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AR (7 ZVR)  BSEIREERY =F Lo FigR) v= 1 F Lo
HT—=T N () AVIEREM) : AVl =1 - K =F L
A FyN— Ry =F L
TR T I =T K =F L

1. BlgiRt S D EMEE

BN

12. ZDith

YL



V. aEICEY SRR

V. aRICHY $1EH

2. DEXIIHRICEET HFE

5. MMAER TS BRICEET 5

A R L D DO RIEIIIZVR B FIRF T E 22, [16.8 ]
[z ]

A XY RATHRBERRA 8 4418 ""Te THEFR L7 A Y7 U U EIBA (1g/100mL) A #REMGEEE LT- & & D *Tc O
N TOEGERRETL L BITEEZ R GHB A M E CH L~ v F VT 7 THRATFER, 8 4T 4 £ 1 30E s &
D AMNCIEE LR o7 V2 D, TRIREUIRI RICRIE S DR e E LT,

(TVIL. 11. Z0fh) OEZHR)

3. RERUVHAE

() RERUVAEDMRES

6. AERUAE

W, RAMTE LR LE (A5 T2 L LTl &, BBNEAT 2, 7k, 4, RIS L EE
3%,

Q) RERUVRAEDHRTERE - 1B

WESNRBR R e OV CORGBIRIA S E 2T, Hik- HEZ 1R 1H (AYZ7T 0L Tl EEELRL
Flm. AV T U I~4g/100mL I THEEFAEITRD bR & 1aEERE (RANXEERI T L7290, #
5B O EITER O KD A7 53N CORABZEF I EL KITT B2 65) KO ARSI
W2 DWW THIE L OV A% gt U723 03 e < VB0 B L 2 T RHFRRILIEMESL L T n 2 &
S HIZARFNIANIBFETH 0N BT 2GR - HRZ2 0SB TH2XLERH LM EMIBNTHLHED
HEREZRZWI NS, AFORE - A&F, 1A 1 AT LTlg &L, WEORIEHRIT 2N
ENZYTHD LW LT,

4. RERUVRAEICEHEY HFE

1 RERVRAEICHEST 5EE

TA KK ZE ATV UREOFIE AT 2HEICE, AT TV LTOREERENEMTLZ L 2EFE L,
RO UL BHREDOIL T L TV 2 BE I N Ml S~ O G ICBE L T+ IicEE T2 2 L, PRAREC
FENRO SN EAITIE, BRI IET 2% 0@ R0 EA21T5 2 &, [9.2.2, 9.3.2, 9.8 ]
[ ]

BOA L O SNTHA OERYBREIZ SOV TIMER SN TV, TOHARAEROFOHHIC L v ikEkS
BN L7 5E, REHE S UIHREE MR F LTV 5 Z L BEH SN D BE TIZM S0 0B AFRD 55 o
REMERN B D2, RE LT,

(TVI. 6. (2) BHgpekEdmE ). VI 6. (3) MFHEREREFRIE) KO V. 6. (8) minE ) OHSM)
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V. aEICEY SRR

5. BRERACE

(W EERT—5 /Xy r—
A LR

(2) BR R FEREER
T~ — 7 ICHEEINE S RGREE 16 flaxtgic, A Y7V ElAl (1g/100mL, pH4.8) % 1 H 18], 10
AR 7o TEBNICES L, REMERORBEIREZRFT Lz 2, 6 BICRITERRD Dz ds, BRRAE
IITR T T 2o T2, REEERE TH D T 2 F IVEORIMIEPEE L, 9 B BHO®KS 3 BrE% CH Bl
Bo 3 Wtk L AE TR EREEED 36 R ZIIXTTM A2 HIHK LT,
D EDFERMNS A YTV EER] (1g/100mL, pHd. 8) OBREMENHER SN GHEAT—4),

Q) RERIERFFER

RAE GBE) &R GesE IR
Hahik, ZEMEIZ OV T 1~4g/100mL ([ TRZEORIEZ R L, HAEMABMEIIMHR TE o7,

B
THA
PSES BRAE ~ WP EEE O TR B IR BEIE KIB R B 287 B (RATRE B 287 1))

T AEEMER A D ENG XL S WEGICIRE (IR H 5 30em &)
g | - 18U LB (MEITIEL THhRnz k)
s

F7 « AT A FEH AL ME e EE & OBIGE B
BrohdEue | - O REM IR B2 AT 5 B
CBBRBALART 7 HLANO AT 0o RXUIT 2 /9 ) FABBEROE S 2% TV 5 HEE
- 1RBRBALARIT 90 H AN O IR 52 517 TV 5 B
C TAE Y MDY ) FABHLEE~OT LALX— 2 HT 5 EE
HEGE | AK 1g, 2g, 4g/100mL, K OT 7 v REGEIZ 1 B 1E, 8 HWEREGERS L,

Sl diF CREO 18 fiiik) . WlEnfb, 77 AR, “HER

_ =R R X AAEFEEEM (PGA:Physician’ s Global Assessment). SARFEIEEEA 27
AT B

E[Y
§¥EI§E BEEE S, oMk, T, LSVIE, R/ EEE. £ERA a7 0REm» 608k

il CHZ0E)

- R X DA E

FERHIC & DHEFRHE T, BB R 2RO T-BERN T T RBETIL 21%TH > = DITKT L,
1g/100mL #ETIL 67%, 2g/100mL FETIE 65%, 4g/100mL FETIL 5% TH Y . WTFNOHFAETH ST
TARICH LARICEWREDRER L, L L, U ERBERCOARRZTRO b
Mol

- NHEEA a7

SIREIHFEA 27 Tlid, 77 BFRHETIHL8HRA Y MOUETHST-DITHR L, 1g/100nL FETIE
5.8 WA > b, 2g/100mL BETIL 5.9 WA > b, 4g/100mL BETIL 6.4 RA » FOYEL WT LD
TR LABREENRE R L, L L, XU X P EBRMICIIAE 22T bR
Mol

(2 4t)

BITERN 7 72 RBET 10 B ONT= DK L, R X P EBHETIE 4% TH D . AEKRTFN

FEBLRO O ol FRbDE LT, XU & R CILAER 3. 2%, TH#I 2. 3%72 o572,

T EARBETIEENEN 2. 9%, 4.3%7Z -7,

) AFNOABSNIZHEROHEZ, B, RAZIEZLE L (AT LT lg) ZEBNEAT
5, B, FEE, JERICEVEERET S, THD,
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V. aEICEY SRR

(4) 1RELAYEAER

1) AMEREERIEER
AT 04 REBH EDLBRHR (85 EMEHER) ¥

H i) AY T2 G (Pentasa® Enema) OVEBINEHG MK IG I B8 3~ 2 BRAR AU A M 4 3T 3
L0, 7L =y BRI ERETT S,
T A v | sk dkE (T o~—2 O T HEk) . BEAL, TV R=y e EERxR, ZEHER
PR R ~ T SEAE O TR BT IR KR J B 123 1] (RT3 114 i)
T - SRR
B R e JEEMER AN E N, S IREBIRRE UL S (FLP#% L D 5em LLE)
- BAHRE, JIFREREAS W 7o R
3
N AFHl 1g/100nL L7 L K=Y 1 EAFH] 25mg/100ml %2 1 H 1 FIELEETNC 4 B ERERERS L
Too (2 BERESCHEMMPE DN TODEHE TR T)
Tffé o | BT R, S KA
Ak BRI (PEGR[E S, (8, k5, fE9W)
A B
R CH 31D
R E L OF S ARSI SE I E 2 S LR HIE ISR W BRI R I & YR
%, 7L K= v ERET2%0THY . WEAIMOENERIRZETH 72,
G
AERRBRIZSM U 123 FllcB T, SN ZFEBRE 1361 (21.3%) ., 7L K=Y adl
BE6 B (9.7%) ICEIWERMAHE S, 2 OEBITHFHANICEE TIIRho Tz, 24
HERBRECREL U 7= RIVEA CIIBERAN L QMR 234 3 6l (4.9%) & @BEETh o7,
b ARFN TR ~ S AE OIS BRI ME KIG R BB I D RHEm E LC, 7L K=Y a Ui
FlERETHoT,

2) REMHR

ReMHBR (BNEIEER) ¥

HAY

AT VLA (Pentasa® Enema) DRI G- OZ ML FT D, TEENZAEMNEEM M %
B K OFRIRINEAGERIGR OFRMFHERHI 9 2 A9 b O THREH 2.

