.2
%ﬁf 598701 100 100.1
(&)
I (kg 598701 25.2 25.3




OB F AN T 7 ¥ U ¥ U GEREE 500mg NIG )

adE 40°C [, KBASR]
AR H xeili]
<Bitk > B A g 3n A
lrél;)ljt W Yok
- S NS T OIFENE RIS ENE T ORGEE
~ 7= 2 H.y% )|
<%%/I/f1§%§?%?z;ﬁ@ T AT —T 4 U TEE T 4NN AaA—T ¢ L TEE
HABESRBR S 1 1K " -
BIRG oA 120 5 CHIEE L 7o 72 120 S CHIEE L 72 o 12
Hﬁ%‘l‘t‘t S = Parin V7= LA ,J\
Hﬂ%ﬁfﬁféﬁz W(f B 14’36°~16'30 1606°~1806”
R HBBREE 1K (%)
_— 2120 45, BUELT > 0.0 0.0~0.0
g VR HIRRIRES 2 1 (%) 06.6~100.0
<904y, 85%LL > 971 : :
G (%) *
<95.0~105.0% > 100.1 99
(5B #E (N) 171.7 176.8
¥ RRBEICHTAEREER (%)
O IV 2T 7Y DB 500mgINIG)  #E41%E 30°C - 75%RH [EOE, Bk
AR H FRATH R
< HiHE > BR AA I 3% A
MR . .
; TG ENE P OIFRNE B ARSI O
~ % 1] 7% 0 IR 3
<%§,jf%%§?%?iifﬁ T AN hTA=T (T TN —T T
1y Oﬂ’;ﬁiﬁfﬁlﬁw N 120 43 CHAEE L 7270 7= 120 43 B THABE L 727 7=
Hﬁ%‘l\i [ =P arand N7 LA ,J\
%%ﬁiﬁgr;g%f */) 14’36”'\“16,30” 17a001a~19s12”
R HBBREE 1 (%)
Vb <1203, 5%LAF> 0.0 0.0~0.2
W HRRBRES 2 W (%) 99.8~97 3
<904y, 85%LL > 971 BT
R (%) ¥
<95.0~105.0% > 1001 98.6
(&) #E (N) 171.7 183.7
¥ RTFEIIHTI2EEE (%)
OBV ANT 7 ¥V VUM 500mgINIG) M B [KsEags]
BRI A R B
<HiKg > B A g 120 77 Lx-hr
PR - -
- S NS T OIFENE RIS ENE T ORGEE
~ 7= 2 H.y% )|
<%%}V%§%ET%?Z§@ T AN RI—T (VT TN BT 4 T
AR %ftw 1K Lis 5
_ 120’3’;%% gﬁﬁ% e 120 SR CHIHE L 7270 o 7= 120 ST CHIE L 27 72
Hﬁ%‘l‘t‘t (S = Paran N7 LA ,J\
Hﬂ%ﬁfﬁféﬁz W(f B 14'36"~16'30” 14'36°~15'36”
TR 1 (%)
_— <120 45, BRELT > 0.0 0.0~0.1
o VLR 2 1k (%) 054995
<904y, 85%LL 1> 971 A~99.
G (%) *
<95.0~105.0% > 100.1 99.1
(&) #E (N) 171.7 191.9
¥ RRBEICHTAEREER (%)




5. ANERUVBHREOREN
LR

6. FlEDEREEIL (MELENEIL)
YL

7. B

(1) BHBE
%7/%»77EJ//%% 250mg INIG | DIEHVE, B AR FAMNEI L BEE 3 56

ED LN HBICEE L TND I ENHER STV D,

(ﬁﬂz:%%ﬁﬁﬁ%lﬂ%mw,mmﬁﬁﬁﬁzﬁ_iw 50rpm CHERZ1T 5, )
(pH6.8 : pH6.8 U U FRMEREMTIR 2 FVy, FAHEBRIES 2151280, 50rpm THBRZITH, )

