% 20234 5HUET (452M0)
20224 9AELET (BE1RR)

Bk SR IRAT
FREIE - 34

BEMXRERX - 70— iREES
LT S R )
HAERH *Y5T %k

XY
XY

— \s’~

— \~’~

BAELAmanEES
872399
250mg 500mg
AEREE | 30100AMX00136000 | 30100AMX00135000
BR5ERNA | 20084E11H 20114F11H

<< % REE250mg [BEIP]
T % HEE500mg [HETIP]

Mesalazine Sustained-release Tablets

) EE - EMSEORLTEICL )M L

2. B2 (KOBEHFICEEBEBELEWVWI L)
21 EELFEEDD LB (921 B2HK]
22 EEALFEEDD L EHL (931 2]
2.3 KH OB UBBE DB D H 5 B (81 ]
2.4 ) FI)VEE T A7 OVE X ) OV IRIEE RS B @i
OPAEEOH LBYE (XX T VLV -2 BT B2 NH1H
%O]
3. #ER - MR
3.1 #E
54, AT Y Al AT Y R
e 250mg [ HETP] 500mg [ HIETP]
L 1§
RS A5 Ty ATV
250mg 500mg
IF )kl a—A, HlFo gy, JOARE
Koy BIbF% >, AFT7) VBRI AT T A,
beayllifail V7. e RuxFisurtbru—2, v7u
Ad—A, =70 T—)6000, MK »EEKFED
27N
3.2 HAHIOMIK
4 AT A AW T Y AR
ke 250mg [ HE TP 500mg [ HE TP
R/ 2880 O 7 4 |WIH1/28FA ) O 7 1
5152 WAIT—=T A4 Y THENLIT =T A YT
(Fhige) (faslicge)
L] H~kiE 0
w65 | (B0
wlm| O | (D
P 7 A —
I ] ]
B (mm) 9.2 187x72
JE& (mm) 50 57
B2 (mg) 380 756.66
e t
NN 15 t30
waFEa—-F t015 t030

4. REEXIIFHR
BEMEXBR (EEZRC). 7O0-2K

6. BERUHE

GEBMKREX)

WH L RAIZIE AT T Y v LC1IH1,500mg % 3A12 45 T
RIS 575, ERICIE. LEICSCCIHIMOES L2
TENTED, BB, . ERICX ) EEET 24, 10
2250mg% LfRE$ 5%, 72721, {EEHHIICIE. LEICIS L CLH
4,000mg#x 2253 TG54 Z LA TE D,

HEH L NRIZIE AT Y 2 L LTIH30~60mg/kg % 3245 1) T
BERREOKG T 5. HB. Fil, ERICL D EEEKT 555, 1
H2250mg%x EIRE T 5,

(rO—>m)
WE. RACE AT T Y v & LTLHL500mg~3,000mg % 3/ 2
SUTERBEORSG T 5, b, Fln. MERICE ) #EEmET
zg)o
WEL ABICIEAY T Y vk LTIHA0~60mg/kg % 324513 T
BB G5 5. 2B, . ERICX ) EEERT 5.

7. BERUCHEICEET 3EE

7.1 1HA4000mg~D¥g 1, FRRRE R C R S8 o iR 408
#H (EBRERMEZREL) ICHLTIT) E)FERT LT L, [17.1.2
2]

7.2 1H4,000mg% . S %2 TG L 72O A %I FET L <
WhWeH, BEOWRELY TBIE L. Bk E1H4000mgD %S
Bk L v &,

7.3 K& AT D BRI IALF T A ICIE. AT
VUL LTOBKEESEINGT A 2 L 2B L, B LT E R
FEDT LT 2 BB NS S S0 512 B LI E i
BTL0E, THICEST LI L, BABICEENED LN
BIZIE, EEIEPIET A EoBMY 2 EZIT) 2L, [9.22,
932, 98 &[]

8. EEREXWIE

8.1 ATV Tk MEUER (BEED, JERY O, TR O, 4
FRERIG 27 &) DB T A DY, T, mEEAEE - 2
O — VIRAEALS. 9 52 0h b0, REDPBRDSNIY
%Ki\ﬁél@&%%Wi?%&Eﬁ%&%ﬁ%ﬁﬁ:ko
[2.3 &)

