OLF A2 ME9ImMg
ICEAT 2 & H

ARERHZFRRH SN HEBRITR DR L ORI THELIET 7=V 7 -
77—~ EHICH 0, YRR o EME LA O E R B B ARG B2 F)
THZ LI TEXERA,

J2xYYoy - J7r—<HkAet
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B R -

AEOEE &

MEEE R OHFE | EEECOMP UTER A AFE CORMB XUTER
CI Confidence interval {5 HH X
CIR Controlled Ileal Release RE LRI i
CIOMS Council for International Organization of Medical E R E R A e
Science
CYP3A4 Cytochrome P450 3A4 F ~ 7 u—2L P450 3A4
DEREK - in silicomE TS AT L
EP European Pharmacopoeia g—n v K RE
FAS Full Analysis Set R DFFAT R G4 [H
FDA Food and Drug Administration SKEA L EIK S
MMX Multi-Matrix System < IVF< N T AAT A
MPO Myeloperoxidase == O | 7 e S it 4
QOL Quality of Life RO
SBA Summary Basis of Approval TREREAME CKE)
SIBDQ Short Inflammatory Bowel Disease Questionnaire RIEVERRE BRI A1l S5 M2 =
TNBS Trinitrobenzene Sulfonic Acid M= baRB ALK
UCDAI Ulcerative Colitis Disease Activity Index 1BIEME RIS O R BIE B4
WHO World Health Organization SR S
WPAI Work Productivity and Activity Impairment RO AEFEME R ONETIEE 2B 5 B M=
Questionnaire
5-ASA 5- Aminosalicylic Acid (mesalazine) 5-7 X WU FEg

RYERR/ T A —H

Area under the drug (plasma) curveurve consentration-

AUC time A3 F A U ] A T T

AUCis A.rea under the .drug (plasma) concentration-time curve L SR FE T ) S AR (0~ EFR )
(time 0 to infinity)
Area under the drug (plasma) concentration-time curve i

AUC from dosing up to time t, where t is the last time point | JEAIF G526 ¢ WEH F C oD A 5 B IR ] b

! at which the concentration is above the lower limit of | TEE, tFRFE X E R TRE % 0] 5 iy i

quantification.

Cinax Maximum plasma concentration observed Foe 1o AT PR

MRT Mean Residence Time SRR IR R

Tmax Time to maximum observed plasma concentration it e LS P EE ) S R ]

tin Terminal elimination half-life I P R B RO
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151  BEXIIBROERK

1.5.1.1 )

FE 999315 (LAF. A& X, ASE L TTTF Y= RaEGHL, v LVF< ) v 7 AT A
(MMX) & FEIEI 5 Fife i HASR S R L 0 | iEAOIEES TH D KIGICHEA 2 B ESE D Lo
e SN T pHARGERL OB R 0 KT 5,

TFY = Rk, WBAATI981 X ENTIH20024E L0 . ZDENTZHIRIEER B IA < ESHS
ELTHOWONRTWDEIRKREAT v, RTHD, 77 V=K FoELEEHREZES ZIT 57
W, MORIBREAT oA RED HAEWFORHENMELS . ZORBVORIBTRZEAT 0 A RIEHED
BN e, EBHMEOERND RN ERHBNTWS(1), MMX 1L, Rl RSy 7T
H U EEERGRIGEICB W TR~ Z 5Z2 S D HikThbd, MMXIZEY, 77V =F
DIEEHINR R D KIG~IEZE S AL, £ D%, RIS SN KB EERICEHRRIIC oM T2 2 b KA
X, MORORIEREAT oA NI bmEMRIBRZEOIRRIZE L TV IFEHNEEMERBX DR
AR TR 72 BIAICTH D,

1.5.1.2 BR %8 DIRHL

15121  EEHERBR

EEPERIGRIE, KIGICRIES DIBMERIEMEIGEE TH Y . ENOBEERGR - 7 0 — w2k
FLUE C IRERIEE DRI2AEE SGTRR (B33 H3IH) Quckdl, [EELTHBEZEL, L
X LIRS AREGE 2T 2 KIBOJRK AP OONE AMIERFRERIETH D, | EEXINTE
0. HRREREE] (WHO) @ Council for International Organization of Medical Science (CIOMS) [EFEE
Bt s CED DML EMEEIE, T L U THIRERE T EZ B3, K., & IZEB
DFFFENE, FERFRMEDRIEMER B, 30 L FORANIZEZ WA, /NER 50 L EOFEEIZ S A1
Do JRENIABT, il r i r-o 0B B R OB 5 RE 2 b T, @, itk FF &
fix DREORHIERZ R, RINZDOZY ., ORBEEKE BT HEICITEE oMM A &
%, ] Thb,

RIEVERIRBOBESITEL ML TB Y . BN T, EEMERIEROBERITE % 10000~15000
NEREBEANL TR Y, 2015 FEOIEBIERGR ORBEEIIR 22 TATH D, 90%LL N EIE ~ 45 E
DEE L S, BEORFEMITLLBRIEETH Y . 30~39 @A kb2 <. TR L2V EA),

TEPERIG R OBRRG & LT, REffE, T/, B, sz TR e U, FERUSMS bIGE S OF
IERCIHBENGOIHELZME D Z DD, < OHEIE, FEROHEE - Bk (EBIH) & HEREM (8
R ASWriRIZ#R D IR S, PR  BIERATH D Z bbb, BEOAEEDOHE (QOL) I[ZHKAR
WEAMFTL, BEICL > TEENREWVERTHDA),
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1.5.1.2.2 BEMERERICHT 2168

BUE, 1EEME RIS RIS DIRIGA 2R B RIE I FAE T, AR B OTRIR TIXTAROE A & HaRE,
QOL O, APHEDINHIN B & 720 (5) (6). FEIEECMEEEIPHIE ONZ QOL # B fE L, IEEHICIX
FMREATERE ATV, B ARGIL, BRMERHRE AT 5, IRROHPODIINEINER TH D | BRIE~
HHSEE OTE BN HINE S K IGR O BB AT I 1T 2 L Cld, EICEERE & MR IS U CHRAl
ZIRINT 5, BB RIGR OIBEEFHQIC XL D & $BRE ~ FERE OIS B HITE S R IG SR O B8 A2
B DB TIL, ERRIBRBRN NS RBRFICRT LT, 5-7 3 73U FAlg (5-ASA) £ H#AHl,
S-ASA TEGHR, AT vA RERA, 77 Y = RER 7 +— 280 H, FEE CRIESDN OGS
X, INHORAN LV KENRDOLNRWGAIL, YL F=yoerakn&kbd s L, BEHIZ
RIEEATHHAILS-ASA AT 5 Z RSN TWD, F72, BERRAELICK L TiE, 5-
ASAREIAI, 5-ASA FEIBAI. AT v A REBAI. 77 V= RER 7 +— A0 2 5-ASA A K VA
TaA REEIZRWD Z EDRHERINTWD, 7ok, ITF, EHERED 5-ASA UFIARMHEE DS HN L
TRV, WHEZEFULBMT28EE, FICAT oA RRIMEFA SN Z EDNHE SN THS(T),

BIBREAT oA FAlZ, B0 By, EEERBRIBFICBOW TEER—RAH- TRy, 1t
kDOEGMRIEREAT oA FEl (FL =Y U EOT L R=ynry) &, EEHENEEERGREOE
fRENIZHENTH Y . EHOIBUTIET 5-ASA FAI L 0 B BE~ P EE OEBMERIGR IR L,
BOASUTRAAINHER S LTV D, L LAans, BEHBNEWICZR S &, BIRmEl, &
JE. MFEREREEE, FINBE, EHERAE, B, MRS, ROA s v v U TERIERR EDZ L D
ERIRAIC R 22 2 PEDORIWER 3588 31TV 5 (8) (9) (10),

U723 o T, BIE~PFRE OTEE RIS IE RIBR OIBRIZ W TiE, BT AIZA 27200 Tldie
< IERDEIERE AT v A FAIE A, KD ZERLFHO AT v A MR OIGFRER S LETH
HEEZOND, AANL. RAMERREOREREAT v FTHHT7T Y = Fed A+ 2 MMX #H
ThHy, HEHHZECTHoRBOAMRS Z RIBITEETE, 2 MEORIER bR T 57
| BERE ~ T EE OIRENNE M R 2 BB 21T 2 BRSS9 2 8- e la sk & L CTH M
ThodeBEZLLND,

1.5.1.2.3 AR OBEREER - BN

7TV = RiL, EROBIBREAT A RERBROHEZR L, BOFFIELRBEEZ ST L0 &0 R
Bg AL AT _A TV T 0 DMENEZDIC, 2HEORIEAZBBCE 28KEIBEEAT A KT
Hb, ZOREIZEY, B AREISEICK LE L OFIBOT T Y = REEIERIZAN SN TR Y,
RIEPEIFEEBIRIRICB W CHEA SN TWD, —J7, REIOFRHGH RIS 5 EH T Cd 5 MMX
X, R pHIEFME 7 4 v b a—T ¢ T ROBHKIEAR ) ~— 2 &~ F~ b U v 7 ZAFETRERR S
NTEY, pHIETY 7 VALBESKIC LD 7 v b a—F ¢ 2710 X0, S8/ pHT UL O BRES T
T2 F CTHEADOKMZRIES 5, ZIUT X 0 EZERIEGR Td 5 KGN TRATERIS R L, SEATRH
PRI 5, S5, MMX OBIAKME~ NV v 7 AR Y ~=—X, KD EEEL TR ZBIES &
DERETS VB L BRI RIGRRICRRRIICERICOA ST D, 2O L 512, AAIL MMX
IZR 0 RIGICIRRE L2 SEBE 2 583 52 Z L N ATRECTH 0 (1), £ Ol L ORRERFE, I QNS
7 a7 7 A it BIBICIRFE Lz 7 a— 9@ L0 BIEEERIGROIBFRICE L TWD EHE X5
nTn5s,
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iz, AANT LA TEIORAEGTHH Z b, RENHETHY, BEORE=2 T T 47
ADIE D703 B FIEHED 85\ VA TH 5,

LLE XD MMX B 2 O 7o AAN S, IR IE 2 DRSS T & 2 KIBIZ OB A R4 % H
HEIHSMIEDLZENTE, BEFORIBTREAT v A Nl & A_2H MO IVEH OB HIFF T &
528, KO H1HEORAFRETEWT e T 7 U ABRHIRHRS Z &6 | BRI RS EE
PERJEMENGE BE Th W BH OIREBRIGRE~ORIGEZ B8 L THRRIEZRIRT o8B R H L5 L %
FADH L AFNL BARNOEAE~ P EEOTE BRI RIG R EE DGR EOT v Xy N AT 47
N=—= Rz Ly BRLEONRT 4y FablebTbDLER, KAIDORIFEETH Z L& L,

1.5.1.3  FEERERRBR K OB PR AR BR 0D it D ik

1.5.1.3.1 FEERER B 28 DR AR

ABNOEDK T THDH 7T V= Rid, HAKROMOEIRT & ORAEHlE U TERER S TERY .,
Rx Ipils a2 o7 T Y = FRFI ORI R CIRFAR IR N FE i S Tnd, L7en->T, 7
TY = ROFKBIER, EYEET 7 7 A VK OEE T2 7 7 A VE oIl b nicEhTng, K
HEE DIFRRABRIZ T 7 Y = ROAKGR L OIERIRABF 2 TOICHRO T, S OICARF Imgdes 77 Y
= ROGEMESE (CIR) H4Al Entocort 3 mg 7 7 & /v CRESRL, FRM D& MK Entocort CR IZFHY) @
TN NN aXRT 4 7 AW D0 =7 A YL 4 BRI OGRS EERRR [42.3.2-1] . IF
MR 1T-INVRX T TV = RO E—27 /LK 90 HREKER G 2ERER [4.23.7.6-1]1 . 22D in
vitro B fnetEikBR [4.2.3.7.6-3. 4.2.3.7.6-4] . NN in silico T2 A7 & (DEREK) Hr&17- 7=
[4.2.3.7.6-2] .

1.5.1.3.2 ERER B D RR#E
ARHNDBHFE DR A X 1.5-1 1T,

THERE ~ W A0E O TR BTSN E KIGZS ) 200G & L= ABIOBERBI R I, A CTRITL THEED S
AU, 2013 IR ETHID THGR S TLUR, BRE ~ W 2 E OTEBY IS MR & A ) & L CARH
9 mg HENS 2023 45 3 A BIAE, AR 75 DL EOE T THGR STV 5,

ENTIX,  TEED D PEE OIFBIHNEBMERIGR ) & TET DHE IR E LT, s CE
L7256 1 AR 3 5Bk, 28 TN AHGABR 2 5BR, B IIAHRRER 4 3Bk, B 10b FHARER 1 ARBR ORI 2 E 2
(1.5.1.4 BAFEOBENE) . HARAKOEANDORRFRANZ RS L U2 ENE TR 1 508k, $8E~ 5%
KE DIEET TSI KGR B 2505 & U E N ITFERRBR 1 5868 2 £l L 7=,

ARG FE AR OMRR T — % 8y r—T % [2.5 BRICET 2GR ] (R LT, RHEE R
I, ENERER 2 B (AARANKLOA NMERERA BHEE x5 & L2ENE 1 FERER 000232 35k, HAAN
DELIE ~ FPEE DOIR B IR KGR BE &4 & U= [ENES A RER 000234 788R) M ONES M BAR 2
AR (HRE ~ 2T OTE B E KGR B 25t 8 & U 7= HEgh 55 AR EBR CB-01-02/01 35 & O CB-
01-02/02 5R) DFF 4B E Lc, 2B ERNT. /e o sl (UME AN O AN 2 %15 & L 7= st
% 1 FH3BR CRO-PK-06-178 7k, CRO-01-28 &k, CRO-PK-03-105 ik, AH4EGE (BJES Te) OFLHE)
HAZEAANEENE RIG A B okt G2 & U 7= Hgoh 4 THAHERBR CRO-03-53 FABR, #E ~ FP A5 0E O 1EEh TS
KGR B 255 & U igsh s T FEERER CB-01-02/05 305k, S ARMER I OIS KIGR B E 25 & L
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7= WA AR AR CB-01-02/04 3Bk, 5-ASA #% 1 AIAZ2%h L 70\ BE ~ HREEE O TR BV HINE S E K IG HR
F it g & U AN b FHERER C2011-0401 3R, CB-01-02/01 #RER Dk akiR OS5 FH SR CB-
01-02/06 7XER, H #2HIZ351T D HRIE ~ T ST OTR BN HINEBME K IGR BE 3T 2 B0 2 5 F4M L 7=
Zha%. BiAXEE R — PSR 000217 RABR) & L7,
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1.5.1.4 BR %6 DA

1.5.1.4.1 B OBEE

BOE IR e AR HEE RIS TR STV D R L R —RF TH 5, AFNZ, ARG & LTI
P77 = N2 9mg @A T D8AITH D, FEITRIMENLTH 5, JFERO B M OB 14
. AR O e —e v NSRS (BP) 2B E X CRIE LTz, $£70. ARAIDOBE K OSBRI, #E
e, ZEMERBRE R v R OFERICI A, 7 =V & 7080 CRGE L T 2 ks & OER 7
BB L TRE LT,

RANOLEML, 7=V U ZHICB W TEBRGRER (25£2°C, 60+5%RH) | H AR
(3042°C, 65+5%RH) . N#EkER (40+£2°C, 75+5%RH) KM OVEZeEM#RER 2 £l U CEii L=, S5
DOEZMENLIEL LT,

1.5.1.4.2 FEERIR B OB

Invitro BB TIX, 77 YV = NIZRIBEE AT 0 A RZERITH L THD TEVETITEZ R L
2o L L, TOMREMW6B- X 7T Y= REW 16o-E Rufx 7L K= 1 03k 5 Mg
W) LIRS IRipo T, MORBIBEEAT vA FERBRIC, BRSO ORERIEMEAT = —
B =R ORIEFB S A b A OWFEE A RE Uiz, Invivo HIRER ClX, 7 v — 5@ UTIEEMEKR
MBROBET NV TH DT v NAXV Y 1 UFRABR, BREFHEAMRGEE, KM = ey
YU ARV (TNBS) @BRAEHATIL, 77 Y= FoR&RO, BT, UXEBNICEE T 5 Lk
IS RRENIH S, kS m o~ LA F o2 —F (MPO) IEMMET L7z, —7. MIRZERHEC T Y
VOSBRI A 7 E OB ERITIT 0 o 7o, RAMIEBERBR TR, TR, LIME SR, K OMER AR R
DRI BIIZR O Lo T,

BO#E%., WIS, ALAPITITFTHEORBEN, TORREE(LEND, I=7 AW
JUZARAIE Entocort 17 7B /L A% O 5 U7 REO IME IR 2 Lk 32 & ARFID Crax 2 OWEFR 13
Entocort 7 7B /L LV /NE L | T bIERAABICH o7z, KERGICID2EBIEITIR SN ehotz,
RN E-T 5 & 77 Y = FIZHMRICIA oA L, BB O X 9 N W B oA g B~ JAE I,
TEURENY) DR VO IR E N RO B iz, b MIESY R EREA 1L 883% TH - 77,

Invitro fKERER)N S, 75 YV = NIIFOF F 7 o — L P450 71 VA L 3A (CYP3A) TS
. 160-BE Faxo 7L R=y o KR6p-t Ruaxo 77V =REiolz, ZnbORHEmIVT
HHHENIIRIEETH D, A XITFIRNUIR OG- 2 &0 BEHEEO I /7 (K 80%) 1338
FICHRE S, 77 Y = RERO AR S - REW I F IS i g S s 2 ER &
7o B ML Z CYP3A4ITXT L TT T Y = NI A THE Lrdr o7z, Invivo TO CYP3A FHE D2
hENWEB 265, b MNFEETIX CYPIA ITFFEE e o7,

HE G EERBR T, ~7 AR VT v hO LDsoffix. FRURPIES-TIER 100 mg/kg, JEERN#E 5
T 150~300 mg/kg, TG Tl 50~100 mg/kg, % A5 TlE 3200 mg/kg LW KTh-o7z,
A XD TGO LDso EIE 173 mg/kg ThH 72, ZHHDOHEIT, TN T EHFEHAE Img (KE
60 kg T 0.15 mg/kg) @ 333 fFLA LT, RN KENWZ LoVRS Nz, KERGEERBRTIZ. 77
Y = N GICRET 2 BRI E AT 0 A ROMOIEY /NS FRSN L EHEE 8 L, ARIEICH
B mEdmBo b rotc, MABD YT Y = REEWIMEYS L-5H4, (KERED ., BIBH %
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bebd, TS OERILIGEEPIET 5 LA THY . 77 Y = OB T L < EES
THY., BEEEEZHND, BESHRB T, 77 Y = NEEEEERE AT, 77V =
NiZ~ 7 2 % 72 91 B0 A FES: 1 53R TRMBAM 2R S Rdote L ST 5A(12), L
ML, TFV=RIET v b 104 BRIEOKE 508 AR TS v b O R MEATFIIEE o % 4%
RiEhote s SN TNA(12), HET v b2 VBN 104 BRIROKEES 25 AR T, FF
NARSHNEE . OIS 0D A st R AR SRS R ITHIN L=, Lan L., BEARIBR B IX, 757 Y = RROM OB
TAT oA Rivt hCRBMEFMESZ HET5 - LmE STz,

AFERAEBME T, RO CSUIERFE ML, BRREN RO, Lieh-sT, 77V =F
X, MOBIEREAT vA FERERIC, BERRFIENRIE~OEERN ) 227 2 EX LT 558120
Fy HIRPICHERT~E TH D,

17-TIVRFL TF Y = RIISMAERY T, 75 V= REFMELR R L-, X 90 HEfR O RiE#R 5
FHRBR T 17- IV AR T T V= RO ZFMM L2 E 2 A, BHKSITERO b hotz, £7-. M
B WA EIRIERE BB O R Y Bk E VW DR R RBR I B VT, HZEETH -
77

1.5.1.4.3 ER R B OB

1.5.1.4.3.1 ENE IR (000232 35 : SHHERN

HARNKOE NOREFERRA B2 I GATAHA] 6. 9. 15 mg & HEIFR G L7ZBROZEYERE 7 v 7 7 A
v, BEER OB 2T o720, Higsx, BIERL, BER, 77 2 ARz 50 L7z,
Z DR KA 6. 9 KT 15 mg HEIFRGHZDOIEYTRET 10 7 7 A VITAARKALOCEANTEEL, Wi
NOMEE BIFMIBIFTHY | FIBET RS Zaet EORBITRD b7,

1.5.1.4.3.2 ENEIERR (000234 35 : HEED)

H AN DRE ~ H S OTE B NE S KNG R BT & AR 6, 9mg & 8IS L7z T
22—/ 3600 mg/ B \ZXf T D IELMEZRGE L. BAIMEL LM EZFHMET 5720, ShisxdtFE, HIEZ
b, “HER, FEIEF, X T7AF I — WITHEMEGERZ Fh6E Lz, ZOfE, I g2
BEOHFEIZ L DREFT Y7 2 27 & Wiz 5% 8 JRF D Ulcerative Colitis Disease Activity Index

(UCDAI) #A a7 X KON RIREN (FAS) 2BV T 9emg BEM VT a—ABEO W EH ~_—
ATA P BRMAFRINCABICSE L b OO, FEFHMIEA Th 2 5% 8 KD UCDAIL A =T
DR—=RAF A B OEEIZONVT, Img LT Ha— L HEOEGREEZED 95%C1 O _ERRAE I
1.31 THEANHE LTIZELE~—T 0 D 1.3 03I EEIY | AHK) 9 mg D7 H =—/L 3600 mg (2%t
T HIEBEIMREES L2 o T2, —J5. Completer (FAS) ~Tid, M7 SlE T BAAVHIE L7 khiE
AT 7 2 a7 & V- 5% 8 lFD UCDAI A 27 DR—AT A b O ke (FREEFY)
1L, 9mg BE-1.71, 7 ¥ 32— LHE-1.93, HGHEMZEKNZE D 95%EHEXHE (CD 13 0.22 [95%CI (-0.60,
1.04) 1 THY . 95%CI O _EREIZFERNICHE LIS E~—T 0D 1.3 % Flalo7-, F72. 15
EEIOHEIZ X DR R Y7 2 a7 ZHW =845 Tk, FAS, Completer (FAS) WO IC
BWTH, Omglte 7 a— BB EDED 95%CI O _EIREIZIESE~—T 0D 1.3 % Flal-
T2o 728, 6 mg BETITH G 8 HEFD UCDAIR A a2 7%, _R—RA T A U LeH R Bk E
1RO HAVT, AH 9 mg A3 H AR N DBE~HESE OTE BRI RIBR BF ICxT 2B #HRETH D
ZEDWRENTZ, BIKEHIEE B Th 5 5% 8 R ERRAUED RO LN - #E OElE GRE
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fill) 1. 9mghf32%, TV 2 — LB 31%, NHREEIGENTED DL ERE OFIGIL G 13,
FNEN27% K P 4N% ThoTo, £z, WANEIHERER T O L2 9 mg BEORE R & b gk
Mmoleb DD, ERNAORERENZ ISV TH LI AIMEDORE R —E ORI TE . AH 9 mg
DEFFRNRZ AT DL DO ThH o7z, EEFHMBE I N EIREEGE H OFE R . ARA 9 mg DIRE
T, T 32—/ 3600 mg L ERAICREIFEE CTHh D Z ERIB I NIz, £io, AAIOZDBEMEITRA
THY, FIBRESTREZEME FOMBEIERO ONT, AFORZEET v 7 74 VL, MRIEOT
Pa—nLDOEENETa T s ANV ERETH T,

1.5.1.4.3.3 ¥ESMESTIARERER (CB-01-02/01 38R : FLEE k)

HME N DBRSE ~ FHEEE OIR BN KNG BT & R GUIARA] 6, 9 mg & 8 WM B G- L7-BEOH L)
PR ONZ TN T 570, 778 REHIZ, THa—1 2400 mg/H 2SRRI L LT, Shizkd:
A, HELL. “EER, 77 8RB, F7VE I — WATREMERER & F0E L7, Z OfEHR,
FEEHNIE B O 5% 8 ERFICERIRAY - WIHSER ARG O T HBRE OFIS X, 6 mg # 13.2%.
7T RAREETA%TH Y, WEEEICHEIENAE R ZITRBO G20, Img#ETIE 17.9%TH Y |
7T AR L EAFEHFICAEICE < (PRRIE. p=0.0143) | AH| 9 mg DEMEANII T HENT
TRIENEA R ENT, ARBRIZBW T, AF 6 mg LN 9 mg DAFMEIZRAFTHY . AFBHIZXD
MAEFR 2 VT — VRO DBZEBD e b DD, RFIOHEEINIE S 2tk 7 v 7 7 A VD%
LIFERO b o Tz, KRB CTRILLIEAEERO T 0 7 7 A WE, BFEOTT Y = REEIOREmM
DEEMETT T 7 A E KL TEY, 6 mglENRNImgHEMIcBWThBBrhafETH, &6
2. ARBOBBIETHLT Ha—LOEEET a7 7 AL e LEETH T,

1.5.1.4.3.4 B S TAERRBR (CB-01-02/02 3Bk : FHmEEL)

HME N DRRSE ~ HZEE OTE B N BE RIGR BT & R GUIARAl 6, 9mg & 8 MG LIZERO AL
PR O R E M 5720, 77 2R Z%RIZ, Entocort 9 mg/H 2SR L LT, Zhtigk kA,
Ezib, ZEEHR., 77 8RB 70y I — WATHMEGEBRE I Lz, TOER, FET
fIE B OB 5% 8 ERFICERIREY « WIS B NGRSO BT BRE OEIA T, 6 mght 83%., 77 &R
B 45%THY ., MEEMICHFFZRIAEBEZIIRD OGN0, ImghETIE 174%THY ., IR
BE & EANHFEOICAEEIZE S (PRRIE. p=0.0047) . AH| 9 mg OEME NI T DENIIEEDF
WRENT, KRBRIZBWT, KAl 6 mg XN 9mg ODEEMIIRFTHY . AFFKEGIZ L0 g =
VT = VARE DA RO HILTZb DD AFIOHEIEINAE D 2tk v 7 7 4 LV OZEITRD
Sphotz, KB CTRRELEAESESZOT 07 7 A ML, BFEOT T Y = FRA|IOBEM O 722 42k
T Ty ANE—HLTEY, 6mgEA D Img HEMICBNTHEBBLRARBKETHY, I 51T, AR
DBIRIELTH % Entocort DZEMET a7 7 A VL LRKETH - T,