T i ELRS
For ki pH B E Vst
1.2 120 4y 5%LLT
250mg
6.8 90 77 85%LL F

(2) BHESH>
<Y TV ALVT 7 U VUG 260mgINIG) >
9 B SR 5L OO VB AR D B D FERZE I OW T CERL 1047 A 156 A ESE38HE 634 5)

(£o 51)

AR

Pl AARIERES  BEHEERE SRk
(AR N ONRBRIE - 50rpm (pH1.2, pH6.0, pH6.8, 7K)

[l ]
- pH1.2 (50rpm) TIi¥, 1200328 R ERITS%LU FTH -7,
°M%O(Wmm)fﬁ;1%ﬁ:‘f6%ﬁ¢i%%%i?%oto

- pH6.8 (50rpm) T, 30312k HIEHRIT8E%L ETH -7,
- K (50rpm) TIE, 360501231 HIEHRITE%LL FTH -7,

AMITEFEHGICRBIT D [T 207 7 U P UiGEEE SR 250mg) OFEYERIK|C
5,



(¥ H i)

BHE (%) pH1.2 (50rpm) BHE (%) pH6.0 (50rpm)
100 F 100 F
80 | 80
60 | 60 r
40 | 40 |
20 —e— HS5YRLTFE S UESEEE250mg TNIG) 20 r —e— HS5YRILT 7 EY S UEEG250mg TNIG)
0 00® @ L 4 @ L 4 o 0 ‘ ‘ ‘ ‘
0 30 60 90 120 0 90 180 270 360
B (4) B (4)
BHE (%) pH6.8 (50rpm) BHE (%) 7K (50rpm)
100 F 100 F
80 80 +
60 60
40 40 |
20 — 55Uy DB | L | —e— 45 YRLT7EY S UB%EER250mg TNIG)
0 ‘ : ‘ 0 G000 —0—© @ *—@ . 2
0 15 30 45 60 0 90 180 270 360
BEfE (49Y) BERE (49Y)

<H TV ANLVT 7 BV D UNGERE 500mgINIG] >
BRELTLOEWZFORIENERBR T A FT7 42 (CE 1345 A 31 B [EHSERE 786 5)

RER S
LiE - AAKERS  wHRBRE S RWE
[AldREL e OB HE © 50rpm (pH1.2, pH6.0, pH6.8, 7K)

(]

- pH1.2 (50rpm) TlE, HEAERIFIAN1205301281T 2 EHEH RO 120D R IR R 2R~
1 Y 22 R VL2057 123N T, AL OO SRR HH SR AT MR L) 0D S AV HH 3R = 9% D i
o7,

- pH6.0 (50rpm) T, IEAERIFIN360/7181T 2 FEE RO 120 R H#HE 2 7” 4
124 72 IR R R Y8603 1248\ T, ARt D YA H 8 AT ME L) 0D S P 28 = 12% D i B
ZH o7,

- pH6.8 (50rpm) TiX, FEAERIF O VETE D 40% K R85% T D 2If il BT, A&
it D SP-18 s HH =R TAE HE LA O PP R £ 15% D LI 8 - 72,

- /K (50rpm) TIE, 360537123517F D A bt D LA H = I TAT E LA 0D SR HH 3 £ 9% D i
FHIZ & o 7=,

LIk, ASh 0¥ 28 8) 2R YR & i L72RER, 2 TORMBRIKRICE W T IEYZR RS E
ARRTA KT A ) OHEREICES LT,




(VA Hi AR

BHE (%) pH1.2 (50rpm) BHE (%) pH6.0 (50rpm)
100 F 100
—— Y5 YRIILT7EY D UEAELES00mg TNIG) —— HSYRIILT7EY D UEAFES00mg TNIG]
80 ' — & —imAEmH (%], 500mg) 80 | - o —imESUE (§#I, 500mg)
60 60
40 40
20 | 20
0 === —=—f¥- ‘A -y 0
0 30 60 90 120 0 90 180 270 360
B (99) B (99
BHE (%) pH6.8 (50rpm) BHE (%) 7K (50rpm)
100 | 100 F
— —— SV R T7EY D UEAEEES0mg TNIG)
80 r 80 | — & —jmAEMF (2], 500mg)
60 60 |
40 BS5YRLT 7 EY SUBERs0omg | | 40 |
20 INIG] 20 -
- o = ZEERHF (FF], 500mg)
0 ‘ ‘ ‘ 0 ORAARA—A—— R
0 30 60 90 0 90 180 270 360
B (9 B (5