BT YA

Shtiax L CKIE 29 fiige) . JEEM

PSES

PEEAE ~ A OO TR B 31 S OVFLARBITE R NG 2 /e 236

E7
B gR AL vE

[4Ax]
- IR L
< PEBNERID 220 EITAER U TR WD U AR O FTREME 23 72 B U2 FL P TRV B
[VEEH]
- VERR HEEE., NS (SINEIG. KB TRBr &L T HIE K OV EEE OVHEIE KIB R BE
RN AT 2> 5 Sem LLE OGRS g & C oo B
AEEHI AR T b DL LT T D 2 DOEHEL -3 BE
ORISR E LT, LEVE, M/ EMRE. M. Tiodbx{ b 12U EEHFTS
@S WREFBE DIEBNFEEL (16 A —v) Th bk
[ ma Ao
C ATT AIEE AR E Lz —HERARICSIN Lz, S RIOEESHRRICSIN L EE
- DT OEMHMRIEN D7 &b 7 HIRLL EfkE L T\ o B
OS REEBBEA 27+ 5 SR
Q@RS : 1 B 5 [
@mfE7L (1@ 53 HELE)

E7

(2]
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V. aEICEY SRR

Frot AL e « v — R XA O RJENE SR BB

CTAEY MOV T, AT RTT I FABXIIT T ) oYY
FABREE~DT L F—B R & o i

(V&S]

« A7 A REFEH ARSI e EE &K OBIE S5

N RS CETE)

AFl 4g/100mL & 1 H 1 BIBRERNCREG#RE L, mfifE THRE LT,

[ i)

ARAl4g/100mL & 1 A3 X2 1 [, SEERNCREMR G Uic, 7ods, FARHIE G CILdss & =Rl
DOFREICHKSE, SHICIEESIZZEDOHK 4 HIC 1 ARSI ERBEZTERE Lz, —Eo&ks
MR E ST, KET15 2 HELWNTH - 72,

B4 S RFEMGBE UL MBS, BRARIEIR, FAREA SRR OFMHER R, Rtk (AHEFRME,
BRLEEE e AR )

it g (FRERAAE » k)

RERSINE 236 B 128 BN REAE T H E TR 2B L. %Y 108 FlIXskER )7 kM FiE X
8% . HHESE 9% . 2hRRZE 9% . AEFR (%) FoMbTHBRL I L, 58
e OB T TP IEGIER T, 3 » AN 4261, 3 % ALLE6 » A AN 46 i, 6 » ALL
L9 AR T3H. 9 » HULE 12 % ARG 45 B, 12 » A LA L 15 » H ARG 30 i T - 7=,

CEpliy

IEEVHIOBE TSGR 27, BHERIEIMET L2y, B O EE Tl YO OREE 2 HE
L7,

(& 4tk)

BIVERE 236 il 22 61 (9.3%) 35 4B H IV, 95 66 (2.5%) OEFIBFEERT -5
R EOR B 2 NI L Uiz, FRRWERIZERR (2.1%) . &FEW (1.7%) . I
(L.7%) . B (1.3%) %ThoT-,

) AAOARINI-AEROHEL, HEFE, RAKE LA Ll (AT LTl ZEBNEAT
5, 7ol ., ERICEVEERET S, THD,
(5) BE - RAERIEGER

AT 04 FEHRE - REERMCESERXBREZIINT IR
EWNIZE W T, A7 a4 FEPUE - IREMEAEEME KB 20 Bl A 37 2 U HEIEA] * 1g/100mL % 4 38
#5179,
4 ABBEENARETH 72 16 Bl CAL A a7 X 2FITLE L, TOFHEITHEEGHTO 8. 1 15 4 BZRITIT
JBITHERIET (p<0.001) BBHBNE, Flo, ROT LV K=y v —H YRG5 &38E 577 12. 8mg >
D AWBITILT. 3mg EHERBA (p<0.01) B@RDHNT,
BIVEFIE 20 il 4 61 (20%) (ZFB8 HAL, WIRIZIEBORRKIC X 2 B O AP - &R 3 Fl, 925 - 51
BT -T2, 35« RO 1HIIZ, WBEICY TS ANLT 7 U DAL BRBOBEEND - 1ZER Th - 1=,
ko XU FYEE WEE: AY T UL LT 1) i LARRS: 100mL (ZRRE S 72 BE N BA

(6) JamAIE A

1) FEARERE (—REAKERAE. FEEARERE. EARBLERAT) . 2ERTET 2 X—XHE, &
EARFERERERREBRDNE
« kAR 5 K OV ARG 72 68 I SR HE T O R e i F R A (6 T)
REBROBH | RYAKOEMOME IR T CORWERORBRDL L ARIEOHEIR, 5-7 I /% U F/LE (5-ASA)
RO RBA & OPFRRFOZ 2N, R OTLARMERRFIEIC BT 2 ARA| 0w ) 72 Ak - A #EIZ W TRE
TS| g
JEBIEKL LAAEMEFHI RIS - 704 1], ARDMEFHIRT S 0 640 51 (42[E 190 sk
BlexifIs | 2004 4E 9 H~2007 £ 12 A, BIZ2if - 6 » A~14E
E7 et BIEH
FHmE E Hoaht o BRARAER
FERRAERARIEIZ T D AR oY) 72 L - &
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V. aEICEY SRR

F72
AR R

SEAMED

RIEH

[&fK]

LARNEFAN R GAER] 704 BN IS 1T 2 BE AR BUERI T 4. 12%(29/704) ThH o7, FRBIERIL,

R 0. 6% (4/704 fi) . FEER, 3835 0.4% (3/704 f51) . T, ZEWRIZ 0.3% (2/704 ) Th o7,

(TVIL 8. (2) 2) % &l M ARRA ICR T D EIEH ORI DOIEASMR)

LRER 72 R B3 5 ]

< /N (15 A - 11 R RO 14 %D 2 Bl Z N Lz, 241 HREIERIZRO bhiehoTz,

- s (65 kLA L) - T BIAINEE LTz, miEnE ORIWEAFBBUERRIL 5. 6% (4/7161) THY |
FemnE OREIERZBUERIZE 3. 9% (25/633 fi) &bzl ., AEEEIRO LN o7, g
WHBLLZEWEROWNRRIZ, N, TARXTXURT I ) MU A7 27 —8BN, v-7 1%
INENT AT =T BN, P77 =8N, 5 oF, BBESE LHFETHY, EmE
A ORWERITRD Shishotz,

< ILPENT 5 B AN L, 2 BLCRITER SRS bz, BIERONRIZ, LIEEE L RETH o7z,
- BHRERE LG T HBE bR NE L, BWERORBII R 72,

- JITHSREIE S 2 A 3 2 A 11 Bl & I Lz, RITEAIZEBUEGI=RIE 18.2% (2/1141) TH Y | [
BEORIVEFRZEBUERFISE 3. 9% (27/692 ) LIEx L, AEEITRO bR oTz, ) BERIEH
OWNFRIZ, B VAT o—)VIE, & Y 7Y 'Y FE, FEAE LIt TH -7z,

- B Gk 51 168 ALL L) B 332 FIAINEE L7e, RIMEMZSBUEFIZRIL 168 A AR
7.0% (26/371 ) T, 168 ALLEAY0.9% (3/332 f5) Tdh 7=, BIVEMAZEE L7 29 il 41 {0
2, PG 168 H UL ECRIVERZARBL LZERNE 3 61 6 hdh - 72, WERIE, 7 AT F
7/ FT7oAT7 T —BHMN, P77 —B8EMN, y- IV INVENT AT =T — B
M, EavATe—VIE, &MY 7Y 'Y FIUE, RENSE LETholz,

« 5-ASA /% O HLA) L OOF FHES - BIVEAZRBUERIRIL, 5-ASA RROAITH B AV 7V ROH
NIV F AN T 7 B D URARE A E OFFH T B2V T 6.1% (4/66 1) . fFH
FH] BECRBWT3.9% (25/63861) Tho, AEZEITRD NI T,