1.5.1.43.5 WSS 1 AE3BR (CRO-PK-06-178 Bk : 2EE&¥F})

AE N DREFE R & REGUTAH] 6 mg SN 9 mg & LA H LTEBEDNSA AT XA Z 81U 7 ¢ KUK
WEhRE 7 v 7 7 A V&G T 572, Entocort 9 mg/H & xtHRIC, Hifigk, IEEMR. HIEAL, 37 m
A —N—l R a i L7, EORER. &A1 9, 6 mg & Entocort B[R 54 D77 Y = ROIERIL
—ETHY | tip A OZEITRD bivienodz, —Ji, ARFID MRT 14 Entocort £V H =<, ARAIK
U Entocort D,/ WIEE A3 70 2 Z L R STz, AAl 9 mg & O Entocort D AUCHZ DWW T
W RHN D AW IR II R SAUT, AH 9 mg HLEIF 5% 0~36 KR DA 7 XA T U 7 1 1%
Entocort £ VK7 > 72, AHl9mgld, Entocort & EWFRIEIZEMEITERD b, Hie D WRINZE)
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EHETODHHOTT Y = RRAITHD Z LIRS NTZ, £7o. AF 6 mg L9 mg DARFMEIFELFT
HU ., FICBRETRE e EOMBEIXERD b o Tz, AFI KO Entocort DZENET 0 T 7 A
JVHFERL L T,

1.5.1.4.3.6 YA 1 FERBR (CRO-01-28 3Bk : 2%k}

HME N OBERE R BAEZ %51 192Sm-FE 9993159 mg  ('3Sm,05 & LT 1.118+0.428 MBq) D > T
777 4 KOFEYENEIC L D HGEN ST 25T o720, Hfigk, FEEMR. A oy FMlBre £
L7z, ZORER, AANL, RTREEERZ A L, B KRGeRs L TR 077 Y =
RO L7 5E Y AT A ThD EBEZ BN, £, AAIOMLENZESEY, FREERREIE O
MENE T 07 7 A WKV BIFIZIRF L7127 v — 95 L D IEBERIGR OIRFRICHE L T D 2 &
RSN, ARRBRICEBW T, 12Sm-FE 999315 O AEMEIX BIFTH -7,

1.5.1.4.3.7 AL 1 FE3RBR  (CRO-PK-03-105 3Bk : 2EEE})

A E N DRERE RN B % B ICAHA] 9 mg HRIEERE OB FE OB 7 HREER SO EFIRED
Hpghfe, LR OERMEZFMMT 5720, Hhasx, BIEAL, FEMRFAREINE L, ZOfk
R, AH9Img D Crax XN AUC IZKT 2B FORETHEO ONT, /o, 7 AHORKERGIZHBNT
77V = FOERITRD b ahoi-, ARBRIZHN T, A7 9 mg DRFMIZEGTH Y . -
ST REZeM EORMEITRO bR o T,

1.5.1.4.3.8 YAV E T HERRBR (CRO-03-53 Bk : 222G k)

SNEAOHEE (BAEETe) OIFEIIZETETERIG R EE 2 M RITAHK] 9 mg z 8 [H#H G- L 7ZkR
DA IER O 2 5T 2 7o O Sl Shml, A vy MalBRa 50 Lz, £ OREER. AH 9 mg D
4 W HH G I THRH 72 BRI UE X OBRIRRITE AR 25580 DAL, £ OERRARIL 8 WRIFHE T 5 2
EDIRENT, ARBRIZIBW T, KA 9 mg DRFEMEITRAIAFTH Y | HiciB& T ~ & Latt Lo
TR LR ol

1.5.1.4.3.9 YA E T HERRBR (CB-01-02/05 3Bk : S&%kK)

HME N DIBIE ~ H R DTG ENE M R IG R BE 255102, AH 9 mg K3 mg & 8 H#ix5 L7z
BEOF R V22T N E @A EEZ R 2720, 778 RExRic, ZhuxdtE., EEA1L,
CHEMR, 7T RARE WATHM, HERE., S ey MRBREZER L7, ZORE, FEREE
H O G-4% 8 REIZ UCDATFA A 2 72 X DMl CORAE (BRERAY - NHIEEIEAE) 23588 D795k
FOBEEIE, omg RN L E< 27.3%TH Y, 3mgHELOT 7RIV TNS 16.7%TH Y, Img
FEICIW T, ERIRAI R ORISR BRIR DR 3580 b, ARRBRICIH W T, AH 3 mg KT
9mg DARKMEIZRIFTH Y | FriclZBET Lt LoRBEITRO bniknol,

1.5.1.43.10  ¥BAMEIIFERER (CB-01-02/06 35 : 2E &R

CB-01-02/01 FABR IS\ THEERN « WHREERIE MR H7e o ToA v R AWERE &2 k50, AHK|
9 mg & HIZ 8 WG LI-BE OB IME R L2 i T 5728, Sl i, FEEMRaER 4 320 L
oo TOREFR., TEFHIEE O 5% 8 HWIRFIZERRM) - WS TN b - R OFI& 1
250% Th o7, FATRBOBGEHBITRS &, 77 BHRRE33.3%, 72 —/L# 30.0%. 6 mg#t
25.0%. 9mght83% TH v, FATHER CAKZ G IR0 - TR (CERIR ) - NILBER AR 2
<ROHTZ, ARBRIZEBWNT, AFI9mg @ 1 H 1R 8 HMEGOERFMIIRGF THY , Fil-/eks
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P EOBRERITRD b o 7o, Fiz, JedT U CEHE L7z CB-01-02/01 iBR OB H-RERI O 2ME 7 1
T AMTHEERETROONT, I 61T, TR TAR 9mg ik 6 mg 2 8 HEHHEE L, £D
?&\$ﬂ9mg%8ﬁﬁhjmaﬁ(ﬁl6ﬁﬁ&5&th ATHEENEY A7 PN L72 N2 &R
e X iz,

1.5.1.43.11 ¥/ EIMAERER (CB-01-02/04 3Bk : & &k

CB-01-02/01 38k, CB-01-02/02 3k, CB-01-02/06 sAERIZ I3V CRERA - Wﬁ%%%ﬁﬂmwgnt
TR DI E KRG R B 2 X2, AK 6 mg iz 12 » Afklise 5 L 72 B0 L M K O %)
ﬁ%@ﬁ#ét@\77ﬁf%ﬁﬁm\ym&ﬁﬂ\ﬁW%m\; @\Iﬁﬁﬁm@ﬁ%%%m
L7z, ZORER, KAl 6 mg i 12 » Ak G LT-BORREITRGTH Y Hil-2ielt Lo
BRI N -T2, F2, R TSR 2R EMRNERO - whrE oF &1, #at
FIABZITRBD ONRN-T2b DD, 6mgBETILS57.7%TH Y, 7T BREED 42.9% & _TH
<. Jt ﬁ%f WO BN ERSN R MR L, £, BEMNERE CORMEZIEET S Z LR Eh
776

1.5.1.43.12  ¥#BAEIIb AHFERER (C2011-0401 35k : 2EEHL)

SMEIN D 5-ASA O FIDNZE5N U 72 WRSE ~ H E OTE BN HINVE R IB I B & XF 51T, 5-ASA #&1
HD LR E UTAR 9mg Z 8 EMBE LIZBEOA MR N 2T M 5720, 78R %
KHRIC, SfEadtE. EIEL(L. —EHEMR., 7T B RSB, R BRAE E L7, FORE. T
MHIE B OF% 514 8 W R EFIRAE M TED LN T-BRE OB, 77 B AHREE25.5%, 9 mg B 28.6%
Tj?)@ ﬁﬁﬁifﬁj Ln+%é’]fcﬁﬁi;{£ u'u&b%hiﬁzp/)f’ (Xz*ﬁﬂi pP= 04877) 75) &%‘Tﬁg FEJH%E E’:uu
1« WREEREME DR DR E OFIGIX. 77 BRRE 8.5%, I9mgHf 15.6%TH Y, Img T
7T AR L EAFEHFICAEEICE < (PRE, p=0.0313) | KA RLIZIERICEGE L (UCDAL @
MR L7 2273 0) | T B ARREE ASFEH RIS B R EMNRD bhve, ARBRICRBW T,
KK 9 mg & 5-ASA FEOHNC B3 L 7B 25 iﬁﬂf%@ Pl ET &Lt EoREIX
O BN T2,

1.5.1.43.13 @5 3Er ARBR (000217 3Bk : 2EEF)

A4 E N O HE ~ H1 S50 OTH B IS KGR BB 295 B 2RI D ARFIOFMEKRL VL4
P& RS 5 72 DI AN BR & FEhE LT, © DFEE, %f%&%(mmﬂmmmx:T@&%>#w
D BT HEERE OEIEIE 60.1% (196/326 1) THYH . 2dhR— k1 (5-ASA A ~DOAK| %I EFHIA
JERE) 23 64.3% (36/56 ) . =B — b 2 (5-ASA BUAI~DOARHFFH] FFIERRE) 23 62.1% (151/243
m)\:f b3(%ﬁ%&ﬁ)ﬁym%(WNM)T%okomfh@:m~hmxmf%\iﬁ@

H (QOL) Z#Hli L 7= SAEMEMGEBICEET i B MR % (SIBDQ) DA AT IN—R T A )bt
%% IHEICSREL, BRI (ah— bl&U@)i%ﬂ%&ﬁ@nf k3 L lEREOLEN
RO LIV, EERFEFIRIEE Ch D F O AP K NEEIFEE IR T2 EHZE (WPAD) A7 |2
BWTEH, WTNOBEFEELX—Z2 T A Vb OWEERNRD L, EREEFERE (ah—F1 &
W2) TIEHFFHFENICERE CTh oz, Fio, IREMEEIZ OV TG BANRIERE & e EREIRERE TR
Molz, HEZRICEBT 2 AR ORIV TIL, I 5-ASA JH|~0 EFEFEELE LTHOWS
NTEY., 09 HARBROLFOWERE 1L 5-ASA BLA| D H & 228 84K 2805 L Tuiz,
ARERICEBNT, AFOBBFMETEFTHY, BEmoOEZEMET a7 7 A L E—F L T\,
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152  {RBRMERROREAE
MELAE 7S & HAE OTF BRI RIB R ) 2 PET 2 8me 3 & LieA#lobs i L. IR

I ! C. VT OXHEBIE 21T o 72, RN & FHE R
DOWTIE, [2.5 FRRICBAT 2 BERGREN ] (2R,

=k il G e

3% B

5 il G e
x5 )

N 0 0 Gk 0 0 0 EEan EE El EESAC 20 NEEis Sl
N -

153  AF O KR OH At
AHNL, ZHE TITH ST FERER I DN EFRRBR A D . LT O OV FHE DS RENL T W
éo

u q.ln

AFNE, Free R R 25T T D5 MMX Z G L7z pHARFRI ORI D FITH D |
KRR T & 2 RIGERITREIR ISR A 2 R0E T 5 Z LN TE, HRix AR O
PERBGRN ST DIRBRNR P IIFFTE 5,

o KANT. WHIE~ PEIEOTEEI RS RIG R L. 5-ASA B & [RIFREE 0 FE AR A L) 75
rEhb,

o AANL, MOWPIRIEDRZ RTRIBLEAT oA N THLN, RTFEBEENZAT 22 &0
5, MERDRIEREAT vA FE_REHERNDRL B TEORIVEH 2 858 T & ZAMET
BiFThH 5,

o KA. 1 H1MHRGORAANTH Y, BAFOEBEMERBRIGHIE & LEANRERFETH D Z

Enb, RET Fe7 7 2A0m EREFTE 5,

LI E DR OVE AT &0 AANL, BIE~ T SE OTEBY BRI 2% O AT AT I\ THERE
T & AR DRI R Z AT D 2 LAVRR S, £z, TERORIEREAT oA Nl & il L a5
PEERNCEES CBWEM Z 8RBT E 5 2 &2 D, BUE~ P EREOTHENIEIGIE R R O EREE AR
DRI IR RER B L L TRAL NICERBALICIRIET L LEIERDPH D L E XD,
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1.5.4

TETDHEXIBR. RERUTHE

RHID = AVE TR B BRI & . B ~ S O TR S B A 28 BB 259 5 A
71 9 mg DA BN R O AL ISR S, BB 35 1 B4 FMEASTRD B = L s, LI o8k -
BE () RO - R (2) CERMERGARPEEITO Z L L L,

[f#] 77V =F

[FREEXr] ERAERMS (3) Hrix Gtk E R

[ZhaES32 R ] HEMNESERIG R (B2 FR<)

[HERORHE] @, RACIE7T =R LT9mg % 1 B 1 [REIROKRET S,
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H 31 H) :&F24FEE e H S E
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1.6.1  AENCBIT BERIRIR

AFNT. 201342 HICA T X THIO CTRKRSIVTLIE, 20234E3 AHIE, 4 XV A, KA VIEWR
W77 AZFILHETHEUKE, KO T, A=A T U7 250 MR 75 DL EOE X 3R T
ERENTWD, FHEETOARRILE FTRIRT,

7%, KETIX. Santarus Inc.23BH%E L (FEfh4 : UCERIS®) . AFKI & [F)5E)&H M OV & T 2013 4
1 HIZAR I TN D,

£ 1.6-1 EEEDOARIRI

E4 B 7244 AREA B BUERR5ETT

XY 2 fia(];ﬁlgent 9 mg, prolonged release 20144 11 A 19 A Ferring Pharmaceuticals Ltd.
K Cortiment 201541 A 13 A Ferring Pharmaceuticals Ltd.
752 Cortiment 20164 6 A 23 A Ferring Pharmaceuticals Ltd.
BF A CORTIMENT MMX 20164 6 H 20 A Ferring Pharmaceuticals Ltd.

4—2 57  Cortiment 20154 8 A 27 A Ferring Pharmaceuticals Ltd.

Salix Pharmaceuticals Inc.

& ] ERI 201 1 A 14
pNES| UCERIS 0134 1 /1 H (Santarus Inc. EIY)
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[ECTOAREREN (FGi4 : UCERIS®) ORLEIREICIZT =V 7t 3R R 560D, ZEER L
L CYREIRAT SCEOJF ST & FIRR & OF TR Lz,

F72. BIFRICHT20 . MedDRA X— 3 2 23.0 W LT,
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SUMMARY OF PRODUCT CHARACTERISTICS

4.1

4.2

NAME OF THE MEDICINAL PRODUCT

Cortiment 9 mg, prolonged release tablets

QUALITATIVE AND QUANTITATIVE COMPOSITION

One tablet contains 9 mg of budesonide.

Excipients with known effect:
Lactose monohydrate 50 mg
Contains lecithin, derived from soya oil.

For a full list of excipients, see section 6.1.

PHARMACEUTICAL FORM

Prolonged release tablet.
White to off-white, round, biconvex, film-coated, gastro-resistant tablet,

approximately 9.5 mm diameter, approximately 4.7 mm thickness, debossed
on one side with “MX9”.

CLINICAL PARTICULARS

Therapeutic indications

Cortiment is indicated in adults for:

e induction of remission in patients with mild to moderate active ulcerative
colitis (UC) where 5-ASA treatment is not sufficient.

¢ induction of remission in patients with active microscopic colitis (MC).

Posology and method of administration

Posology

Adults



4.3

4.4

Ulcerative colitis and microscopic colitis:
The recommended daily dose for induction of remission is one 9 mg tablet in the
morning, for up to 8 weeks.

When treatment is discontinued, it may be useful to gradually reduce the dose (for
more details on treatment discontinuation, see section 4.4).

Paediatric population

The safety and efficacy of Cortiment tablets in children aged 0-18 years have not yet
been established. No data are available, therefore the use in paediatric population is
not recommended until further data become available.

Elderly

No special dose adjustment is recommended. However, experience of the use of
Cortiment in the elderly is limited.

Hepatic and renal impairment population

Cortiment 9 mg was not studied in patients with hepatic and renal impairment,
therefore caution should be exercised in the administration and monitoring of the
product in these patients.

Method of administration

One tablet of Cortiment 9 mg is taken orally in the morning, with or without food.
The tablet should be swallowed with a glass of water and must not be broken, crushed
or chewed as the film coating is intended to ensure a prolonged release.

Contraindications

Hypersensitivity to the active substance, soya oil, peanut oil or to any of the
excipients listed in section 6.1.

Special warnings and precautions for use

Cortiment tablets should be used with caution in patients with infections,
hypertension, diabetes mellitus, osteoporosis, peptic ulcer, glaucoma or
cataracts or with a family history of diabetes or glaucoma or with any other
condition where the use of glucocorticoids may have unwanted effects.

Visual disturbance may be reported with systemic and topical corticosteroid
use. If a patient presents with symptoms such as blurred vision or other visual
disturbances, the patient should be considered for referral to an
ophthalmologist for evaluation of possible causes which may include cataract,
glaucoma or rare diseases such as Central serous chorioretinopathy (CSCR)
which have been reported after use of systemic and topical corticosteroids.



Reduced liver function may affect the elimination of glucocorticoids including
budesonide, causing higher systemic exposure. Be aware of possible systemic
side effects. Potential systemic effects include glaucoma.

When treatment is to be discontinued, it may be useful to gradually reduce the
dose at the discretion of the treating physician.

Treatment with Cortiment tablets results in lower systemic steroid levels than
conventional oral glucocorticoid therapy. Transfer from other steroid therapy
may result in symptoms relating to the change in systemic steroid levels. Some
patients may feel unwell in a non-specific way during the withdrawal phase,
e.g., pain in muscles and joints. A general insufficient corticosteroid effect
should be suspected if, in rare cases, symptoms such as tiredness, headache,
nausea and vomiting should occur. In these cases, a temporary increase in the
dose of systemic corticosteroids is sometimes necessary.

As corticosteroids are known to have immunological effects the co-
administration of Cortiment tablets is likely to reduce the immune response to
vaccines.

Concomitant administration of ketoconazole or other potent CYP3A4
inhibitors should be avoided. If this is not possible, the period between
treatments should be as long as possible and a reduction of the Cortiment dose
could also be considered (see also section 4.5). Following significant intake of
grapefruit juice (which inhibits CYP3A4 activity predominantly in the
intestinal mucosa), the systemic exposure for oral budesonide increased by
approximately twofold. As with other drugs primarily being metabolised
through CYP3AA4, regular ingestion of grapefruit or grapefruit juice
simultaneously with budesonide administration should be avoided (other
juices such as orange juice or apple juice do not inhibit CYP3A4 activity). See
also section 4.5.

Cortiment tablets contain lecithin (soya oil). If a patient is hypersensitive to
peanut or soya, this medicine should not be used.

Cortiment tablets contain lactose monohydrate and should not be taken by
patients with rare hereditary problems such as galactose intolerance, the Lapp
lactase deficiency or glucose-galactose malabsorption.

The following warnings and precautions have been generally identified for
corticosteroids:

e Adrenocortical suppression has been observed when patients are
transferred from systemic corticosteroid treatment with higher systemic
effect.

e Suppression of the inflammatory response and immune system
increases the susceptibility to infections.



4.5

e Corticosteroids may cause suppression of the HPA axis and reduce the
stress response. Where patients are subject to surgery or other stresses,
supplementary systemic corticosteroid treatment is recommended.

e Chicken pox and measles may follow a more serious course in patients
on oral glucocorticoids. Particular care should be taken to avoid
exposure in patients who have not previously had these diseases. If
patients are infected or suspected of being infected, consider reduction
or discontinuation of glucocorticosteroid treatment at the discretion of
the treating physician.

e Systemic effects of steroids may occur, particularly when prescribed at
high doses and for prolonged periods. Such effects may include
Cushing's syndrome, adrenal suppression, growth retardation,
decreased bone mineral density, cataract, glaucoma and very rarely a
wide range of psychiatric/behavioural effects (see section 4.8).

e Particular care is required when considering the use of systemic
corticosteroids in patients with current or previous history of severe
affective disorders in the patient or any first degree relatives.
Replacement of high systemic effect corticosteroid treatment
sometimes unmasks allergies, e.g. rhinitis and eczema that were
previously controlled by the systemic drug.

Interaction with other medicinal products and other forms of interaction

No interaction studies have been performed.

Budesonide is primarily metabolized by cytochrome P450 3A4 (CYP3A4).
Inhibitors of this enzyme are e.g. ketoconazole, itraconazole, HIV protease
inhibitors (including cobicistat-containing products) and grapefruit juice. Co-
treatment with CYP3A inhibitors is expected to increase systemic exposure to
budesonide several times and the risk of systemic side effects (see section 4.4).
The combination should be avoided unless the benefit outweighs the increased
risk of systemic corticosteroid side-effects, in which case patients should be
monitored for systemic corticosteroid side-effects. If treatments are combined,
the period between dosing of the combined treatments should be as long as
possible and a reduction of the budesonide dose could also be considered.
Budesonide is unlikely to inhibit other drugs metabolized via CYP3A4, since
budesonide has low affinity to the enzyme.

Concomitant treatment with CYP3A4 inducers such as carbamazepine may
reduce budesonide exposure, which may require a dose increase.

Corticosteroid interactions that may present a significant hazard to selected
patients are those with heart glycosides (increased effect due to reduced
potassium levels) and diuretics (increased elimination of potassium).
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Increased plasma concentrations of and enhanced effects of corticosteroids
have been observed in women also treated with oestrogens and contraceptive
steroids, but no such effect has been observed with budesonide and
concomitant intake of low-dose combination oral contraceptives.

Although not studied, concomitant administration of cholestyramine or
antacids may reduce budesonide uptake, in common with other drugs.
Therefore these preparations should not be taken simultaneously, but at least
two hours apart.

At recommended doses, omeprazole does not affect the pharmacokinetics of
oral budesonide, whereas cimetidine has a slight but clinically insignificant
effect.

Because adrenal function may be suppressed, an ACTH stimulation test for
diagnosing pituitary insufficiency might show false results (low values).

Fertility, pregnancy and lactation

Pregnancy

Data on use of inhaled budesonide in a very large number of exposed
pregnancies indicate no adverse effects. Although there are no data of
outcomes of pregnancies after oral administration, the bioavailability after oral
administration is low. In animal experiments, at high exposures,
corticosteroids proved to be harmful (see section 5.3). Cortiment should only
be used during pregnancy if the potential benefit justifies the potential risk to
the fetus.

Breast-feeding
Budesonide is excreted in breast milk.

Maintenance treatment with inhaled budesonide (200 or 400 micrograms twice
daily) in asthmatic nursing women results in negligible systemic exposure to
budesonide in breast-fed infants.

In a pharmacokinetic study the estimated daily infant dose was 0.3% of the
daily maternal dose for both dose levels, and the average plasma concentration
in infants was estimated to be 1/600th of the concentrations observed in
maternal plasma, assuming complete infant oral bioavailability.

Budesonide concentrations in infant plasma samples were all less than the
limit of quantification.

Based on data from inhaled budesonide and the fact that budesonide exhibits
linear PK properties within the therapeutic dosage intervals after inhaled, oral
and rectal administrations, at therapeutic doses of budesonide, exposure to the
suckling child is anticipated to be low. These data support continued use of
budesonide, oral and rectal administrations, during breast-feeding.

Fertility
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There is no data on the effect of Cortiment on fertility in humans. There were
no effects on fertility in rats after treatment with budesonide.

Effects on ability to drive and use machines

No studies on the effects of Cortiment on the ability to drive and use machines
have been performed. When driving vehicles or using machines it should be
taken into account that occasionally dizziness or tiredness may occur (see
section 4.8).

Undesirable effects

Adverse drug reactions reported in clinical trials with Cortiment are presented
in Table 1. Adverse drug reactions reported for the therapeutic class are
presented in Table 2. In Phase Il and Il clinical trials, the incidence of adverse
events for Cortiment tablets, at the recommended dose of 9 mg/day, was
comparable to placebo. Most adverse events were of mild to moderate
intensity and of a non-serious nature.

Adverse reactions reported are listed according to the following frequency:
Very common (> 1/10); common (> 1/100 to < 1/10); uncommon (= 1/1,000 to
< 1/100); rare (> 1/10,000 to < 1/1,000); very rare (< 1/10,000).

Table 1 Cortiment drug-related adverse reactions reported during
clinical trials with more than one case (N=255)

MedDRA  System  Organ

Classification Preferred Term of Adverse Drug Reaction

Common Uncommon
Infections and infestations Influenza
Blood and lymphatic system Leukocytosis
disorders
Psychiatric disorders Insomnia Mood altered

Nervous system disorders Headache Dizziness




Gastrointestinal disorders Nausea Flatulence
Abdominal pain upper
Abdominal distension
Abdominal pain
Dry mouth
Dyspepsia
Skin and subcutaneous tissue | Acne
disorders
Musculoskeletal and Myalgia Back pain
connective tissue disorders Muscle spasms
General disorders and Fatigue Oedema peripheral

administration site conditions

Investigations

Blood cortisol decreased

Table 2 Events reported for the therapeutic class (intestinal anti-
inflammatory agents, corticosteroids acting locally, budesonide)

MedDRA System Common Uncommon | Rare Very Rare
Organ
Classification
Immune system Anaphylactic
disorders reaction
Endocrine disorders | Cushingoid Growth
features retardation
in children*
Metabolism and Hypokalemia
nutrition disorders
Psychiatric disorders | Behavioural Psychomotor | Aggression
changes such as | hyperactivity
nervousness, Anxiety
insomnia and
mood swings
Depression
Nervous system Tremor
disorders
Eye disorders Cataract
including
subcapsular
cataract
Glaucoma
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MedDRA System Common Uncommon | Rare Very Rare
Organ
Classification

Vision,
blurred (see
also section
4.4)

Cardiac disorders Palpitations

Gastrointestinal Dyspepsia

disorders

Skin and Skin reactions Ecchymosis

subcutaneous tissue (urticaria,

disorders exanthema)

Musculoskeletal and | Muscle cramps
connective tissue
disorders

Reproductive system | Menstrual
and breast disorders | disorders

* Note that Cortiment is not recommended for use in children (see 4.2)

Most of the adverse events mentioned in this SmPC can also be expected for
other treatments with glucocorticoids.

Side effects typical of systemic corticosteroids (e.g. cushingoid features and
growth retardation) may occur. These side effects are dependent on dose,
treatment time, concomitant and previous corticosteroid intake, and individual
sensitivity.

Paediatric population
No data available.

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal
product is important. It allows continued monitoring of the benefit/risk balance
of the medicinal product. Healthcare professionals are asked to report any
suspected adverse reactions via the Yellow Card Scheme, website:
www.mhra.gov.uk/yellowcard.

Overdose

Due to the low systemic availability of Cortiment tablets, acute overdosage
even at very high doses is not expected to lead to an acute clinical crisis. In the
event of acute overdosage, no specific antidote is available. Treatment consists
of supportive and symptomatic therapy.
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PHARMACOLOGICAL PROPERTIES

Pharmacodynamic properties

Pharmacotherapeutic group: Intestinal anti-inflammatory agents,
Corticosteroids acting locally

ATC code: AO7E A06

Mechanism of action

The exact mechanism of action of budesonide in the treatment of UC and MC
is not fully understood. In general, budesonide inhibits many inflammatory
processes including cytokine production, inflammatory cell activation and
expression of adhesion molecules on endothelial and epithelial cells. At doses
clinically equivalent to prednisolone, budesonide gives significantly less HPA
axis suppression and has a lower impact on inflammatory markers.