8. EMEMRERE
MEERR L
9. HEDPOEMHSOHERERE
<H IV RALT 7Y D UGER 250mgINIG) >
(1) B
ARSI KERET B U U LAREEZ A TRV IR, =00 T 2 & &, RBIKITAR
Btr 2T 5, ZOWRIINA Fad LTy A4 M M) U LAEZRVIBERD ORLITINZ
% EE, BOBBOITIHRAITRAT D,
(2) EMEREL
(1) THEEKICHERZINZ TR, KERE -7 I OE%ERICE RT 5,
(3) RS AT HROL BEHIE 1%
A OFAKEBEIET NV T LARIEEMZTZRIZOERIN AT MVERET S & &, AR
DAY MV EF TS ANVT 7 ) DU OBRBARY ML EEGT S L&, K 283~
28Tnm M N 456~460nm (WX DK Z 7~ L, 340~344nm (ZWIL DOfiR/ N E 77T,

10




10.

11.

12.

13.

14.

<Y TV 2ALVT 7Y VU 500mg I NIG) >

(1) 2EALEH
AREICAAKERIET B U U LRIK AR TRV IBE 1%, AT 5 L&, AT RtetE%z
2725, ZOWRIZHZTFT AT ) ULEZIRVIBERDORAICNA D & X, RO
BT tR A IR 5,

(2) EMLUS
(1) THRTKICHEEREEIMZ TR, FERE—T IV OEMKISE 2T 5,

(3) SRAN TR EE I E 1%
Kb DFKERIET U U LKA MR TR D ERIN AR MV ERET D & &, K
£ 238~242nm, 283~287nm K O 456~460nm (ZWIIN DK Z /R L, 261~265nm
KO8 340~344nm (2RI DR/ N % -4,

HEPOFEMHSDEEE

SR AT ' I E

BT M OBEERIRIC > &, WHEZRET S,

palli]

BN

BATHTREMED H LK

M ERR L

ABSRDELRSR - NS RLERRICEAT SRR

M L7

T D1th

11



V. ARICET HIEE
1. FEXIEHR
B Y v~
2. BERUVHEE
AFNL, HRETRA & THORDENEONRWIERICERT L2 L, @, 7 2L
77T LTHRALR G ZIgZ RIS &% O2ENZSHEIR NG 5,
<HiZE - BEICEEISERLOIE>
BTV AT 7 BV P UERE250mg INIG) &% TV A7 7 BV VU IBAEFEF00mg
INIG) XA FMRIZEIES R STV W2, 250mght & 500mghe D Al 2171
NI &,

3. ERERHIE
(1) BET—421\v45—o
M EE R L
(2) BERME
M ERR L
(3) ERPRFEIRRER
M ERR L
(4) BREBOHR
M EE R L
(5) fRILRIEAER
1) |EAELETHERSHER
M ERR L
2) LEHER
M EE R L
3) REMRR
M EE R L
4) BE - REANHR
M ERR L
(6) ARAIBEA
1) SEAMERE - BEEARERE IIRAE) - RERTREBRMR (TARERERKHER)
M EE R L
2) RBEFHU L LTEEFEOHNERITEMR L -REROBE
BN