<A >
MR, P 5 BHARRE N TR BN T 17. 4% (106/611 f4]) . EMEHIT6.9% (2/29 ) THV ., KT
16.9% (108/640 ) T -7,

SEFRMEFRIRIEIC BT DA W) 72 k- B>

Be R0 « 22 VR IER] 704 Bl 1, 118 ALF TR\ T, AR &k Tidod B #% 5 0 #E
23 68.1% (761/1,118) &b, IRWT L HBEZD 17.8% (199/1,118) TH Y, Wi A HET
RO 85, 9%% 56O T e, WIIBITIE, TEMEEA H 238 b 270 425 0D 741 L7123\ T
NEEHH ) CI# A OFIGH 79. 1% (454/574) Lt %<, RWT1 HBE O 11.3% (65/574)
Thot, £ IEAEY) TIGEREZG 56.2% (239/425) LR b Eh-bon, 1 BRE Y
23.3% (99/425) HV ., FOMIZ2 HisE 4.2% (18/425), 3 HF& 4.5% (19/425) 7p &, 5
W% T 1= — A58 L=,

e 510« 2 MR R SUEB 704 Bl OFHAKE T REOME FRBLIC IS T Ml As 31. 0% (218/704) |
T () 2333.7% (237/704 1)) . Rk 35.2% (248/704 fil) Th o7z, F-TEMREA L IIER
425 BIITTIE, kRS 31. 8% (135/425 #l) . #&T () 46.6% (198/425 #il) . ik 21.6% (92/425
B) THY., WA LIIEF O 1/3 TR S S Tuniz,

BORF L OOFH - OFH OB R T OL MR A NEICHEFN e B B 2T bhinoiz,

) RENOERBIN-HELOCHEE, B, RAZIE1IHE LE (AT 8 LT lg) ZEBNEAT
%, Toks. 4EHE, IERICK VEERET S, ThD,

2) RRAFHELTERETFTEOARXIEIRMR L-HE - HEBROME

A% LR

(7) £ Dfts

DR L
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VI BRI HIEE
VI. EHEEICEY SEE

1. ZEEZMICEEHDILEHRITILEYE

— L TRV T YV

EE  BEEO D DM OMEUTNRF L, RIOEFRLeBRS 52 L,

2. ZEIBER

(D EREML - fERKEF

1) {ERERML
TATHENG D> B NG
(TV. 2. eI RICBEHET H1ER ] KO VL 11, Z0ffl] OIESMH)

2) MR
KA DO ERMEAMEF & U CIREMBEMEER D, v a2 b U B, (LTB) AAEMEIER ", A AR S—FD
TEMALIER O~ A% o — ABRR IR AL 28K v (PPAR-y ) TEME(LIER @ BNIRT- kB (NF- « B) T&H1E
AEAHEIER 1, AR S o v 2 & I L EEEMEIVER 1V, /MRS IR (PAR) ARG REIER 2. A v
F—uaAfxr-18 (IL-18) FEAMEERD B8EZLRLTN5,

o //elel o frldliel o | o /o (000l @ el o | o ® ERE

_ EMEREEER

@
R E AT (PAF)
EARADSHER

IR/ (L) E AL }::” &
DA, & 75 .
ARILAF Y~ LIMRERTEML 3 >— 3 oy ‘C
e G i : =D i ¢
Pl Aeiiog bl boph - )
ZAEFKB (NF-«B) O
SEMALIEIE
A —0O4F-1B0L-18)
 EEMBIER |
O3 kJIB4(LTBY) |
o |
& EBRIBIER e &
RS R
@ @ tc24azy
R HRA0ERR ) gl i
——ﬂﬂﬁm-_%ﬁﬁﬁm‘ D "::}n*mJ——fﬁ”“gg”

AYFT U ORREATEELLHKETY,

B AYSOUDERANZXL

[fgRn]
RIEFALICHEE L CTL 2P~ 7 0 7 7 — U TARINDIERBRRIIERICH L WVI T e 77— B 2iE
PEAET 25 Z Ll ko THBMICHIIEBEEZ3 EH T &N TW5S, —fRiCt Raxy T IhL L kiEHmR
A A AT EEN RO RENWESbND, AV TV UNIA— = FH A REHEELRWHOO@EERLK
F. WHHERIRA A RO Rad v I UhNEHEET S Z L0 L o TUEMERREIC X 2 MiakE 2 mE+ 5 &
Ezbhbd,
Fio, TEVEERR IS & 5 & 37200 Tl <HlifRRL Sy (C5a) . PAF 7¢ & o> HIMEREEER 7 DA Al 5] &
L, ZOMBRE U TRIEENIRMEAMEE SN D & Shh b, LTB M 22 i R ERO BN T TdH 5 23,
AV T U URFOESKEIRIT 5,
L7z > T AT VT LB OA S BAMHIER , FICTEEBREEREA 20 U CREMEMRORE 2 MmE L,
RIEDOMERZAEFET S L LI D,
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VI. EHMEBICETHIRE

— 5 IR D IR R Y B— A TR A S L, XY IV AREDY IH A
7 s — A LRI AR S5 2 LB TS, AH 7 VU, & MBSOl
BOTHAE/ BT Y v B (i 1gB) ORKICES & X5 R IH Lz 2 &8 @E SR TOA, kb
OWERFTCHRILSND AT VL BE L EETH & AT 2 ORI, NI 5Ok 25 3 Vi
BEBMIEFI 238 5 LT 5 ATREME DS S L 5,

(2) EhZ= BT HHBRBAR

1) FEHEEICHT 2ER
In vitrolZB\\W T 7Y —FYH/L (DPPHL) BB (ICs : 9.5u M), M@EE{LAKFEEIER (ICs: 0.7uM), &
MR A A WMEMER (10 : 37.0u M) . @BEALASEIHITER (ICx : 12.6 uM) AFRD LNV,

F7. in vivo IZBWT T v b EEF OB LIRS &4 H R EKFOICEH L, 50mg/kg THERMHIZ/R LT
(p<0.01) 7,

2) a4 k)T By (LTBy) [ZX9T B1EH
Sy MEEENLBEER LGkl Te A 32 U= By (LTB) DAESRAZINH L= (ICkx : 44.9uM) P (In

vitro),

3) ToithontER
DFRREKY /8—€ D EHILfEH
~ AR~ 07 7= IZB W T AY TV 20mmol /L LLEDOTINC L W R AR Y S—B D iFEN EF LY,

QRIVAFL Y —LEERFEEILZEAR Yy (PPAR-v) EMEC/ER
b NSRS AU SR HT-29 MAEIC VT A S5 20 30mmol /L OUHNT X Y PPAR- v mRNA 38E1 & (X PPAR-y &
PR BEEEIN LT Y,

OANEF kB (NF-xB) FEELiNEI/EH
< 7 AR bR 3R YAMC JIRIC BV T A5 200 20mmol /L UL EOFMNZ LV INF-« BlIKIZ & 5 1 kB DR
OIH] R O TNF- o $IKIZ & D NF- k B ORENRBAT 2406 L7 19,

@EFME, SN ERE I o EEENE VEF
b MEBOERmAIRIC BN THSRE 7 a7 Y o E (Bt 1gE) ORRIZ L 5 e 2 & I L EREZ ISl L7e (ICs :
500 M)

Om/MGEMEIEEF (PAF) &4 iNFERA
BB RIS R BE OE BRI Z W= ERRICBNT A S T2 501 g/nl (326 u M) BLEOHHNZ L Y PAF ©
AEARREMHI L 12,

®1r4—04F%2-18 (IL-18) ELEIMFIER
b N R CREEAEENS IL-1BIT L, A YTV 25 ug/mL (163.2uM) oIl Z R LI Y,

4) BMETIVICRT ZESMFIZE
OEFBSZREBUEXGRETIL (S M)
Z v N OFFEFEIIEENERBRET MCB W T AT TV OEB#EE (A% 520 6.25, 12,5, 25. 0mg/kg D
SRR % 3mL/kg 1 B 2 [0 5 HRIREIGIRS) & L& 25, 6.25mg/kg 7> & & 2 T HERE O M2 B 25580
B,

QTNBS FERKRBRETIL (Tv k)
7w hDOMBS (M) = hr_XUBURVRVE) FBRRGBRETVIZBWT AT Z U OERERES (A7
> 6.25, 12.5, 25.0mg/kg DRFEWK%Z 3mL/kg 1 H 2 [F] 6 HMREMHE) 2Lk 2 A, 25.0mg/kg THEZR
FEEIHIB R D Bz 1,

Q) VE AR IRIFRE - FrigehFra
LR L
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VI. EMEREICEET HIRE

VI

1.