Data from clinical pharmacology and pharmacokinetic studies indicate that the
mode of action of Cortiment tablets is based on a local action in the gut.

Pharmacodynamic effects

MMX extended release technology is characterised by a multi-matrix structure
covered by a gastro-resistant coating that dissolves in intestinal fluids having a
pH greater than 7.

When the dosage form is administered, the gastro-protective layer protects the
dosage form during transit through the stomach and duodenum up to the lower
part of the intestine. When the protective layer is lost, the intestinal fluid then
comes into contact with the hydrophilic matrix polymers, which start to swell
until a viscous gel matrix is formed. The solvent that penetrates into the gel
matrix dissolves the active ingredient from the lipophilic matrices. Budesonide
is then released into the intestinal tract at a controlled rate throughout the
colon.

Budesonide is a glucocorticoid used in the treatment of inflammatory bowel
disease. It has a topical anti-inflammatory activity but does not reduce cortisol
levels to the same extent as systemic glucocorticoids.

Clinical efficacy

Ulcerative colitis:

Two randomised, controlled phase 11 clinical trials including 1022 patients
with mild to moderate active UC have been performed in adult patients. Two
hundred fifty five (255) patients were treated for 8 weeks with Cortiment 9 mg
per day. Patients included were either treatment naive (42% ITT) or had failed
on 5-ASA (58% ITT). Both studies included a reference arm, mesalazine
(Asacol) and budesonide (Entocort), respectively to show assay sensitivity.
The definition of remission applied in both studies was UCDALI score of <1,




with 0 score for rectal bleeding and stool frequency, normal mucosa (no
friability) and >1 point reduction in endoscopy score.

Effect of Cortiment 9mg tablet on Primary Endpoint:

Study Cortiment 9 mg Placebo P=
Remission (%) Remission (%)

Study CB-01-02/01 17.9 7.4 0.0143

Study CB-01-02/02 17.4 4.5 0.0047

Statistical difference versus placebo was reached for Cortiment 9 mg for both
studies and the difference versus placebo was 10.4% and 12.9% respectively.

5-ASA is the Standard of Care for treatment of mild to moderate disease.
Results of a head to head comparison with Cortiment and 5-ASA were not
available. Therefore, the place in the therapeutic work-up remains to be
established. Some patients may benefit from treatment initially with
Cortiment.

Evidence for the indication microscopic colitis (collagenous colitis and
lymphocytic colitis) is presented below. This evidence comes from studies on
budesonide product Entocort. The systemic availability of this product is
similar to that of budesonide product Cortiment (see section 5.2).

Collagenous colitis:

Two randomised, double-blind, placebo-controlled induction studies of six and
eight weeks duration investigated the clinical and histological effects of
budesonide 9 mg/day in the treatment of collagenous colitis. In the first study,
23 patients were randomised to budesonide 9 mg/day and 22 patients to
placebo for 6 weeks. The rate of clinical remission was significantly higher
(p<0.001) in the budesonide group than in the placebo group 86.9% vs. 13.6%.
Histologic improvement was observed in 14 patients of the budesonide group
(60.9%) and in one patient of the placebo group (4.5%; p<0.001). In the
second study, 10 patients were randomised to budesonide for 8 weeks (9
mg/day 4 weeks, 6 mg/day 2 weeks, and 3 mg/day 2 weeks) and ten to
placebo. All 10 patients receiving budesonide had a clinical response
compared with two in the placebo group (p<0.001).

Two open-label studies (run-in phase of randomised, double-blind, placebo-
controlled maintenance studies) investigated the efficacy of budesonide 9
mg/day during 6 weeks. In the first study, 46 patients (96%) achieved clinical
remission within 2-30 (mean 6.4) days, with marked improvements in stool
consistency. In the second study, of the 42 patients who commenced the study,
34 patients (81%) were in clinical remission (mean stool frequency of three or
fewer per day) at week 6.

Lymphocytic colitis:



5.2

Evidence for this indication is limited. One randomised, double-blind placebo-
controlled study was carried out in 15 lymphocytic colitis patients. Eleven
subjects were treated with budesonide 9 mg/day and four patients received
placebo for 8 weeks. A clinical response (defined as at least 50% improvement
in the frequency of bowel movements) was seen in 25% of the placebo group
vs. 91% in the budesonide group (p=0.03).

Paediatric Population

Cortiment was not studied in the paediatric population.

Pharmacokinetic properties

Absorption

After oral dosing of plain micronised compound, absorption seems to be
complete. A large proportion of the unformulated drug is absorbed from the
ileum and ascending colon.

Systemic availability of Budesonide following a single administration of
Cortiment tablets in healthy volunteers was compared to that of Entocort and
the result was similar, about 10%, due to first pass metabolism in the liver.
Maximum plasma concentrations of budesonide are approximately 1.3-1.8
ng/ml at 13-14 hours post administration. Concomitant administration of
Cortiment tablets with food had no clinically relevant effect on absorption. It
has been shown that there is no potential for drug accumulation on repeated
dosing.

Distribution

Budesonide has a high volume of distribution (about 3 L/kg). Plasma protein
binding averages 85-90%.

Biotransformation

Budesonide undergoes extensive biotransformation in the liver to metabolites
of low glucocorticoid activity. The glucocorticoid activity of the major
metabolites, 6p-hydroxybudesonide and 16a-hydroxy-prednisolone, is less
than 1% of that of budesonide. The metabolism of budesonide is primarily
mediated by CYP3A, a subfamily of cytochrome P450.

Elimination

Elimination of budesonide is rate limited by absorption. Budesonide has a high
systemic clearance (about 1.2 L/min).

Paediatric Population

No data or experience is available with respect to the pharmacokinetics of
Cortiment tablets in the paediatric population.
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6.1

Preclinical safety data

A preclinical toxicology and toxicokinetic bridging study, comparing
Cortiment tablets with an existing prolonged release budesonide formulation
(Entocort® EC 3 mg capsules, AstraZeneca) in cynomolgous monkeys has
confirmed that Cortiment tablets result in a delayed peak exposure and
reduced total exposure compared to the existing formulation of budesonide,
while maintaining a superimposable toxicological profile.

Preclinical data have shown that budesonide produces effects less severe or
similar to other glucocorticoids, such as weight increase, atrophy of the
adrenal glands and thymus and effects on the leucocyte count. As with other
glucocorticosteroids, and dependent on the dose and duration and the diseases
concerned, these steroid effects may also be relevant in man.

Budesonide had no effect on fertility in rats. In pregnant rats and rabbits,
budesonide, like other glucocorticosteroids, has been shown to cause foetal
death and abnormalities of foetal development (smaller litter size, intrauterine
foetal growth retardation and skeletal abnormalities). Some glucocorticoids
have been reported to produce cleft palate in animals. The relevance of these
findings to man has not been established (see also section 4.6).

Budesonide had no mutagenic effects in a number of in vitro and in vivo tests.
A slightly increased number of basophilic hepatic foci were observed in
chronic rat studies with budesonide, and in carcinogenicity studies an
increased incidence of primary hepatocellular neoplasms, astrocytomas (in
male rats) and mammary tumours (in female rats) were observed. These
tumours are probably due to the specific steroid receptor action, increased
metabolic burden and anabolic effects on the liver, effects which are also
known from rat studies with other glucocorticosteroids and therefore represent
a class effect in this species.

PHARMACEUTICAL PARTICULARS

List of excipients

Tablet Core

Stearic Acid (E570)

Lecithin (soya) (E322)
Microcrystalline cellulose (E460)
Hydroxypropylcellulose (E463)
Lactose Monohydrate

Silica, Colloidal Hydrated (E551)
Magnesium Stearate (E470b)

Tablet Film-coating

Methacrylic acid — methyl methacrylate copolymer (1:1)
Methacrylic acid — methyl methacrylate copolymer (1:2)
Talc (E553b)
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6.3

6.4

6.5

6.6

Titanium Dioxide (E171)
Triethyl citrate
Incompatibilities

Not applicable.

Shelf life

3 years

Special precautions for storage

Store below 30°C.

Nature and contents of container

The tablets are packaged in polyamide/ aluminium/ PVC foil blister packs
with aluminium push through foil, contained in a cardboard carton.

Packs contain 10, 20, 30, 50, 60 or 80 tablets. Not all pack sizes may be
marketed.

Special precautions for disposal

Any unused medicinal product or waste material should be disposed of in
accordance with local requirements.

MARKETING AUTHORISATION HOLDER

Ferring Pharmaceuticals Ltd
Drayton Hall

Church Road

West Drayton

UB7 7PS

MARKETING AUTHORISATION NUMBER(S)

PL 03194/0113
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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to
use UCERIS safely and effectively. See full prescribing information for
UCERIS.

UCERIS® (budesonide) extended-release tablets, for oral use
Initial U.S. Approval: 1997

--------------------------- INDICATIONS AND USAGE  ----------------momommeme-
UCERIS (budesonide) is a glucocorticosteroid indicated for the induction of
remission in patients with active, mild to moderate ulcerative colitis. (1)

—————————————————————— DOSAGE AND ADMINISTRATION ---------mmnmmmmmmeeae
The recommended dosage for the induction of remission in adult patients with
active, mild to moderate ulcerative colitis is one 9 mg tablet to be taken once
daily in the morning with or without food for up to 8 weeks. (2.1)

--------------------- DOSAGE FORMS AND STRENGTHS --------------------
Extended-release tablets: 9 mg (3)

CONTRAINDICATIONS
Known hypersensitivity to budesonide or any of the ingredients in UCERIS
tablets (4)

----------------------- WARNINGS AND PRECAUTIONS  -----------m-mmmemmm-

e Hypercorticism and adrenal suppression: Since UCERIS is a
glucocorticosteroid, follow general warnings concerning
glucocorticoids. (5.1)

e  Transferring patients from systemic glucocorticoids: Risk of impaired
adrenal function when transferring from glucocorticoid treatment with
higher systemic effects to glucocorticoid treatment with lower systemic

effects, such as UCERIS. Taper patients slowly from systemic
corticosteroids if transferring to UCERIS. (5.2)

. Immunosuppression: Potential worsening of infections (e.g., existing
tuberculosis, fungal, bacterial, viral, or parasitic infection; or ocular
herpes simplex). Use with caution in patients with these infections. More
serious or even fatal course of chickenpox or measles can occur in
susceptible patients. (5.3)

ADVERSE REACTIONS
Most common adverse reactions (incidence >2%) are headache, nausea,
decreased blood cortisol, upper abdominal pain, fatigue, flatulence, abdominal
distension, acne, urinary tract infection, arthralgia, and constipation. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact Salix
Pharmaceuticals at 1-800-321-4576 or FDA at 1-800-FDA-1088 or
www.fda.gov/medwatch.

DRUG INTERACTIONS
Avoid cytochrome P450 3A4 inhibitors (e.g., ketoconazole, grapefruit juice).
May cause increased systemic corticosteroid effects. (2.2, 7, 12.3)

——————————————————————— USE IN SPECIFIC POPULATIONS --------mmnnmmmmmeeee
. Pregnancy: Based on animal data, may cause fetal harm. (8.1)
. Hepatic Impairment: Monitor patients for signs and/or symptoms of
hypercorticism. (5.4, 8.6)
See 17 for PATIENT COUNSELING INFORMATION and
FDA-approved patient labeling.
Revised: 04/2020
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FULL PRESCRIBING INFORMATION
1 INDICATIONS AND USAGE

UCERIS® extended-release tablets are indicated for the induction of remission in patients with active, mild to moderate
ulcerative colitis.

2 DOSAGE AND ADMINISTRATION

2.1 Mild to Moderate Ulcerative Colitis
The recommended dosage for the induction of remission in adult patients with active, mild to moderate ulcerative colitis is

9 mg taken orally once daily in the morning with or without food for up to 8 weeks. UCERIS should be swallowed whole
and not chewed, crushed or broken.

2.2 CYP3A4 Inhibitors
If concomitant administration with ketoconazole, or any other CYP3A4 inhibitor, is indicated, patients should be closely

monitored for increased signs and/or symptoms of hypercorticism. Avoid grapefruit juice, which is known to inhibit
CYP3A4, when taking UCERIS. In these cases, discontinuation of UCERIS or the CYP3A4 inhibitor should be
considered [see Drug Interactions (7) and Clinical Pharmacology (12.3)].

3 DOSAGE FORMS AND STRENGTHS

White, round, biconvex extended-release tablets debossed with “MX9”. Each extended-release tablet contains 9 mg
budesonide.

4 CONTRAINDICATIONS

UCERIS is contraindicated in patients with hypersensitivity to budesonide or any of the ingredients of UCERIS.
Anaphylactic reactions have occurred with other budesonide formulations [see Adverse Reactions (6.2)].

5 WARNINGS AND PRECAUTIONS

5.1 Hypercorticism and Adrenal Axis Suppression
When glucocorticosteroids are used chronically, systemic effects such as hypercorticism and adrenal suppression may

occur. Glucocorticosteroids can reduce the response of the hypothalamus-pituitary-adrenal (HPA) axis to stress. In
situations where patients are subject to surgery or other stress situations, supplementation with a systemic
glucocorticosteroid is recommended. Since UCERIS is a glucocorticosteroid, general warnings concerning
glucocorticoids should be followed.

5.2 Transferring Patients from Systemic Glucocorticosteroid Therapy
Care is needed in patients who are transferred from glucocorticosteroid treatment with higher systemic effects to

glucocorticosteroids with lower systemic effects, such as UCERIS, since symptoms attributed to withdrawal of steroid
therapy, including those of acute adrenal suppression or benign intracranial hypertension, may develop. Adrenocortical
function monitoring may be required in these patients, and the dose of glucocorticosteroid treatment with high systemic
effects should be reduced cautiously.

5.3 Immunosuppression
Patients who are on drugs that suppress the immune system are more susceptible to infection than healthy individuals.

Chickenpox and measles, for example, can have a more serious or even fatal course in susceptible patients or patients on
immunosuppressant doses of glucocorticosteroids. In patients who have not had these diseases, particular care should be
taken to avoid exposure.
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How the dose, route, and duration of glucocorticosteroid administration affect the risk of developing a disseminated
infection is not known. The contribution of the underlying disease and/or prior glucocorticosteroid treatment to the risk is
also not known. If exposed, therapy with varicella zoster immune globulin (VZIG) or pooled intravenous immunoglobulin
(IVIG), as appropriate, may be indicated. If exposed to measles, prophylaxis with pooled intramuscular immunoglobulin
(IG) may be indicated. (See prescribing information for VZIG and IG.) If chickenpox develops, treatment with antiviral
agents may be considered.

Glucocorticosteroids should be used with caution, if at all, in patients with active or quiescent tuberculosis infection,
untreated fungal, bacterial, systemic viral or parasitic infections.

Replacement of systemic glucocorticosteroids with UCERIS tablets may unmask allergies (e.g., rhinitis and eczema),
which were previously controlled by the systemic drug.

5.4 Increased Systemic Glucocorticoid Susceptibility
Reduced liver function affects the elimination of glucocorticosteroids, and increased systemic availability of oral

budesonide has been demonstrated in patients with liver cirrhosis [see Use in Specific Populations (8.6)].

5.5 Other Glucocorticosteroid Effects
Caution should be taken in patients with hypertension, diabetes mellitus, osteoporosis, peptic ulcer, glaucoma or cataracts,

or with a family history of diabetes or glaucoma, or with any other condition where glucocorticosteroids may have
unwanted effects.

6 ADVERSE REACTIONS
Systemic glucocorticosteroid use may result in the following:

e Hypercorticism and Adrenal Suppression [see Warnings and Precautions (5.1)]

e Symptoms of steroid withdrawal in those patients transferring from Systemic Glucocorticosteroid Therapy [see
Warnings and Precautions (5.2)]

e Immunosuppression [see Warnings and Precautions (5.3)]

e Increased Systemic Glucocorticoid Susceptibility [see Warnings and Precautions (5.4)]

e Other Glucocorticosteroid Effects [see Warnings and Precautions (5.5)]

6.1 Clinical Trials Experience
Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed in the clinical trials

of a drug cannot be directly compared to rates in the clinical trials of another drug and may not reflect the rates observed
in practice.

The safety of UCERIS has been evaluated in controlled and open-label clinical trials which enrolled a combined total of
1,105 patients with ulcerative colitis.

In two 8-week, placebo-controlled studies in patients with active disease (Study 1 and Study 2), a total of 255 patients
received UCERIS 9 mg, 254 patients received UCERIS 6 mg, and 258 patients received placebo. They ranged in age from
18-77 years (mean=43), 56% were male, and 75% were Caucasian. The most common adverse reactions were headache,
nausea, decreased blood cortisol, upper abdominal pain, fatigue, flatulence, abdominal distension, acne, urinary tract
infection, arthralgia, and constipation. The adverse reactions occurring in 2% or more of patients on therapy with UCERIS
9 mg are summarized in Table 1.
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Table 1. Summary of Adverse Reactions in Two Placebo-Controlled
Trials Experienced by at Least 2% of the UCERIS 9 mg Group
(Studies 1 and 2)

UCERIS 9 mg UCERIS 6 mg Placebo

(N=255) (N=254) (N=258)
n (%) n (%) n (%)

Headache 29 (11.4) 37 (14.6) 27 (10.5)
Nausea 13 (5.1) 12 (4.7) 11 (4.3)
Decreased blood cortisol 11 (4.3) 6 (2.4) 1(0.4)
Upper abdominal pain 10 (3.9) 8(3.1) 5(1.9)
Fatigue 8(3.1) 5(2.0) 5(1.9)
Flatulence 6 (2.4) 8(3.1) 5(1.9)
Abdominal distension 6 (2.4) 4 (1.6) 2(0.8)
Acne 6 (2.4) 2 (0.8) 5(1.9)
Urinary tract infection 5(2.0) 1(0.4) 1(0.4)
Arthralgia 5(2.0) 5(2.0) 4 (1.6)
Constipation 5(2.0) 1(0.4) 2(0.8)

Of UCERIS 9 mg patients, a total of 15% discontinued treatment due to any adverse event (including adverse reactions)
compared with 17% in the placebo group.

Table 2 summarizes the percentages of patients reporting glucocorticoid-related effects in the 2 placebo-controlled

studies.
Table 2. Summary of Glucocorticoid-Related Effects in Two
Placebo-Controlled Trials (Studies 1 and 2)
UCERIS 9 mg UCERIS 6 mg Placebo
(N=255) (N=254) (N=258)
n (%) n (%) n (%)
Overall 26 (10.2) 19 (7.5) 27 (10.5)
Mood changes 9 (3.5) 10 (3.9) 11 (4.3)
Sleep changes 7(2.7) 10 (3.9) 12 (4.7)
Insomnia 6 (2.4) 6 (2.4) 8(3.1)
Acne 6 (2.4) 2(0.8) 5(1.9)
Moon face 3(1.2) 3(1.2) 4 (1.6)
Fluid retention 2 (0.8) 3(1.2) 3(1.2)
Hirsutism 1(0.4) 0 0
Striae rubrae 0 0 2(0.8)
Flushing 0 1(0.4) 3(1.2)

No clinically significant differences were observed with respect to the overall percentages of patients with any
glucocorticoid-related effects between UCERIS and placebo after 8 weeks of induction therapy.

Study 3 was an open-label study evaluating UCERIS 9 mg once daily for 8 weeks in 60 patients who had previously
completed an 8-week induction study (Study 1) but had not achieved remission. Among patients who took UCERIS 9 mg
up to 16 weeks cumulatively across Study 1 and Study 3 combined, similar rates of adverse reactions and glucocorticoid-
related effects were seen compared to those who took UCERIS 9 mg for 8 weeks in Study 1.

In Study 4, the safety of long-term treatment with UCERIS 6 mg was evaluated in a placebo-controlled 12-month
maintenance study of 123 patients. Patients who had previously completed 8 weeks of therapy in any induction study
(Study 1, 2, or 3) and were in remission were randomized to UCERIS 6 mg or placebo once daily for 12 months. In
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patients who took UCERIS 6 mg for up to 12 months, similar rates of adverse reactions were seen between placebo and
UCERIS 6 mg. After up to 12 months of study treatment, 77% (27/35) of the patients in the UCERIS 6 mg and 74%
(29/39) of the patients in the placebo treatment groups had normal bone density scans.

In Study 4, the glucocorticoid-related effects were similar in patients with up to 12 months of therapy with UCERIS 6 mg
and placebo (Table 3).

Table 3. Summary of Glucocorticoid-Related Effects Over 12-Month
Treatment (Study 4)
UCERIS 6 mg Placebo
(N=62) (N=61)
n (%) n (%)
Overall 9 (14.5) 7 (11.5)
Insomnia 4 (6.5) 4 (6.6)
Mood changes 4 (6.5) 2 (3.3
Moon face 3(4.8) 3(4.9
Sleep changes 3(4.8) 3(4.9
Acne 3(4.8) 0
Hirsutism 3(4.8) 0
Flushing 1(1.6) 1(1.6)
Fluid retention 1(1.6) 1(1.6)

6.2 Postmarketing Experience
In addition to adverse events reported from clinical trials, the following adverse reactions have been identified during

post-approval use of oral budesonide. Because these reactions are reported voluntarily from a population of uncertain size,
it is not always possible to reliably estimate their frequency or establish a causal relationship to drug exposure. These
events have been chosen for inclusion due to either their seriousness, frequency of reporting or causal connection to
UCERIS, or a combination of these factors.

Gastrointestinal Disorders: diarrhea, rectal bleeding

General Disorders and Administrative Site Conditions: peripheral edema

Immune System Disorders: anaphylactic reactions

Musculoskeletal and Connective Tissue Disorders: muscle cramps/spasms

Nervous System Disorders: benign intracranial hypertension, dizziness

Psychiatric Disorders: mood swings

Skin and Subcutaneous Tissue Disorders: rash

Vascular Disorders: increased blood pressure

7 DRUG INTERACTIONS

7.1 Interaction with CYP3A4 Inhibitors
Concomitant oral administration of ketoconazole (a known inhibitor of CYP3A4 activity in the liver and in the intestinal

mucosa) caused an eight-fold increase of the systemic exposure to oral budesonide. If treatment with inhibitors of
CYP3A4 activity (such as ketoconazole, itraconazole, ritonavir, indinavir, saquinavir, erythromycin) is indicated,
discontinuation of UCERIS should be considered. After extensive intake of grapefruit juice (which inhibits CYP3A4
activity predominantly in the intestinal mucosa), the systemic exposure for oral budesonide increased about two times.
Ingestion of grapefruit or grapefruit juice should be avoided in connection with UCERIS administration [see Dosage and
Administration (2) and Clinical Pharmacology (12.3)].
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7.2 Inhibitors of Gastric Acid Secretion

Since the dissolution of the coating of UCERIS is pH dependent, the release properties and uptake of the compound may
be altered when UCERIS is used after treatment with gastric acid reducing agents (e.g., proton pump inhibitors (PPIs), H»
blockers and antacids).

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy
Risk Summary

Limited published studies report on the use of budesonide in pregnant women; however, the data are insufficient to inform
a drug-associated risk for major birth defects and miscarriage. There are clinical considerations (see Clinical
Considerations). In animal reproduction studies with pregnant rats and rabbits, subcutaneous administration of
budesonide during organogenesis at doses 0.5 times and 0.05 times, respectively, the maximum recommended human
dose, resulted in increased fetal loss, decreased pup weights, and skeletal abnormalities. Maternal toxicity was observed
in both rats and rabbits at these dose levels (see Data). Based on animal data, advise pregnant women of the potential risk
to a fetus.

The estimated background risk of major birth defects and miscarriage of the indicated population 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 miscarriage in clinically recognized pregnancies is 2% to 4%, and
15% to 20%, respectively.

Clinical Considerations

Disease-Associated Maternal and/or 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 pregnancy outcomes include preterm delivery (before 37 weeks of
gestation), low birth weight (less than 2500 g) infants, and small for gestational age at birth.

Fetal/Neonatal Adverse Reactions

Hypoadrenalism may occur in infants born of mothers receiving corticosteroids during pregnancy. Infants should be
carefully observed for signs of hypoadrenalism, such as poor feeding, irritability, weakness, and vomiting, and managed
accordingly [see Warnings and Precautions (5.1)].

Data

Animal Data

Budesonide was teratogenic and embryolethal in rabbits and rats. In an embryo-fetal development study in pregnant rats
dosed subcutaneously with budesonide during the period of organogenesis from gestation days 6-15 there were effects on
fetal development and survival at subcutaneous doses up to approximately 500 mcg/kg in rats (approximately 0.5 times
the maximum recommended human dose on a body surface area basis). In an embryo-fetal development study in pregnant
rabbits dosed during the period of organogenesis from gestation days 6-18, there was an increase in maternal abortion, and
effects on fetal development and reduction in litter weights at subcutaneous doses up to approximately 25 mcg/kg in
rabbits (approximately 0.05 times the maximum recommended human dose on a body surface area basis). Maternal
toxicity, including reduction in body weight gain, was observed at subcutaneous doses of 5 mcg/kg in rabbits
(approximately 0.01 times the maximum recommended human dose on a body surface area basis) and 500 mcg/kg in rats
(approximately 0.5 times the maximum recommended human dose on a body surface area basis).

In a peri-and post-natal development study, rats dosed subcutaneously with budesonide during the period of Day 15 post
coitum to Day 21 postpartum, budesonide had no effects on delivery but did have an effect on growth and development of

Reference ID: 4589323



offspring. In addition, offspring survival was reduced, and surviving offspring had decreased mean body weights at birth
and during lactation at exposures 0.02 times the MRHD (on a mg/m? basis at maternal subcutaneous doses of 20
mcg/kg/day and higher). These findings occurred in the presence of maternal toxicity.

8.2 Lactation
Risk Summary

Lactation studies have not been conducted with UCERIS or other oral budesonide products and no information is
available on the effects of budesonide on the breastfed infant or the effects of the drug on milk production. One published
study reports that budesonide is present in human milk following maternal inhalation of budesonide (see Data). The
developmental and health benefits of breastfeeding should be considered along with the mother’s clinical need for
UCERIS and any potential adverse effects on the breastfed infant from UCERIS, or from the underlying maternal
condition.

Data

One published study reports that budesonide is present in human milk following maternal inhalation of budesonide
which resulted in infant doses approximately 0.3% to 1% of the maternal weight-adjusted dosage and a milk/plasma ratio
ranging between 0.4 and 0.5. Budesonide plasma concentrations were not detected, and no adverse events were noted in
the breastfed infants following maternal use of inhaled budesonide. The recommended daily dose of UCERIS is higher
(9 mg daily) compared with inhaled budesonide (up to 800 mcg daily) given to mothers in the above described study.