12



VI. EEREICEET HIEHE

1. EBEZRNICEEHHILEMITLEHH
TSI, A—F ) T4y, a_XHY oy kT R A

2. EEEH

(1) R - FRBF
AET, BNMEOIER TS - T I VYU FABEARALT 7 Y DA T 5,5 - T/
T U FABBNEERB# EZ 2 6N TEY, BEORETHEGHEMICEREL, SIREFE~-HE
HBT 5, £, TMEAEK R~ 07 7 —VICHEH L TRIEZMEIT5Z & THY U~F
TER b, {EMERFEOEE, LTBs AESROME], IBMMENS O A& 2 bl
M/ RTEEAVIR 7 DG BAE], A 2 —aA %2 1- B OFEAMBIORERFED LT
Do

(2) ENZEFRS T HEEBRAHR
BRI L

(3) {EFAREEME - FHRERRE
BRI L

13



VI. ¥MEIREICRET HIEE

1. mMAREDOHRS - BIEE

(1) AERLENGOLHRE
ZMEE R L

(2) EEmPREDZERRE
(TVIL 1. (8) ERIRFABR CHERR SR E ) DS M)

(3) BEREBRTREIN-IHRE"

<Y TV ALVT 7Y VUG 260mgINIG) >
BREHRGLOEYFLORIENRBRTA R 742 (CFR 94 12 A 22 B EHFH 487 SHIHR)

VTV ZNT 7V U UNGEREE 260mg INIG) 2 88 L FRERA 188 (Mo AT 7D v
LTI 500mg) %, 7 v AA— N—{EZ X0 EEFHRRA S FICH R BRI OS5 L
THLIE PR E ZJE L, 5o EpEie 7 A —4% (AUC, Cmax) (25T 90%
(R XIANEZ TREFHIRNT 24T o 727 2R, log (0.80) ~log (1.25) OHEPHNTH VY, MA|IDAE
W RSP RS S T,

12 0 1 Y5V T UV EBER250mg
10 | T I-NIGJ
o EAEA| (B, 500mg)
i £ EARE, n=30

MiEPEE (ug/mL)
&2 o o

0 3 6 9 12 15 18 21 24
WSRO (hr)

[HEMHEFRE) N T A —H ]

o, HIE/NT A—H BEIRG A—H
(me) AUCt Cmax Tmax t1/2
& (4« g-hr/mL) (x g/mL) (hr) (hr)
YIS AT YD
WA 5250mg 'NIG 500 51.6+£38.0 6.2+4.2 7.0£1.5 6.2+3.2
FEE eS|

- A4+41. (x4, . . . .

(vkE, 500mg) 500 55.4+41.4 6.7+4.8 6.5+1.1 5.8+1.8

(1 ¥ 5., Mean+S.D., n=30)

AP TNC AUC, Cmax %0757 A— 5 1%, B ORI, (RO TRIRIEIL - W%
DRI Lo TR DAHMERS 5,
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<Y TV 2ALVT 7Y VU 500mg I NIG) >
BREHRGLOEYZLORIENRBRTA R 742 CFR 94 12 A 22 B EHFH 487 5HIHR)

P72V T 7 U P UGESE 500mg [E T N SREHERIEZ, 7 A4 — R—EIZ LY
ThEN 18 (BT ALT7 70U V& LT 500mg) MR A S ITHER R OB 5
U CHERRELIRREZRE L, N yihie X7 A —% (AUC, Cmax) (DT
90% 5 FHX A THEGHENT 21T o 7o #5R, log (0.80) ~log (1.25) DHEPHNTH Y, i
DAY FH RS R S T,

16

14 | T - —e—93YRLI7EUIVERER500mg [N | G
~-o-- {RAE K (BRB5E. 500mg)

12 | T LRERE. n=18

MO R (ug/mL)
oo

4t ?f
2

T —

] g 10 12 14 16 18 20 22 24

0 2
EEOER (h)
RS GR) /8T A — 4 ]
5B HIENT A —H BEIINT A —H
(mg) AUCt Cmax Tmax t1/2
& (g hr/mL) (x g/mL) (hr) (hr)
YIS ANT Y D
W352500mg NIG 500 64.5+50.4 8.346.1 6.1+1.3 6.2+2.1
T A K|
(M7A%E, 500mg) 500 61.0+49.0 7.8+5.6 5.5+1.2 6.142.3