8.2 MIEMEE 410 12 SHEENTWA 20, G5 HIEs LT F=
VEOBREE TSy — 355, BEOREZ THICBIET LS
Lo [922, 1113 BHE]

8.3 FAMNEMAIMY ., JIMERIEAD | MERERE, MMM
SE) 200 23 Hbilhd Z LD H DT, G- PR i A &
752k, [11.14 K]

8.4 JF#220 29 BFRREREE, MHEASHME SN TV H 20, Y
IZAST. ALTE O Hfe2 E= ¥ — 3 25, BEOREZ T
ICHEIEE 5 2 b, [932, 1115 K]

8.5 FE42. %) I3 HbbN A Z LN AHDT, GG 7
RT—EOREEIT) T L, [11.16 ]

9. HENERZEIHREICHT IR

9.1 EHHE - BIEEEDH 2 8E

911 YISV T7EUI UICHT 2BBEDNDH 3 EE

K ESTTANT 7 EY DV TT LIVEF—IERDE A S LB
G Lz s, BHHNOEKRE 396 %36
(7.7%) D~ 25,20 HLEIZ B\ T436I 28] (4.7%) 20 12Kk
DT LIVF—ERDPRBD SNTze D720, T ANT 7 EY
T UTT LIVE—SEIRD A S N7 B I ARH 2 53 A
BE9bHT L,

9.2 BHEEEEEE

921 EELEBEDHD2EE

B LanwI bk, BEENFSSIZEATLIBENDH S, [21
ZH]

giiﬁﬁﬁoﬁbeuéﬁ%(E%t%ﬁ%@&é%%%ﬁ
HEEASIZEE L RIVER 25 & b D BEZNNH 5, [7.3. 82 =]

9.3 F¥EeEERE

931 EELEENH28E

ﬁ%bt,@w: Lo EENS SIZEATLIBZENMNH S, [22
%]



932 IMEENETLTVW2EE (ERLITEEOH2BEER

<)

RAARIE LRIWER DS bbb BZNDH S, [7.3. 84 ]

9.5 1@

TR TR L T B TR & B L2 3R Lo a3 1EH e
Fatk % Ll 2 M SN ORKGT 5 2 Lo #HZB W
THE RS (FIMEREAE, MR ARE. &) A%
ELTEDVHEINTVD, 2B, ATV OEWEE (5>

b)) TIHETEERRD SN Tn i ns),
9.6 XIliw
RO ORI RO 2 Z /- L. I ORKGUS

ML EME T2 28, © NIRRT 5 2 e st
% (BHEINT—%) 2. 30, F72, EINROMIMI B TIIRIC
THIAE S 5 2 LA SN TV 5,

9.7 /MRFE

HMEOER T TR L GHOA k% BB L 72 L CARH %
M358, MNEEEZHRE L7ZEREBRIIFER L T,

9.8 =iE

R (B 213750mg/ H) 7 58552 BIRS 5 7% SHEEICRS

T5 2L, —IAETERE (BHhE.

%, [73 BH]
10. HHE{EH

10.2 fAEE BIRICEETA L)

BFRAESE) AT LTV

A¥a /)57 b

TN
AT HaA NH

ZAZ = g
RYAE T
P VAV~

A= e

SEH) 4455 FRARAER - FYEHEE | W - faBRR T
FIFRF] FER A fiE (R, (B3R (7 v M)
VAR NN R F R A, AT, AFFT DK

UL RO A A
v) OEBEET
%o

w45 (300mg/kg)
ED, RERTZ
no A4 v o
MAIH SN B30,

THFETY
ANHT T v

HREEIE A B 5 b
LBLND D 57,

KENE, 747 >~
AFIWVNT VAT T
T — CIE k% 5
L, ThH D
FloR#%*HET S
Lo WHmE T S

533). 34

1. BMERA

KROBWER D H b D T EDHDbDT, BlEEeH3ITe, 2
AR BN E 3G 2 IR 5 e SEY R LEET ) O

Lo
1.1 EXEEMEA

1111 BEEMRR HERE)
R MER R (MR ERMERG 23 . FitifR 2360, 3D iz, FIE
PR 4639 48400 42)) ASHE XN TWB DT, S8, K, IFRE

B XA RS

WREF ) Lo

W bbb aIcid

. G edik L#EY) %

*11.2 ZODEIER

HREGDOETHEI L,

14. BHEDZXE

141 EHZMNEFOEE
PTPUEDIHANIPTPY — b2 bHUY I L CTHRHIT 2 & 9 A&
8855 2 & PTPY — P ORRMKIZ X 0\ WG A EE S ok
ANHIA L IR ST B T L CHERRI 2855 O I 7 A DHE % ffF