EMBEICEHT HEE

i R E D HEF

(DamEB M PIRE
LR L

() BeREABR CHERR S FiRE

1) EERS

TR RIBREBE 9B AV TP A 100nL (AT 8 LT lg GF) R HERERRS L- L &, miE
PREBICELE ORI CTHDIN-T BT A AT TV (TEF UK 138 51% 3 REICZ N2 0. 35 u g/mL (FP o
fil, #GPH 0. 1~1.77 wg/mL) K TN0.55 p g/ml (FFRfE, &EPH 0. 33~1. 49 u g/ml) DI IERHREICELE 2 (G

EAT—4),

x AYSTUEEH (1g/100mL, pH4.8) ZHEIRE L1-& EDHEEMBEFRE

e AR (ug/nl)

e (GREPH)

RIALIR

7B F K

0.35 (0.1~1.77)

0.55 (0.33~1.49)

2) REHRE

@18 1E7HMRERS BERA)

(n=9)

T U — IR TR A 18 Bl A Z U Ui Al (1g/100mL) % 1 H 1[8], 7 AMREBKERS LT-
L&, BEBMT BROMER A YTV UREBIMEROT B FAMEBEIITRO LY THhotz, £, R
BACIR R O T B F VRO RPPEERIZ TN TR EED 1. 31% % V19, 12%TH Y . RIPHEPEEERIT 20. 44% T

botz 9 GMNEAT—%),

1.60
1.40
1.20
1.00
0.80
0. 60
0.40
0.20

T

T

T

me#EREE (ug/mb)

—O— 7EFNLK
—@— KLk

FEYELFERE (n=18)

0. 00

12 16
ffél (hr)

B AYSTUERR (1g/100nl) 1 B 1 EREHRS THED
MEFRAYSS O UREILERVT £ FILKRERRS

20 24

x AYSTOUEEAElI (g/100mL) %181 EREERS T BEOEMERE/NS A—4

Toax Corax AUC

(min) (1 g/mL) (pg-hr/mL)
REAGIR 121.2+80.4 0. 709+0. 464 5.48+4. 04
7B F AR 194. 6+54. 3 1.1220. 460 12.12+6.17

PEIEEAEAE R (n=18)
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VI. EYEREICEE I 5IEE

@1 B1E 10 BMRERE CEBUEXGEXESE)
T~ — 7 THRBERIBREE 16 BIIC A Y Z 2 LA (1g/100mL, pH4.8) Z 1 H 18], 10 A HREEM K
EREG L&, BERKRI AROAY T VU REKRE T EF RO MRS 3 BRI TRIC
AT MR EICE L. GMNE AT —4),

x AYITTUERF (1g/100mL, pH4. 8) ZREXRELI-LTOREMBEFRE
e MAE PR (pe/nl)  POE (FHEFH)

REARE 7 F R
0.29 (0~0.94) 0.71 (0.26~2.88)
(n=14)
(3) hEE
MUER L

D) BE - HtRAEOZE

) REOHE
KRR L

2 HEEORE
LR L

2. RYRER/NTA—4F
(D Rt A&
EERRAN

(2) MULEE E 8
ML L

Q) KR EE R
ML L

Do)V F7I3UR
skt L

() T BIE
YR L

(6) T Dtk
BERSAAR

3. BRAI(REaL— 3 V) @i
LR L
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VI. EMEREICEET HIRE

4. IR

) NAFTRASEYT 4
ML L

2) RURERL, TRARE
WAL : K1}
W I R L

3) BaRTfER
REE R L

5. 9%

(1) Ifn % - i B8 P @ 8 14
ML L

(2) &% - R BR BT @B 4
LB L

@) EiA~DFBATH

ERRAIC DML BB L

<BE
HITER 2~4 RO IR OJUEIEBIEEE 13 BTN T, A YT OUBENZE A RATOA YT OV R
U7 R F /RO ZRE LTz 7, FRPOA ST VU 3 Flp LRI SR, 2O, 0. 13~
0.53umol/L DI TH T, —H. T FMKITRH THER SN, AR TR SN 7 & F RO R
(X 73. 1pmol/L Th-o7= GHEAT—%),
*1 0 RUFYEE 8B, R VAR 1B, FOMORA] - 45

R ANUAHLERUR A EORESBEHICE T 57 EFILEOFHITHIRE

SiE: 31 5270 , o T FAARFEHI PIRE  (range)
No. VANV g i (pmol/L)
1 4 U AR g KES 8.8 (5.2-12.5)
2 6 XU A EE 500mg HIR G 4.4 (2.3-8.1)
3 1 U2 EE 500mg X 3 24.1
4 7 2 H Y E 500mg X 3 29.4  (19.2-41.1)
5 5 2 HYEE 500mg X 3 15.7  (9.6-23.7)
6 8 X B EE 500mg X 3 12.6  (6.6-22.1)
7 6 A2 B AEE T50mg X 2 19.1  (4.9-36.3)
8 8 A Z Y EE 500mg X 4 47.5  (31.4-53.3)
9 7 R HYHE 1gX3 46.3  (29.3-73.1)
4) BERA~DFATHE
MR L
(5) Z Dt DRI~ DFEITHE
AR L

19



VI. EMEREICEET HIRE

(6) MEIFEBIEE

RASiIEZ A CTHE LIZAY 7 PV REBEROT B F ke ot M

BRI TOLEEBY ThoTz,
EAMERIIA YT TR 0%, 7T EFIERTKISY Th 7= (in vitro),
R AYSOUREARRUVTEFIVEADE MZEITS in vitroMIFEAKEE %)
IREE (ug/mL) AH T VKRB 7' F IR
0.1 69.7%0.4 85.1%0.3
1 69.3+0.4 87.1+0.2
10 70.1%0.4 86.6+0. 1

Bt 5D in vitro MIEHE ARE

PEE RS (n=3)

xR AYSOURERRRVTEFILAOREE FIIREA~OHEEE (%)

SERL LM AT DRI 72 F IR

(10 w g/mL) (10 u g/mL)
E AT AT I 77.97+0. 1 91.6+0. 1
y—2rua7y 13.7+0.2 4.9%+0.2
o —BEVENE S R 2.4 +0.9 1.1+0.9

PEE RS (n=3)

6. 1t

(1) FHERAL R UM B R
AL EITHFIR S OELE
OB - B MIZBW T, AT VNI H IO TAN—T TNV T AT 2T —BIZ ko TEEKRNTEZE

RT7TEFMME N=TEFLAYT0) ITREESh 5,
COOH — COOH
rSRT7IS5—E
H2 OH

H3C—C—N OH
n H

N-ZEFILAT ST

B AHSSU0OE MIBITAETRBRE

QRBIEEITIEER(CYPH) DHFE. F5E

LR L
Q) MEEENRDEERVZDEIE
LR L

G REVOFHEOEERVEMRL., FELE
f#?yy®£ﬁ%%T%éT?%w%ﬁ?yFM%%%ﬁ%%%?wmﬂbfﬁﬁ%?éf(MVN@
U—?vﬁw§i¢% W LKEEEER ., SRR A4 L HEER. &m%“m%@m&ox—ﬂ—ﬁ
XA RHEEERITRD e o 7z, LTB AR L TiE 1X107M THHIEEN 54. 2% & . A ¥ F itk
NTEWIIRIERNZRD 5= (in vitro)

PLEOREREMNS, T2 F MRICITREERITERO b0 LR Sz,
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VI. EYEREICEE I 5IEE

8.