(1 ¥ 5., Mean+S.D., n=18)

AT TN AUC, Cmax 50 /$7 A— 4 5, #E OB, (RO - 15115
DRI L > TR DAHMER S 5,

(4) rhiEsE
BRI L

(5) BE - ftREDEE
( TVIl. 7. #HAALEH] OHEZSH)

(6) BEHA (REaL—23ay) @IFICKYHALLEDERNBIEEEER
BRI L

15



2. ¥EMEER/NTA—4
(1) BiAE
M EE R L
(2) RIGEEEH
M ERR L
(3) IAFTFRLFEYT«
M EE R L
(4) HEREEEH
M EE R L
(56) VU7 VR
ZMEE R L
(6) HMER
M EE R L
(7) MREAHEIE
M EE R L
3. R
M ERR L
4. 5
(1) Mik-KEFEa%E
M EE R L
(2) mi&k-KadkRIFMEE M
(IVIL. 10. Afhs, PEhw, $FIGES~OEG ] OHSH)
(3) At~
(TVIL. 10. #Fhw, PEAT, RIISFE~OFE L] DHESH)
(4) BER~NDOBITH
M EE R L
(5) ZnfnEB~DRBITHE
M ERR L

16



5. K&

(1) HKHEELR UK EER
MBI L

(2) KHICEEET HBFR (CYP450 F) D4 FiE
MR L

(3) MEEBNROEERVTDEIE
MBI L

(4) REMOFEEDERRULE
MBI L

(5) FEERBMORERI /T A—4
MERR L

6. itk

(1) HEitEREI R UHERS
MBI L

(2) it
M EE e L

(3) HifthEeE
M EE e L

7. FIURR—E—ICET SRR
MBI L

8. BHEFICLHRER
( TVIl. 13. WEHE ) OHESH)
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VI. 22 (EALDOXES) ICBET 5IEH
1. BENBLTDOER
MR L

2. ERNELZTOER (RAEZZED)

(22 (ROBHFICEBELENIE) ]
(1) Y7 7 HSATY U F VBB 6 UsiEoE OBEERE O & 5 35
(2) A, EKHARER ( VNES~0®RE | OESH)

3. FEXFIMNRICEET HERLOIBLEEDER
PAROrA

4. AERUAEICEET 2ERALOIELETDER
(TV. 2. HIEKUHE) OEHSH)

5. REBREABTLTNDER

[[EERE (ROBEICTEEITRETDIIL) )

(1) MmEkEEOH % EBH

(2) HEEDOH L BE

(3) BEEOH L EH

(4) [EXMEO® HEE [BMERIENEZ 2BZhNH 5]

(5) BMEMBMERLT ¢ U ASEOBRE [BERIENEZ28FZN103H 5]

(6) ZNva—2-6-V UEEIKERESE (G-6-PD) RZHEE [RLNEZ2BEZNNH 5]

(7) fEha SUTATHR LT\ D ARt & S0 N, Feflim ( Milhw, ek, #2045
DIES )

(8) DI K LiBUE DBEERE O & 5 B

(9) @it ([EhE~0kYE5 OESHR)

6. EELEKRKIR L TNEHARVRESZE

(1) AANL, BEY v~F ORI HoefREeRfSEMoOb & THEMT 5 Z &,

(2) AFNZ, BH 1~2 » ARICHERDPGEONDL DT, BKDRNEIT 5 ETIE, kX
DEE LT D HRERANT M L TR 2 Z EBREE LYY,

(3) fftDOREREBRICIHB N T, 1 B G-& 2g TiX 1g I LRIEARBIERDFEICE N> T-
ZEnn, AEOERGICEL TIME- e BT 52 L,

(4) AFEBRGENIE, LT MEFARE (BRI BZ &emikh) , IFERE LD
BREMA LTS 5 2 &, BREPEIBAREREZ o855 L L b, EHMIC (K&
HBAtnt ) 3 ARIE 2 BHIC 1A, KR 3 » AR 4 BWREIC 1R, £O%IE3
A HZTEIZ1ED , MERFARE R OFEEREEZTT S 2 &, £72, BHEREICOWY
THEHRICITI Z &,
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7. HE#%H

