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WE—%

Table 1: B&5—&

&5 EH

AUCw12 area under the curve for the number of oral ulcers from baseline through Week 12
N—=R T A U OERG 12 R E TO DRSO R ##R T ik

cAMP cyclic adenosine monophosphate

PDE phosphodiesterase ~ RAK T AT T —F

PDE4 phosphodiesterase type 4 RAKRYEZRT T —F 4

QOL quality of life
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1. EBEXIIRROKE

T7UITA ML, MIEANET S RA By —THLIRIRX 7 LAF K (cAMP, ¢cGMP) %%
T DERIRX 7 VA F RIRAKRY AT 77— (PDE) 77 IV —05 6, EITHEMI, FiET
AR, APREAIAEEE I Z 3 BL L T cAMP &2 70 fi# 9% PDE4 ZflE 9 5, PDE4 ZHETHZ Lick D
cAMP-PKA-CREB #R#E03EMEL L, NF-«B OIEMHALITHINGE] S 4v, SR TCORIEMEY A A
PEAZE T 5L E2bND, 77V T A D PDE4A % 5 BHENEH DK B 2 271 L 7= 4%
H. PDE4IZxf9 57 7L I 7 A FOEEEMIIMD PDE ~DOIEH & ik LT, £ 279~40,000 %
IICTh o7,

TV I T AN, invitto T T F YA b HEK, 4 ER, TREMIARERRHE (pDC) . T
R CEEDOY A A KO rEDA > (TNF-a, IL-2, IL-5, IL-12, IL-13, IL-17. IL-22, IL-
23, IFN-o, IFN-y, IFN-y5&E % L /37 5-10 [IP-10] | FEKiER~7 07 7 —y oo =—flJ%KA 1
[GM-CSF] . ~7u 77 —VRIEWZ 378 [MIP-la] . HERIFAEKF-1 [MCP-1] . IFN-y %
WME ) HA Y [MIG] %) OEAZAE L, £/, 77V I 7 X MI, KM EZHRE
(PBMC) W@ IL-10 pEAEZ JLHET 205, THIKTO IL-10 FEAIIPHET 5, b2, 77 LI T A
MIBMEDOHILE R RIE, U U~TEE, K CTORIEOEMET LT, 2HPED TNF-a EESCLH
BRI 2 il 2 FEOHRIEFEH 2R LT,

INOOFEBERICESE, 77 L7 A MIERICHT AR S L CRREN™ED b, EHANT
WX TRPTHRE TRy 7 s w e, BARTEVERZRE ) 2 2hBe U3 R & LT20164-12 A 19 H
(IR T AR A B LT,

Flo, BHETEIAN=F = v MRICET 28R4 L L TENA TERKBRESED b T 5,

2. N"—=F =z v MROREBRTBROBE

2.1.1. "—F =z v MNEOERERE

N—F v MEIEL, OPERIEO RN T 7 2 WHiEE ., REER, IR, SMEEEE 2 HER &
L. SERIEMERIEZ R IRT Z & AR & T 2 BIEFREOREERIERREBETHY . TEHO
BFITKRT D EFREICRET D15/ ICESSIEEER TH D,

NR—F v MEOFEAFEIT T U o/ EROBBISISMEIZ IS A M A VEEAIZ X DI EROBE
REJCHETH U | £ O BEARRR AR B0 T/ L8 JH P 2 Hhol & U 72 RAEMINIR I (Perivascular
cuffing) & MARTERLAED LM (Thrombophilia) @ 2 DICEM SN D, X—F = v MEHEE TILIL-
1B, IL-2, IL-6, IL-8, IL-12, IL-17, TNF-a, IFN-y D¥EEN EH L TW5H Z & 225 (Frassanito,
1999; Sugi-Tkai 1998) . Thl % O} Th17 B D IZ IS E DFFEN RE I THE Y (Evereklioglu, 2002;
Hamzaoui, 1990; Hamzaoui, 2002; Shimizu, 2012; Turan, 1997) . Z U5 2MFHEROFERETLHE (AFHERD
=) ICHEERIEL WD EEZOND, £2, N—F = v NMNFERFE TII Thl kRS LA
IL-12 DPEAES FH LTS, ZL T, Bk L7z 2 > OB S ARSI 328 Olfsec 258 L TH
DAV, BRERIENZE, IRINZS, VERORZE, AR ZS, AR, WLEREOWT IS S HEL
T 5,