The maximum budesonide plasma concentration following a 9 mg daily dose (in both single-and repeated-dose
pharmacokinetic studies) of oral budesonide is approximately 5 to 10 nmol/L which is up to 10 times higher than the 1 to
2 nmol/L for a 800 mcg daily dose of inhaled budesonide at steady state in the above inhalation study. Assuming the
coefficient of extrapolation between the inhaled and oral doses is constant across all dose levels, at therapeutic doses of
UCERIS, budesonide exposure to the nursing child may be up to 10 times higher than that by budesonide inhalation.

8.4 Pediatric Use
Safety and effectiveness of UCERIS in pediatric patients have not been established. Glucocorticosteroids, such as

UCERIS, may cause a reduction of growth velocity in pediatric patients.

8.5 Geriatric Use
Clinical studies of UCERIS did not include sufficient numbers of subjects aged 65 and over to determine whether they

respond differently from younger subjects. Other reported clinical experience has not identified differences in responses
between the elderly and younger patients. In general, UCERIS should be used cautiously in elderly patients due to the
potential for decreased hepatic, renal, or cardiac function, and of concomitant disease or other drug therapy.

8.6 Hepatic Impairment
Patients with moderate to severe liver disease should be monitored for increased signs and/or symptoms of

hypercorticism. Discontinuing the use of UCERIS tablets should be considered in these patients [see Warnings and
Precautions (5.4)].

10 OVERDOSAGE

Reports of acute toxicity and/or death following overdosage of glucocorticosteroids are rare. Treatment consists of
immediate gastric lavage or emesis followed by supportive and symptomatic therapy.

If glucocorticosteroids are used at excessive doses for prolonged periods, systemic glucocorticosteroid effects, such as
hypercorticism and adrenal suppression may occur. For chronic overdosage in the face of severe disease requiring
continuous steroid therapy, the dosage may be reduced temporarily.
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Single oral budesonide doses of 200 and 400 mg/kg were lethal in female and male mice, respectively. The signs of acute
toxicity were decreased motor activity, piloerection and generalized edema.

11 DESCRIPTION

UCERIS® (budesonide) extended-release tablets, for oral administration, contain budesonide, a synthetic corticosteroid, as
the active ingredient. Budesonide is designated chemically as (RS)-11p, 16a, 17,21 tetrahydroxypregna-1,4-diene-3,20-
dione cyclic 16,17-acetal with butyraldehyde.

Budesonide is provided as a mixture of two epimers (22R and 22S). The empirical formula of budesonide is C2sH3406 and
its molecular weight is 430.5. Its structural formula is:

CH;

Budesonide is a white to off-white, tasteless, odorless powder that is practically insoluble in water, sparingly soluble in
alcohol, and freely soluble in chloroform.

UCERIS, a delayed and extended-release tablet, is coated with a polymer film, which breaks down at or above pH 7. The
tablet core contains budesonide with polymers that provide for extended release of budesonide.

Each tablet contains the following inactive ingredients: stearic acid, lecithin, microcrystalline cellulose, hydroxypropyl
cellulose, lactose, silicon dioxide, magnesium stearate, methacrylic acid copolymer types A and B, talc, triethyl citrate,
and titanium dioxide.

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action
Budesonide has a high topical glucocorticosteroid (GCS) activity and substantial first-pass elimination. The formulation

contains budesonide in an extended-release tablet core. The tablet core is enteric coated to protect dissolution in gastric
juice which delays budesonide release until exposure to a pH >7 in the small intestine. Upon disintegration of the coating,
the core matrix provides extended release of budesonide in a time dependent manner.

12.2 Pharmacodynamics
Budesonide has a high glucocorticoid effect and a weak mineralocorticoid effect, and the affinity of budesonide to GCS

receptors, which reflects the intrinsic potency of the drug, is about 200-fold that of cortisol and 15-fold that of
prednisolone.

Treatment with systemically active GCS, including UCERIS, is associated with a suppression of endogenous cortisol
concentrations and an impairment of the hypothalamus-pituitary-adrenal (HPA) axis function. Markers, indirect and
direct, of this are cortisol levels in plasma or urine and response to ACTH stimulation.

In a study assessing the response to ACTH stimulation test in patients treated with UCERIS 9 mg once daily, the
proportion of patients with abnormal response was 47% at 4 weeks and 79% at 8 weeks.
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12.3 Pharmacokinetics
Absorption

Following single oral administration of UCERIS 9 mg in healthy subjects, peak plasma concentration (Cmax) was 1.35 +
0.96 ng/mL, the time to peak concentration (Tmax) On average was 13.3 £ 5.9 hours, although it varied across different
individual patients, and the area under the plasma concentration time curve (AUC) was approximately 16.43 + 10.52
ng-hr/mL. The pharmacokinetic parameters of UCERIS 9 mg have a high degree of variability among subjects. There was
no accumulation of budesonide with respect to both AUC and Crax following 7 days of UCERIS 9 mg once daily dosing.

Food Effect

A food-effect study involving administration of UCERIS to healthy volunteers under fasting conditions and with a
high-fat meal indicated that the Cinax Was decreased by 27% while there was no significant decrease in AUC. Additionally,
a mean delay in absorption lag time of 2.4 hours was observed under fed conditions.

Distribution

The mean volume of distribution (Vss) of budesonide varies between 2.2 and 3.9 L/kg in healthy subjects and in patients.
Plasma protein binding is estimated to be 85 to 90% in the concentration range 1 to 230 nmol/L, independent of gender.
The erythrocyte/plasma partition ratio at clinically relevant concentrations is about 0.8.

Elimination

Metabolism

Following absorption, budesonide is subject to high first-pass metabolism (80-90%). In vitro experiments in human liver
microsomes demonstrate that budesonide is rapidly and extensively biotransformed, mainly by CYP3A4, to its 2 major
metabolites, 6B-hydroxy budesonide and 16a-hydroxy prednisolone. The glucocorticoid activity of these metabolites is
negligible (<1/100) in relation to that of the parent compound.

In vivo investigations with intravenous doses in healthy subjects are in agreement with the in vitro findings and
demonstrate that budesonide has a high plasma clearance, 0.9-1.8 L/min. These high plasma clearance values approach
the estimated liver blood flow, and, accordingly, suggest that budesonide is a high hepatic clearance drug.

The plasma elimination half-life, ti;,, after administration of intravenous doses ranges between 2 and 3.6 hours.

Excretion

Budesonide is excreted in urine and feces in the form of metabolites. After oral as well as intravenous administration of
micronized [*H]-budesonide, approximately 60% of the recovered radioactivity is found in urine. The major metabolites,
including 6B-hydroxy budesonide and 16a-hydroxy prednisolone, are mainly renally excreted, intact or in conjugated
forms. No unchanged budesonide is detected in urine.

Specific Populations

Patients with Renal Impairment

The pharmacokinetics of budesonide in patients with renal impairment have not been studied. Intact budesonide is not
renally excreted, but metabolites are to a large extent, and might therefore reach higher levels in patients with impaired
renal function. However, these metabolites have negligible corticosteroid activity as compared with budesonide (<1/100).

Patients with Hepatic Impairment

In patients with liver cirrhosis, systemic availability of orally administered budesonide correlates with disease severity and
is, on average, 2.5-fold higher compared with healthy controls. Patients with mild liver disease are minimally affected.
Patients with severe liver dysfunction were not studied. Absorption parameters were not altered, and for the intravenous
dose, no significant differences in CL or Vss were observed.
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Drug Interaction Studies

Budesonide is metabolized via CYP3A4. Potent inhibitors of CYP3A4 can increase the plasma levels of budesonide
several-fold. Co-administration of ketoconazole results in an eight-fold increase in AUC of budesonide, compared to
budesonide alone. Grapefruit juice, an inhibitor of gut mucosal CYP3A, approximately doubles the systemic exposure of
oral budesonide. Conversely, induction of CYP3A4 can result in the lowering of budesonide plasma levels [see Dosage
and Administration (2) and Drug Interactions (7)].

Oral contraceptives containing ethinyl estradiol, which are also metabolized by CYP3A4, do not affect the
pharmacokinetics of budesonide. Budesonide does not affect the plasma levels of oral contraceptives (i.e., ethinyl
estradiol).

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility
Carcinogenicity

Carcinogenicity studies with budesonide were conducted in rats and mice. In a two-year study in Sprague-Dawley rats,
budesonide caused a statistically significant increase in the incidence of gliomas in male rats at an oral dose of 50 mcg/kg
(approximately 0.05 times the maximum recommended human dose on a body surface area basis). In addition, there were
increased incidences of primary hepatocellular tumors in male rats at 25 mcg/kg (approximately 0.023 times the
maximum recommended human dose on a body surface area basis) and above. No tumorigenicity was seen in female rats
at oral doses up to 50 mcg/kg (approximately 0.05 times the maximum recommended human dose on a body surface area
basis). In an additional two-year study in male Sprague-Dawley rats, budesonide caused no gliomas at an oral dose of

50 mcg/kg (approximately 0.05 times the maximum recommended human dose on a body surface area basis). However, it
caused a statistically significant increase in the incidence of hepatocellular tumors at an oral dose of 50 mcg/kg
(approximately 0.05 times the maximum recommended human dose on a body surface area basis). The concurrent
reference glucocorticosteroids (prednisolone and triamcinolone acetonide) showed similar findings. In a 91-week study in
mice, budesonide caused no treatment-related carcinogenicity at oral doses up to 200 mcg/kg (approximately 0.1 times the
maximum recommended human dose on a body surface area basis).

Mutagenesis

Budesonide was not genotoxic in the Ames test, the mouse lymphoma cell forward gene mutation (TK*") test, the human
lymphocyte chromosome aberration test, the Drosophila melanogaster sex-linked recessive lethality test, the rat
hepatocycte unscheduled DNA synthesis (UDS) test and the mouse micronucleus test.

Impairment of Fertility

In rats, budesonide had no effect on fertility at subcutaneous doses up to 80 mcg/kg (approximately 0.07 times the
maximum recommended human dose on a body surface area basis). However, it caused a decrease in prenatal viability
and viability in pups at birth and during lactation, along with a decrease in maternal body weight gain, at subcutaneous
doses of 20 mcg/kg (approximately 0.02 times the maximum recommended human dose on a body surface area basis) and
above. No such effects were noted at 5 mcg/kg (approximately 0.005 times the maximum recommended human dose on a
body surface area basis).

14 CLINICAL STUDIES

Induction of Remission in Active, Mild to Moderate Ulcerative Colitis

Two similarly designed, randomized, double-blind, placebo-controlled studies were conducted in a total of 970 adult
patients with active, mild to moderate ulcerative colitis (UC) which was defined as an Ulcerative Colitis Disease Activity
Index (UCDAI of >4 and <10). Eight hundred ninety-nine of these patients had histology consistent with active UC; this
was considered the primary analysis population. UCDALI is a four-component scale (total score of 0 to 12) that
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encompasses the clinical assessments of stool frequency, rectal bleeding, mucosal appearance and physician’s rating of
disease activity (score of 0 to 3 for each of the components).

The baseline median UCDAI score in both studies was 7.

In Study 1, 56% of patients were male, and the median age was 42 years. In Study 2, 57% of patients were male, and the
median age was 44 years. In Study 1, 50% of patients were Caucasian, 7% were African American, and 34% were Asian.
In Study 2, more than 99% were Caucasian.

Both studies compared UCERIS 9 mg and 6 mg with placebo and included an active reference arm (a mesalamine 2.4 g in
Study 1 and a budesonide* 9 mg not approved for the treatment of UC in Study 2). The primary endpoint was induction of
remission after 8 weeks of treatment. Remission was defined as a UCDALI score of <1, with subscores of 0 for rectal
bleeding, stool frequency, and mucosal appearance and with a >1 point reduction in an endoscopy-only score.? In both
studies, UCERIS 9 mg extended-release tablets demonstrated superiority to placebo in inducing remission (Table 4).

Table 4. Induction of Remission in Studies 1 and 2

Study 1 Study 2
Treatment Group n/N (%) n/N (%)
UCERIS 9 mg 22/123 (17.9) 19/109 (17.4)
UCERIS 6 mg 16/121 (13.2) 9/109 (8.3)
Reference arm* 15/124 (12.1) 13/103 (12.6)
Placebo 9/121 (7.4) 4/89 (4.5)
Treatment difference between 10.4% (2.2%, 12.9% (4.6%,
UCERIS 9 mg and placebo 18.7%) 21.3%)
(95% CI)'

Remission is defined as a UCDALI score of <1, with subscores of 0 for rectal bleeding, stool frequency, and mucosal
appearance and with a >1 point reduction in an endoscopy-only score.?

The primary analysis population included only patients that had histology consistent with active UC.
Cl=Confidence Interval

*The reference arm in Study 1 is a delayed release mesalamine 2.4 g; the reference arm in Study 2 is a budesonide 9 mg
not approved for the treatment of UC.

'0<0.025 for UCERIS 9 mg vs. placebo in both Studies 1 and 2 based on the Chi-square test (alpha=0.025)
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16 HOW SUPPLIED/STORAGE AND HANDLING

UCERIS® (budesonide) extended-release tablets 9 mg are white, round, biconvex tablets and debossed with “MX9”. They
are supplied as follows:

NDC 68012-309-30 Bottles of 30 tablets

Store at 25°C to 25°C (68° to 77°F); excursions permitted to 15° to 30°C (59° to 86°F) [see USP Controlled Room
Temperature].

Keep container tightly closed. Protect from light and moisture.
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17 PATIENT COUNSELING INFORMATION
Advise the patient to read the FDA-approved patient labeling (Patient Information).

Patients being treated with UCERIS extended-release tablets should receive the following information and instructions.
This information is intended to aid the patient in the safe and effective use of UCERIS.

Hypercorticism and Adrenal Suppression

Patients should be advised that UCERIS extended-release tablets may cause systemic glucocorticosteroid effects of
hypercorticism and adrenal suppression. Patients should taper slowly from systemic corticosteroids if transferring to
UCERIS extended-release tablets [see Warnings and Precautions (5.1) and (5.2)].

Immunosuppression

Patients who are on immunosuppressant doses of glucocorticosteroids should be warned to avoid exposure to chickenpox
or measles and, if exposed, to consult their physician immediately. If exposure to such a person occurs, and the patient has
not had chickenpox or been properly vaccinated, a physician should be consulted immediately. Patients should be
informed of potential worsening of existing tuberculosis, fungal, bacterial, viral, or parasitic infections, or ocular herpes
simplex [see Warnings and Precautions (5.3)].

How to Take UCERIS Extended-Release Tablets

UCERIS extended-release tablets should be swallowed whole with water and NOT CHEWED, CRUSHED, OR
BROKEN. Patients should be advised to avoid the consumption of grapefruit juice for the duration of their UCERIS
therapy [see Dosage and Administration (2)].

Pregnancy

Advise female patients that UCERIS may cause fetal harm and to inform their healthcare provider with a known or
suspected pregnancy [see Use in Specific Populations (8.1)].

Distributed by: Salix Pharmaceuticals, a division of Bausch Health US, LLC
Bridgewater, NJ 08807 USA

By:

Cosmo S.p.A.

Milan, 20020 Italy

By license of Cosmo Technologies Ltd., Dublin, Ireland

U.S. Patent Numbers: 7,410,651; 7,431,943; 8,293,273; 8,784,888; 8,895,064; 9,132,093; 9,192,581; 9,320,716;
9,532,954; 9,592,203 and RE43799

UCERIS is a trademark of Salix Pharmaceuticals, Inc. or its affiliates.

© 2020 Salix Pharmaceuticals, Inc. or its affiliates

Reference ID: 4589323



Patient Information
UCERIS (u SAIR us)
(budesonide)
extended release tablets

What are UCERIS extended release tablets?

e UCERIS extended release tablets are a prescription corticosteroid medicine used to help get active mild to
moderate ulcerative colitis (UC) under control (induce remission).

e Itis not known if UCERIS extended release tablets are safe and effective in children.

Who should not take UCERIS extended release tablets?

Do not take UCERIS extended release tablets if:

e you are allergic to budesonide or any of the ingredients in UCERIS extended release tablets. See the end of this
leaflet for a complete list of ingredients in UCERIS extended release tablets.

What should I tell my healthcare provider before taking UCERIS extended release tablets?

Before you take UCERIS extended release tablets tell your healthcare provider about all of your medical

conditions, including if you:

have liver problems.

are planning to have surgery.

have chickenpox or measles or have recently been near anyone with chickenpox or measles.

have an infection.

have or had a family history of diabetes, cataracts or glaucoma.

have or had tuberculosis.

have high blood pressure (hypertension).

have decreased bone mineral density (osteoporosis).

have stomach ulcers.

are pregnant or plan to become pregnant. UCERIS extended release tablets may harm your unborn baby. Tell your

healthcare provider if you are pregnant or think you are pregnant.

e are breastfeeding or plan to breastfeed. UCERIS extended release tablets can pass into your breast milk and may
harm your baby. You and your healthcare provider should decide if you will take UCERIS extended release tablets
or breastfeed. You should not do both.

Tell your healthcare provider about all the medicines you take, including prescription and over-the-counter

medicines, vitamins, and herbal supplements. UCERIS extended release tablets and other medicines may affect each

other causing side effects.

Especially tell your healthcare provider if you take another medicine that contains corticosteroids for other conditions,

such as allergies or asthma.

Know the medicines you take. Keep a list of them to show your healthcare provider and pharmacist when you get a

new medicine.

How should | take UCERIS extended release tablets?

e Take UCERIS extended release tablets exactly as your healthcare provider tells you to take them.

e Take UCERIS extended release tablets 1 time each day in the morning with or without food.

e Take UCERIS extended release tablets whole with water. Do not chew, crush, or break UCERIS extended release
tablets before swallowing.

e If you take too much of UCERIS extended release tablets, call your healthcare provider right away or go to the
nearest hospital emergency room.

What should | avoid while taking UCERIS extended release tablets?
e Do not eat grapefruit or drink grapefruit juice while taking UCERIS extended release tablets. Eating grapefruit or
drinking grapefruit juice can increase the level of UCERIS extended release tablets in your blood.

What are the possible side effects of UCERIS extended release tablets?

UCERIS extended release tablets may cause serious side effects, including:

e Effects of having too much corticosteroid medicine in your blood (hypercorticism). Long-time use of
UCERIS extended release tablets can cause you to have too much glucocorticosteroid medicine in your blood. Tell
your healthcare provider if you have any of the following signs and symptoms of hypercorticism:

0 acne

bruise easily

rounding of your face (moon face)

ankle swelling

thicker or more hair on your body and face

a fatty pad or hump between your shoulders (buffalo hump)

0 pink or purple stretch marks on the skin of your abdomen, thighs, breasts and arms

e Adrenal suppression. When UCERIS extended release tablets are taken for a long period of time (chronic use),

the adrenal glands do not make enough steroid hormones (adrenal suppression).

OO0o0OO0oOo
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Tell your healthcare provider if you are under stress or have any symptoms of adrenal suppression during
treatment with UCERIS extended release tablets including:

o tiredness 0 vomiting
0 weakness 0 low blood pressure
O nausea

e Immune system effects and a higher chance of infections.
UCERIS extended release tablets weaken your immune system. Taking medicines that weaken your immune
system makes you more likely to get infections. Avoid contact with people who have contagious diseases such as
chickenpox or measles, while taking UCERIS extended release tablets.
Tell your healthcare provider about any signs or symptoms of infection during treatment with UCERIS extended
release tablets, including:

o fever o chills
0 pain o feeling tired
o aches 0 nausea and vomiting

e Worsening of allergies. If you take certain other corticosteroid medicines to treat allergies, switching to UCERIS
extended release tablets may cause your allergies to come back. These allergies may include eczema (a skin
disease) or rhinitis (inflammation inside your nose). Tell your healthcare provider if any of your allergies become
worse while taking UCERIS extended release tablets.

The most common side effects of UCERIS extended release tablets include:

e headache e stomach or intestinal gas
e hausea e bloating
e decreased blood e acne
cortisol levels e urinary tract infection
e stomach-area pain e joint pain

e tiredness e constipation
Tell your healthcare provider if you have any side effect that bothers you or that does not go away.
These are not all the possible side effects of UCERIS extended release tablets. For more information, ask your
healthcare provider or pharmacist.
Call your doctor for medical advice about side effects. You may report side effects to FDA at 1-800-FDA-1088.

How should | store UCERIS extended release tablets?

e Store UCERIS extended release tablets at room temperature, between 68°F to 77°F (20°C to 25°C).
e Keep the bottle tightly closed to protect UCERIS extended release tablets from light and moisture.
Keep UCERIS extended release tablets and all medicines out of the reach of children.

General information about the safe and effective use of UCERIS extended release tablets.

Medicines are sometimes prescribed for purposes other than those listed in a Patient Information leaflet. Do not use
UCERIS extended release tablets for a condition for which it was not prescribed. Do not give UCERIS extended release
tablets to other people, even if they have the same symptoms you have. It may harm them.

You can ask your healthcare provider or pharmacist for information about UCERIS extended release tablets that is
written for health professionals.

For more information go to www.UCERIS.com or call 1-800-321-4576.

What are the ingredients in UCERIS extended release tablets?

Active Ingredient: budesonide

Inactive ingredients: stearic acid, lecithin, microcrystalline cellulose, hydroxypropyl cellulose, lactose, silicon dioxide,
magnesium stearate, methacrylic acid copolymer types A and B, talc, triethyl citrate, and titanium dioxide.

Distributed by:

Salix Pharmaceuticals, a division of Bausch Health US, LLC Bridgewater, NJ 08807 USA

By:

Cosmo S.p.A. Milan, 20020 Italy

By license of Cosmo Technologies Ltd., Dublin, Ireland

U.S. Patent Numbers: 7,410,651; 7,431,943; 8,293,273; 8,784,888; 8,895,064, 9,132,093; 9,192,581, 9,320,716, 9,532,954; 9,592,203 and RE43799
UCERIS is a trademark of Salix Pharmaceuticals, Inc. or its affiliates.

© 2020 Salix Pharmaceuticals, Inc. or its affiliates
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This Patient Information has been approved by the U.S. Food and Drug Administration. Revised: 04/2020
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SRR - RYME DAL O RIRENE (B« BEFOREE, B, ME, VA VAR FARBRE, X

FHMAVASAIRE) o 2D OBBYEDORBBEE LG L THEAT 22 &0 BRLOTVE
HCIEL AR SUIRRZ 0 L0 B A U B emeid  eE T S et d 5 (5.3 3)

RHZ AONIZREWER I 2% 1) 13, B, o, i =vF >y —ugd . EEER, %
97, sl MRS, SR, RESEG:. BERAOEMTH D (F 61
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S -BIVER OHEIZER L TiX. Salix Pharmaceuticals (FEEEE 5 1-800-321-4576) XiX FDA (FEFE
&5 1-800-FDA-1088 (% www.fda.gov/medwatch.) ¥ CHEMET D Z &,

——————————————————————————————————————— L

CYP3A4PHZEH () : v —, FTL—F TN —YVa—R 7 E) OfFHERETAZ L, 2L
FaxToAf ROEFWHOEENRERINLIBENAHS (F22, 7. 1231H) ,

-------------------------------- L Y B

W BT — 2 ICHES & MIRICAERERZ LTRSS (F81H) |

HTHERERE E - I BCE R RE U E O L O UTER O F WA BLET 5 L (F 54, 8.6

H)

2020 ££ 4 ASLET
AT SCEESC

1 ZhEE - ZR
g i~ SR OTE BRI E R R BT 1T D AR A,

2 At HE

2.1 BB ~ A B DIB MRS %

HELES N D ANE - A& BE~PSEOIFEIHNEEE KGR O N BE BT 2 EMEAIZIE, 9mg
Z 1 H 1A, M E CRINDUIBZRISRAEET S, AFNTIT LRAAL, WATED, 25 LT
D, Eof= Lz &,

2.2 CYP3A4 RHEH

rhaty =i EO CYP3AA HERIZ DT 2856, B R ERERE TUHERE O BUpECiEtk O T4 +
FBET L, JL—T 70— Va2 —RLCYP3A4 ZLETHZ LML TEY . AAIIRA
REICITHER L 22N 2 & R BB R RE TUHEE OIS PiEk DHEIT 2B 72356, ARAIS CYP3A4 [
RO ILEEZBRT DL, [FEWHATER (77 H) ROHEKERE (123 H) 0]

3 RERE + MR
HEMEOm N T “MX9” 27 RAML L7ZRBEETH D, RBEE 1T 7T Y = FImg 2 & AT
%)o

4 pa 3=
7T = R XUIARFN ORI x LIBUED H 5 BT TH D, o7 T Y = FEF|IO#RETT+
T4 TR UERRB L WD, [AIEH (F6.2E) 2H]
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5 EEROHA LOER

51 BB BCEBEEITE R OVEIBMmE

BEaTFaxTaAf RORMERRENTIE BI% R ERE T %m%®m%&&®£§¢%ﬁ%
BTN DD, HEHEaLTFaxTaAf R, A AT DK N — T EE—

(HPA : hipothalamic-pituitary-adrenal) & DS ZIHIT 2B EN1HH, FiFITZ @ﬂﬁ@X rL A
REEIZH HBEFICK L TR, EFMEHEa VT a XA T, ROMAEPEE LV, AFIIHEE 2T =
XTD4FT%5KW\%E:w?34FK%Té*$%ﬁ%%Kﬁ5:

5.2 EHFMEEaVFarxTaAf FRENSOE VB L
BHNDEBNRKREWVEFE LT a AT 04 RIZEDIEENG, KEID X5 R B2H ~DBN DI
BEaLFaxTos FICHIVEZ DAL, AT 0 FIGEOBEDIER (GrEREH ST B
ENETLEDIER A ET) ZREATHZENRHLDT, HERKLETHSL, 0L 5 REE CILEE
FBEREREDE =XV U IR LD R, B ~OEERNRKREI VI aLTFaxTaAf RO
REIXIEEICITY 2 &,

53  SuEEHn

GIE R AR D FAN AN L T2 B E, R NCHARTRIYEIZ)» D0 R0d v, Bl 2 30K
RWBIE, T D &9 2EGe LT WEE IR EIHIERN AR 2 BOEE NV TFaxT oA Fe
HFHINTWLBETIIRY ERR I RRBET- L2 2L bbb D, TNUHEEBDOREREN
WEFETIZ, ThH ANV A~OREBEZBET 5 L5 FICEENLETH D,

WEarFazxTodf FoFkG&E, FKERELOER GBS EEERGVYEORE Y 271280 L H I
%@?5#17%1%6 Fo, BREEALD/ IPFEEavFaxTaA RORHRENSZOU X7
FIFTREBELHA L TRV, BT LZGAIE, LEICL U TKRERRESGE 7 a7 ) o flA|
(VZIG : varicella zoster immune globulin) X TR E 7 v 7 ) CRIAD (IVIG : pooled intravenous
immunoglobulin) |Z X AIRENEICE 2D Z ENb 5, B YA NAICERE LIcGE, MiEHRE 7=
7Y HA] (IG : pooled intramuscular immunoglobulin) WX D TEMREIRE 72D 2 5: 75> H5 (VZIG K
WIG DR CEELSI) . KEERIELZHEIE. VANV ARKICEDIREEZET L2 L,