(1) FRZER L ZEDER
AR L
(2) FRZEE L ZEDEMR

ERER (BtRICERT B &)
N4 5 B AR AR - FE 1 T 1 By - fE RN 1

ZNHR =T I RR R 2 FIET 582003 50T, [REIH UIEAKEOE#RIZLY,
& 11K R 99 5] INHOEAOMEEZRET 572 L (TEHPHEBE NS,

ANVK= VT LT R|EETDH L,
& 01 RE R 99 F 5
7= U R PuRnAl | OFHSEO mMAPREN EH L, e b o | fPHIEORBBIE S D,
VEVRHMDMIERT OB ENNH D
DT, ZNHOEKOHEEZRET D
REFETHI L,

TERE BERROWINME N L, KIRMERE, I |[#7 <A
MERD % e 3EfR R ZHE 2 L 2 3
BENNH DO T, FEEER ZIEMNEED
NAHLEE, EREMGT O L,

A= S AR ORINME T 9B B |(HERH
N5,
THEFFTY A I BRI EE OB BEIIHI 23 5 A | RKBANT S OEFORBEETH
ANTI T NTV UK|IDBENDLRD D, AFATYVUAFIVERT VAT 2T
PNLY] —PERILET D EOREND D,
8. ElI{EH

(1) BMERADOHE

AT A AR AR A S D BIME S BB EE 23 BT & 72 DA 2 FElE L T ey,

(2) EXGEER EMBAGER BHE )

1) BERBHEN, AMBKEAGE, MEHBRE O/MRED, B (BltEm, BERIFER
HEm (EMRZ) %) , BEMOERREEERSE DIC) : HANBRMEAE M, JLimBRkE
DE, ERRRIERGE, /MR, B (iR, BEoRZFERMEE M GEmXRZ) %],
BRI NEEEEEEE (DIC) R bbid 2 ENnHLHDT, BEEL+mITITy, R
WBRRBOONTHEIITREELPIEL, EWURLEZITO 2 &,

2) HEMHRKRIBIEEBMEIGE (Toxic Epidermal Necrolysis : TEN) , FR & ¥5IEER fiE % &
(Stevens - Johnson fEMREY) , RIS - P MERFEISCRIRIE, B2 HLEHRAE (7
B, RLEUERRE N H 5D 2 ENHDHDT, BEEZTHIITY, 2O X ) BRIERR
b oG EICIFEGERILL, WEURLEZITI Z &,

3) BBUEMEEE, EEMEBIRERIER | WBUEEGRE, (BYME A ERERRER D & b b
HZENDHDHDOT, BEEFITO, RO LD RIERD S bl GEaIcidi 5 2 ik
L, #OREZITS Z &, PIERE LTHE, BE, MERERNA LN, 612
VoNEIENR, TPRERERET, TTIE, BER¥EN, 4rfeEkiEZ, SR oNERHBIEZ O &
B7RBUERPERECS bbND Z DD,
nE, ZNHOIERIE, FEAELFIEL THHRD D WITEBIE LT 52 E03H 5D THEET
52k,
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!