7 . HEitt

1) BEESE GEBEMXBXAESR) BEAN)
TEIEMERNGR B 9B AT DA 100mL (A YTV e LT lg 8h) HHERERKEES L L XoRkS
% A8 Wil & COHEMERIT, R CIIRERITRMET, 7' F R 35% (F9RfE, &EFH 20~79%) THY |

A CIERE(LIRD 26% (PUfl, #EPH 18~43%) . 7B F /LR 2% (Fpofii. #iBH 0. 1~6%) Thot=? FE
ANTF—4),

x AYTOUEBAElI (1g/100mL, pH4.8) ZFHEIRE L1-&LETDRSHE 8 BME TORRUE MR
PRAEBEISE (%) Ferh PRt (%)
thduiE () HrefiE (REBE)
R 7 TR KA 7 F AR

N.D. 35 (20~79) 26 (18~43) 2 (0.1~6)
N.D. : BHET (n=9)

2) RE®RS BHEAN)
@181\ 7BRRERS BERA)

TEEERR A 18 BC AT P iEGHI (1g/100mL) % 1 H 1[E, 7 HRERREGKERSG L-L &, 7 HEORTBHE
WRIT AT D REBAVAR 1.31+3.02%, 7 EF AL 19. 12+10. 40%Td - 72 19,

@1 8267 HMRERS BERAN)

fEHERR A 11 Bllc~<o 2 Al (1g/100ml) % 1 H 2@, 7 HEHRERRKIERS Lz & & OREHR 514 48 i
ME CORROETHMBEIZITED LB Tho72 9,

® RNUAHEE (1g/100nl) £REFRELI-LEDHRER 48 BEE TORRUEDHHE

Fe =TT D PR (%)
thduiE ()
REA 7 & F IR &t
7 1 ( 0~11) 14 ( 7~24) 15 ( 7~35)
HefE 30 ( 9~81) 2 (1~ 4) 32 (10~83)
a5 - — 45 (31~101)
— BT

@1 H1E 10 BMRERE (BBUEXERXESE)

IS RIS R B 16 Bl A VT 2 A (1g/100ml, pH4.8) & 1 A 1[5, 10 AERERNKERS L&
X, 9 HADOHE% 24 W E TORKOFEPHRIZITED LB THho72 2,

x& AHITUERE (1g/100mL, pH4.8) ZREWRELFEED
9 HEREGER 24 KM FE TORRVEH M

PR (%)
e (fPH)

Herh PRt (%)
e (GREPH)

RAALAR

7B F K

RIALIR

7B F K

N. D.

13 (4~33)

40 (14~72)

3 (1~8)

LR L

b3 UAR—E2—ICET H1ER

21
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VI. EMEREICEET HIRE

9. ENFICLDBRERE

LR L

10. HREDNERERT HEE

DR L

1. Z0ith

A XY RNTRERA 8 BN AY TP (P"Te ki) A (1g/100nL) ZRRENGR G L, BN TOHEE
BEERAL & AT R A Be 5tk 4 R E CHIE L2V, 7ok, SEANTAEMBMIIC TG L. SEAIEREED 723 2 BEfE 2 D
FEEOERMEMFF LT, ZORE., THPEEMHECREL, 2025 A0IIITHEEBE CEELL, 14T
VLB & SIS L7 VME AT —%),

(TV. 2. ZEEXIIZBNRICENET SEE ] DHEMR)

® KBRIZETH2EMIERURUBITE

BiTE ()

i EEEAL FEHIHK T )
AT 4 151/8 1 10 ( 2~22)
AT 3 1511/8 28 (25~32)
S RE 1 451/8 31 70
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VI. Z&t(ERALOFES) ICETSIEE

VI Z&4 (ERLOIES) ICEI HIER

1. EHERABEZTNER

RESIHNTWHRN

2. ERABLTDOER

222 (ROBHICEFBELEZWI L)

2.1 BELRBEEDH L EHE [9.2.1 5]

2.2 EEZHEEDOH HEH [9.3.1 2]

2.3 AFN DA 3 LIBBUE DBELRED & 5 BE (8.1 BR]

2.4 Y FAEE AT VXTI U FABEEICHT 2 BEUEOMIEROH 5 BE [RXT LAX—& %

BIotzndds,]

(i)

2.1 : AMEOUAH CEICEWT [ X EELTRETAZE] Lo TWVAHIENLEELE,
A2 B BE 250mg DOEFRRERCIX, BIER & L CBMEERAMR S (RTNAG O EH REA) W23
HEEINTWD, o, AT DU BHICHE D BB MEE R OSEGI D ME SR 20 20 KON & 3o
250mg, HE 500mg K ONERG 1g DEINO HRHE THHEINL TV,

(TVI. 6. (2) BHgREREERE] OESR)

2.2 AMEOUA SCEICEWT [ X EELTRETAZE] Lo TWAIENLEELE,

AR B PCRE 250mg O REAFER TIXRIEM & Ut Afi s (AST (GOT), ALT (GPT), vy -GTP,
AL-P ® k&) 1922 B3iiib K TR Y |~ & YBE 250mg + §E 500mg O KA - FEBIFHA K
U4, 000mg A EIEMAGRREORKHBR T HHEINL TV,

(TVIl. 6. (3) fFpgREREERE ) OESBHR)

2.3 — R EFHELE LTRE L, AFOMSICR LIBEUEDEEN S 254, BEARBER 2R
HAREMEDR B B,

(TVIl. 5. EEARIAREE L ZOHA] DOEER)

2.4 SAEOFCEICB VT, U FOLVER Y U FOVERIEEN 6T 2 BEVE D H 5 BT TR T

FEELTERETDIILE) LR TWDHIENLRE LT, /o, BARTERINTWD YU FAEESR

R OER EoEE LSBT LT,

3. MEEXITHRICEET HFE LT DEMH
(V. 2. REX RIS B EE) 2T L,

4. AERUVAZICEET 5FE L ZTDER
(V. 4. FAEROARICEET 23S 228152 L,

5. EELGERIIE L TDER

8 EELEARMIEE

8.1 AT VAT K VIR GEEVY | MR 1Y -2 20 R 2 G EREREY 2 20 ) R
KRBT DZENDHY, £, BEEKBRASEL S 20 5528355720, BENROLNZHAIC
W, AR RIS WU RMEERITH 2L, [2.3 3]

8.2 AU T VUEHTRWT, MEMEBLD 20 %0 RPEINTNWDD, BEFIXI LT F =0
WA E=F—7 2%, BEFORBEZ+LICBIETLZ L, [9.2.2, 11. 1.3 ZH]

8. 3SHAREMAM Y | PLfmERED 2 | MEERIERE, M/ WOBE P 0 RHLbNE I ERHDHD
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VI. Z&t(ERALOFES) ICETSIEE

T, EHEHMPITMBRESE AT 2 L, [11. 1.4 58]
8.4 AT VUERITRNT, IR W | IFHEREREE, BEAWE SN WS, B EITAST, ALT %
Dife L =% —3 5%, BEOREBLHoBET 528, [9.3.2, 11. 1.5 B3]
85K D ¥ BRHHbNdZENHHOT, FHEWMPIINET I 7 —FYOMELEITH> 2 L.
[11.1.6 B]
[ ]
8.1 : AE DL CENDOFEREIC LD & ENITAKIOBREUERIC X0 FRENE L -RERH D7
B, EEREAWERICHRE Lz,
7Rk, FEN, M. ML AFERERIE S ORBUER & IS RIBR OFRIER 3BT 25 A0 H
%o
(IVIl. 2. #2NELEZOHA] OESH)
8.2 : ANE DR LT EH MR H VD . N2 ¥ P HE 250mg DEND BRBEZFICBWVWTHMERH D LDk
E LT,
( TVIL 6. (2) WHpgpemEEAE ] KO TVIL 8. (1) BAAENWEM L MIER] OESH)
8.3: (IVI. 8. (1) EKRARMEA &R OEBR)
8.4 : AMEDWRMLEIZFTEHE D H D . R Z P°5E 250mg DEANDO BREBEFEIZBWVWTERENH D Z LM bk
E LT,
( TVIL 6. (3) JFEgREmE=EE ] KO TVIL 8. (1) WARAENWEM L IHIER] OESH)
8.5 : AEICI I H TR RA DR R LR E LT,
(TVIL. 8. (1) ERARIEREMBER] OHESHR)

6. HENEREHI HBEICHTIIE

(1) EHHE - BERZEDOHLEE
9.1 GHHE - MEESFOHIEE
92.1.1 S VYRLIFZEY D VIZHT HBHEDHZEH
AV TR T ALT s Y D TT LA ERPA LGN BFICRELIZE A, EROER
PREABR T 39 i 3 41 (7.7%) 19> 220 W SLENCIWNT A3 BT 2 61 (4. 7%) P ICERED T LV F—
SERBBDH NI, FOD, V53V RALT 7 EY DU TT LA —IER N A ST BF AR % 5
THHEAREETDHZ L,
[figa]
NEOWRM SCECREHLIH Y, TV T AL T 7 Y DU THALNET LV —EIR & RIEROER R ¥
o8 250mg D [E N ERRFRER N OFME O LTl STV D Z ELRE LT,
- R Z Y BE 250mg D ENEGKRERICK T GRS - BB, KB, B 2HEEDK
< SESCHRIC B A S