N—F = v MEOERER & UTid, AFEKEOBIMET 7 2 S, REER, IRER, S aH
BIED 4 OB FERE LTRO I, £72, BFERE UTREEIR, BISEAR, HLERZE, &R
2. FHARIRA D 5 ONBH BN D, X—F =y METIE ER L 4 O EER E 5 SOFER
DERA AR D IS TRIET 2 2 LD, T OREKRIERIZS B TIHEFIZEHETH D (Ideguchi,
2011; Kokturk, 2012; Mendes, 2009) ., EPRNTON—F = v METOMER E LTIE, AEEEN RS
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< (91.9%) . IRWTHEIEHRZ (75.6%) | SMEEEE (54.1%) . BEHiK (44.4%) . H{LERE
(37.0%) . HRIHZE (34.1%) THV _ﬁ%®%fﬁﬁi%lkm«fk%ﬁ EARYIN AN R
IMENH D (Kobayashi, 2013) , F7z, FIHPERE L UXABEE S K HZ < (70%) . IRWT
BeIEdEdk (24%) | AMEEEE (16%) . IRAER (14%) 2RZWZ ERMESN TS (Ideguchi,
2011)

N—F = v MEOTHIL, BEOEEDOE (QOL) ([ZBT 5 T & AMmICBET 5 %D 2 I KAl
S, BEO QOLIZx LTiX 4 DO FIERTH 5 N IERIEO FFRMET 7 X &%, %A%ﬁﬁ FZ
JEIEIR, IRERA R E S BEBEZ RIFT, 205 b, OFEMIKOFRMET 7 2 MEEEIE, 13FT T
DEZIZRD BN, FIIERTH D Z 0% (Kim, 1988) . AE, &, WA, %ﬁﬁ A3 %
PN, WABH, #ROE, MO, MEEE, mkiE. RPOR, EIc b BT S, DEEERBIETORT I L
ﬁ_mbfmﬁr(ﬁ @%<immmuT) Kigs (10mm L) | EZERIEE (10~100 3
DIEENEFE LB D) | ﬁéﬂ\k@ﬁi%ﬁifﬂ%éﬁ%##@@ﬁ%ﬁ%ﬁﬁﬁ%é:
@%<\@ﬁ%ﬁrfi%%bt%%ﬁ%ﬁb@ﬁ%%k#:&ﬁ%woik\mﬁ%®%w@
BORHE M O BAZ I3 TR, e TR, MPRREEA S S 2, I, DERCIAMEIEIC B &
RS D HITAEN & e - MzEH - R - REE OB E T 2L b b D,

IR DR O FRNET 7 VRIS, AMEEIEE . EEREIRO 3 SOIERIIN—F = v MEOE
AU 72 K JEREEAR TH 0 | 1Bk - FRMEORIBZ - 20 Mk LT E L HEE (REE) L&
GEEEN) Z#0 i3, EFIMICITRE RGEIENFED £ TIEOVT, Bl 2 IXRIER 20 4F 2%
T 5 LIEROFBNEE L L, BIED AW O FRMET 7 ZEREOBNEET 5L 0nH 2 &
%5ﬁ\%@ﬁ\%@%Kmﬁwﬁﬁ%&i_&f$%@mn1%L<ﬁTL\it\ﬁﬁﬁ%%
EFEWTRECHOEMNCEFEKEZ 2T 5 ENEELINTND