FETHIEDNDH D,

142 EHRSHFOTE
ARENI 508 L CHRAITTRE T ® 2 2%, BMUHHETRA TH b 2 & &
D PETIRHT 22 &0 £/, FLERIC X 2 RARIEIETET 2

Z&,

14.3 EHIBRSHDEE
KEOT—F 4 ZHOZF VLT — RIKICRED 20, 3
EFICEHNEDORREND Z LD S,

16. EMEE

1%LL Lk 0.1~ 1% A1 0.19% A1 B AN
R BB, 0| R, BERE | BHEY
&, &
* | ke | T BEI . IMUAE L PREEAE, MR | - ORER
T, 73 BN - i
72 Gl o 2 5N FEoZm (&
A, PEHRE fsE)
g, BROR
MR, AL,
RES
i A S T
ALT - yp -
GTP - Al-P -
<) D) R V7))
LA
HESEH
T Hidk 7 LT T o RER
o R
NAG - JRH
Iryuryzurs
o bs -
IREHEDOE
AR E
iR 1 I ER A
T mR xRk w4
%7, Al
* | Z Ol FEHL B FE . B ARE AR, K
BERETE. & . CKEA |k &5y |
lS¥=NR DF W,
i FHELE .
WV — 7 AREIE
{Ii ?ﬁ’gSZ) . 53) N
CRP LA
1) BRI OSBEE L., EINOBKRER R ORISR IO

11.1.2 DERD 49 (0.1%AKiG) B, DR 10 48 (FHEEARH)
BIBE R 18 CHEEA)
Wazk. Moiffe. OERMEFSEDD S bNgaid, %5 % dik
T2 % WY R REEZIT) Z L,
1113 BEMEX. 2 70— EEREY . SHEET. aHEE
= (WFR L HFEART)
(82 ZH]
11.1.4 BERBMEMm. AMmMEBRED . EFRIRE (W9 HE
A /AR AE (0.1%A:i0)
(83 &)
11;.%)5*% (01%Ki) ® . FTHEEREE (WEAH). BE (01%
Jeii) i
JF46. AST. ALT. y-GTP® 545 %0k IFtheE %,
HobNbLZ DD, (84 2]
11.1.6 BER (0.1%Ai) &
(85 ZH]
% 11.1.7 PEMKRKIBEERMAEAE (Toxic Epidermal Necrolysis :
TEN) (BEAH). EEHERERE (Stevens-Johnson FEfR
) (HEEAH)

Bt

*11.1.8 HXMBRUEERE (HERY)

WMHEER & U CHIB, BB AR S, TICFRRERE, 1) 2N
JERE. ek, GFEEEkN S, BAED) LOoSERIBBISE & 0F 5 25
PEDEE R BEGERDE D SONDE I EDH D, BB, B hALR
27 4 )V A6 (HHV-6) ZED ™ 4 )V ADFEEALZ LD & L 9%
<y HEHIER LIS, B ITHRER ES ORI RS 5 »
FEBIELT 2 LD HLOTEETL L,

16.1 MARE

16.1.1 XY FTCBREBERO A YT Y CEEOBEREORS
BEHERL AN AT Y 2 & LTL000mg (A4 T Y »#is250mg 488) IEAH 5T~
JEEEL,000mg % Z2PEIE I R LI F - L7z & &L MBS T A — 5 d LD LB ) T
o7,

El AV TV VRS AY T Y V5 000me % 22
BRI G L7 & S ORZBIUROEY BRE/ ST 2 — 5

AT D REE (n=h) A5 Y VIEHE (n=5)
Cmax (ng/mL) 14486+ 5864 20,7337 = 2,744
Tmax (hr) 23+05 08+0.1
Tiz (b 64+07 45+04