(2) BHaEfEERSE
9.2 BHEIEEERE
9.2.1 EELEBEOHDEE
B LWL, BEENSOICELTIBELNH D, (2.1 BH]
9.2.2 BHEEDETLTWAEE (EELEEETOHIBEZLKR )
HEANEBIE LEWWER DN S b s BEnhnd s, [7.1, 8.2 %]
[figa ]
9.2.1: AAEHOIRAMICGEICBNT R F MEBELTEETEZE] LhoTWnA I ENbLEELR,
A B ABE 250mg OEFARRER CIZRIER & L CRHSRERAEERE (R NAG O F&7.. JREA) O20H
BEINTWDE, Ei2, AV T D5 BIRMER 58 OFEF 23 FME ST 2020 L O & B5E 250mg,
88 500mg M ONES 1g DENO BRERETHLIESh TV,
(TVIl. 2. ZXSNREZOEH] OHEBH)
9.2.2 : SAEOWRMLCEIZB N T, BHEEOK TLTWARFICIIEE L TREETHILER>TWVAH I &
BRELE, £72, AT PUIRPICHRkEND Z ERRESA TS 9,
(V. 4. FERCHARICEETEER] L L 5. BEEALEANTEEEZOHB] OESBMR)
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VI. Z&t(ERALOFES) ICETSIEE

Q) ez ERE
9.3 FFHaelEEEE
9.3.1 EELHEEOHLEE
BhH LW e, FEENSDICE(TI2EZENND D, [2.2 5]
9.3.2 FHEEDETLTLWEEE (EELHEZEOHLEEFLKR)
R EIE LEWER RS DbhbaBENR B D, [7.1, 8.4 ]
(i)
9.3. 1 : AAEHDOIRASCEICBNT MR I TEELTRETAZE) LhoTWnA T EnbikEL,
AU B HEE 250mg DORERER TIZRIEH & L TIFEREMRAE RS (AST (GOT). ALT (GPT). v -GTP,
Al-P @ &) 192 D RPEXN TR, L 5 250mg « §iE 500mg O FHRAEAA - FERIFHA K&
U4, 000mg H EIEMAGRREORKHRR T HHEINL TV 5,
(Tvi. 2. #25NEFEZOHEB ] OEBR)
9.3.2 : AEDOTEAT LEITBWNT, FFEREDIK T L TV ABREIITERE L THRETHZ L LR TWNE I N
LRE LT, Flo, ATV VEEICFBTREIND Z e BHEES LTS 7,
(TV. 4. FHEROCHBICEETER] KO IVIL 5. EEREANEE L ZOMA] OEBHR)

B KETEREER T HF
BRE I TWHRN

(5) bEb%

9.5 14w
WS SAFAEAR L T 2 FIRENED & 2 AT ITIBIE LOF R IER it 2 L2 & HET S LD 58I D

BETHZE, AV TV OEBMMER (T ) TIHEFEEIRO ST RN,
[fisi]

P ERDICBNT AT T VU O~ RS
LHZENMENTND DO Lk BELE,
( TIX. 2. G)AFEFEAFMERR] OEEMH)

R BALRN S TR, W% BB 5 = & R~ BT

(6) 1= 31w
9.6 Z3LIR
18R LOF MR ORI RBEOR ML B R L, RO UT T L2 #HF5 2 &,
[figa ]
WE LT,

ATV U0Fe PO TPICBITT D 2 ERMESN TS D92 L,
( TVI. 5. Q)AH~DBITM] OHEBMR)

(N INR
9.7 INRE
ANEEE A R & LT BRIRERIBRIZ TN L Tuie iy,
[ ]
AR, HrA . FLR. SR, /NRICx 2 ERNORRRERKRBRIZ 2N L bikE LT,
8) k&
9.8 SHE
WET L2 SEEICEST 52 &, AR (B, FEES) BMIETFLTWD, [7.15H#]
[fgsin]

A TIE—RICAEBRRE MR T LTV D Z L bRRE LT,
(TV. 4 FRERUCHEICEES ZEE] OEEBMR)

(%)
AU YgE 250mg DERATRER T, 65 %L ORI OGN 7 HldH o727, BWERITRES bivleiro
7=,
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VI. Z&t(ERALOFES) ICETSIEE

7. HEER
() HEESEZTDER
BRE I TR0

QHREFELEZTDER

10. R E1EH

10.2 ERAEE (BERIEET S L)

A4 5 EEIRGEMR - 518 71k W - falRE1
FIFR Al ERMRAE (R=, KPS | EWHER (T 8) T AT 00
7ok R VoA B TLAKROHESEA

Avw /)77 M

V) OEBMIEET D,

MU 7o AFT ¥ RE %%,
A7 aA Al
L R=>yuyr
TEYRAE
RY A H
[fig ]
iy FE 5

(7w ) TAYZVrOREFZEARE (300mg/kg) 12XV, REKCRFOF NI UL BT D
LR OMEFRA A R R OHINA A S TE Y 0 FIRAIL O Sh 2 TREMEO RV AT 1A RAIZOW

TiE, AL EERE ORTREMEDN & 5 7o IR AWk L7,

(X, 1. (2) 6)KRMROEMERFNIITTHE (T ) | OHEEM)
10. tHE{EH
10.2 FRERE (BERICEET H 2 &)
P SHIEE HRAEAR - HFETTIA PR - falRIA
THFETY

ANTT NTY

G EL A oY oY (AP S

AENZ, FAF VU AFIL T AT

nnd s, = 7 —BIEEEME TSR, b
OFEAN DR ZLEST 2 & OHEN
3%)5 52) . 53)D
[z ]
AYVZ L, in vitro ICBWCT Y F ATV UK OANET N7V v ORBIEER CTH LT ATV o AF )

F T AT 27— (TPMT) &M A SR E CTHHl9 5 & OGRS 55,

AT EOHICE D TYFA T . AT T ORBINILE SR

HY . TNERETHES S WE SN TND 0™ EEAMIE L,
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VI. Z&t(ERALOFES) ICETSIEE

8. El¥EH

1. 8lER
ROBWERNH 5oL ZENHLOT, BEZTHIATV, RENBD SN HHIC3HREE2TIET S
7R ETE B AT T L,

(D EXLEIER L HER
1.1 EXZEIER
.11 MESERE GUEA)
VL MERTZR R (AFIRERVENTZ ° . Fitifage °0 %0 il °0, PVEPEMiZE *Y & 50 ~0) A& ShTnsd
DT, FEE %, RN, R XRREREEN D S DN LA, G2k Vs 2@ 2179 2 &,
1112 D% 00 DE#R )~ fgiRg 0 0 (Wb SR
Mk, B, OEREFENRS O ONGAIIE, &5 E2PIET 5 CMEURAERTO Z &,
11.1.3 HEMEX, *70—FERGRHY, BHEET. SHEREE (I bEERD)

[8.2 BHR]
11.1. 4 BEFRRMAM, FMmBkGED . |EBEHBRE. M/REDE (O3 b HEERR)
[8.3 =]