21.2. N—F =y MEOEE

ENTIE, N—F = v MEOREBBOEFHAED 1972 45 2002 120 TEAEDJEA 74
LRI L > TR—F = v MNEEEZHGICEMIN TS (FEEE, 2005a; FGHE, 2005b) , %43%
THEOFER, 20024 (N—F = v MEEE 1884 A2 BRI SR) YEFDOR—F = v MEFIED Y
FERIE BT 35.0m, ZMET381ETH Y, FHhL 093 TrHEOHEIGNE -T2,

F7-. BIOERFERE LT, 2003 FE05 2010 FI20 T TEAND 2 2O =R EFBEE O RX—F =
Ff$%L%A%HELtF%W%D (Kobayashi, 2013) . ~X—F = v MEIIED FEHFERRT 38.1
. MERITCIZ L MEDEIE N 57.8% Th -7,

213. _"—F v MNEOKRHE

NR—F = v MEOFEKIIARETH DA, HLA-B*S51, HLA-A*26 } OV DO IBIRHIZEIK &A1 & 22D
SNRMNFIEICEI G325 LB 2 5T 5 (Meguro, 2010; Ohno, 1982) , S HIZ, X—F = v MEOD
P BB S 7 & L CIL-10, IL-23R-IL12RB2 (Mizuki, 2010; Remmers, 2010) 23 FE & iz, #&ix
HFEKRZA L TWLHEIC, BYYRFESPCREER & Wo e ARDB DL Z LIk s TN—F = v
NS % FEIE T 5 AT ﬁ#&é(hmmmm)oit\ﬁﬁ@ﬁ NS | IL-la DK T ISRV
JENY TREREDME T35 Z LIC K VIRFRIMRA L, ZAUTHKT 2D IL-1B 240 L 72 il il 72 0% I i
INN—F = MEDRIEA T =X LZEE$ 5 Z LAVRIER S TWS  (Takeuchi, 2017)
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2.14. R—F = v MNROBEFOREE

R—F v METIE4 ODOFIER E 5 ODRIFERPEEXITHAGDL S 2 TRIETDHZ LG, ZD
BERER IR B CIEREICEETH D, LB o T, BIE, T_XCTOEWR « IS rlRe 72 H—
DIRFRENH DT TlixZe . Hx 0BEORIR, KAFEME, BEE, THRAEIFEOHIATHE
M Z ZE L CIBET#ZREL TV Z 2k b,

WES . N—F = v MEEZXNRKRBE LT o F MMEHEBEER O F2hi T 2 TE TV 523, FERIKRT
IR E U TRBRANC IS STRREN R TH 5, FEARRIRIGRGE L LT, RERIRAEIR, S
T, BN & o T BERBER (S DI O PO IIHERIE TH Y | BIFREAT v A R
ZETHAMAIBECHOND, —F5, BERENESZ & 72T MO & 2 IHEVEIRIFZ 4 b
Tt & AT D IBEREE T U CIIREme 22 se B s 217 9,

ERNTN—=F = v MEUTZIUAE D IER Z e TR R & L TER S LT % 35 % Table 2 (27
‘a—o

Table 2: EANTN—F = v MRXIIZIUIH S IERZDEUIZIR L L TERB IO TV D IHA

Sl A% ARSI TV RIBEUIEIR
N T Ly a7 | BEREEGR (N—F = v MEZzET)

BIBREATrA K | & = NAA
BRERAL BOA | RBRUEIREREE (N—F = v M [REROZ20V5E) ]

S Al B ARY N—F v M [IRIEROH 255)
THEY LT WA TR -0 TRl - BB AN —F = v M
fiilk ~ TNF-0 €/ 7 WEAAR IR COIRA T 2 TReR M  R—F = v MHIC X 2 8A M