4) MEEM%, FEHMEMZ, PIEEEH, RHEMEMBaL - MEEMZ%, EAMENZK, PIE
JEMERE, FRAEVERIER NS Db d Z ENH D DT, FE, Kk, WEk, WU IR D
IR SRIEIR N & B DI II R G- 2 1k L, B WE X S, ks
EEM L, WYRAEEZTO 2L,

5) SMEESE, r7O0—EEGEHE MEMER  SUEEEE, 7o —BIEGEEE, FEE
BRPNOHOLONDZENHLDOT, EMIMICHRAELIT ) 72 EBIEE 71247V, Hi
WO LG AT G 2R IE L, #ORAEEZITH 2 L,

6) HILEES (Hll, FAZEHES EAHDH) , SKREBEA - WibrEEE (i, 2740
BRED ZERH D), SKEGELNH LN DZENHH DT, BENRD LY
AT AL, WERAEEITY Z &,

7) BEE : BIENR H DD Z ENHDHDT, BIEE DTV, BEilkbE, ©REERH 5
b HAITBEEE2PIE L, BWURLELZITY Z &,

8) EEMEREE (B) # : EMEMERR () &K (BEE (EE) MEE, BN, S0, O, &
& 2 WITERIREZS) R obhbdZ ERlbHDT, BIEE 7T, 2OLH7%
FERD B b b Galcid& G2 L, WERLEEITH 2 &,

9) ILEZ, MES LK, MRENH Hbhd Z ERd D0 T, MEREEE, KEE, W
KEND L bNHAIIIHx G2 H I L, N OERBRAE, Ml X ks s %
fiL, WEIRAEEZITS Z &,

10) SLE #fER : SLE BHERRH L bND Z ENHDHDOT, BEEZ T, Z0k)
IR B Do HEIITEGEE I L, @WURLELRITY 2 &

11) BIERFZ, B, Fr#gefESE, #E : AST (GOT) , ALT (GPT) »F LW EH%%
0 2%, IFSRERRE, SIERHLDLND Z LR b D, £z, A%, BIEHRIZES
BENWRDHDHOT, EMINIFEEREZIT O e CBE 2 H0124TV, BRENRD L
NEBAII G2 FIE L, BEURAEEITHY 2 &,

12) avy, FFr2453Fx>— . vavl, 77479 —D060bN52ERHHD
T, BB +0IAT, 392, IERT, FEREESORFE1SED bNGEIidixs
kL, @WYRALEEZTO &,

(3) zDHDEIER

F

vy

HAE AP

m &AM, s w7 R, BRI, B oSERHEL, AFRRERHE %
HF @+ |AST (GOT) , ALT (GPT) @ k5

B B | vRiE, EAMK, BUNLS, MR, IR, BER, JREGHS A

B & i &

o o= Bob-WEr:, B, PR, BADUER, RECME, (R, EEEGNE, TR, N
! BR, W0, FR, Oie, KR, DEREE

B 8 OETY |5, O, SEAL, AIBE, FR0S, OURUBEBUE, M

AHHER SR, ARMHAEEAR, DEV, O & D LIk, HW, #1155

2 0 R, B, R, OBIUE, FRE, M, BIHR, WRERE, Kk
OV F-IEBN I D T Y 72 =)

E1) ZOXIERDH SO HEIIT G 2P IET S Z &,

H2) 2~3 y HDOWKRIEICEVEIEST D L ORERDH D,
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(4) HEREMEAREHAERUVBRREERE -5
MBI L

(5) ERER, AoHE EEERUFMOAREERIIORIERRALEE
MR L

(6) EM7 LILX—Icxd 2R RUEERE

1) B V7 7 AUV U FOVEERAN S LIRBUE OBEEIEO & 5 B 1238 G- L
Z e,

2) HEERS : thoEMxt LiBuE OBEREOH 5 BEIITEEICR G5 2 &,

3) EXGEMER : O BRI MARIE, FEREIREERE, FRERIRZ N H &b
LHZENBDHOT, BIRETDITITVY, O XS RIERRD b b Haicii&ks & d
IEL, BERMEEITH 2 &, QOQIRBUEREGRE, BYrEEEERERRIER S S bbb =
EWRHDHDT, BEET3IATO, RO X2 IERDH S b hacix G2k L,
HWORAEZATH 2 &, FIMER E LTRE, RBE, BREFERNSADLR, IS5~
SREINERE, APRERERETE, JIFAE, AMEREEN, fFEeEkiEZ, ALY L OSERINBIE A LS &
BEBBUEIRPEREICH SbNDd Z ERnD D, B, ZhOHOMERIE, HAIZFIEL
THHRH D WVTELENTHZERNHLIOTHET DI L, OQvavy, TH74T%
P=RHLDLND ZENHLHDT, BEETSITATY, BB, MIERT, FRRKNEES O
HRRDONIGEITHE G AT, #WYRAEZITY Z L,