11.1.5 FF. HF#EEES. JE (Wb HEEAR)
JF2¢, AST. ALT, vy -GTP @ EF-2E %15 IR SE ., BERH LN B3H D, [8.4 5]
11.1.6 B (BHERH)
(8.5 & M]
11.1.7 hEMRRIZSERAERE (Toxic Epidermal Necrolysis: TEN) (BEEEAHA) | RRIEFEIRARAEIZEE Stevens-
Johnson FE{REE) (S AHT)
11.1. 8 EFIMEBBUEAE RS (BHERH)
WIHHER & LTRZ, BERL LI, BICHERERE, U o EilEIR, AmekiEm, Guekibs, 2D
VOSBRI B A D BRMEOEERBEUERNH bbb Z ENH D, B, B bR TA LR 6
(HHV-6) DT A N ADEIEMHALZHED 2 ERE <, BEF B LRE, FBE HREREFS OMERN
RS 5B LT 5 2 L BHHOTHEETSH I L,
11.1.9 PUiFhERMpBEERA (ANCA) BEEMmMEX (HHETRH)
FE, R, BER. PRS0 ERC, KF O GLEE, $£30) . A (g . Bk (R, EARK) %
DIGEHERDB D oD Z LN b,
[figa ]
11.1.3~11.1.6 :  (IVI. 5. BEREAHEELZOHEHB ] OB
11.1.7~11. 1.8 : JEAE RS - ANEERE ax KRR @ES (D5 HE5 H 9 ) ICESEBIL L,
(2023 4E5 H 9 A)
AH TV L ORPBLROGE TE RV THERMR LEICRAAE, K FERIBEIRAE R & O
AR BUEEGERE ) ORWEREMAERINT-Z &, $T7 VAL T7 7 U D UVRIFIE )
Wk D~ 2 REICREIC R O RIERER O H D Z L HEn D | JEAEF A R -
AR R R AR R R RAN R S v,
11.1.9 : BAFEHEEERERZLRREREN (B 744E9H 9 Afh) [ZES%8 L7z, (2025649 A 9
H)
5-7 2 7 B U FOUERRIAI & BUAF P ERATIAEL BT (ANCA) BIELIM A& 4 & O BEBIR A E T & 22V ViE
BINERG LT Z & D, BEAEF@EER - ASfERLEREERmMA R ST,
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VI. Z&t(ERALOFES) ICETSIEE

(2) ZnithDEIEH
11.2 zothoEI1ER
1%L 1 0. 01~ 1% 0. 01%Ai B A
& 895, T, HFR i = 6 O FERK
%, ALBE
THibaR T, RS, M| fEED ] Ry BHARE, ONK AEOZE
R MR TIF5—Y LA, JE & (Bas%)
PR R | (AL
D ki
FFH AST+ALT - y —GTP + Al-
P-vUAELYD L5
Lo R
P ik JRA D J VT F= o R
NAG » R I 7 a2
7YoL JREA
LD R
iiRYid FmERE, B, 4
Eﬁ,ﬁﬁkt%% 27)
D SE CK 5D P . PSR, L— | BB, VREE, S BRI,
TARRIEGERE T | O F W R ™|
NG 2 VA Z 2 N I
DId I A, (5 E G
B, MR, FEEE. CRP
JieE =

BIVEFBEE 1T, BN Z Y8E 250mg + 500mg O B IR Al M OV iR S AT RS 5. UIAMEIC R I o
AR FHATRE R (ORI, EALL AR KB L CTuzen)
1) BT ZHEE 250mg » 500mg ([ZBWTED B v~ EIEH

[t ]

RITERIBERE 1S, EN O~ 5 260mg - §E 500mg O FRARRHE K& O R FRARE R, XUSMENZ I 5 hilliitk
AAREAR (REEAL AL, LAIZXBILTWRWy) 22% L Lz, iz, ERAOFERE TRO T
L RIERIFSHE R & Lz,
EINICRW TR Z M 1g UTHAHA] 1g LIRRABROEE TS RVAERFERNER S, BER
RIS TR OBEA SO L & (BESE) 2, £ OO ARBITATP AN R & O CRP 521878 L7z,

(202345 H 9 H)
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VI. Z&t(ERALOFES) ICETSIEE

1) BIERDOEENREEE
[E| NS D 158 O B AR ~0 100 19 7080 (CRgNE, EN T ORRRRER % F2i L C7en iz, KR OBIZ#HE -
Al S A R OCERNT — 2 2 i) K0 ERLT,

L2 VERTAT R S 1 5k 968 13
I BB 116 11
BIEHSEBLR 12%
RIE R B 167 {f
B O F2E S (%) BIlEF o FldH B (%)
[YELBREER] 96 (9.9) it 7 CiE) 4 (0.4)
[T 25 (2.6) » B 4 (0.4)
R R 17 (1.8) B2 e R 3 (0.3)
Y 10 (1.0) SRR BE 1 (0.1)
o0 10 (1.0) i 1 (0.1)
[EN=R 8 (0.8) [ DAt ] 23 (2.4)
B 8 (0.8) it MR & 1 (0.1)
LAY 5 (0.5) H O 7 1 (0.1)
HE BB A PR Rk 3 (0.3) ] 2 (0.2
BB AR OB - R 3 (0.3) W& RN 1 (0.1
il 3 (0.3) JRETHA 1 (0.1)
BRI 2 (0.2) ¥ B 4 (0.4)
E 1 (0.1) 0 AR 4 (0.4
CE et iE IR ] 27 (2.8) A 2 (0.2
HOOW 18 (1.9 T LK — 2 (0.2)
»FE W 6 (0.6) BRI NE 1 (0.1)
AR GiE) 1 (0.1) RE D 1 (0.1)
B R 1 (0.1) I ) 1 (0.1)
) e 1 (0.1) BHAIZE (F) 1 (0.1)
LR ek ] 21 (2.2) EOENR 1 (.1
NGRS SRS 8 (0.8)

29



VI. Z&t(ERALOFES) ICETSIEE

2) REFRBEREICEITHREMERADOERINRE

9.

10.

FrE R PR A 351 D BITE O FEBLIR LD —FE 2 LU IR LTz,

) & BRI ISR

ARBRERRICRETEE

BE ST

BER

E I TN

5

30

TR MR %K 190
A E (511K 704
BIlVE T 2 D38 BURE B3k 29
BIER % OB 41
BIIVE A 4 D 38 BUIE 5% 4.12%
BIVEH & o fEkE %ﬁﬁ@W@b BIVE RSO FILER) (1150
3 (%) (%)
AR i 1 (0.14) (HEYZN e 2 (0.28)
I 1 (0.14) TAN 7% VEET ) VAT 27— B8N 1 (0.14)
H RkEE 13 (1.85) mH7 27 —E 8N 1 (0.14)
BN R 1 (0.14) y =0 VEIVETAT 25— HEAAN 1 (0.14)
20 4 (0.57) M 7 V)RR 74—~ BN 1 (0.14)
Y 1 (0.14) REHR LU EEE 1 (0.14)
L 1 (0.14) 3L AT —/VLfE 1 (0.14)
1BIEMERABSR 1 (0.14) mRUZ VY RlE 1 (0.14)
T 1 (0.14) B R E L OV A Rk E 1 (0.14)
BiIREEEZ SIS 1 (0.14) A &Y 1 (0.14)
PR 1 (0.14) PR SRR 2 (0.28)
AR 1 (0.14) SER 2 (0.28)
JILFA 5 BR Y 1 (0.14) AR, PERR IS K OVE E IR TE 1 (0.14)
KA 1. 1 (0.14) VL PE 1 (0.14)
B LSY 1 (0.14) bl 1 (0.14)
S HlEER L ORE RTkEE 5 (0.71) 5 O 1 (0.14)
i 1 (0.14) FERG ¥ Z OV T gk b 7 (0.99)
AT N 1 (0.14) iBAE 1 (0.14)
LR 1 (0.14) s 1 (0.14)
FEEN 3 (0. 43) W% 3 (0.43)
JEYSRE R X OV A BUE 1 (0.14) E AR 2 (0.28)
FI P ) PR A 355 1 (0.14)

MedDRA/J version (11.0)