R ARG 2l A7 VFo~T MRS & 9 g, IHEAN—F = v MF, R —F = v b
i, METN—F = v MF

EIN T, BIBREATeA K ROAL EHAL AAHAD | I chHD 7 a xR >
TNF-a [HEFITHHA 7 VX ~T, TEY AT N, X—=F = v MEXUTZEITHE D TERZ %)
RESUTIZNRE L L TAREN TV D,

N—F v MEICE D OPEEREZ XL, SEEELR. REHRE & 0o 72 BERICR U TR £
FAT A RONAHBNZ L DIEENERSIND, LrL, FREIEROFREZESZ XT3, 18
P, FRMEORRZIND, FERERE, HEBERER, B, BfiREOLTIERE 2T 51

X, BIBRE AT A Foed®ks (ROAL EHAD) PESND08, BERETRET I L O
O, BEMNCHER L THLERZMET 5 Z L 1XTE eV (Hirohata, 2006) , MX T, BIEKEAT 0
A FEIFRIEAOBE bR E < BYYE, &impE, &imt, SRR, B, A REH, IFE R
W, OBBREE. BN, FRNE, BRER, SET. BERRENEO LN Z LD, FRHICEM
IZhleo THEHTRETRNESINTND, ek, 20X REERICH LT, BIBRKEAT
74 ROMIZ colchicine 23A < FEH I N TERY . Ui%3ANL in vitro T EROBEREZ M5 Z &
MRIN TS, LA L., colchicine [ZX—F = v MEIZX L TENTERAGETHY . WO
B RN HE SN THDEN, AITHHZ LRt ot VAFSELATHRY, £, &l
TEH & LTI &R (P .« &, BE, Bromd, ERE7E, RS, Qi ERE
HUTHD, B EOBRELH Y, S OIBAEEEZ AT 27O IR 28T 5 52N
HD, MAT, FEHIEMRR FEHRAE) L0800 2 ENH 5720, EMR MERE b
BRI IHVLEND D, LIN-T, BE, X—F = v MFICK D OEEESOERICH LT, EN
THEBINTVDLEWZET VA EHT HIREIESCEN O BRI 72 G20, ettt BE O QOL dom
AR CE AIRIRIRIIFEE L TRV, 2O Z EIZENTEEICDZ o TR_—F = v MFICEFEE
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THEEEORERHED 1> TH Y, BEOEHRSEREZ WM WE T D87 /I8 HIE OB
N HEN TS,

3. BRORE

3.1. FEERIRFBR OB

AR TOT 7L 7 A FOPARBHFELURE, ~N—F = v MAOIRHRIZE L Tl mi e igrd %
FERR AR50 S ATy,

3.2. ERPRBAZFE DB

3.2.1. ERSTORRKRBIFE D%

T7VUITA M, EEEII U ET D RIEMRERBOIRIRIE L L THIESED b, KETIE
201443 AIC TRIERAERERCARE) | 20144 9 AIC TRWIERR (T D IRHIE s L ORI,
F7z. EANTIZ 2016 4 12 AIC TRFTHRIE CTHRAS oo 7e = wrEncie, BIRVEVER R (Z35 516
f’?i L Lfiﬂ:a&)b%wu %E&?Ef LTW5ah,

R—F = v MEIZKR LTI, 2009 2N COEREZ 6T 5 —F = v MEEE 25525 2/
BCT-001 iBR23BALE S iz, TORER, 77V I T A METIR T 78Rt & N TEEFHEE T
o HEE 12 BRE RO OPHEBEHN RSN OGEIEKT L, ZOohRITEMICER L, Zofticst
SRRSO ERZ, EHICEN—F = v MEOIEEME:, QOLICH L THT 7L 7 X MIAEL)
ThHdHIENTBINTZ, £o, X—F = v MNEBFIIHT LT 7L I 7 A NOLREMEITIRIF T,