P + R

16.1.2 X H5 T L #H1E1,000mg. 1H3E7HEREROHRS
HERERCANLZ A5 2 2 & LTL000mg (AH 5 YV iEE250me 45%) % 1H3Mm. 7HIH
BRI S L7 & & MR ORBAME R ORI THIN-TLF VAT SV Y (T
FOUAR) WL L B ICAH MBI EEREBIGE L ANERENEZEO S ko
7‘:55}Q

16.1.3 *H5Y L #KE1H2,000mg. 1H2E6HERERORS
BEHERALZ A5 2 2 & L T2000mg (A4 T ¥ v RH§E250mg 8%€) # 1H2[E., 6H
ARG L7z & E DFEPTE ST A =5 13F20 L BY) TH o725,

#2 AT Y EREELIA2,000me % 1 H 2106 H #
ARG L 72 & S OEMBE ST A =%

FREAE 7k F ok
HERF 1HH (n=6) 6HH (n=6) 1HH (n=6) 6HH (n=6)
Cinax 7,1895 7,242.0 7,676.0 7,385.3
(ng/mL) +5093.1 +33345 +£46714 +3,1425
Tomax (hr) 28+038 30+09 30+09 28+08
Tiz (hr) 60+38 53%14 79+27 58+14
AUC 23,065.7 30,563.7 44,063.7 56,552.5
(ng - hr/mL) +12961.4%1 +10,7224%2 +18400.0%1 +14,999.3#2
I = R

#1 : AUCo2s  #2 1 AUCo72



16.1.4 £YFEEEHER
AT Y AR5 0mg [ HE TP &Y & $§E250mg% . 7 1A+ —/N
FhnENAGE (A5 Y 2L LT1L000mg) HERER AT T 1A AT J OV Ep L2 B LR 14
G T RZELARBEEE 2 WE L. S NS BiE/ 8T X — % (AUC. Cmax) 2
DU T0WAE HAIK 12 TREHENT % 17 - 7245 . log (0.80) ~log (1.25) O&EPHNT
B0\ WH DAY R THERR S 7

#3 WL ST A -5 (M)
H5ENT A= BENTA—F
AUCo—24 Cmax Tmax tiz
(ng - hr/mL) (ng/mL) (hr) (hr)
AT Y EREE250mg [ HEETP] | 3822214843 | 11061+6265 | 3110 |348+312

AR & EE250mg 4085017775 | 113237322 | 26+14 |532+4.02
(43885, Mean=S.D., n=30)
1800
1500 0 I XTS5 YVBEER250mg[BELP)

o RS HEE250mg

1200
488155, MeantS.D., n=30

M#EPERE (ng/mL)
el
o
o

600
300
0 o
0 4 8 12 16 20 24

RS5O (hr)
1 e EERS G fTiRg)
F4 EWMERE ST X -5 (k)
Hg 8T A =5 BHINT A=Y
AUCo-24 Cmax Tmax tiz
(ng - hr/mL) (ng/mL) (hr) (hr)
AT Y AARREE250mg [ HEETP] | 32135+23482 | 10926+ 10533 | 36+ 1.2 [241+343

AR FAEE250mg 3085.6+18104 | 10122+8636 | 40*+1.2 [187+161
(4845, Mean =S.D,, n=30)
1800
= 1500F 0 1 AYSIVHIE250mg[BETP
£ 1200 | o RUFHHE250mg
oo e
= 45815, MeanxS.D., n=30
W 900
A
& 600 f
= 300
0 —o0
0 4 8 12 16 20 24

B 5OEHE (hr)
B2 AR (i)

IMAEHHREENE ONZAUC, CmaxZ:0/85 & — & (3, BB IR, R ORI a4 - 1
4D SERGF S X > TR A TRMED D 5 o

16.2 DRYR

16.21 BEOHE
HEEER AL X 45 Y 2 & LTL000mg (A9 YV fRKEE250mg 488) % Epk Ml
Peh Lzl &, ZEJEREC I ANREAUE T O 7 & F WA O S i EEERE AT 5 5 fih)
R L72)S, BG4 961EH £ TR L O E RN OPRIERIZ L A o 7250,