VI. Z&t(ERALOFES) ICETSIEE

1. BALDIE

14 BRLOEE
141 ERIRABEDEE
14.1.1 RANFIFRY =F L U BOFEERIASTLKAI T, ERFHHE LTV IOWIA- TS, FEHERIC
Wb mY L THERT 2 L5 BEICHRET 22 &, [20. B3]
14.1.2 ERAE
() 7AIWlRY L, Bt LIRS,
(2) B0 ANVE S % 1 BEESE T, BanasE+2 CAEFICEREZHMUEY Lo d L, KRARD
HTZEeERbHOT, BSUARALL RS L),
(3) ZEMIEMZIZ e D | FLM G ) AE Do D AT D (BEBHEZESTL2B8ENNH DD T, H
EICHAT L&),
4) ) ANEFEAE, BRBRERLIED LOARRS, Eiitd-< 0 EEAT S,
(5) HKETEAE, BaziE0 LdEEFFEFD-L< V& ANEHZIRS,
14.1.3 AH IV EIHECBEORBCHMINCT WD, TAIEEHE L2 b OERREFETE 220,
[20. &[]
14.1.4 KEIZTAB~REAOBBIE CH D, AV T7 T U 3RIbIC L 0 R ENeT < HRONIRY % Lk
T 5720, EERNSBEE~HEEAOFHHAZEBEAX TERLEbDIIFEH LN &y
14.2 EXREZDEE
AV TV XITEORBWE GLRIT, RHERBIE S S8 T 2EAR L 8T 2 Z L iIc LV RBEIC
BT Ee013b5b,
[fi#a]
4 1L 1 ARBNE, R =T LRI LERZ M L2 TV =0 DD RA N3y il LTRRET,
Hi T3 FMIFLETH D Z L PR SN TN D, 7eds, 7V IEREZBIE L7 b OIERFTE 7220,
(NV. 6. WHFIOFFEGEM FICIIT 2REM), IV, 10. A8 - @%) KO TX. 4. Bl EOER)
DIEZR)
14. 1.2 : AAE ORI SGEEZ S HITHRE LT,
(Mv. 1. (1) WH O] OESHR)
14.1.3, 14. 1.4 : ZEMRR IR 60°CT2 4 H) TR\, T IROMBICHES MEOE (LE
WR OB D&, pH OIRT ., HRWEOHEM) H"ROHONZZ L, RORNY =F L%
FPICHE L2 O TIEON (120 75 Ix-hr fR1F) ICEDREOEIBED LN Z LD R
E LT,
(Mv. 6. WAOKFEEMLE FICBIT2LEEME] KO X, 4. BV EOREE] OHESH)
14.2 : KFID CCDSHDOYETICHESX B Lz, (202445 H 7 H)

% CCDS (Company Core Sheet : {R3EHET — & v — 1) « FEDIRMILE LR T DB L 2D ET, Y
FZE IR O RERGR & M CRANCEG L7c B IC Lo TER SN D, ZatEiEw, #hhe - 2%, Ak - A&,
P R O IZ BT 5 2 OO E AT S TV D,

12. ZOMDEE

(M ERERBEAIZED < 15

15.1 200 FE

15.1 ERERMEAICE D < 1E5R

AFNFIAINF & U CHBELZ A LT\ 5, MERE CIIIEmERE L0 b ERERE 254 2 B sUE
NELFBOOND EORERD D,

(AR

AFNTIRIAE LT Tendifiizr M) v A 256758 TH D, WMEEE CIIIEmERE LV & lniiekE
2T 2RBUENZ < RBOOND EOREDRH D720, BFE L7z, (202644 A 21 A)

(2) EEGEREAERIZE D < 1E#R
BRE I T2

31



X. JEEGREAERICEIY SRR

X. JERRPREBRICRE 9 SIEE

1. FEHEHER

(1) ENFEEHER
[VI. SEFEHICEET2IHE | OHSBMH

(2) RE M EEHER

1) —BERRCTHICRIETHE (TIR)
AT V213 100mg/ke, 300mg/kg DFENBEIZHBNT, <7 2RO MAER L OTTBIC L BE KT S /2o T,
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4, | PENTASA® Mesalazine Enema, 1g
4

Ferring Pharmaceuticals Ltd

HEREH R |2004 42 H 4 A

Zhie X3 %h 3 | PENTASA Mesalazine Enema is indicated for the treatment of ulcerative colitis

affecting the distal colon and rectum.

FHE K OV & | 4- 2 Posology and method of administration

Posology

Ulcerative Colitis

Adult dose:

The recommended dosage is one enema at bedtime

Paediatric population:

There is little experience and only limited documentation for an effect in
children

Method of administration:

For rectal use

A visit to the toilet is recommended before administration, see separate
instructions for use

Shake the enema container well before use. The enema is protected by an aluminium
foil bag and should be used immediately after opening of the bag
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mesalamine Extended—Release Capsules 250mg and 500mg (PENTASA 2024 4E 7 HkiEl)

8.1 Pregnancy

Risk Summary

Published data from meta—analyses, cohort studies, and case series on the use of mesalamine

during pregnancy have not reliably informed an association with mesalamine and major birth

defects, miscarriage, or adverse maternal or fetal outcomes (see Data). There are adverse

effects on maternal and fetal outcomes associated with ulcerative colitis in pregnancy (see

Clinical Considerations).

In animal reproduction studies, oral administration of mesalamine during organogenesis to

pregnant rats at doses up to 1000 mg/kg/day (approximately 2.4 times the maximum recommended

human dose of 4 g/day, based on a body surface area comparison) and rabbits at doses of 800

mg/kg/day (approximately 3.9 times the maximum recommended human dose of 4 g/day, based on a

body surface area comparison) revealed no evidence of adverse developmental effects (see Data).

The background risk of major birth defects and miscarriage for the indicated populations is

unknown. All pregnancies have a background risk of birth defect, loss, or other adverse

outcomes. In the U.S. general population, the estimated background risk of major birth defects

and miscarriages in clinically recognized pregnancies is 2% to 4% and 15% to 20%, respectively

Clinical Considerations

Disease-associated maternal and embryo/fetal risk

Published data suggest that increased disease activity is associated with the risk of

developing adverse pregnancy outcomes in women with ulcerative colitis. Adverse pregnhancy

outcomes include preterm delivery (before 37 weeks of gestation), low birth weight (less than

2500 g) infants, and small for gestational age at birth.

Data

Human Data

Published data from meta—analyses, cohort studies, and case series on the use of mesalamine

during early pregnancy (first trimester) and throughout pregnancy have not reliably informed an

association of mesalamine and major birth defects, miscarriage, or adverse maternal or fetal

outcomes. There is no clear evidence that mesalamine exposure in early pregnancy is associated
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with an increased risk of major congenital malformations, including cardiac malformations.
Published epidemiologic studies have important methodological limitations which hinder
interpretation of the data, including inability to control for confounders, such as underlying
maternal disease, maternal use of concomitant medications, and missing information on the dose

and duration of use for mesalamine products

Animal Data

Reproduction studies with mesalamine during organogenesis have been performed in pregnant rats
at doses up to 1000 mg/kg/day (approximately 2.4 times the maximum recommended human dose of 4
g/day, based on a body surface area comparison) and rabbits at doses up to 800 mg/kg/day
(approximately 3.9 times the maximum recommended human dose of 4 g/day based on a body surface

area comparison) and have revealed no evidence of harm to the fetus due to mesalamine

8.2 Lactation

Risk Summary

Data from published literature report the presence of mesalamine and its metabolite, N-acetyl—
S-aminosalicylic acid in human milk in small amounts with relative infant doses (RID) of 0.1%
or less for mesalamine (see Data). There are case reports of diarrhea observed in breastfed
infants exposed to mesalamine (see Clinical Considerations). There is no information on the
effects of mesalamine on milk production. The lack of clinical data during lactation precludes
a clear determination of the risk of PENTASA to an infant during lactation; therefore, the
developmental and health benefits of breastfeeding should be considered along with the

mother’ s clinical need for PENTASA and any potential adverse effects on the breastfed child

from PENTASA or from the underlying maternal condition.

Clinical Considerations

Advise the caregiver to monitor the breastfed infant for diarrhea.

Data

In published lactation studies, maternal mesalamine doses from various oral and rectal
formulations and products ranged from 500 mg to 4.8 g daily. The average concentration of
mesalamine in milk ranged from non—detectable to 0.5 mg/L. The average concentration of N—
acetyl-b—aminosalicylic acid in milk ranged from 0.2 to 9.3 mg/L. Based on these
concentrations, estimated infant daily dosages for an exclusively breastfed infant are 0 to
0. 075 mg/kg/day of mesalamine (RID 0% to 0.1%) and 0.03 to 1.4 mg/kg/day of N-acetyl-5-
aminosalicylic acid

(2026 4F 4 A W)

A —AMT U T D5FE  Australian categorisation system for prescribing medicines in pregnancy
PENTASA® (MESALAZINE) ENEMAS AND SUPPOSITORIES

C (2025410 H)
Drugs which, owing to their pharmacological effects, have caused or may be suspected of causing
harmful effects on the human fetus or neonate without causing malformations. These effects may be
reversible. Accompanying texts should be consulted for further details
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an effect in children
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