FOTa T 7 A NVEBEORZEET e 7 A LV ERKTH -T2,

BCT-001 AR O AAR 2 M E 2. 2014 12 H AR Z 5 T E BRI R 3 FH BCT-002 3R 3B 4h S 4172,
BCT-002 ;B Clx, RFTEIE CHEAR+ 0 TREEIEORNRE D AEEE AT 5 X—F = v K
RERE 2RI, N—=RT A U BEE 128F 8 F To O EEEHO R T ifE (AUCwi)
ZEEGMEER & L CHWEEZTME L7, ZTOEMITOFER, 77 VI TR METIIT 7 REEL
m@trmﬁ%ﬁﬁ®Awmnﬁﬁﬁ_ﬁTb DH%W@%$%#OﬁiLﬁTéﬁékk%
2. TORRITEMCEH T 2 e and, 2, OPEEELm. DEEEOSEEM, ~—
%:ykﬁ@%@@\@m’ﬂbf%77V‘§xhiﬁﬂﬁ&%@%%rﬁkkﬁ . SMEERTE
BIZH L THOIIREATDHZ &ﬁrwéﬁtoit\m—%m/kf%%’ﬁ7677v‘?xk
ZEMLRIFC, 207 a7 vy A NVEBEMOZE, T e 7 AV EFRKTH T2,

PLE, EREILEE 3 #H BCT-002 3k K& USRS 2 8 BCT-001 3R COH M, LZatEZ R EarIz )
WrL, 77V I 7 A MIXR—F = v MEICL 2 NIEEREEHTBEICE > THRARBEETH S
LEZOLNTZZ LG, YHBICESEZENTTY 7L 7 2 FOBEXIIN R8N 57200
—EHFEEITHO L L LT,

NR—F = v MEBREEZRBIENATEGLTZT 7L 27 2 N DOEEEBE O % Figure 1 (27
T, Bl L72EB0., ZhE ClodEE U7z KRBT E RS 3 #8 BCT-002 ik & ONEAL 55 2 41
BCT-001 iRERD 2 B TH Y . WTFHORBREL T TIZE T LTS,
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Figure 1: X"—F = v MEREZRLE L L7 7L I 57X FOBEROREEN

2009 | 2010 | 2011 | 2012 | 2013 | 2014 | 2015 | 2016 | 2017 | 2018 | 2019
WESL S 118 _ .
BCT-001 35k ) -
[E| PR IL R ZE 148
BCT-002 57 < _

322, HHMFEDORLY LD
EHNTO
AR OIS (PMDA) & @
FHrE o’ ;

B s s
B (h—7 7 LA E s LT (A
DGR LT

AR 2w - S L7,

33. AARHFRICHVDOBRT —F Ry =

RK—EHRFETOIKRT — & /3 r— % Figure 2 |27,

NEERE AT 2 _—F = MEBELZHRE LT 7L I 7 A FOBRKRERE, S5 2 18 BCT-
001 §RER & ERRILFISS 3 48 BCT-002 B2 & 1 . 2 b 2 5B dFfli gkl & L7z, BCT-001 3 ©
E 2L EO AMEEREZ AT o N—F = v MRREEZXIRIZ, T ML T BB EHER
TP ERNTT 7T LI T A MOFRE, ZaMaiiliLz, £/, BCT-002 #BiL, 2~3{HLL
LONEREERT 2 N—F = v Mal#E (ARANZET) 2RI, 727 M7 T BARSRE
HEWT VA 2 HOTT 7V T hOFUNE, LatE, SRWEhREZ Rl L7z,

Figure 2: FRIRT — & Xy r—V OE
B FEAH SR ] B 2 [ 5k

BCT-001 #5#
ARSBIEA AT 2 —F = v MEHREEZ ISR
W2 2 2T T R R CEE R RER

R B e AT LR e,
Free st ek 1]
ITTAM : 1114
BCT-002 &5k
A2 AT 5 N—F = v MEERE &%
55 3 4 BT U ZMMET T RSB EEBRIAT

BT A T LI 52 NOFEL)
M 2t EYENEE & N
ITT4M : 72074 (D BHARAN394)
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4. BEROE A%