16.4 1R
ATV VGEGIIHHTIN-TE TV N T VAT 25 =Bl Lo TEKNTT £ F )V
HioRE s nz®,

16.5 HEitt
HEHER I A4 5 Y 2 & LTL000mg (A4 Y A iRHEE250me 488) % B H e
Peh L7z &L 96 MR R BRI IE, 284% (T 2FVikE LT277%) ThY . 3
PP I350.0% (72 F ke LT235%) Tdh o750,
TR NS AT Y 2 & LT2000mg (A4 5 Y Y iEHEE250me 8%%) % 1H2ME. 6H K
SRS L7 b & i G-12 7205 F © o BAURHHRIES334.9% (72 F vk
L LT258%) TdHh o725,

16.8 ZDfty
AT Y EHEES00mg [HIETP] 1&. AT Y A 5REE250mg [ HEE TP % ks
Fl& L7zk &, AR &OfE S, EWAIICFSE L A ST,

17. EREREGIE

171 BHHRCREMICE T 28R

17.1.1 ERLERHBRE & OBRARR
[ P4 ) % $# THEE S N ZEHRBEMILEGAR 2 & ORI T, 297 2 ViR
FEDORN R E S N2 189BI O ABHE R OBEIIRLIDO L B Y TH DY 5. ),

K1 TR A

JEM BAEE S L. UC-DALA 2 7 OB 22w TLH4,000mgfk 5 01 H 2,250mgf% 512
X B BRI A MEE S B MR A AL S BRI AT B I S BR A S L 7z DR R,
UC-DAIA 2 7 OFE5-Hi 2 OUWHEEIZ BV T 1H4,000mgfk 5 01 H 2,250mgt 5128 3
B ERMEAHGE S e (32).

FEH 56 BURUE 13 2,250m g% 5- 1 T25.4% (16/6361) . 4,000mgik -5 T21.7% (13/60
Bl) CTdhotzo TAENEMIZ, 2250mgH 55 TR B-NT7E£F VDV at I =
5 —+ (NAG) Hih6.6% (4/6161). 4,000mgik5-# T2 RANAGHIIN10.0% (6/6081)
M) LB HEI50% (3/6061) THh-7-0, [7.1 ZH#]

# PR AL, E, AREERA IS X 2 REIEET AL, BRRIIC & 2 SRR £ EH H %20

~3DAERE TR a T L, ARtL7zAa T (0~12),

#2 B IEGEERIC B 2 UC-DAIR O 7 O

o R o BRI
- # B B0 s
B gpgane | Sudbies L H R
2.250mg 0.8
(n=59) @1 | 10=08 61=36 [18~01] 2%
1000mg 30 [34~-10]
(n=p9) » | 7008 1029 [:38~-23]

#1: BGHEEIE3ES 42 G120 S
#3 P = (RS #4 0 PIfE. [95%EHEX M)
¥ o tiE P<0.001

17.1.3 EIRSTHAELERER (181EH%5 L1 A3ERS & D)
BRI R 2 B30I 2 3 G b LT XYY RS2 TH LA (101,500mg X
132.250mg) Xix1H 3 (1[E500mg X i3750mg) % 52 K S- L. BmifHERRIco
W CLH RS- 0 1 H 35120 3 2 I 1 & WREE 3 2 M 2y 1L = 35 BRI AT F R U
AER A EM L 720 ZOMEFE, UC-DATA 2 7 Taffili L 72 MR 12 BT TH 1A
H.O1H 350 2 EH A HEE S iz (3£3),
FIVE I SEBUBAE X1 H 1A% 55 T5.9% (9/15261) . 1H3MI¥%5-8T4.0% (6/149%1) T
7260,

3 B

o ., TR 7 SRR i () s
B WEREN Pl o BERIE (%)
1H1 141 112 794 78
1H3[a] 141 101 716 [-22~178]

it ar—v | BHEC| g | PEERLDREE
oy | O o0 4R i
N T RN [ 125 B oL,
Ja— el I T &?ﬁ/sisls%
LR 1'588()“ 125 A # 'fi}f;/ 1 (;3)0,0%