4) TOROBEMER  WEUE (8B, £ 5K, B, AL, F=EOZ, LHEBUE, M
k) N bbnHaicy, w52k 52 L,

9. BlRE~DRES

miling T, A& (0.5g, 1 H 1A, YRKE) oG EHMT L0 ERFOREZEIE
L723n, MEICEGTLHZ L, [TV 2ALVT7 78D DU EERA O BRRBIZ B
Trlin A (SiH AR, HTIECR M OV gk O BIVEH O FE B @V MEF 23580 b 5 |

10. 034, ER, BIABRF~OERE

(1) BEWG : I00m UTATIR L WA AIEEME D & D im NIZITR G- LW Z EREE L, [RA
DIV TR TIMETAER TR D SN TW WD, oV L7 7#l (AL7 7 X FEZ
DUE) TIHBEFTEAERARZEO 6N TWD, AR OREOEEEIZ LV, Bt
RIZ@mEe IV VBV EEREZ T2 68305, |

(2) 3T AT OB AITERE LN ERNEE LV, RLaBS TR 285813%
Haehilxgs &, [BRFICBTL, LIRICmMEXZmE FFNH &b L O
ENH 5]

1. MNREADEE

(1) FAR, REAKERICEIRELRWZ L, [BEYAVEVIEZEZ T2 ERH 5]
(2) /NRIZHT DL aMITMESL L T2y (BEARBRA 22
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12. BRREBRICRITTEE

RHFNPE G-t D EFEITBWT, ALT, AST, CK - MB, GLDH, 7 ®=7, fifFno
F U RO L a— A EORIEEN AT BRI 5 2 L83 H D70, Zh
SOMER ROMPUTEEICITIZ L, TV ALT 7Y DU ONCR#m 5 - 72
HFUFABBERALT 7 0%, NAD (H) XL NADP (H) ZffH L7 340nm f+
T D RSN E T D ATEEME B 1, FRA 7RIS L0 RS RS KT T N
BpbZ En@wEInTn5,

13. BE®RS

YTV ANT 7 Y Y ORBER RO RIER, AEIZROEBY TH D,

(1) R : D - WEnE, BBREE, B0, KRR (BIR, o)

(2) B JERIIE LT, ek, Hikd, BT, ROTAL UL, REFR (BRENER
YA, IENT A1 9,

14 BRLOEE

FEANZATI

(1) AFNIBEERAITH Y, DAY, B DEFITIRAT LS X 0TSS5 2 &,

(2) PTP A3 HAT PTP > — F bV L CIRIT 2 L 5 &S5 2L, (PTP v —
N ORREIZ LY, BENGIATRS BIERE A~ L, BITIRZRFL A Z U CHERR IR & % 0
HERGIHELHRT L2 EPRESN TS, )

15. EDHDEE

(1) BEE (7 v ) CTHRIBELROFRIMEERT 2 E 35 Z &G I Tn5,
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<FDA (USA) , 20224 12 Hk# >

4 X

s Pfizer Laboratories Div Pfizer Inc

AR 7e 44 AZULFIDINE EN-TABS- sulfasalazine tablet, delayed release
A - Biks | 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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2. BIZEITHBEERZIRTER
WERICEET HBIMER (F—RX M3 U T 2E)
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( TVIl. 6. BEDHEREZAT LEEICHET HER] OHESH)

Drug Name Category
F—AKZ V7T DA sulfasalazine A
(2021 4= 4 AMER)

ZE PO
F—A N7 U T D5 (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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