41. 77V I 52 NOER EOLEM L BRRNES T

N—F v MEIL, AEEEORRENET 7 2 R (DBEE) . REER, ARAER, St
ZEAERE U, BMERIEMERIEZ Y KT Z & 254 & T 2 B EEREO 2 FERIEMRE TH
0. TEERO BRI D ERSICET DM [CESKHBE#ERTH D, I—F =y MEO TR
%, B D QOLICBAT % T & AmIZBET 5 P4 D 2 DIZ KBS H, BED QOLIZx L TiL 4>
DFFEIR ToH D NPERSE, SRS, FER, RIERPKRESEELRITT, 20925, K
HEEBIXIZET X TOBEITEO LI, PIBIERTHD Z E08% 0, OE, &, WA, BREEIC
W DA, WASH, RO, B 02, MEEE, mAkE. RPR. BREIC L BT S, £io, WHEEEO
TRUVE-ORBE M OSRAZ e TRETE . WE TR, PPLREEZ SIS 23, S 612, AFENSCIEMETEIC
BE2M0 IKT D BICOEN & SE - EE - K[ - RIE L OBAEREE T Z2Lbdb, BED
QOLIZF LLIKTT 5,

R—F = v MEICRTLBIEOEEEE LT, X—F =y MEOEERIZLEEN., 2 OBET
FEIET D AW, AEEIEE. BERA &\ o 7 BRI L ClE, BIBEE AT A K
2 X DIBHMN NG S D08, JEROFRZMEI T2 2 L1 Tcxd, B, FREOREZILS, N
2T, BIEREAT oA RIIRIERORBRE L RE <, BYE, @i, &t BHRE, B,
A BB, IRE R, HEMEE, AN, FRNREE, BER. KT, BEEERRED LD
ZEMD, BCEMICh o THEHATRETRWVWE INTWS, F08k, 20X 9 7 fEkisE
RIZH LT, BIBEE AT oA REIOMIZ colchicine 23)A < EH & Cuv5b, LA L. colchicine I
R—F = v MEIZR L TENTEREARTH Y, WL ODORBERNHEINTWHDIN, AITH
L5 EERT R ET ARG TR, e, BIEA & U THBEER (FH) | th&
Ko BB, BToRd, MEE, FEE, AmERBOEREHRT 572078t EoBRELH 0 .|
S OIHEFNEEZ AT DO P IEIRE 28T 2 M ERH 5, AT, RAEWERFR  (BERUH @R
JE) SERBOONDZENH L0, EMORMEHRE L ZETILERS S, L=Nn-T, H
B, "—F v MEIZEL D OFEEEZIZ U & LIZEEIBERIC S LT, ENTERINTWS
BWT BT U R 2T HIREESCEI O BIF2 G2, Z2atk, BF O QOL om EXEHIFRFT& 518
BIEIFELTEBLT, ZOZLIIEFEICOE > TR—F = v MEICIFET D EHRE Lo K& ARiRE
D1oER->TND,

#5340 BCT-002 iBA Cld, _X—F = v MEICL D OEEBICHT DT 7L 2 7 A b OFMENFEGE
ENiz, 77V TR MITFEFHMEEE Th 5 AVHEERD AUCwn 2R EHFIICAEICSE L
oo Fl2, 77T ARMT (1) #5 R2BRSE TOTXTOFMAERLS TO OFEEESR, (2) #
512 RS E TOT X TOFRE R TORIENAL, () &5 12 8RS E TOT X TOFMIREA T
DEAEMEE, 4) 77 2R T 6 WIS E CICmREM L., Z D% 6Ll E5e 4R %
FLEBEOES LW -3 HEEE THERICERO D 5 ELZ R LT,