BN ST I ORERIEG . RIGROERRRY:, MG, SHMED A 1 2RGSO 3F A4 UG 0
BEHEEa T axTuf FefERT2 680 H 5581203, HEICEREGT 52 L,

EHMERFE LT azxToA ROLARANCEIV 252 L2k, ZhETeagtodEAcry v
ha—LENTHT LAF— (f]: BRENEE) BEEELT L2 E03H 5,

5.4 2HMEEaNVF aRT A NI+ 2RBZHEOEK

JFHEREDIR T IL, WE LT aXT a A ROERICHELY KT, FHERS CIIRO&s L7 T
V= ROBHNATTXATEV T A BT 52 ERHLNCEINTWD [HFEDEREH T SE
[ F51F 21/ (8.6 1H) ST
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5.5 PEHEarFaxTuA NICET2ZEDMOE

L, BEPRIF. EHLERAE . TH(EMIES. RPN SUT AWM B FEIRIFE XU NBE O FHERE O &
HEE, BHLLIIWE aLFaxT o RRLEE L RWEEL RIETAREMED & % F OB E D
HOBRFIT, EEELOZL

6 BIEHA
EHMEEaNT axTa, REFHT2LEUTOL RIERNPRBOLNDZ ENDD -
I BB AR TUE ) OVRIB N [ B R OMEH L OVERE (5 5.1 1H) M)
PEaLFaxT o, ROEFRENDYIVEZ BEICBIT D AT 0 A REERER [Z54 K& O
M EDIEE (5.2 5H) /]
COPE N [BEE R OEH EoMEE (5.3 ) ]
BEHMME )V F aZT a A RIS DRSO [ZEA4 R OMEW [0 E (5.4 ) ]
WEaVvFaxTuA NIZXDEDOMDFEEE [ O FOMHE (455 H) ]

6.1 ER PR BB AE

HRRARBRI IR 2 e RF T TR S N TS 720, FRIRER TR0 b L7z BINE I FE 3R 2 A1 O F IR
BROBIERFEHR CERZHR T 5 Z LI TE RV, o, TORBRIEREOERIE TORIARE
B2 & O TIERWARENED B 5,

AFN 2 AVERAM T, Feiso ISR M OFF B BRIC I 1 2 1M RIS R BB 1105 il &2 5 RI2ATH
niz,

TEEHIEENE RIGR A 268 Lz 20 7 7 R RakBr GRABR 1| L OWRER 2) TiE. A#I 9 mg
% 255 BliC, AFl6mg % 254 Bz, 7T R E 258 Bl 8 MR G LT, F#nid 18~77 5% (F¥J) 43
%) . B 56%. AN T5% Thote, ERBEWERIXER, Bl mfarvFy —mgd, EIEEE.
W, s, MEERE ., SUE. PRESEYE. BEETR A OMER CTh o7z, KAl 9 mg BEHHED 2%LL I3
fﬁw_nwﬁﬁﬁ%éél 2R,

1 20T 7 2ARRBREBRIZEIT 54K 9 mg BHEFHD 2% IR bN-BIEAOBME (3Bk1
K2)

AH 9 mg AH| 6 mg 77 %R

(N=255) (N=254) (N=258)
n (%) n (%) n (%)

GIERE 29 (11.4) 37 (14.6) 27 (10.5)
LI 13 (5.1) 12 (4.7) 11 (4.3)
i/ = v F > — L 11 (4.3) 6 (2.4) 1(0.4)
- E R 10 (3.9) 8 (3.1) 5(1.9)
I 97 8 (3.1) 5(2.0) 5(1.9)
3 6 (2.4) 8 (3.1) 5(1.9)
R AT 6 (2.4) 4 (1.6) 2 (0.8)
I 6(2.4) 2(0.8) 5(1.9)
PR B IR 5(2.0) 1(0.4) 1(0.4)
ESIEiRE 5(2.0) 5(2.0) 4 (1.6)
{550 5(2.0) 1(0.4) 2(0.8)
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FEHES FWERAZET) ORFUCLVERGEZFIELEZEEIT. 778 RET17% THDHDITH L,
AH9mg HHHET 15% Th o 7=,

2D T T B AR ERERICBWT, B aLFaRxT oA/ NI LB E2WE LI-HREDE G232
R,

K2 22BO07TERRHREER GUR1 LKD) TRITLIEEINFaRT ol NTLHREOHME

AHKI9 mg AHl 6 mg 7T R

(N=255) (N=254) (N=258)

n (%) n (%) n (%)
T TORWEM 26 (10.2) 19 (7.5) 27 (10.5)
Wy X 9 (3.5) 10 (3.9) 11 (4.3)
IEAR D24 7(2.7) 10 (3.9) 12 (4.7)
ANHRSE 6 (2.4) 6 (2.4) 8 (3.1)
S 6 (2.4) 2(0.8) 5(1.9)
Titi A FHEAF 3(1.2) 3(1.2) 4 (1.6)
(NG 2 (0.8) 3(1.2) 3(1.2)
B L EE 1 (0.4) 0 0
USAREN AL f S 0 0 2 (0.8)
WAL 0 1(0.4) 3(1.2)

SHFDEMENIZLY, WEHaANF axT A FIZL 50T O EFERZRE LIZEE2ILDOE
BIZONWT, AFL 7T B RO CTHIKRIRABEEITRD bR o7,

AR 3 IIAA 9mg 2 1 B 1[F 8 K G T 2IERABRTHY . SEMORMAMEARER G 1) %25%
T UENEMICE SRy o 72 60 il 2 %GR L=, RBR 1 L OGRER 3 245 LT 16 R £ TAFK
EERGINZAFICBWT, BIEHA ST aLvTF aq FBEEELORBERT, B 1 T8 EBAAlZ
B ENTBELRRETH T,

Bk 4 TIE, 123 Bl AR GUTARHK] 6 mg & 12 » ARIMER G L7 7 7 B A RGBSV T, KA

6 mg DRI G- OZEMEL T LTz, 8EMORAEARE GUR 1, 2 XL3) OWnTFarzeTrL
TR EMRIEICH D BE R, ARl 6mg X7 7R % 1 B 1053 2B EMEA BRI,
12 7 AfEG Lz, AAl6mg % 12 » ARlE TR L7ZEE BT, AAl6mg & 77 EAROEIEH
DREBPIIFRRE ThH o7, &R 12 » HH o GHMRE%ZICH T 2 BHBEOEFEMIL, A4 6 mg
WERETIX 77% (27/35) . 77 v REERETIE 74% (29/39) Th-o7=,

R4 Tl AF 6mg KOT T ARE 12 5 AR E TR EG L7256, BEaLvFaxTu A NEES
LORBRIIFRETHT2 (E3) .
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X3 LRYABRECIBIIEEaNFaRT A FEEEROME FHR4)

AF 6 mg TR

(N=62) (N=61)

n (%) n (%)
TRTCOEEaLVFarTa A NEEHESL 9 (14.5) 7 (11.5)
AR 4 (6.5) 4 (6.6)
A2k 4 (6.5) 2(3.3)
T A HEEFR 3 (4.8) 3(4.9)
MEAR D2 AL 3(4.8) 3 (4.9)
B 3 (4.8) 0
FMAR 2 B 3(4.8) 0
AL 1 (1.6) 1(1.6)
IRIR AT 1(1.6) 1(1.6)

6.2 TR % T AR R

AR OEFEHRRBR CHE SNT-AEFER Iz, RO 7T V= RO % O FAREBRICB VLT, L
TORWERADBRESILTWD, 26 ORITERIEL, IEFIED A ZRER/ G BREMICHRE SO
ThoHIeD, TORBBELMHFRICHEE L2 0 E YRG5 L ORREREZHEET S22 &30 L AlaE
TRV, IO OAEEFEGITHEIERE, ®EHE, A4 L ORREEFEUIZN S ORFOMAE DT
DOWTINTE DS T BN I LTz,

BIGREE - A, M

— M« BLIEEL L OBRGEB N DINEE : KA EPHE
HIERIEE - T T TF =

BRI I OV G R IE 2 - s T sty
PIRERIEE + RIEFHENETLENE, 1FEIED E
JEREIEE BN

SLIE I L NS TRAfeIE & - 752

M EEE - ) LR

7 ErEEER

7.1 CYP3A4 [HEH

k3 — RO Hl (R O E R 235 1 A BEAI O CYP3A4 TEHERRER) Eofffic Ly, #&
075 Y = FAIOEIREEN 85 EHT 5, CYP3A4TEMILER (X haF Y —i, A4 hTa)r Yy —
o URFEN, £ VFEN, BXFENL, Y Ra~v AU E) NG E R DA RAlORE
HHibkzZEETHZ L, Z7L—T TN =YY a—R (BERBEICBWTEIZ CYP3A4IEMEZE T
%) BLEERTLE BOT7T Y= FRIORHEENIN 2 EAT 5, RFIOREIZHIZY, 7
=T IR =T TNV D a— ADOERUTRET D 2 [ HE (F2H) R OEYEEE
(F12.317H) /],
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7.2 T R 53 WsHnHIA

AFND 2 =T ¢ > 7E pHARFAEIS IR D 7200 . AF & Byl (Flx, 7v bR 7
FH (PPD) |\ Ho 7' v I —ROHIIRHE R ) ORGRITHM LIcGa . ARIORBHERHE & D A2 &
TEDDLZ LD D,

8 BEOEREAT HEMICRIT 2EH
8.1 L3R
U R 7 OBEH

HIRPOLZMETOTT Y = FROERIZET 2 EREGIIRONTEBY , HonleTr —2nb, ERAR
S RMERABC BARIEE DFEANCERE L7 U A 7 XM TIE W ( THKIEEFE) 0 . diET
v N RO Y X2 W AR A FEERR T, S8 BRI AERmEICE SV - MIBIT KRR
HIEHEDZNETN 05 HER 005 HEDTT Y = RETHRGICEY ., BIFEERD LR (FEi DK
HHAD L OVEEEERNRBD LN, ZNHDOHETT v h AT H NI T H RHMREEIENE
BIN (F—FDEEMHE) , BT —Z IS E | EREPOLMEITIIR IR A~OETEN U R 7 &3
THZ L,

R SN EA O TR AR KRB LR CERIEEICETAHES Y A7 IIARAHTH D, 2 TOMIE
WX, SERMERIE., IEERA,. FOMOEEIIFOERE) 27 R3h 5, KEIZBIT 5 —FEM TOR
RIS ST B R e RIMERIB L OV H AR FEDHEEE = U A7 1%, T2 2~4% K% TN 15~20%
Tbh b,

Y ERE

T BTE D FHEK O KIIHE « I ~D VX2

INFEINT-T—=HITL B L. BEERIBROLMEICRWT, EEEBOWINIAERITRIRIFORAE
U227 LEET A Z LRI TWD, AERMRIFICIT. FHPE (R 37 BT o KR
I (2500 g Kiif) . HAERMKEEENSEG ETN D,

SV B AESEA~DFI A

PERMIM I a2 v F a 2T a A FaiRM LI RHED b A L7 E IR CRIBHREIR TEN A2 BN D Z
EMD D, BRI, WAAR, SR, B, a7 & o RIB R TR O EIC >V THEEDR
SBEL, WEIST D2 L [BEROEH LOME (F5.1H) ZH]

F— b

B4

TTY=RE, UPEROT v MZBWTEFEE R OB RESEEMA 2R~ Lz, R 6~15 H H D%
BRI T T Y = RER TR LIZERT » S TOR - JRIBRAERBRIZBNTC, 77 V= RK&kE
#9500 pgkg (RREFBIZE SV MIBIT D RARIERHEOR 056%) KT LIEEE, RITFD
HEH L EMASORENREO L, TR 6~18 HEHOWERMNC T T V= R&2#5 LIE Y %
TOWR - JBIRBAERBRIZIBNT, 77 Y = FExEf 25 pgkg (RREMICESW - MIBT o5&
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RHEBEH B DK 0.05 %) BTG Lol & RHEFREOHIN, M ORE K ORI OFREET 25
DO, 7T Y =5 pgkg (BRERIZIESW-E MTRT 2 EIHEREHEOR 0.01 %) 2 74F
ISR TG Lz & &, KRUV500 pghkg (RFREAEICESWZE MBI R AHEHEOR 0515 &
7 v MIBF#&E Lz & & IREHEIIH 2 & L RMAEEDBIZ S v,

JHEMORARERTIE, ZR% 15 AL 2M% 21 BROHIMICT 7Y = F& T v MR RS L
12l 2H DO BIA NGNS TR, IRFORREROEE~DHER A LN, £2, b
DEFOIRTRA LI, EFFTE, B MBI 2R ED 0.02 5 DONEEE (RHA~?D 20 pg/kg/
UL LD PG BEOERRERICES AEFR) T HAERKOHEHO PR EORA 1A LI,
IS ORI, RHERIERILT TRAE L

8.2 3L
U 27 DEK)

AR NI OREN 77 = FEE 2 W7 23 BRI E i S TR 53, REELF O IEF DL
AR DA DI 5y We~D I T A HERIIE O TV, BN T T Y= FER AL
L ECTT Y= RBRAHTFICBITLIZE ORERSD D (F—2DEEMH) . RHEOARFES O 0
PR O FSOREBL O R B L D R A~OBEN R F FE e L & b, BT X 2 WO E L O
FEEDORRT7 4o NEBETH L,

T4

BN T T Y= REWMA L EEICHHFRICT T Y= RRBAT LI L OHERH D, Z OREITRHA
~OREBRAREOR 03~1% T, At/ MHEH 04~0512H 72 HREAZALENERT D Z & L7225,
BHIFA~DOT TV = FIRAAFGIZ XV, LR T F Y = R g st Sne, AEER LR
HEEehoto, B, AFOHESE 1 HHE Omg) 1L, ERORBRCRARICHWLNTZRAT T Y
=F (IH&EK80ug) LV HLEHETHD,

77 Y= K 9mg/H A& AEE LR FR MR (BR R ORE R 5RO 3B iesiRic s 1
%) 13K 5~10nmol/L TH V., ZAIUIRTRDOT'T Y = K 800 png/ H O AGRERIZ F1T 5 & F R E D 14
FIREE 1~2nmol/L KV FH K 10 55\, AAIDIEFRIOETOHET, WAR LK AEIEOIMELR
BN—ETHDHERETDHE, AFOIREHARICBT 2RO 7T Y = Fig@EEIL, WAKNZ X 5%
& LD bRKR10FEEWARENEN D 5,

8.4 N
INRBEICEB T A ARBNIOLRNE L HIMEIIMESL LTV, K o aLFaxTa s R,
WD R 2 B3 5 FTREMED B 5

8.5 i

KA DOWERABR TIL, HEEnE & i E TORIGHEDENZ BT HICE D, 65 mll EOWBRE 13
HANBNT W ho T, HESN TV DMOEKRRERICEWN T, @ilinE & IEREmE OGED 7
FLUIRFE STV, — RIS, @Eled CILFRERE, BHE XU OBREDIR T, ORI thA
EDOPHDOFREER S B2, EEICKREGETHZ &,
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8.6 FriaeEE R g
A R~ B O AR RERRE B IR\ T FIR R R E TUEEE OOk OB R A A L, AKIO
BHORIEEEETDZ L [BEROEH LOEE (54 H) 2],

10 BEKRE
P oL F a AT oA ROWEREIHE ) ArEE I oWRGITENTH 5, EHHICH T T
21TV, BV CRERRIE R OSHERIEZ1TH 2 &,

WHaNFaxTof Fae REICERHMEM LS E. BB THE X ORIEMH 72 £ oea it
WHaNFazxT oA FOERPEET 2 WREMRH D, AT A FOFRELET 2 BEORE
(xS D @R el B B OB AL, —RFRIICE L T KUy,

HAERE B 502 X D BERIE, i~ 7 2T 200 mg/kg, HE~ T AT 400 mgkg TH 7o, SVERMEOM
B, BREHEOER T, MELROEFEERETH -1,

11 MLRR - PR

UCERIS® (77 Y =F) RESETROFEERTHY . AR E L TRV TFazrTaf RTHD
TFY=RNEEET D, 7T Y= RIETFAT AT REER, (L%4(RS)-11, 16a, 17,21
tetrahydroxypregna-1,4-diene-3,20-dione cyclic 16,17-acetal T %,

7. TF Y= RE2EHEO=E~— (2R kL TR22S) DIREWTH D, {bFHUT CosH3406. O FHEIT
4305 TH D, WHEXIITiHDOEBY THD,

TTY = RIFHA~EAAORRBEEOR R THY . KIZIZFEAERET T, Ta— L IoRRT
12 <. ZaaR AMIETRT,

UCERIS X, RU~—T 4 Vv bha—T 4 U T EEINTZIRBEETHY, pHN T EICELL 2D &7 ¢
IV a—T 4 VBT D, BEERTIE T T Y = R 2635 R ) ~—LIRE ST
éo

1 SEFICIRDIIMBIN GG SN TNWD : AT 7 U U, KREL YT, fmkle—A B Rafdo
oLk la—A Wb, WEEKTIABR, AT TV UBY I RN, AXZ 7 U EEaRY) < —L,
AE 7 IUNEaR)~—S, L7, JZUB N F RN TFZ
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12 I
121 {EFERF

7T = RidsESh fiFJFﬁ@*nAﬂ/I/?‘ZXTB% K (GCS : glucocorticosteroid) {HMEAZ A L. FIElHEH
HRERELSZT D, RUFNIRBEEOREET T T Y = ReEHT 5, REEIIBEEa—T >
7ﬁ%éhf%@\%%@3—?4V7ﬁ7?yiF@%W“@%m%%g /BT pH 23 7 LA BT 7R
VIZLOTTT Y= RPN D, Bt —T7 4 V7 OREICL Y, FEEHO~ N v 7 A
AR R i 2 A4 2,

122 EhHE

TTYV = NI Ea v TF a4 MEREZETL200E 2 vF aA MERIZHLS, 77 V=RD
GCS Z BARA~OBRMEIAF O N OMxt EE2 KL TR Y, 2/vF Y —LDF) 20075, 7L K=
2D 15512785,

ﬁﬂ&8®éﬁﬁmﬁ@&ﬁmiw\Wﬁﬁ:w%f—w%ﬁﬁﬁ?b\ﬁ T — N ERR—
(HPA) REERENHE DI D, BHEEAIC “PX iﬁﬂlﬂ@mbﬁﬁ/‘w%&%ﬁ [ERZ3E0] e iaﬂﬁ‘&:
HALEY (ACTH) AWl ﬁ?éﬁfr . ZODIREEIND Z ENTE D,

AF9Omg Z 1 H 1 [HHE SN 5 EE 25510, ACTH WA kt4 2 B % 39~ % 588k Tl
Bt e nE m T BEOESIT. 4 HHEH T47%., SHE T79% ThH-7-.

123  EbEhik

WU

fEFERR A ICAR 9 mg Z HEREAKET 5 & R MBETEE (Cow) 1.35£0.96 ng/mL,  Hie i i 2 E
PIZERFM (tma) 1P 133£5.9 BEI CTH 7223, EAENDH 0 | SR 1i o B — R d R T il
(AUC) 1349 16.43£10.52 ng-hr/mL T > 7=, KAl 9 mg DIEMEEE T A — X IBHREHOIEH - X
NREV, A&l9mgd 1 H 11817 HEEEIZE D AUC KO Cunx (ICBI LT, 77 Y = ROZERIEILER
D HIRINo T,

BFEDEE

fEFERR N & /I, ZEHER R SR BB R (AR 2 5 L= 5/ 0B FOREBICET 23 Bk ICE
WT, Crax 1T 27%(K T L7223, AUC DB BERIETIERO N -7, 61T, @EHEEIICLD
WU D Z T 5 A 2T 24 B CTH - T2,

/\Z!ﬁ

R AR EEICB T D 7T Y = ROVEGAEFE (Vss) 132.2~3.9 Lkg D CEEIT 5, Mt
EAREARITERNCER <. 7T Y = FIRE 1~230 nmol/L DHFiPHIN T 85~90% & #EE S5, R
Bk AR Rl PRI X ERIR CEH S DR E TR 0.8 Th 5,

HE
13
7T = ROWIIEIZZ T B IFPEEm HIE o E vy (80~90%) , & MiFI 7Y — A& MWz in
vitro i BRClX., 77 Y = RIZEIZ CYP3A4 1T LV #eIT IRNF R A RN 20T, 2 oD F 7
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WMTHD6p-t Fuxv 75T Y= RKEDW16o-t Ruxo 7L R=yn Al EInNs, b0
DOREFE VT a4 NG, REKROIEMHICK L CRECE 2/E (1/100 £fE) THD

BEFERANZRBIAT -T2 7T Y = REHEIZ K D invivo RERDOFT R in vitro iRBR DOFER & —F L TR
V., 77YV=FOMEZ V77 ZF09~18 LI L RENWI ENFEESN TN D, BLEXD | M
JVT T UAMEORE SIZESEFMREHEET L E, 7T V=ROFZ V7 7 AT RENT LN
RIEIND,

7T Y = FEHER O M PR (te) 13 2~3.6 R TH 5.,

HE

TTY = RIREm E UTRFP R OERICHRIt S D, Lz 3] -7 7 Y= FEaROEET 5
EFIRNIR G5-OFE L R, BIBEEEDK) 60%23 R TIZFED Sz, 6f-t Kuxv 75 vV =Kk
Wlba-t KX 7L F=y o 2 EOEMHWIE, BB O ER S OImAaR & L TRt
Lo 12120, 77 Y = RORE(RITIRFITHRE S TR0,

FFEDE A AT 5 HBE

BRrEIE E DD 5 BE

BHSREREED H L HBE BT 57T Y = FOEYEIEIIRT STV ARY, BlErb, 757 Y=FD
RIS ey, RO ITRE S 570D, BEREOSH L BEOT TV =R
A ORETERRRA LV < 2D 203D D, 7L, ZRHORBPO AL F 32T v A ME
PRIIARZEMAE L L TEHE CTE 2BRETH D (1/100 A4H) o

HHEREIEZD B 5 /8

JFEEBEFICBNC, 77 V= FRABRGHIONRA AT XA T8 T 4 (PRBOEEE LME L, 7
BT s IRE O 2.5 f5m 0, BEDOIFHRBERE CIIZ0RBIIOT T 5, BEEDIFHRERE RS
WZRIT AREHIAT > TR, I/ ST A —Z |ZEBNT VDS, RN G084 . CL XN Vss ITH
BEITI o7,

Y AAEA

7Y = RIZ CYP3A4B #/r L TRt &SN D, CYP3A4 KT 2 AARMERICELY ., 75 Y = Foif
HEEEE NS FRT A2 enb D, F haF Yy — A E2HALESRES. 77 Y= FERARE L5
ALV, 7TFV=FDOAUCIE 8fFEAT D, =TT —Y V2 — R TIFE KD CYP3A % [HE
L. BROT7T V= FRIOLGRGEREL 25 LA ST S, W2, CYP3A4 ZFE4 5L, mighr 5 v
= NIRRT 2, [HE - HE (F2H) ROEYHIIEH (F7E) 204

ITF =NV R NT U N EEHT HREOBHIEE Y CYP3A4 TR S, 77 Y = ROEKYEHEEIZE
BARIFEI, o, 77 Y= NIIROBTEER (fl . =F =L X NT 4 —/) OIMERREIC
2 Y VA AW A
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13 FEERR B PEER

131 BARME, BEREE, ZBBEES

3 A SR

T MO~ T RE W7 T Y = RONAJFRMERER2N I 4172, Sprague-Dawley 7 v k& H\\ 7z 2
FERBAFMERBRIZBW T, 77 Y= K 50 pghkg (KR EAEHRE T MBI D AHEREHEOKN
0.051%) OREOFEGIZLY, HEZ v MIBIT A2 MRBIEORBLENFEFIICAEREICEA L, &5
12, 25 pg/kg (RRMEEHE TR MIBIT 2R AHESEHEDOK 0.023 /%) LLEOEE TIE, #EZ » MC
B DI MEF RIS O R BLEN ESH Uiz, #EZ v N T, 50 pngkg ((BRREEHBEHE T MIBITD
BRHESEFH O 0.05 %) £ TOROKGITE W THERMEIXA S iL7e 0> 7=, Sprague-Dawley /i Z
v b EHWZ 2ER AJRMEBEINRER B W T, 77 Y = R 50 pgkg (RREHEHRE CTE MZBITD
RAHEEH O] 0.05 %) ORAFTGIZ I | MRBIEORBLIRD b o 7ohs, AFiaiES O
FERIIHHFNCHEEIC LR L, EXREE L THWEEEarFaxTsaf F (L R=ynm
VEORNYT AT a7 M= R) IZEBWTHIREBROFT AMRERD Hivle, 91 M~ 7 20 RN
BRCIE. 77 Y= R 200 pgkg (ARHERHEF T MIBT 2 EKRMHEDOK 0.1 15) EToORAK
HiZBWT, HEIZEE L =N ARMEITA T o Tz,

25 B

Ames i ER, vV AU 7 —<AEZRERRR (TKY ) | v MU v oSfaz oz e i amst
Br, va vy a v iAW EESERER, ~ v AL Z O 72 A E R DNA A Rk
(UDS) KU~ Z/ERBRICEBWT, 77 V= RZBIEHEEZ RS RenoTe,

ZIEEEREE

7w RN TCIE, 80 pghkg (AREAHE T MBI 2B KHESEHEDR 0.07%) ETORTEEGIZE
WCZIRBICH B Z RIE S o Tz, Lol 20 ugkg ((AFREBEHBFE T MBI 2R KHEEAED
#0.02 %) LLEDORTHETIE, BRI ONAF O A O 2L o o A AE R oI T i hn
Z. FFEMWORERININH 2580 ST, 5pgkg REMEHRE T MBI D KHERHAEOR
0.005 %) ICBIT DB FHRETIZZD L 9 REEBIXRD b o7z,

14 PR AR

0% 8 ~ 25 FEE oD Y BRI B I8 O FLARE N

R~ HR R OVEBNHINE IS ME RIGR TR RIBR IS T DIREMEFHIFERE (UCDAI) 4 L4 E 10 DL

T RAHEE 970 Bl &kt 81c, BIEAL " EEMT 7 B ARSBRBRNEE LT WA o T 2 5 &
iz, 2?55 899 FlOJRERAMR AT AAONEEVAEEE R R & —& L, IO OBREZ EHE i
HrxtR4ER & A7e LTz, UCDALIL 4 DOIHHE [HEEES, i, FEET R & ONERIC X 2 2R RHm
(BEBICDE 0~3 TRHM) 1 Ik 2 RFHEOGF A 27 (0~12) TH D,

WERBRICBITAR—2F 4 DO UCDALI A2 7 [ZIHFRET T TH-oT-,

PR 1T, B 56%, il E 42 ThH Y R 2 TIE, B 57%. Tl RE 455 ThH o
77o BR 1 Tlx, BEDS0%2AN, 7% 01T 7 U B RKE AN, 34% N T VT2 ThoT-, RER2 T
X, BADOED DEIEIT 99% % 2 Tz,
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WABR CIIAA Omg LN 6mg 27 TR L L, FExEEA T2 GBR1: AT I 24g,
ABR 2 . UCTERE CIEIRAGR O 7T Y = R*9mg) , FEFHMEEA 135 8 HMZORMEANL LT,
EfREDOEFIT, UCDALI A2 7 1 LT, 2 oififfx =7 0, HEMEREEL 0, KEREAT R A =728 08 ONZ 1 B4
EoREE Lz, WRBR T, AF9mg OFEICL Y EMEANIBWTT T R UEBE A
~LTE (FF4)

F4 HBRI1IERC22IZBIIIEMEA

AR 1 Bk 2
iR it /N (%) /N (%)
AFI 9 mg 22/123 (17.9) 19/109 (17.4)
AHl 6 mg 16/121 (13.2) 9/109 (8.3)
ESEiy 15/124 (12.1) 13/103 (12.6)
77 R 9/121 (7.4) 4/89 (4.5)
AHKI9mg & 7 TR EDIEEE 10.4% (2.2%. 18.7%) 12.9% (4.6%., 21.3%)

(95%CI) f

EAEDEFET. UCDAI A= 7 1 LA oIfff 2 =27 0. HEE[EIE 0. FEEAT R A2 =27 230 72 HTNT 1 LA
o E L

TR G TITEBIETMERIB R & — B DB E 2 R LI BE DB 2R L L,

CI=[EfH X H
* GRER 1 OFEXREE TR G L2 BRANTRER | TIXAY T I R 2.4 g 3Bk 2 TiX UC TRIE ISR LARK
WDOTT ) =F9Img Th b,

T RBR 1 RO 2 1B 0T, A& 9mg &7 TR EDHBIZH LA 2FRE (0=0.025) 2LV
p<0.025

15 FEIHR

1. Rachmilewitz D. Coated mesalazine (5-aminosalicylic acid) versus sulphasalazine in the treatment of active
ulcerative colitis: a randomised trial. BMJ. 1989; 298: 82-6.