# G TIEIR L 3l S

WHPERI 2\ L Cid, ZEE BB LGRS BT A T ¥ VRGO B DS
B biiz,

17.1.2 EINSETHEAREERRER (1H4,000mgiks &£2,250mgi 5 & DELE)
FHRFEMRR T4 (UC-DATA 7% 6L F8LLTF) oitlpth Rl feil (47 %
B ) 123B1% G & LT A4 7 Y U ARkEE % 1H 3[H2,250mg 3131 H 2[014,000mg % 8

#1 1 3552 U ARG F CISFRIR L 200 o 7o R E 5L
#2 T FEIRERRE (%) = (REMRAERF L oBBRa 8+ BB B0 < 100
#3 1 TH1Ee5-8 — LH 3G [95%FH#IXM], FEHiE~—2 > 1 -10%

18. EEZhEIE

18.1 1EFHRE
AT Y RSV & L CIAEMEMITA S Rl S B EHERR 2L L. RIED
FER MO EZ I T2 2, RUBA 3 M) By (LTB) OAEGH AR L.
RIEVEMIL OB OB A BT 2 2 L AE 2 b b0,

18.2 EMERICHT 21EH
In vitro \2B\WC 7 —F Y 7)v (DPPHL) #IClEM. @EALAKEN 2N, R
FBA & MBI BEALIREIEIEN (n vitro, in vivo) 5B 17262,

18.3 LTB4CK 9 21EH
F v MERERTOLTBAEA KA MG L 72 (in vitro) .

18.4 BMETIVICK T 2 EHEMEIZIR

18.4.1 EBMXBRELET IV

IBWT AT T Y VRS0, 100mg/kgDREI G- CHE R

2 vHF - S UBRETNVIIBWTAY T Y L EHRI150mg/ kgD R 5T

B B EIIHRRAFLD 57260,

18.4.2 7 O—REMET IV
7 v FINBHEET VB VT AY T Y v HR50mg/ kgD R 1955 CTH & 7 B &0
R & N7,

18.5 EMFHIFEIFMEHER

18.5.1 KEREYKIZR (X § 2 MEIZHR
AH T Y U EE250mg [HIE TP KUy & 4 §E250mgld. 7 H ¥ FEEREERR 5
KIGRETF VB CHEEMEERN 2R L, 72, WHlOMIICHEEZRD S
USSR R ) TR S 726

19. BRI ICEET 2IB{EFMER
— g% FR 0 AP (Mesalazine)
1b#:44 © 5-Amino-2-hydroxybenzoic acid
¥ 1 CHINOs
g5 Fm 15314

Motk AR ORI RO R TH 5,
A2, 87— (995) ITIZEAEEIT R,
(Lt
HaN CO2H
OH

20. BRWEDER
201 AFNIHAET DT BT B 2 EDD AR E LR,
20.2 7V I Vu—HE#E BREBGELL CRETEI L,

22. A&

(X YT % RE250mg [HEIP])
100§ [10§Ex10 ; PTP : 528#IA Y ]

(X5 % RE500mg [HEIP])
1005 [10§E 10 ; PTP : #2I&HIA D ]

23. EEXH
1) TR i
2) O
3) HUTHE

S LG, 1994 1 22 (Suppl. 10)  : S2585-S2605
&R, 1994 ¢ 22 (Suppl. 10) : S2509-S2530
HLER9E. 1994 5 22 (Suppl. 10) : S2531-52554

4) BOHIEE Al P&, 1994 ¢ 22 (Suppl. 10) : S2555-S2583

5) MTIARE il P&, 1994 0 22 (Suppl. 10) : S2607-S2624

6) Miner P, et al : Dig. Dis. Sci. 1995 : 40 (2) :296-304

7) Morice A. H, et al : Lancet. 1997 : 350 : 1105

8) Kapur K. C, et al. : Gut. 1995 ; 37 : 838-839

9) MFEEE b BE7AR] H A ALEHNE S TN SR B & 48%. 1999 5 74 ¢ 65
10) Mehta R. P.: CMA]J. 1990 : 143 (10) :1031-1032

11) Witte T. et al. : Nephron. 1994 ; 67 : 481-482

12) Smilde T. J, et al : Ned. Tijdschr. Geneeskd. 1994 ; 138 (51) : 2557-2561
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17)
18)
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