T LI T A MR TREBRE S UGE L7 R. ABHEE S BE QAR KIT T B 27N L7
BEREDBDQOL bik# L=, £/, X—F = v MEOZDMOGER Z 274 L 72 % BIEEhE I
LTHEERMICERO D DUGENA LN, X—TF = v MERFIZHTHINLDORRT 713
T A FDOIRENRIT, N—RA T A UIROBEY 50 N EEEER & ORBAHECO DD L TRO L
Nz, 61T, TV ITANIN—F =y MNIBETAHAONAMOIERZENMLIELZ B

<, TR TOT 7L I T 2 FOREDRITEAEEE 64 BRF A E THEFF S, 2k LT
TTVITAMIEDERNCEROH DR T 4 v MR EINTZEBZ LT,

NR—F v MERFICHT DT 7TV TAMNOEEMT, 77V 1T A MR RK 64 BB ST
318 4 X GUCHHm STz, BT — 2 B LT NEIIN—TF = v MuEEICHT 527 712
TANDRENRT 0T 7 A NSNS T D ETHaTHY, 20T n T s A NVEEHOT LT
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ANOEEM T T AN —E LT\, TTLITAMOREMNT 07 74 /W1%, 14ELLED
EHORECLIHATRETH Y, NICERERREThH o7, b mMHEE CHIL L -RAITERIT
HIFEETH Y . BRI TR EELNZ -7, D DOFERZOIFE AL OB T8 E T
HEETHY, PILICE ST —R 3D hote, Fo, TNODOFERGOL  ITXHERIEZ LE L
BT, TTVUVITRANERET L L BE L, BBREEOFEFZIIFICT LI T A M
H-BRiA% 1 EREILINIZIEEL L, @E 15 BUARNICEIE LT,

F7-. BCT-002 ABRIITHARNEBRENEGENTEY . HARAEM TOE N OVZ 2 TS REH
LRECH o T,

Pk, RX"—=F = v MEICX D OEESICS LT, BERNTER SN TWIEWVWTET VA2 H T
HIBFRIEIIFELTEBLT, @WT U Ay b« AF 4 ANV =—ARFEL TS, DX D RIER
FKEEOF, 7L ITAMIN—F = v MRIZE D OB L CHRRBFRENETHD Z &
PDRSNT, 7T7VIT7AR30mg? 1 H2BEETROONTZRBF/2_XRT7 4 N UVRAR7 71
77 AT EFRE CTHRA o7 —F = v MEICK D OEEE] OEEXIIETORE
TETAHHLDOTH T,
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5. AERBHBEONR
Al EROBRRRBERICE DS, UWTORNFICTEHEZIT I,

IR EESIES
JRFTRIE TR 072" —F = v MRIZ L 2 AR

[k O E]
WHE, RANCIET 7LV ITZAMELTCUTOERBYEAOKREL, 6 HAUKREIT LI TR R E
LTCI1ME30mg% 1 H2E, HAICRAELGT 5,

1BH 2HA 3AH 4HH SHA 6 H HUARE
i ] 5 ] 5 5 5 5 5 ] 5
10 mg 10 mg 10 mg 10 mg 20 mg 20 mg 20 mg 20 mg 30 mg 30 mg 30 mg
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HIGHLIGHTS OF PRESCRIBING INFORMATION
These highlights do not include all the information needed to use OTEZLA
safely and effectively. See full prescribing information for OTEZLA.

OTEZLA® (apremilast) tablets, for oral use
Initial U.S. approval: 2014

RECENT MAJOR CHANGES

Indications and Usage (1.3) 07/2019
Dosage and Administration (2.1) 07/2019
Warnings and Precautions (5.2, 5.3) 07/2019
--------------------------- INDICATIONS AND USAGE

OTEZLA, an inhibitor of phosphodiesterase 4 (PDE4), is indicated for the

treatment of:

. Adult patients with active psoriatic arthritis (1.1)

. Patients with moderate to severe plaque psoriasis who are candidates for
phototherapy or systemic therapy (1.2)