16 A%k R B OE Y
KHENX., BEHEBEOH MR T “MX9” 2T RANMT LI-RBEETH D, BIEBEMIILLTO®EY Th
%)o

NDC 68012-309-30 30 &%, ¥k

20~25°C TR (68~T77°F) TIRAETHZ & ; 15~30°C (59~86°F) X R#PHNTH D, [USP D
|':—'—»

SEJRE L (Controlled Room Temperature) | 2]
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17 BEHT Y U TER
BEIZ FDA THRRBENT-BEMTERL YA P (BEMIHER 25k o8 s2 L,

ABTIHEF OEFIZUTOERERME LIFET 52 &, ZOWERIIARN Z L2 OFNMERT S
ZEERZHMELTVD,

B B2 BT R RE TUIEE K OV )

KRN OFEIZL Y, EEa LT axTa A REIORIVEN TH % 5 R EHAE TTERE K& ORI B 23
ECHAREMERS D Z L a2, BFICHIT L2 L, ARV B2 25612138 RK50arsax
TuA RS VT D2 &, [BERNEH EOEE (F5.1 HROFES2 H) ]

Sz i)

FIEMHE A EOWE 2L FaxT o R2E5ELTWAHEA. KE XIHZB~DREZRT 5 XL 5 H
FIEE L, BT LGS, BEIESCHICHYEICHKT 5, KIEORBYEN 72 < @Y7 TRAiHAE
EZITTORWERIZEDO B EZEHONICIEMICHRET 52 &, BP0, BEFl., M@, v AL A
AT K D ERYYES L IR B~ LS ZAREA T A RN D 5 2 L A BFEICHAT S =
& [BEROMEH EOEE (5.3 1H) M)

AAND P55k
AKENZWATZD , DELTEY | FloleVET, KTHRIL]KA T &, AFOKRGHFFIZ7 L—
TIN=I Y a—AOEMEEZDL &L O BEIRET L8, k- HE (F27H) M)

ARG}

AFNIRBCE ERBE I TEENAN D A 72D, MRS U256 UIIEEN DN D 5513
ERINCERET D L O LB T L2 & [FHFEDETFRAZH T 3EMZHEIT SN (E8.1H) =
M
BRGETT :

Salix Pharmaceuticals, a division of Bausch Health US, LLC
Bridgewater, NJ 08807 USA

BGETT
Cosmo S.p.A.
Milan, 20020 Italy

7 A & A$EHE : Cosmo Technologies Ltd., Dublin, Ireland

KEFRFFE S 7,410,651; 7,431,943; 8,293,273; 8,784,888 8,895,064; 9,132,093; 9,192,581; 9,320,716;
9,532,954; 9,592,203 & TF RE43799

Uceris |& Salix Pharmaceuticals, Inc. X |3 % OB HE AL OBGRPGIE TH 5,

© 2020 Salix Pharmaceuticals, Inc. or its affiliates
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163 fXEFET—F—F (CCDS)
AFNDOAEFET — 4 v— K (Company Core Data Sheet; CCDS) % isfs1 55,
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Budesonide, FE 999315
Prolonged Release Tablets - 9 mg
Company Core Data Sheet (CCDS)
Page | of 18

Company Core Data Sheet
CORTIMENT
Prolonged release tablet 9 mg
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1.7.1 REERZh

AFNOFET D2EREXIIZNRIT,  [BUED & T EIEDTFEHIRTMERIBR] TH Y . AFOFLK
NCTHLTTY=NedhT 577 Y= FRA HIHHREGRBROMIIKE L LT a— ez ate

5-7 2 7% U F e (5-ASA) FRAOBF] KOAT A FRAOFIZAFIORFERZNSE UTORIRL, #
1.7-1 FOFE 1.7-21TR” LT,
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#1.7-1 FERDH—ER (1)
R HZ Y EE 250 mg
Wk5e4 aLF AL MEEImg 72— LEE 400 mg U 7 LA BE 1200 mg A~ HHEE 500 mg P 7V B U EE 500 mg
N YRR 94%
— x4 TFEV=R AHZT v AT AT v B S AT Y D
PN T2 VT Ty 5 S St T PN 1) s PN e 1) s PN D N
=ttt - B Y 7 HE T RS | B RS S YN Y SR 7 7 A =Rt
SEE LA TEEV N E R IR ER R TR ER R HEEREGR (EiEZ | \EEEREBK. REMHE
PRSI (FEfE % FR<) (FEfE % FR<) (EfE % FR<) BR<) L 2 m—R g6, IR RNG %
. . H g 3 2022 4F 12 Ak
T ZOii)EIZHEBZT 2032@10)%65@ 2039$2H851T ME HUET
(%6 1hR) (%6 2 fiR) (%6 1 /0 (%6 1 hR)
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#F1.7-2 FERZIm—Ex (2)
{oned L7 2TV 2 mg T 4 — A 14 0] Brya— 7 €1 3mg 7L R=5E 5mg
— &4 TFEI=F TFEV=FR 7L R=vuyr [HF]
N EA 7 7 —< Mttt VU T EEE T A CA ) RT e R
OWEF « /I srtsk
SR | IR (FE AR <) BIED & HESEDTEBII 2 1 — 55 T
B PR AR - - ’ (10) TLETRR « FRBMERZS . bR %
WA SCEWRTH | 2021 483 HekET (85 1R 2020 4 8 HikET (45 1 /) 2022 4E 7 HekGET (B 2 /)
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0152

20204E12 A 2ET (55 16K |

| F AHE e 1 0 5 B T

B R R
FRHE - 44

BB KRG RS

AYTT g

wrzmns” 3B Q=) s a00me

872399

IRFRA
WLoE G

22100AMX02265000
20094121

ASACOL tablets 400mg

&) R -EMEORTEICLVMATA L

.82 (ROBHEICEBELREVI E)

2.1 KA OB xT U EoE OO & 5 B

2.2 H) FOVIREEION LBBUEOMAEREO S 5 BE (KT
LVF—2RBT5BZNNH 5]

2.3 mELEHEDD LEE [9.2.1 ]

2.4 WERITREDD L EH [9.3.1 ]

3. fER% - MR
3.1 #Rk
W 9% % 72— )L §E400mg
R B 5 1 8¢ HIE A %5 ¥ »400mg
FUBERA, Ty Ty ) A= Vg M) YA AT
& om oA 7")‘/?3‘&177“%“/’7L\\ FIvr, REFV, )‘.57‘3‘}
WVEEaRY~—=S, 7T UVEEN) =TV, WL
b8k, =@ b8k, ~ 2 1 I—)L6000EP
3.2 BHIOMIR
W 5 % 72— )V EE400mg
- HE | RS~ BROpHEIEE T s VA a—TF 1 v TR
s ow O —
F 311 ]
K& (mm) 147 (Ef%). 59 (E#F)
JE& (mm) 6.5
P (mg) 5479
Ak a— ¥ 7ZP65 (PTPIZFLHR)

4. REER IR
BEMREBRX EEZR])

6. iERUHAE
WH. RACIE AT Y e LT 1 H2400mg% 3 250 T
BEHBORG T 525 EHBICE. LEECRLETLIHLIN
2400mg BRI G LT HZENTEX L, WEHHIZIE, 1H
3600mg# 3 M5 CAEBROXG T %,
B, BHEOREICL ) BEEKET 5,

7. AERUHAEICEET 2EE
7.1 1 H3600mg#x. 8MM %Mz TG LzBoARhME LM

LTwiwizd, #ReEG5E3, BH0OMEL HoBigl.,
TIERE, REDIRDY) S U ClE R Z EET 5 Lo
7.2 Kl 247 Y VEREMEHT 25512 27V
ELTORBGRMIIIMNT 22 L2 FBE L. RIS UIERE
REOMRT LT 2 B IE NI W SN0 G ITB L CldE
HERET A% L, TOICERT 52 &0 FHRICRED D
LNZHEITIE, RIS 5 4 E L) 4 L iE 21T 9

Z&o[9.2.2, 9.3.20 9.8 ZH]

CEELREREER

A A7 O — PR, MEEELDY PGS Twb o,
BEPIEREERET 22 Y, BEOREL T CBET
22k, [11.1.5 B8]

8.2 450, IFEERER ., WEHDHE STV b D, K5 H
1ZAST. ALTEDFREZ E= Y —T 54 L., BEORESR
T BlgRT 52k, [11. 1.6 BH]

o ©o

8.3 AR RYEAM, PMERIEAE, TER IS A S
TWwa7zd, HETMRIMEREZIT) 2L BHFEORELZ+
ICBIET AT L, [11.1.1 ]

8.4 MELDHME SN TWETD, FLEHIZMET I 7 -0
FEAT) L, BAORELZ T ICBS T2 L. [11.1.4
ZHit]

8.5 AT U ITL D BBUEIR (FEB. M. THI. AFIREREY
%) BRI DI DD Tz BBTERE SEAT
B LENHHID, BEARO L NG, I
G2k s % % EO@Y R NEZIT) 2 &,

LHENERZFIHBEICHTIER

9.1 AHHE - IEEZEDH 2 HBHE

9.1.1 Y5V ZRNWT 7EU I LI UBBIEDERTEDH 3
BE
ARG T A, MEICES S5 2L, EoR
MEOEIE. S TUE R X EREB O L) oMk
JEDIEIRD D S b2 GA 1. &5 2T 52 8,

9.2 BipelEERE

2.1 EELBEENDHIEBEE

BHLAEWZ L, BEENSSICEATIBZNEH D,
(2.3 BR]

2.2 BEENKTLTIVWSEE (BEELBEZEDHZ2BE
%z f&<)

PEIEASEIE L. RIEHRZD 5 b BENNDH S, [7.2 &

el

9.3 FFikaerEEEE

31 BEEGHEEDH 2 BH

BHELawZ E, FREENSSICEALT2BZNM0DH 5,
(2.4 1]

3.2 FI#EEDET LTV 8E (BEELTEZEDH 8%
%z f&<)

RBIPELE L, FIEHDP S 5bhsBZNN Db, 7.2 B

el

9.5 1¥43

TR IR LTV B WD & 5 K IE, BELEOAH R
W febtEz B2 E SN2 L5I0oRE5T52 L,
B RBICBWT, A% TV VI XA EEREHEO SN T
Wiz,

9.6 BILR

B LE OB R R OO LI 2 ZE L, R oMk
iFkE a5 2 8, & AT ABITT 5 2 &2 Hs
EhTna" Y,

9.7 /22

IR AR E L 72 BRRBIEER L Ty,

9.8 EEE

TOBIGE L RS EEICRG T 5 b — ISR (FF
BEfE. ITFHERES) 2MET LT3, (7.2 BE]

(L]

(L]

(L]

(L]

K20
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10. HE1ER
10.2 GEREE (BHRICEETB &)

K 4 55 RRAHEAR - F i 5 R - fakik7-
THEFATI Y | ERIESD S DD | XTI UHFATY) VR
ANVHT T Y | BEANDH L, FNET AT 2T —Eik

P2l o%E, Thbd
FAORHZEST L0
ﬁ%z‘)iﬁ)ém'mo

1. BEA

ROFWER DD HbID Z LW DHDT, Bz H5I24Tv»,

DD SN E I G2 IR 2 7% L) 7 WL %
179 2 &

1.1 EXLEIER

1.1.1 BEFRBMEN, AMBKKRDE. EPERIRE. BMmEk
WARE, FRERAE. M/MRRDE (W3 b HEART)
(8.3 ]

1.1.2 DBR. DER. BEX (I HEERT)

Wi O, MRS ED b eI, &5
ZHkd 5 % EW A LE 2T 2 &Y

11.1.3 BEMMERE (0.1%)

PR PRI (RIRTPEMG 25 IFMRERVENG 4655) b Sbh
LT ENHDHOT, WRIEEE M. S D Sbhz
i, B2 5 % EEY R ME 2T 2,

11.1.4 B (EEEARHT)

BMBEREDLDONLEZ DD D, [8.4 2]

1.1.5 BEHEX. 70— EERE. BF2 (WFhbH
JEAN)

[8.1 =]

11.1.6 FF2¢. FFMEERES. BE (IR HERD)
4™V, AST. ALT. p-GTP®_ L5455 % b5 T HEak s &,
WIERH LS VDb, [8.2 BIE]

) MBI AR Y L.
11.2 ZOOEIER

1%L E 0.1~ 1 %A HHEEA
JiiR3 IR ER S FMLERR A, HERBE | £
Hib#r NEJE. TR, PR, | W, ) o8 — X
L AL R, BB, |, AE, T
7 35—
JHF lidk Y Ve 8 | ASTHOIN. ALTHIM.
y-GTPYEIM. ALPHN,
LDH#m
Mk PRENAGHIN | BUNEN Mz v7s=i
morvrIE=vy
VT Ty AL
Z oM | CRPYEM . O, B, | JER. TS, AT,
SR (LOIER) [ RN
JEL IV — 7 ARRIE 5
TEL R I ER kb 52
iﬁhnwz)

i£2) BT a1 E 2% L Lz,

14. BALDEE

14.1 FHHZABEOTE
PTPEEOHANIPTPY — b 225 L CTIRH S 5 &£ 9 48
BI LT L, PTPY— FOFRIKIZ K D, BECHLAEEATE B RS
BT Ly HAICIZZEILE B 2 LU CHERR T 25 0 5 7 4 bF
EEIRT L ED Db,

14.2 FHIRESEHOIE
AANIHEFTAHHANTHLI L LY, »ITIECMET L &,
ERANEE KNPy 2 c E ¢l B s

14.3 EFIB/SHDEE
ISR DA LN DB AV D B o

16. EYEHRE
16. 1 MMARE
16.1.1 BEERE
ERE NSNS AH & 22 IR HE A 1B 5 L 72 B oo ain 3
REACHBEIE DR L TP BB 35 2 — 510
(ng/mL)

10000 ~6-400mg
-e-1200mg
—-2400mg

-+ 4800mg
Mean=*S.D., n=6

FREEEE

0 12 24 36 48 60 72 84 96
IRER (hr)

48 (mg) Toax (hr) Cpax (ng/mL) tyy (hr)
400 14.7+9.0 58.8+68.4 14.3+11.6
1,200 12.3+6.3 550.6+636.0 339+285
2,400 14.0+£59 719.6+566.1 24.7+21.6
4,800 18.0+11.0 1723.6+625.6 9.1+82

(Mean+S.D.. n=6)
) PG O ARG i S B B 1 H2400mgTH B
16.1.2 RIE#HRS
TEHERR A B M (6 B1) \ZAHK] (2452 & LT1IH1200mg,
1H3MmE) %7 HBKERORS L7:L & ol Rzt
ROWREHERIT2HE XD @FIREBIEL, HE&GREL
B LKEAZHE AV EE L 5hY,
16. 2 BRYY
16.2.1 BEOZE
TR AT (6 61) ISAHI2400mg % H.HHREIT$ 5 L 72 B
DM 5 & EHE% 512 X 2 REARO S HEE Ry /<
FTA=FRWKLI-L A, BB G SEY) 3 5 5
/8T A —F1%, MERRIIHGIIBIT 587 2= Lk
FIEEIA B 2R SN o 121
16.3 210
16. 3.1 #HEERIT
42 (661 ICAK400mg% #E %5 L. %5220 12
AN - RIS BT 2 KNI 2 I L7z, 2 ORf5H, #%
G22I [ 2 DRI BE R A3 b i < /M BB - T
EOKI0f %R L7
16.5 HEitt
FEHERR A BV AH & BR85S (245 Y ¥ & L T400mg.
1,200mg. 2400mg. 4800mg) L 7z& X 05 %6H:H T
DHEPLG T B RELRO R P PEIEER1303~12%, 7+
FVARD PR HEIESR1Z171~236%TH 720 F72w AV T
v & LC2400mgf 04.800mg % H AR 1#H G- L7z & & 0¥l
%96IF [ £ T O RZALIR D FEh P =1340.1 ) UF31.7% T >
72 F720 TR F VRO FTEHFHRIRIZ5IR O21%TH > 720
720 AHN O SR APHE R O PN 5 O RS 05
BIIA SN Ao 721,
) HnP 5 oKR R R, SIS 5 1 H2400mgTH %o

17. BRER R AR

17.1 BEHMRURLMICET 5558

17.1.1 ERE M58
FEL PR O 80 0 S 2 A o0 1 5 K S 26 FR S % e S
L7 R B RBR O RE, AFlo 1 H 3RS0
B 20 B A AMEASRD S0,



(1) EBHHAOBEEXGERBEICHT 5BR
B O WK 9B R B

st [UCDAIZ T D
I RN I 2 I T
B me B Grmpnan (%) (%)
[95%fZHIX ]
2000 | 12 58 1a03 (20/66) |455 (30/66)
[0.7-23)
S 29 (1=62)
A n=
3,600 (0335  |453 (20/64) 641 (41/64)

BN OBEAE R S5 2808 (FEHRERER)

. P N D)
. ThEJE UC-DAIZ 2 7 Dy
EIM (e para=7)| eI GETHER)
3LLE 2,400 17 (n=23)
. 5LF 3,600 18 (n=27)
8 W [
6L 2,400 1.3 (n=35)
8T 3,600 37 (n=35)
BN OB E RIS 3 2805 GRZEDILAS ) BI)
EeasRii S LD
B AEonA | (g |VEPAZ T ORI
1H3 T
X 2400 18 (n=22)
[N P
3,600 17 (n=23)
8
2,400 1.3 (n=36)
Zoft
3,600 36 (n=39)

1) UC-DATA 27 @ PR, mfl, KIEMESEHRAEIC X 2 H;
BT R, EERR O AR O 4 JHH % mfdb L7z A5t
WA= (F 5 R OUC-DAIR 2 7) - (¥ H) 2 W DUC-DAI
A7)

H2) B RACHERIC BT AUCDAIZ I 7 A2 BLF, A2
MFER T 7 A0 2% - 7Epl 2 Sif e LTI L7,

A:3) ARE  WIRICES 2o ZIEFI O 5 BUC-DAIA 27 D
BN 2V ETH - IER R eE L LT, BiH L SaEpl %
AR E LTHEI L7,

BRI O FEBUBUE 1. 2,400mg T C40.9% (27/6661) . 3,600mg

TET484% (31/64%1) TH o720 EHENEMIX. 2400mg

HECIRIPNAGHIN13.6% (9 /6661). CRPHIN. TFEEEREL

BN 49.1% (6 /6661). 3.600mgh CRANAGHMI12.5%

(8/64%1), IF Y v ¥ »Hin. CRPEIN 47.8% (5 /64

'ﬁu) ’(“?) ol f:o

(2) ERBOEEMXBREEICHT IR

R O W N B T 2 AR

e 5
(mg/H)
1H 3m

MAEDIEFEBIH (%) | ek’

BRI [95% {2 I 1] %)

769 (50/65)
(64.9-86.4]

TE4) JEFAE A 27 1 LR, ADOUCDAIR I 7283 Bl
Ao TER A THR & L. THRE 2 5 Ledr o ZERH O

HEE LTHH L,
RIVEH OFEBIBEE X, 44.6% (29/6561) Tdh o720 F 72
REANE, JRINAGHI, EE Y VY V8, ff e
VOV E BN, SRR %9.2% (6 /6561) Tdh -7z,
17.1.2 RiFEMEER (1 B 1EREE 1 H 3ERE EDLE)
TR R K s 98 B 2 RIS, ARHI2,400mg/ H % 488
W B G L 72 B o MR D WL iR e &
YEHIIEH & LC1 H 1 S50 1 H 351237 5k
HWEMGEL 720 T ORR, TR TSI BEES

.20)
72

4838 ] 2,400 80.0 (52/65)

i | FEERET (%) | BERIET (%)
ik TR | onosfaiiIk ] | [95%(S I 1]
884
LH 1 301 (843:91.7] 13
. 396 [-6.2-3.7]
1H3H 299 [85.7-92.8]

7E5) FEFRRE  mfE A 27 1 MLk, 2 DUC-DAIZA 27253 LRI
Lol R TR E ER L, TRE 2O Lo ERKOEEG
LLTHINL 72,

#6) 1 H 1 Wm¥ebdt-1 1 3 m¥bit [95%EHXH], ELHEO
GAAE : -10%

7)) I R O TR OA MK & 7% - 72 2 Bl BRI L 720

FIER OFEBUHEE X, 1 H 1 m#ET43% (13/30261). 1 H

3 MI#ES3% (16/30161) TH o 7zo FEZEIEMHIE. 1H1

o] # TR ANAGHEIN1.7% (5/30260). 1 H 3 nl# TR

NAGHIN1.7% (5 /30151) . B mi1.0% (3 /30161) TH -

720

18. EhEIE

18.1 fEA#F
BRI ZVEH, — BEIHERENEEH, 1177 = = v-2-
EZUNe KT INT I AIViRIGCHE. IREEEEILEH 7 K
a4 a b)) UBAEEIIER 24 L Gnvitro) 2%

18.2 ERRIAKBRETIVICHE TR
3UTFALT VIEEF VY ATHERSNLKBRET IV
ZBWT, AYF5 Y r100me/kgD TG L 0, Mok
L RMERFL AN~ b2 ) MEDBEIN KL O A M ERELD I
LAERD TP,

19. B2 CEA Y 2L HVFR
—REEEFR : A5 T (JAN). Mesalazine (JAN, INN)

1t % % :5-Amino-2-hydroxybenzoic acid

4 F X CHNO,

4 F =E:15314

13 WA, RIR A S AR A O O S o
MRTH 5o
AKITHD THEIFIZ L, =77 —)b (995) 121F
LAEET RV,
FIRIIET 5o

1 EER

HZN\@COZH
OH

i = 280C (409)

20. BBV EDERE

20.1 Yo —uZERHEHBZITRAE BT TRIFET 2L,

20.2 WIS & 0 PRI HE R RITT 2 e 520, IHE
AICPTPY — b2 S8Rl 2 WU 4 2 &,

20.3 LA, BREBITRETLIZE, 2B, H
B @NTORIFIL#IT S Z &0

20.4 HEIDOBANTOETICL D, SNSRI A S 1] REMEAS
HHOT, WHRWCICIZEETLZ L,

22. @
PTP@# 1008t (10%Ex10). 500%¢ (108E % 10%5)

23 FEX@Ek

1) World MJ et al. : Nephrol. Dial. Transplant. 1996 : 11 :
614-621

2) Gisbert JP et al. : Inflamm. Bowel Dis. 2007 ; 13 (5) :
629-638

3) Deltenre P et al. : Gut. 1999 ; 44 : 836-838

4) Braun M et al. : Am. J. Gastroenterol. 1999 : 94 : 1973-
1974



5)
6)

7)
8)

9)
10)

11)

12)

13)
14)

15)

16)
17)

18)

19)

20)

21)

22)

23)

Laidlaw ST et al. : Lancet. 1994 ; 343 : 981-982

Turunen U et al. : Scand. J. Gastroenterol. 1987 : 22(7) :
798-802

Klotz U et al. : Lancet. 1993 ; 342 : 618-619

Christensen LA et al. : Acta Obstet. Gynecol. Scand.
1994 : 73 : 399-402

Jenss H et al. ¢ Am. ]J. Gastroenterol. 1990 ; 85 : 331
Nanne KH de Boer et al. : Am. J. Gastroenterol. 2007 ;
102 : 2747-2753

Szumlanski CL et al. : Br. J. Clin. Pharmacol. 1995 ; 39 :
456-459

Dewit O et al. : Aliment. Pharmacol. Ther. 2002 ; 16 :
79-85

Agnbholt J et al. : Lancet. 1989 ; 333 (8647) : 1135
Foster RA et al : Inflamm. Bowel Dis. 2003; 9 (5) :
308-315

Nanayakkara PW et al. : Eur. J. Intern. Med. 2004 ; 15
(7) : 470-472

Hiroaki Ito et al. : Adv. Ther. 2009 ; 26 (8) : 749-761
Hirayama M et al. : Mol Pharm. 2011 : 8 (4) : 1083-
1089

Hiroaki Ito et al. : Inflamm. Bowel Dis. 2010 : 16 (9) :
1567-1574

Hiroaki Ito et al. : Inflamm. Bowel Dis. 2010 : 16 (9) :
1575-1582

Yasuo Suzuki et al. : Inflamm. Bowel Dis. 2017 ; 23 (5) :
822-832

FNEHR : AY T Y OB - 7Y —F TV AHVITH
T A1EM GRIB4EHH : 20094E10H16H. CTD 26.2.2)
HNER: 25V r0g5 vy FEBEEANER» S0 4
I M) OB EARMGIER GREEAEH B 12009410016 H .
CTD 262.2)

Hori Y et al. ¢ Jpn. J. Pharmacol.,, 2001 ; 85 : 155-160

24 XEFEKRERVEVEDES
VY THRE TS BERMGRE
T103-8351  HUHR I YLIX H AAR/MiHHT10-11
TEL (03) 3661-0277 FAX (03) 3663-2352
ZHER 9:00~1750 (LHALH - BALRSER 25 <)

26. BUEHRTTEES

26. 1 BUEERSETT
) 7 HEE TR A
FORARH UL X H AAG /AN IT10-11

WA
BU7HETEMRASH
ERHFREEAE AT 10-1]

K20



NOS

¥20204£10H AT (55280) | BAREREIEES

20194E11 HEET (B8 1) 872399

B & RAETRE

HINHE ¢ 3 ERMAEREES FRERES | 22800AMX00689000
AUy BRFSRINE | 20164E11H

AL 75 S R )

1J37JL3 £E1200mg

LIALDA Tablets 1200mg

) FE-EASEOLAAZICIVERTS L

2. 22 (ROEBBICIIBS LBV E)

2.1 AEIDRRFITx LIBEEEDOBEERE D » 5 BE

2.2 B FOUBEREIOS VIRBIEOBFEROH 5 8E [RXT
VX —2FKET BTN H5.]

23 HELRBREDHHEE [9.2.1 BE]

24 EELRFEEDOH HEE [9.3.1 2]

3. #HRK - MK
3.1 #8A%
BRI 15 HRFE A¥ 7> 1200mg
ANAT—=RF FU T L, ANFINET, RF
7YV BRI AR TSy a—
wgn VETRUTLL SUY L AFTY S BY TR
" YA AZZYLEBEIRYT—L, A7) LB
aRY<v—=S, JTVERNIIFL, BILFH >,
=TEEgk. <270 3—16000
3.2 SFIOMIR
AR FIBETHEAED 7 VAT —T 1 VT8
ik Rl ik
54 (mm) Q}” @}\
—
20.7
Hit (mg) 1385
A — K 5476

4. SHEEX [E3hR
BEEAER (BEZERL)

6. RIANRUAE
WHE BAICIEAY T Y & LTIHLER,400mg % AR
59 %, WHWE. BF. RAICEAY T Y L LTIHLE
4,800mgz BRBELHREG T 54, BEOREICIVEEREET
%o

7. BiERUHEEICEEYT 535

7.1 1H4,800mg#»#59 254&1%. BE5HMIABSHEMZBRICED
HEFHE L. BREMELZVWI &,

7.2 KHlZ AT S Y UEBRAIIIALH EGFHT A5EEICIE. AT
FYVELTORBEENIEINT A2 E2EE L. BICH XX
BHEDETLTWABELVICEBRESEADBEICELTIX
HEHBET 22 L. +9ICERT S &, HARICEEIRD
ENEEICIE, HMEBXEHFIET 22 E0BY 2 NELZTS
&, [9.2.2, 9.3.2. 9.8 ]

8. EELEAIER

8.1 MEMEBR., &7 u—HEREH. BAErMEINTVET
O, HEFRIEREEZMET 54 E, BEOREBZ +2I08%
TBIE, [11.1.5 ]

8.2 iTHeEREE . TR, HEAMESA TV L0, BEHIX
AST. ALTEOHEEZE=Y —d 24 &, BEFOREZ T
IKBET 2 &, [11.1.6 ]

8.3 FAARMAI. FLMBEAE. MERIRE. HIMIREAE.
GFHRERAME . M/ IMUBAMER S 5 b2 2 ENHBHD T, &
SHEPRIMEREZITO> 2L, BEORBEZT2ICBET S
Z&, [11.1.1 2]

8ARRNPHODONLZIENHBHDT, RESHMFIIIMIET I
T—EOBMEZITOIRE, BEOREZ TDICBEITHI L.
[11.1.4 ZH]

8.5 XY FUICKDMBBUER (FEEL. . TR, FERIRES
%) BRETLIENFHY ., o, BEERBRAPELT S
ERHBH0. BEDPROONTZHEICE, HEXZHRGEH
1E9 2% EDHEYILNEZITD Z &,

9. BENBEREFIIEEICHT IR

9.1 BHIE - BEEEDH D EE

9.1.1 SYRILT 7 EUIVICH UBBIEDEHEED % % EBE
e oS, . HE. BELEBXIREOL nAa%D
WEGEDIERD B 6 bNIGEICIE, HE5E2FHIET AT &,

9.2 BikrEEEEE

9.2.1 EEREBEEDNHZIEE
BELEWCE, BEENSSICEATLIBZENIH S, [2.3
]

9.2.2 BRENDEKTULTWVWREE (EELEBRESDH S EEZH
<)

PEMASEIE L. BIERA D5 bsBENFH 5. TEEDS
HEOBSEEBRZ IERARBCIBRNASINTVS, (7.2 2HE]

9.3 FFikEEEEEE

9.3.1 EERIEENHIEE
BELEWC E, FEEFSSICET2BENIDH S, [2.4
28]

9.3.2 [FEEDETLUTWVWR EE (BEELHESDSH % EEZH
<)

REPEEL. BEHEFAP DS DNEZBEZNDTDH S, HEEHNS
HEOFEERSZ IERRBECIRNAESNATVS, [7.2 2]

9.5 HiF
IR SAIIEIR L C WA RTBEE D B B kI id. BB Lo AR
Maktkx B2 SN ABESICOABET S E, BB,
BMREICBWT, AT YK B EFEEIIED SN TY
2\,

9.6 {%7.I%
WELOERERUBAREOAREEZER L. ZALOMFEX
BrhikzBEdT 8, XSV VTR TR ARITTS S
ENHESINTWAI, £z, ARICTFRSEE 3 2 & PHE
ENTV3B4S),

9.7 INR
INBE RN RE LA RO R IEEE U ERRERE
FEE L TR,

9.8 EimE
TABELAFSEEICRET S &, —fRICETEERE (B
BE. FTHRES) PMET LTV, [7.2 2]

10. #HE{EA
10.2 HAEER HAISERIB L)

R 7% HRRREIR - TEE 1% W - R
THFEATI) | BRI DS DN | AT SIHF 4T
ANHTNTY | B2BENNDH S, VAXAFIVET VAT
> IKFI Z —YiE M & E T 5

"E, TIN5 DOEFD
REZEET 2 L OH
EWdH 5,
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11. BIEA
WROBWERAH 6 bNBZ ENHZHD T, BIEZTDTITITWV,
BEPRDONIGEICIRE2HILT 5% EBY) 2 0E % 1T
AT &,

11.1 EXFEHER

11.1.1 BETRMAND. FMECHAME. SEBREE. BIMmEkES
fE. IFPEREAME. M/MRRAME (W3 11 b SHEREH)

[8.3 BIE]

11.1.2 DEER (0.1~ 1%Ki) . (DERR (BEEAE). KRR (38
FEANEH)

Mo, DEREE. FKEPRD SNEEICE. #5%2F
1ES 2% @A MEZITH> 2 &,

11.1.3 BAEMHEE (BB, SSEEhmN. [EEN. FPERER
TERHREE) (0.1~ 1%:A3)

RIS, BE. A D S b izigaicid. &E5%291E9 5
T EHEY) L NBEITH &,

11.1.4 BER (EEARH)
[8.4 &IE]

11.1.5 BEMER. X70—CERE. 812 (WINLHEER
BH)

[8.1 BIE]

11.1.6 FFHEEERESE. IR, BE (W3 nbHER)

AST. ALT. v-GTPO L#7%E% S FrirerE. %, BB
BHODONDZENH B, [8.2 2IR]
11.2 ZDHDEIER

1951 0.1~ 1%kt SR
- 2R, BB, 7 | GKE. AR,
B LLE—RIS R

i AL, BB

B RRE 2¢ | BEERZ NG, B, N | KEEZS. TEIEARR.
HLE | oEA L. 7 3R, mEPRT Bl B, MR
7 —XH#m

Y LE 8| Al-P#AN. ALTH
JERE |0 . ASTH#hN., -
GTP#n

RAEN-7XF | RPEABE. RAb | 7 L7 F=#m
JU-B-D-7 )| Ik

e ¥ (NAG) #
i
B, RH. BRE|EARE. . M
ol S EBEDE . | FIE. SR, 5

{EER. 5. CRP | k. &8, Vv —7
i AR R

14. BALOFR
14.1 FRIFAREFOER
14.1.1 RIC & D EHEICHEERIZT I ENH 210, FHlz
PTPY — b2 5HD H L —EULFRAIT 5 2 ST 5 2 &,
14.1.2 AIC K2R TD RV &,
14.2 FRIZMEOER
14.2.1 PTPEEOEAZPTPY — b2 5WMO M L TIRAT 5 &
S1EHIHI L. PTPY— hOBRKICE D B HARHSRE
HEAFIA L, EICIREEB I L GRIBARSOEE L A0
EEHFET B EN DB,
14.2.2 [RAERTICPTPY — b2 SEEHIZ MO HSEH Z &
14.3 FRIRSHOER
AHNIRHHERF cH B LD, PETIRAT S &,
14.4 FRPRSEOER
ERICSAINROONB ZEND B,

16. ZE4Y)ENHE

16.1 MEE

16.1.1 BERS
TERRRA ICARA 2 M A B AR O#RS (X952 & LT2,400mg.
4,800mg) U7z & & O IMmsERARE(LREE QWS K OB/
FGA—FIRZUTDOEBYTH o720,

(ng/mL)
25007 —o— 2,400mg3’9‘5‘_—3’v¥
iiél 2000¢ —o— 4,800mg % -1
;’E Mean+S.D., n=10
5 1500+
g
1t 1000}
& |
& soof
LA
6 12 18 24 30 36 60 72(hr)
5%
HEREIST R — %
?9:5}% Cmax tmax ti2
(mg) | (ng/mL) %D (hr) &2 (hr)
KBk 2,400 900+922 | 25.0 (6.00—34.0) | 10.5%+6.95%
(AFFYY) | 4800 | 15914932 | 260 (6.00-34.0) |6.55+1.76%)
PeFUk | 2400 | 1398+765 | 25.0 (6.00—36.0) |7.62+3.92i5)
(R#m) 4800 | 2548+1192 | 26.0 (6.00—34.0) |5.74+4,09%5)

#1) Mean=S.D..n=10

##2) Median (Min—Max) ,n=10

#3) Meanz*S.D..n=4

#4) Mean=S.D.,n=3

#5) Mean=S.D.,n=6

16.1.2 REKRS
AEIE1HIE7HBERERO®RS (252> & 1072,400mg.
4,800mg) L7z & ZDMERRE(LAFRE L. WThoRHEED
ICREROR 5 %A CERRBICE L. RERORSOR
HEF G RO MFFRE(LAREOHERIZ. B2 btagMHEEL
T BRI O SR B L T L7z,

16.2 ORUN

16.2.1 BOlgS
AR ARK Z B R EREORS (X952 & L T2,400mg.
4,800mg) L7z& &, REMGKE T F ViAo RBPIHHEOAFT
POEE LAY S Y Y OMUNRIZ22.7%, 17.1%TdH - 725,

16.2.2 RE®RS
BERANCAFIZ IHIE7HRRERO®RS (A5 &0LT
2,400mg. 4,800mg) L7-& &, KB L 72 F VRO RFHE
MEOEEIDPOSFHE LAY T T OMRINEIZ22.6%. 15.1%T.
MR BERRO%S L FEETH - 729,

16.2.3 BEORE
BFRA AR ZBEZEORS (X952 &L07T2,400mg.
4,800mg) L7z & EIMTEFREMAER T & FIEOREHR,
PREPHEI R TR, BEICEIPFELWEEIIZDONE» >
726,

16.3 51

16.3.1 DHsHE
RIS ARA Z B R EREORS (X952 &L T2,400mg,
4,800mg) Liz& ZDHMPFONHEER (Vz/F) &, 1,735L,
1,072LT®H > 726,

16.3.2 MIFEEFESER
AYT IO MUEEAKERIZL42.9%. TEFIVEDOE b
EEMARIZTE.2%DH 5 WVIF83%TH 1278 (in vitro. JFEA
TF=%),

16.4 {8
AH T E. ELHEEREON-TEF LTV X T 25 —F
(NAT) IZXDT7EFNME (N-TEFLRATFSIV) IESPH,IC
R#ENB910, 2B, EMTBWVWT, XTIV RKREDD
NATHZ KD 7EFMLEn B D6, CYPZST Lzt e
OHBEEHNAE U S HEE IRV & & 2 5hiz1112),

16.5 kit

16.5.1 BOligS
REERRR N ARK] 2 BB EREO#RS (X552 & L T2,400mg.
4,800mg) L7z& &, H%EH720MEE TOREED RPHRIER
3RS ED0.753%. 1.14%. 7t F IWARD RFPHEMFRI£22.0%.
15.9%T# - 726,

16.5.2 REKRS
RN ICAF Z 1 HIE7HBERERZOKRSE (A7 0&LT
2,400mg. 4,800mg) L7-& &, Ml s BB TAFRERIZHE
EETH 726,



16.7 E¥EE(EA
— B EAEORER (TEFTVIIY Y, YT FH Yy, R
FE=FY =), 2T 7 A NEHY =)L) OEMHFEICHT S
RO BE LR, BEYHEEERIZRD shkr o713,

17. BRIRRRHE

17.1 BMERUREMECET H5HER

17.1.1 ENSE MEERARGEER (CEENHIDESERBERES)
B~ P EOE B OBBE B REE 2 MR E LT, KAILH
LE48E (AY 5> &L T4,800mg). pHIRTERI X 55 2 Vit
FEBAILH3E9%E (A YTV & LT3,600mg) 5 L-_H
BB (RSHESHEME) ItV T, RAlOEEHHOE
BERIBRICN I 2 BRENRED 5 iz,
RIMEFIFEIRSERE & AAIR58ET26.4% (37/14061) TH -7z,
F2EIEAIE. RENAGENEOIAE Y LY V#ENE5.0% (7/
14061) . 7 35 —E#M2.1% (3/140f1) TH o719,
TEHHHOBBEERBREF I 2008 (RS © 8HER)

UC-DALZ 2 7HD 0%t & HRRIE
5w w | U e | TR
(A= (N =1 i
OSHEBRM | (oo e | OSWERERL | oo
A 26 434
(IB1ERAD | [-3.0--21] Ll 3(i70 g | Bl oy 4172‘284 3
4,800mg/H (134#) T (59/136f) S
AFTYY 18 305
(IH3EMA) | [-23--14] - [22.8-39.2] -
3,600mg/H (1298) (40/131)

1) BHEEE. ME, B S SIKER £ CONRSHREIC K SRBEATR.
R & 5 2RIEHT 04D OFHEEE %2 2 h 2 N0~ 3D 4BHET 2
a7{bl. AtLzRa7 (Ra7o#H : 0~12).

12) HEHKRTEOUC-DAIZ I 7 A2 R A2 D M{E 2 a2 7 0D ER] 2
BREERL, BRE L IEROEIEE LTHE L,

17.1.2 ENENERFATRR (ERHOSEEXBRESE)

BERHOBBEKBREZEZTRE LT, AFIHLIEREE (X5 T
D ELT2,400mg) . REEHRFIL A B T 2 VRS E #AI 1 H 3]0
OfE (AU Y& UL T2,250mg) %5 L7 ZEEMEER HLEG
B (B 5 HI48ERM) 1BV T AKREIOE I OB KGRI
NI 2EREPRO SN,

BIERARBEE L. AREEHT17.0% (17/1006]) Tdh -7z,
EREWER X, BBEEKER4.0% (4/10041). RAENAGHEEMK
OREER I 452.0% (2/10061) TdH-7215,

TR OBBER G R BE NI H2R (SR © 483ER)

MEDIEFRE BREE)
meg | gmme o | 7CF | mm | R
(OSHEIKH | (ocpr | OSHEERML | o
] 848 6 131 49
(1B 1ESH) | [76.2-91.3] ) [7.2-21.4] .
2,400mg/H (84/99%1) 391761 (13/991) (149-5.2]
AHTTY 780 18.0

(1E3E8E) | [68.6-85.7] - [11.0-269] -
2,250mg/H (78/100f) (18/100f1)

13) MEZI 71 E, »DUC-DAIZ a7 #3LL k7% - 72 5ER = F
MREEF L, BRE Lo EBOEIGE LTRE L.

18. FESpEIE

18.1 {EAF
AY T, IEERBEREEOUIH16-20 | FHIERRHREIC & 2 M
/RS EOMH21-23) . RUF F ) — AR FIEELZ B Ey
(PPAR-7) iE#EAL24) . BAKT kB (NF-«B) WEfEbo
12527 7 73 N U BRAHIRE R OMH2829) AR 2R S—E
DYEEAL3D) 2R L, Cho OERBFIC LD EMER RS EEZS
nTtns,

18.2 BBEMXBRETIVICHT 2HME
AHITVVE AT VFEHEBERBRAETIL (EVEY
B) 3D, BERESREEEABRETV (T b) 32 KRU246-1Y
= b ORVEY 2RV EFAREEERBRET IV (T ) 394
BOCEBRERD S VIZEHEAITERTEE 2,

19. B ICEY ZIB{L2HAR

—RIBFR © XY 5P (Mesalazine)

{ft % 4 :5-Amino-2-hydroxybenzoic acid

7 F K :C/H/NO3

% T E:153.14

{3 R aaE WKREXIEHEREEORSR TS REORERT
HB. KIHDTHETFICL L, ¥ /=)L (99.5) I
IFEAEBT RV, HERBIZET S,

b= HoN = COH

|
OH
21. AR
Bk ) A7 BB LD b BOCET 5 L

x22, G%
PTP : 565 (85Ex7). 2245 (8%Ex28)

23. FE#k
1) Jenss, H. et al. : Am. J. Gastroenterol. 1990 ; 85 (3)
331
2) Christensen, L. A. et al. : Acta Obstet. Gynecol. Scand.
1994 ;73 (5) :399-402
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(ng * hr/mL) | £12,961. 4%1 | £10, 722. 4% | £18, 400. 0% | 14, 999. 3%
SRl AR A
#1 : AUCo214 #2 : AUCo-72
16. 2 BRUR

16.2.1 BEOXE
BRI AT L LT, 000mg (20 & H§E250mg 45E)
EFREBEWERO#ESL L L& ZEFICHSKRE AL OT &
F VAR D A IR EEHERS AMK T3 200 2 78 L7283, 51296
M ORI R DR ~OPEIERIC 213 22 hr o 7259,

16.3 97
BEMBARIZIAY TV TRI%, 7 EF LTRSS TH > 7=

(in vitro),

16. 4
AV T ANIEHIIHAATHAN-TEF NV T AT 2T —F(C
Lo TEKNTT EFAKICRBIEN D,

16.5 Heiit
TERERRAIC A YT V0 & LT, 000mg (> Z ¥ 5E250mg 45E)
ERBHEBREOKESL Lz & &, 96 % o bR JEl =%,
28.4% (7EFMEL LT27.7%) TH V., FEPHeRIZ50. 0%

(TEBF AL LT23.5%) Thor-5,

TERERRAIC A YT V0 & L T2, 000mg (4> Z ¥ §E250mg 85E)
Z1H2ME, 6 AMKERO®REG UL &, JRPPEIITE 5544
HBARB P E R IRBICE L, AWNEREBIAIEERD S,
1445 £ CO REER P PEMERIT34. 7% (TEFAMIERE LT
25.6%) T —-7=%9,

17. BRER AR

1.1 AR URSMBIT H5

17.1.1 ERLERBRE STHEKRHR

[P 0> P B C 3l & 7 — B MR A B A & e R
BT, AH OB RAEE ST 1891 0 B R OB T £ 1
DEEY THHY 9 2,

H1 FR R R
L LSS 12w n Ly

#: B 5131 A sEER S
BEMERIBRICKRT L Cid, ZHE BRI ) TARA
DA RMERTD T,

17.1.7 BERENHASLERER (184, 000mgiE5 L2, 250mgikE
EDHE)
TR R G (UC-DAIA =2 7% 6L 8LLTF) DVEEMER
B (EBRMAKRL) 1236255 LT, AFE1A3
[F]2, 250mg X 1% 1 H 2[5]4, 000mg % 8 [ 15 #%5- L. UC-DAIA =
7 OUEE IOV TLHA4, 000mg#% 5-0 1 H 2, 250mg# 5-12% 9~ 5
BEE 2 MRRES 2 EE A L S BRI TRERD bR & e L
2o TOFEFR, UC-DALA 22 7 OFEHIHOLEEITBNT, 1
H4, 000mg#e 5001 H2, 250mg# 512 %1 A& IME RS HREE S iz

(#£2),

B 8 BAE R 132, 250meg % 5-BET25. 4% (16/63%1) . 4, 000mg

BERET21.7% (13/6041]) TH o7z, ERBMERAIX. 2, 250mg

WEHTIIRT B-NTEFADZ L ad I =& —F (NAG) 4N

6.6% (4/61410) . I/ IREIEMNA. 9% (3/6141) . IFBRER E 4y R

4. 8% (3/63%1) ., H ALK OASTHINS. 2% (2/6341) |

4, 000mg % G- TIFR HFNAGEE AN 10. 0% (6/60f]) . MY e

HEANG. 0% (3/6045]) . U v oRERE S REA3. 3% (2/60f) T

Hotz, [1. 1]

#o PEEES, M, NREREIC L DEIER. ERC LD
BT DS TE B 2 0~3D4BETA a T L, AFFL
A7 (0~12),

%2 FEHERBRICI T DUC-DAT A =2 7 Ok E i

g | BT | musme |meige | SRS
NEES # g -
BA%AE H SF AR 21k e
2, 250mg -0.8
syt | 0RO | 6136 | T g
4, 000mg -3.0 [-3.4~-1.0]
(isgys | T-0£0.8 | 40520 |00

#1: W5 5EXLE 3
#3 ;R R YE R

#2 . B G5 EIZLA 2B G-
#a o SR, [95%(F X ]

¥ t-HUE  t=-3.705, P<0.001
17.1.3 BERFENARZLEERAR ((B1EERSL1BIERE LD
LB

BARENE S E RIS B 30161 % %5 & L CAAFIZ 1A 1B (1A
1, 500mg X 1%2, 250mg) X1 H3[E] (1[a]500mg X 1X750mg) %52
MR RERG L, ERERRICOWTLE 1E# S 01 B 3E#% S
x4 B IELVEH GRS 2 MAE 2 b — BB BRI T HE R e el B
ZEM LT, T OREE, UC-DAT A = 7 Tkl U 7= SRR 3R 12
BWT, 1H1EES 01 A 3B G252 IELTERBREE S iz
(#3),

BIVE S BIAE R 131 B 1] 3 58 C5. 9% (9/15241) , 1 H 3EI#5

BET4. 0% (6/149%1) ThH oz, EZRENWEAIL, 1A 3B 5RE
DELL.3% (2/14961]) T -7z,

3 HRMERFR
gt | sy | LT SRR | e oo
1H 1] 141 112 79.4 78
LA 3/ 141 101 71.6 [-2.2~17.8]
#1 B 552 % AT IERFE TITER Lo 7o BRaE 4%

#2 o EARMERFR (%) = (CEMRHERF L7- MR S~ B ) X
100
#3: 1H 1A G — 1A 3R 55 [95% XM, FEHE~—
v -10%
18. FExhFE
18. 1 i8R

ARANO TR VERABET & U CHIEMERIE & i S AT Rs %
FHEL, REOEREMABOEELZNGITL2 L, KOa A
=2 b U= By (LTBy) DAL ALZEMH L, 2IEMEMAL Ok~
DIFEEIHITDZ ENEZLLND,
Fo, TOMOEREF L LT, BN Oe A X I VilE
BEPIHIMER . /IR EACIR - (PAF) OASAINEIER., 1
vH—aAFxr-18 (IL-1B) OEAMGERN L LT
W25 ATREMEHESR S D,
18.2 EHMEARICXT 5/ERH
In vitro {238\ T 7Y —3 % (DPPHL)
IKFBHEIER ., WHIEREEA 4 HEER.
H (in vitro, in vivo) 73ER®D LILTED,
18. 3 LTBsI=x3 %16
F v MEFTERTOLIB/EA R 2 i L7~
18. 4 BIMETIVIZHT ZEENHR
18.4.1 BABEMXBRAEUETIL
(1) 7 v MEFBHERETMCE W T A YT VU ER50, 100mg/kg
OO CHBERBEEIHIZ RN S,
D) VY XAL-DMI T =FRETACBNTCAY TV UE
B2 150mg/ kg DFE O 455 CH B A EEMHI RS RD S 7259,
18.4.2 4y 0—VRBLETIL
Z v FINBBRET /VIZEBWTAY T ¥ U RIS 0mg/ kg DFE 1 #
5 CH B REEMHIZ RO L),

EITIEA. Rk
IR NR B 4 1

(in vitro) 57,



19. FRES BT 5 BIEEHMA
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16.1 MFEE
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ZALNTWD, Fi, MENEHIESD >/ ERE DM Ok
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PHARMACEUTICALS

2023 4F- 5 AfERL (Ver. 1)
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CORTIMENT® Tablets 9mg
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2. B2 (ROBEICITBRELAELNI E)

2.1 RFN DB LiREUE OBEERE D & 5 B3

2.2 TAET VUV UBRBREAK Y (BT DR SR
W XD REHER) RGP oBE [10.1 21]

3. #RL - MR

3.1 #R

5244 o LF A MEE Ing

HEhk5y 18 75 Y =F 9mg
HASEAR Ty, FEmeLro—2 RELvF
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L, (1711, 17.1.2 /]
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16. 2 MRIX
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16.3 9%
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BMRBRICR LT, BREREZ 7T Y =F (150pg) %

SEﬁHEWT&ErLtk A, FEHBREORDNRED b

7oo MURO T HRAEID SR o72 19, NARL—

TNBS #FFE MGk LT, BIGFReH 77 Y = K

(200 1 g/kg/day) ZREOBE L= L 2 ARIEDOERNT
LTz, PIREERITREINTH D RHEW)TRN & 2VR
sEhi

19. BIESIZET HEEFHHMR

— %4 - 757 Y = (Budesonide) (JAN)

{b%:44 : 16 o, 17-[ (1RS) -Butylidenebis (oxy) 1-11 8, 21—
dihydroxypregna—1, 4— diene—3, 20—dione

413K ¢ Coslla06

53T @ 430. 53

Al AN 9 240C (O fR)

R 7T Y = FidAa~ME A aors iU RED
MRTHD, A¥ ) —WIZ %@@T%¢<\7t
F=hUAITZH /) —b (99.5) IZR0R0E TS
<KL KIZIFEALEB TR,

(=i

CH

BRUCHRKIET—

22. g
50 & [10 #E

(PTP) X5]

23. EEX#

1) RTFE) . FLR & K. 1985; 19(10), 5093-5118

2) Kihlstrém I, et al. Arzneimittelforschung. 1987;
37: 43-46.

3) Falt A, et al. J Allergy Clin Immunol. 2007;
120(4) : 798-802.

4) AEPEEL - ENES T AERER (20XX 45 XX H XX HZ&GR.
CTD 2.7.6.2)

5) FLPNERL - VESLE [ AHRER (20XX 4F XX A XX H KGR,
CTD 2.7.6.4)

6) Edsbicker S, et al. Aliment Pharmacol Ther. 2003;
17(4) : 525-536.

7) Edsbicker S, et al. Clin Pharmacokinet. 2004;
43(12) : 803-821.

8) Dahlberg E, et al. Mol Pharmacol. 1984; 25(1):70-
78.

9) Jonsson G, et al. Drug Metab Dispos. 1995; 23(1):
137-142.

10) Szefler SJ. J Allergy Clin Immunol. 1999; 104 (4 Pt

2): 175-183.

11) Seidegérd J. Clin Pharmacol Ther. 2000; 68(1): 13-

17.

12) 4P} - EPNFE ISR (20XX 48 XX H XX H7KGE.
CTD 2.7.6.5)

13) FEPNEE - VAR A B (20XX 4R XX A XX H 7&GRE.
CTD 2.7.6.8)

14) FEPEE - AR A B (20XX 4R XX A XX H 7&GRR.
CTD 2.7.6.9)

15)Linden M, et al. Pulm Pharmacol. 1994; 7(1): 43—
47.

16) Woolley MJ, et al. J Appl Physiol. 1994; 77(3):
1303-1308.

17) Svensjo B, et al. Prog Resp Res. 1985; 19: 173-
180.

18) Palmen MJHJ, et al. Digestive Diseases and
Sciences. 1998; 43: 2518-2525.

19) Boyd AJ, et al. Scand J Gastroenterol. 1995;
30(10) : 974-981.

24, XEFRERVENEDERX
SRSt <o MmAR
WA E RIS 1 TE 7&  T160-8515
TEL 03-5229-3906  0120-189-522

Fax 03-5229-3955

26. BERFTERE

26.1 S4ERRSET (A)

FERRING| 7 ') V¥ « 77— &Ht
rrammaceutions | BREREREX R/ FAZTH 3 H 17 5

26.2 ER5EIT

8 mEmEs=R

mocrioa SR B HTTE ROEH1TE7 &t
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1.8.2  ZhEE - R K VZE DR EIRHL

1.82.1  FEEXIEIHE (B)
ISENENE S ERIGR (FEIEZFRL)

1.8.22  FEEXIIBHE (RB) ORERIL

AFNTREORIBREAT v A FRAITH Y | EGERBE - 70— Wik - jniRiast (52
FREWETIR) IZBWT, BARIREE AT v FUANTEES U IXPEERGIERBRICB N TA
BT VU RFITUEENTED bR WG AP EEIRGIE R R TRIERUS A RWE S ICRREA % B
& LTS L Z RS T D,

[EIN T HNE L 7= 000234 5RER K OMESH TS0 L 72 CB-01-02/01 7§k &% UF CB-01-02/02 3R Tk, #2H1
A SEAT v A FRAIOEMNEE SN DEE LR T, 8IED S P EIE O TEEIHESE MR B
DA ST,

000234 FABR Tl 16 55 75 M OBYE D b HHEIE OTEBNTEENE KGR BE 26t 5ic, EEAR)
PERFAGIE B OIS ] E T B R HVEIE LIRS Y7 2 2 7 & Fl 7= ¢ 54 8 IRF D Ulcerative
Colitis Disease Activity Index (UCDAI) #8227 D_X—RA 7 A N5 DAL EIZ- ST, LOCF % i
L FAS %5812 i U 7= TR TIEIAR] 9 mg @ 5-ASA FIFI (79 =2 —/L 3600 mg) (%95 LM
W, EHME~—T D13 5D TN EEY | BEESNR o2 DD, Completer (FAS) Z=X%f5 & L
TR EE AT OFE B, W ONTTRBRAE Y EE AT O 12 K DR Y7 2 2 7 & W= i i R (FAS &
O Completer (FAS) ) . & SIZIIMOBIKEEMEEIZ K2R D HARANDOEIED b HEE O E)
HIESE KIG2R FBE 12k U TR 9 mg (379 2—/1 3600 mg & [RIFRE DRI R Z2 RT L5 2 bR
7o Fio, WAV THEN X7z CB-01-02/01 55RO CB-01-02/02 3RER CTIX 18 1%/ D 75 ik DERIED O
SNE OIFEENRISEMERIGR BT 2 X500, EEAIMEFHEEE B ORRKRT) - NS EAERIZIB VT,
AFl9mg (1 B 1EFEE) ©oFF7®R (18 1E#EL) 1203 2 EEMESREES iz,

ARBAT A REITH D HROREMICET 2 BT U RAFEEINTWDH Z & WA 75 » FHLL
b CAFIDNEEMERIGROEREE L CTUAEHENTWAERERD S Z L. & HICEEZER O
IZB W T HIEBEERIBREE TR 2 RIEN 2 ZRIZ2NEBZOND Z L0, AFI9mgiEHAAN
DESE) b FEERE OIS EENE ISV RIGREE O EMEANCKT LA TH D Ll L7z, £/, EANT
Fhti L 7= AR RBROFE RS, AF 9mg ITAANCBWTH AEMITE L. et EoRBE XV E
Bz,

INHDZ LG KAIZ, BARNDEIED S PEIEDTEFEIE R R EH TV TRMEADNR L
A9 5 LEZ, AFODEE - DR E HEBINEGMERLR (EEZRS) | L L

1.823  FENIIPRICEETLIER (B

M7, BRG] OEONFZRM L, AV T2 3,600 mg %R & U7-ENEERRER CIEL N KR
AESNTVWARWD & &2 FICHfE L7 LT, ARG OS2 M5 2 &,
1.824  FEIIHRICEETIER (B) ORERL

] PN 2R TR R BR R SR I e S & 5 L 7=,
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1.8.3 ¥ - ARERUZEORERAL

1.83.1 HEBERUCHE (B
WHE., RACIZTZ T Y= FELT9mg% 1 B 1B OG5,

1.8.3.2 AERCHE (8) OBRERIL
ERNAOEEKRRERZ b S ICARIORE - ARZ3RE LT,

WS TAHRER  (CRO-03-53 3R) (23T, BYED b FEREDTEEN RIS RIG R B 1T L,
AHI9mg & e sA m oy FakBRZ S0 L7z, A 9 mg O 4 BRI G- IT W THER DR ERIKRT)
o K O R A E R TR B v, T ORI 8 WFHE 5 Z L 2VR S, AA 9 mg 1TIEEMEKR

AR BB TR LA DR B TE 5 B 2 bz, CRO-03-53 RBROFEF 21 2. WA
mﬁ%<CBmomnﬁ%iU CB-01-02/02 #5R) Tix, AFIOEHE 6 mg 2z, AH 6 mg L
9 mg DAME A DEIE> © FEENE OIF B ENE IS RNGR BT (ST DA 90 K OV A & fGiE LTz,

CB-01-02/01 K Y CB-01-02/02 5ABR Tix., AAI9mg KON 6mg % 1 H 18] 8 MG LI=BEOAME
KOLZEPEZHONT, WS 7 7B RZXRIC, 7% 22—/1 2400 mg/ H K OF Entocort 9 mg/ H % £ 41
FTNSILL UTHFET L7z, TEFHMEEE Ch o2& 5% 8 WRFICERIRNY - WHBIR R FE O bl
PRE ORIGIZHNT, 6 mglEL 77 B ARBERICHEHFHIA B ZITRD BRI T23 . AH 9 mg D
7T /AR T D ERUESREE S L, 2D 2 RBRICE W T B L TARH 9 mg O EARE AR
DR ST,

Fio, AFI3mg LN 9Img FHWCTEEAREEZHRT 27200/ vy MlBr e U CHEM Lo+
55 NAHRER (CB-01-02/05 35R) IZHB W THAA 9mg NEEHETH D 2 & 3R I 4L72,

bR DA ERRABRIC R Téﬁﬁl 6 mg KT 9 mg DEAFMETRAFTH Y . AF| O EFEINIfE D
VT 7 7 A NVOETFRO bR oTe, TRHDORBRTEIR LIEAEFEFROT 0T 7 A )L
7TV = FRAIBRGRHICR SN DB OZ 27T 7 7 AV E—H L TEY, 6 mgHEXT 9 mg Eﬁ'ﬁ -
BOWTHBBURAFRKTH T,

[ENCIEE S 7= 1T HEEER (000232 35R) Tik., BCKOEGEHIEHETH 2 A% 9 mg/HIZIZ .,
6 mg/H XY 15 mg/ H OV R OSEY@hieE H AN K O H ANOREFRRA 25t R ICHs Lz, AH
6mg/H, 9mg/H LKW 15mg/HOWTNDOHES ARAKDCAANCEBWTLZEMENHEE 2D 2 &3k
Mole, EWEET 07 7 A3, WTNOHEEBAARANEBAATHEUL Tz DD, IREED
SEEIMEIX. AN L B RN TEWEAIZFED bz Z Lnn, ENEIFERER TIERCK O &R
EHETHLIAA 9mg/ HIZIMZ, 6 mg/HEMRFTTHZ&E LT,

ENFEIAEER (000234 388%) (28T, BYED S PEIE OTR BRI KGR BE I 8 &5
L72BRDOAA] 9 mg/H & TN 6 mg/ H @ﬁxﬁ ME e OV I DV \’CT‘U‘ =1—/L 3600 mg/ El Ze Lk HR R &
LTt L7z, FHERHIE A Th 2 M2 S E R B R OHEIC & 2 KEFT /A7 2 a7 & v #&
5% 8 JIF D UCDAL#R A =7 (FAS) X, ImgBER O TV a —LBEOWT N X=X T 1 i biftat
PHNCHBICKE L, — ). 6 mgBETIIRN—R T A4 U BFEHECHE B E TR ST, A
AR UCDAL KR A a7 OWEN /R STz, £2, EEFHMEEE O FEMITICB VT, AH 9 mg D
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72—/ 3600 mg (ZxT B IEL ML, LMY —T D 13 B DTN BRI *ﬁﬁménr‘mmt%
DD, Completer (FAS) ZxiH e U7z FEFEARE H OB /04, I ONS, TRBRHE Y ERTOHIE IS
BEIFT JLH7 2 27 Tl FAS. Completer (FAS) DWW LD wf% m@ﬁgT#:—wﬁ

DIEACEDZED 95%E XM O EIREIZSERNICHE LIS~ — 0 D 13 % TlElo7z, Licii-o
T, AH 9 mg DEMEANRIT, 7V 3—/1 3600 mg & FERBICFERETH D Z ENEZ LN,

LEMIZBN T, AFOBFETRGFTHY | iﬂ‘ﬁﬁ%@?*fﬂ*—/lx&(ﬁﬂ%ﬁ@f?yi I il o>
Zié@?"n T ANERERTH T2 LN, BTzl "WATN‘%?%@L@F? EAY oYY gAYt
7o ZHANEHIZ B TAARA O EFEEROREEITZRD T, Hﬁ}\&U%IJ\ BT
ﬁéé %%ﬁ‘f\%% IO Lol

PLEDZ End | BIEN S PEIEOTREIIEENE KGR BE T 2 ARF O kR OVHEE ., st
T DI fﬁ/ﬁ&@fﬁik FIC9mg/H & LT,

1833 HERVCHARICEETIEE (RB)

AP G-I BRE OFRREL B2 L. 500G 8 B4 B LICAHK OB 2R L, 1BIR e &
ik Lisnwz &y

1.8.3.4 FAEEOHEBICEETIEE (R) ORERIL

[E N IR AR CIEARHK] 9 mg/ H %2 8 M LL EFe 5 L2 BRD A 2ME - 222G L TNz,
THELA OHEICBEET 2R OEE LT, #5068 M % B &I G-kt O MBI DWW Ta
TR OEEREST S L L,

Fo. RFFHE 2T aA FThDH 7T V= eI TEM PRI T 5 & 5 %G
éﬂt%ﬁ' 0)71&) RPFNZAER L, Mg avF a4 FoeHgER i%b‘k SNTWDHHLOD, K&
B U258 13RI BB BRI FE O 2 MR BT 2 FIREMRITEE TE RN &b, BRI
5% ke Liﬁb‘i I LEICBWCHEERES S Z & 7531@@](&)67’:&5\ BE LT,

184 fFRHEOHEE (B) KOZORERIL

FERG IR B OFIRBR AR I D & | ARFIDOMRFEFET —4% > —  (Company Core Data Sheet :
CCDS) WNZEH (RIBEEAT vuA FAl) © MEM EOERE] ORBNRFLZSBITRE LT,

1.8.4.1 HE ROBFEFZIIH®RELRZNI L)

1.8.4.1.1 252 ROBEIZETEREL2WNWZE) (B)
1. AHIOFEA 6 UIBEEDOBEERE D & 5 B

2. TAET VY UFREDKIY (BYEICBT D HELIRIC XL 2REER) 285 o 8E
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1.8.4.1.2 HE ROBEITIFRE LN &) ORERIL

1.

TIWBUEDOMAEN H H5E . L EEIRBUESIC BT DR H L Z EnBEE L
776

TAES U UERES mﬁ%(:~)/%wk)(ﬁr’*ié&%%ﬁmiéﬁﬁﬁﬁ)®%
FMCEIZBNT, BIRREAT A RAI GEHAL. ROAL BAF, EEAL LAD SO
%kéhfné;&%%iz\ﬁﬁ@ﬁ%&vﬁmﬁﬁizF?%%fvvyM@ﬁmﬁ%(i
=V ANN) (BB A2EMEZIRIC X DRBIBR) | Z25%E LT,

AENIIGE CRFTHINCIER L, 251260 2 AW FA0RHEMEV (10~20%FE%E) = & 23RS
INTNDT7D, RFNFHAEERASCAEFRICEHL T, o2 KR ARGORIBREAT =
A RERBETIZIRNWEEZEZOND OO, HFFIIRHATH L0, T AT L UEIRE Ky &
—HORIBEREAT A F (2RO A) & OO CHEVER DR Sz & OWIMRE A
HY ., KA T AET VU URIBEKF E OPFRICE VIR N Y U AMAERBLO U R 7 D3
AREMENEE CTE RN EMNHRTE LT,

1.8.4.2 HELREANEER
1.8.4.2.1 HEREANEE (B)

L.

AFNIRIBREAT oA FTHY | FHRIEIYE, HeRVERIEBEEERN 2, 7 v v ZIEREE,
BEEORA . WLIEES, BERE. AP, R, BEESORERBELREIENZH b s
AREMEDN D D, ARIDOEGIZH Tz > TE, ROEBENPMLETH D,

() KA ZEHEEEG LA, 2FE0RIERNS SO DRSNS 7=, BREEEG L
AN

Q) FeEFIE. BWERH ORI L, W Ho 7B E 21T, £72, BEE A N L AD L
B EHICL, FH, PINEOLAIIIUZBAE ORI R E#EDIK FICEE L, 2FMERT
oA REIOE G2 P g a21iro 2 L.,

(3) FFIT, AEMHEIRAED BFE D, KE XTSI T 5 &, BmieRiaz-E52tn3b s
OD“C\ WROEBEDVLETH S,

a) AAFERNIAESUTIRZ OB PO A2 895 2 &

b) AE XIFFRIZ DR FED 72 W EEIZB W TR, KEUIRIB~DEG 2 < L5 #ic+
SIREE EBIER AT O T b, BN AL AR LISAITIE, BEhicgT 5 &
IFRE L, WUIRAE AT D L,

¢) KEXITHRE DB P L Z S T2 L5 BETH - Th, ARG TIL, KE
XITHRIE ZRIET D RetERN S 5D THET D Z &,

@) SEMHENIREORFE TIX, EV 7 F U OBERMICLY ., U7 F U BRORERY A B 3R S
HBEFENNRHDHDT, KFEETOBEICAEY 7 F o 2T 55, EBEZRED I,
TSR ERINY 2L
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AFIH IR ST EHEH OBV AT v A REINSARNCEET L5468, P ORAT oA NEED
BACITEE O, BIERS OIERN H b D Z ENH 5, S, 9. . Bl @t
FOERDPHDONDLZENHD, ZOL D RIERNH b ONGEITIE, BIE R EeERH %
SEV, MBS U TR EHEROBWA T a1 REIOREZ1T5 Z &,

EHEHOENAT B A REINOAANCETT D5, 8%, WBEOT LILX—ERNEE
T2 ENHDHDOT, ZOXIRIERNS oSG IZITE G217 2 &

1.8.4.2.2 BEELREANEE (B) ORERINL

1.

AFENIRFEREDRIBREAT A RTHAT-OEHMOFERELO Y A7 TRV EEZ R
LN, BIBEEAT oA FIZBWT—RINZERD N DBITER A RET A aREMEN B 2 o5 2
L, CCDS M UYEH DG A B EITRE LT,

() — IR RE AT vA RREINEMERE SNZ5E. BIBREEEOIGIC X o8k~ ey
PEDVERNH SN A Z ENMOENT WAL Z LD, CCDS KUOSEIEDit# A2 B & IR EL
7=,

(2) B R EEBEDIENCED, (KN I L F Y — LR R LT8E . Fi, FMEomn kL
AZFHRE L CEAMRIBRENG X SNDAREMN S 5 72 DR E LTz,

Q) BIBREAT vA FEIZHRGFICAEXIMIZ I L, BIBRE AT aA REIOGEmH /E
FIC X DIERHEIE L, EERRRE - o7 EOWMENH DT DRELI=(1),

4) FEIEIHNIREEICH 2 BE~DET 7 F o OFREE, V7 FUHRORGEE G SR TV A7 R
EL 2B b ROFOIERDEE X I T 5 BTN N H D Z EMBRE LI,

ARANFIERF I 2HEH OROEIR R E AT v A RRIDOAFNAET T 255812, BIF R EEE
HHENCEE D JER NI E R Z SNDHAHEMENH D Z L), CCDS M OSHEDFLH A2 S Z TR E L
776

EHEHOBOWEIBEREAT oA RAINOARNCEET 2568, 2FEHORVEIREEAT 1
A RANCE>Tary ba—LERNTWET LAF—n Bl iEEak, BB E) NEET 5
FREMENN S D Z LD AKID CCDS K OEIE D EL# 2 S E IR E LT,

1.8.4.3 BEDEREZAETIRECETIER
1.8.4.3.1 AOHE - BERZE0H BE (R)

1.

JRYLTE D B
JERDEES S BEZNNH D,
BAIFFR ™ A L AF Y U T DRE

ARANOFe I P R OB 5448 T 1% 130ke L TIFREERAIECH R VA VA~ =D —DT =4 U v
TaAT O I E . BRIFFR D A NV AIEOBIEIER OB IUTEE T D 2 &, REDRBO NS
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AL, AFOWEEZEE L., PLUA VAR ZRE T D70 CEYRAEEZITHY 2 &, BRIFFRY
ANVADHIEIC LA RBRH bbb ZENdb 5, ok, H5-BMEE1IC HBs PUREMHE O BEICE
WT, ORIBEREARAT oA NFIEE#IZ BRFR T A VA X DHREZRIE LTZERNRE S
é’LVCI/ \éo
1.8.4.3.2 BOHE - BEERZEDOH 5 HBE (R) ORERIL
1. AT EHMEORIBREAT oA RN TEE IV W EE2 bNLN, BISREAT oA
RAI DG IMHIE NS & 0 RYYE DIER DS D [N EZEZ SN D Z bR E LT,
2. BHIFFRUANAZY VT ORFICEBFHREAT oA NlZzRGTHZ 1280, BRIFRY A
JVADOHEGE (BIEMAL) DUV RIBRHDZENMBINLTWVWAI ENLERE LT,
1.8.4.3.3 FEREESRE ()
AR DL EOTHEBEREE D B D BE
AENT LI TR SN A0, MPEEN FHT A ReMER S 5, FSRERERF 2558 L L
T AFNOFGR BRI X I fE L T Zpu,
1.8.4.3.4 FEREERE () ORERIL
FFHERE DA FIIATFIE COAFI O 2K T &8, Bz L CHEl S a8 a v F a1 RCHTE
MDD I D, FORSE, MIERORFOEEN L5 L, SFMHENWER KT 2 /RN H 5 =
LINEERE LT,
1.8.4.3.5 HiF (R)
I h SR LT B TR O & 2 & EICiE, TRIE EORSMENGRRMEE BBl D &CHEr S 555
WZDOBEEST D &, BIER THRETTNEROWER « JRIE~OEZERRD LT 5,
1.8.4.3.6 Hig (R) ORERIL
BA7F Y = PGS OIFRORE RICET 57 — 21320, B ERICBW T, oIS RE
AT uA RERERIZ, BIREOARIOBRZFICELY, BEECEKOREREREDBDODLNTND I L
INHRRE LT,
1.8.4.3.7 BiE (R)
BE EOFIRMER ORAREOFIMEEZEE L, BRAOME TP L2 a4 25 2 &, AANTEH
HAABITT D LEOHREND D,
1.8.4.3.8 BIE (R) OREMRIL
AHNIHH R A~BITT B EORENRHHT-DOHTE LT,

1.8.4.3.9 INRZE (R)
INREE RS & U T IREER 1T 3206 L Tz,
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1.8.4.3.10

1.8.43.11 EHHE (R)

INRZE (R) ORERHL
G AR FRER 12 ISV T, 18 AT D R (I 1 D R 1T 72 7=

RE LTz,

WEEZBE L 2P OEEICEREGT 52 L, —RIAEFEENMET LTV D,

1.8.4.3.12

HEE (R) ORERIL
AW T, FEEIRREDME T L TV 256,

Pl & 2 MmhaE s R AME T L, Rk E L

TAT A FOEG~OBRFEELOERAREE Y . BHERORBICER D /IR E LN D Z L

DRXE LT,

1.8.4.4 FHEEA

AFNL, E& L TREEESE CYP3A4 TR L5,

1.8.4.4.1 BERZS BEFHLZRVWZ L) (B)
A4 % ERRIELR - B IE A - fERINT
T AET Ly CHEREE K KT N U AMENEERT 5B BFEAH,
(R=Vr2Anh) Bk Zhwuwbs,
T AREIZIRIC X AR EIHER)
1.8.4.4.2 BERER BEFHLRWVWZ L) (RB) ORERIL
LD 2IHEMR,
1.8.4.4.3 BEAEER (BFRICEERTDZE) (B)
A% ERARIER - B A B - GRIET
CYP3A4 BHEFH AR OMPEEN EFH$TH5E8% CYP3A4 T L DAAFORHN

(f FTary—n, = An
<A, VIR ARY L, o
B RH M)

TL—FIN— TL—F7
= 2 — R

NRdHY, BIBREAT AR
b Lic s L RO
FERDN 8 B o 5 AIREMED &
%o
AFNOMPHREN EFHSDBE
NBdHY, BIBREATuA K
a2y &b Lizha L RO
FEIRDN 8 & o 5 AIHEMED &
Do

FREEND Z &I2LD ., KA
DI TP EDS 73D ArRENE
N5,

BT OFEHIE A TH 5
N, TL—TFTN—VIIEF
N5, CYP3A4 % il
THEHEEZLND,

1.8.4.4.4
[CYP3A4 [HEH]]

FEHEER BEFRIZEETA L)
[7v—"Tn—y, FTL—7T7)1—Ya2—=x]

(R) OREBRIL

AFNIFIC CYP3A4L IZ L ITFlE CRE &N 5, CYPIALTHERI KL N L —TF 7 /L— % CYP3A4 T
T AHMEEMZ T2, AFORBEAHES M EEN FRET 2 EE2 5N, 2FTEDORIER
NHLOND Y AN ERTHREEMNH D Z ENHRE LT,
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7TV =K
1.8 IR 30E ()

1.8.4.5 BIvEA

WORWERNR®H oD ZERHDHDT, BEEZHIITV., BENRD ON-HAIIIREG 2!
1327 EH#EOI B AT 2L,

1.8.4.5.1 ZOMOBRWER (R)
2~5%ATHs 2%KT 3 A BA
JRYUIE M VB A UE HENEE, Bt A7z
g%, FLERZS .
M B~ L~
IR AODICZAT Y= 1 If ERHE ANSE
T PR TFT7 47X =i
P57 AR 7 v TREIER
/NB ORI AE
R R O R E 7 U 7 S gE
igiilies RIRE, MEARPEE S0k, MdamE.,
KOTEME, O O, KM
B THE, ANZE, BB
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EXTENDED RELEASE TABLETS: A 28-DAY 2 H BT H

ORAL TOXICITY STUDY IN CYNOMOLGUS

MONKEYS FOLLOWED BY A 14-DAY
RECOVERY PERIOD

E
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4.2.3.7.6-1 |17-carboxybudesonide: 90-Day Repeated Dose 2 H~ s (R
Oral Toxicity Study with Toxicokinetics and 28- 2 A Fxa

Day Recovery Period in Beagle Dogs
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2 JE! NS —

4.2.3.7.6-2 |BUDESONIDE AND 17-
CARBOXYBUDESONIDE DEGRADATION
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4.23.7.6-3 |17-carboxybudesonide: Bacterial Reverse B
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Mutation Test
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4.3 % R :
FEE S BEA
4.3-1 Miller-Larsson A, Gustafsson B, Persson CGA, Brattsand R. Gut mucosal uptake and retention characteristics contribute to

the high intestinal selectivity of budesonide compared with prednisolone in the rat. Aliment Pharmacol Ther.
2001;15(12):2019-25.

4.3-2 Lichtenstein GR, Kamm MA, Sandborn WJ, Lyne A, Joseph RE. MMX mesalazine for the induction of remission of mild-
to-moderately active ulcerative colitis: Efficacy and tolerability in specific patient subpopulations. Aliment Pharmacol Ther.
2008;27(11):1094-102.

4.3-3 Fiorino G, Fries W, De La Rue SA, Malesci AC, Repicil A, Danese S. New drug delivery systems in inflammatory bowel
disease: MMX "™ and tailored delivery to the gut. Curr Med Chem. 2010;17(17):1851-7.

4.3-4 Yo g a— " S e A3mg [EH#EGA v F Ea—7 +— 0] B U 7 HE T KRR 2020 Sep.

4.3-5 L7 BT A mglEG 7 4+ — A4l [E#EGA ¥ Ea—7 +— A EA7 7 —~ B 2021 Mar.

4.3-6 7L 3 — FP100pugZ — B oA F—1120 A/ 7L 32— R 200ug# —E 2 ~A F—56W A /3L I a—
K®200pgs —E a~Af T—112B A [EFLA v X Ea—T7+—A]. 7 & TR BEASHE; 2020 Aug.

43-7 2L — RO AR0.25mg S L X 1 — MU AR Smg [[ER A VX B a—T 4 — A T A KT BRIk

X 4t; 2020 Aug.

4.3-8 FDA Center for Drug Evaluation and Research. NDA 21-324. Summary Basis of Approval of Entocort™ Capsules,
Pharmacology Review. 2001.
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