. Adult patients with oral ulcers associated with Behget’s Disease (1.3)

e To reduce risk of gastrointestinal symptoms, titrate to recommended dose of
30 mg twice daily according to the following schedule (2.1)
= Day 1: 10 mg in morning
= Day 2: 10 mg in morning and 10 mg in evening
= Day 3: 10 mg in morning and 20 mg in evening
= Day 4: 20 mg in morning and 20 mg in evening
= Day 5: 20 mg in morning and 30 mg in evening
= Day 6 and thereafter: 30 mg twice daily
e Dosage in Severe Renal Impairment:
= Recommended dose is 30 mg once daily (2.2)
= For initial dosage titration, titrate using only morning schedule listed in
Table 1 and skip afternoon doses (2.2)

Tablets: 10 mg, 20 mg, 30 mg (3)

CONTRAINDICATIONS
Known hypersensitivity to apremilast or any excipients in formulation (4)

—mmmmmmmmmmmmmmmee—---WARNINGS AND PRECAUTIONS-----------mmmmeemmeeem
e Diarrhea, Nausea, and Vomiting: Consider OTEZLA dose reduction or
suspension if patients develop severe diarrhea, nausea, or vomiting (5.1)

e Depression: Advise patients, their caregivers, and families to be alert for the
emergence or worsening of depression, suicidal thoughts or other mood
changes and if such changes occur to contact their healthcare provider.
Carefully weigh risks and benefits of treatment with OTEZLA in patients
with a history of depression and/or suicidal thoughts or behavior (5.2)

e Weight Decrease: Monitor weight regularly. If unexplained or clinically
significant weight loss occurs, evaluate weight loss and consider
discontinuation of OTEZLA (5.3)

e Drug Interactions: Use with strong cytochrome P450 enzyme inducers (e.g.,
rifampin, phenobarbital, carbamazepine, phenytoin) is not recommended
because loss of efficacy may occur (5.4, 7.1)

ADVERSE REACTIONS

e Psoriatic Arthritis: The most common adverse reactions (>5%) are
diarrhea, nausea, and headache (6.1)

e Psoriasis: The most common adverse reactions (>5%) are diarrhea, nausea,
upper respiratory tract infection, and headache, including tension headache
(6.1)

o Behget’s Disease: The most common adverse reactions (>10%) are diarrhea,
nausea, headache, and upper respiratory tract infection (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact Celgene
Corporation at 1-888-423-5436 or FDA at 1-800-FDA-1088 or
www.fda.gov/medwatch

-------------------------- USE IN SPECIFIC POPULATIONS-----------=-==----
Severe Renal Impairment: Increased systemic exposure of OTEZLA has been
observed, reduction in dose to 30 mg once daily is recommended (2.2, 8.6)

See 17 for PATIENT COUNSELING INFORMATION

Revised: 07/2019
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FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE

1.1 Psoriatic Arthritis

OTEZLA is indicated for the treatment of adult patients with active psoriatic arthritis.
1.2 Psoriasis

OTEZLA is indicated for the treatment of patients with moderate to severe plaque psoriasis who are candidates for phototherapy or systemic
therapy.

1.3 Oral Ulcers Associated with Behcet’s Disease

OTEZLA is indicated for the treatment of adult patients with oral ulcers associated with Behget’s Disease.

2 DOSAGE AND ADMINISTRATION

2.1 Dosage in Psoriatic Arthritis, Psoriasis, and Behc¢et’s Disease

The recommended initial dosage titration of OTEZLA from Day 1 to Day 5 is shown in Table 1. Following the 5-day titration, the
recommended maintenance dosage is 30 mg twice daily taken orally starting on Day 6. This titration is intended to reduce the gastrointestinal
symptoms associated with initial therapy.

OTEZLA can be administered without regard to meals. Do not crush, split, or chew the tablets.

Table 1: Dosage Titration Schedule

Day 6
Day 1 Day 2 Day 3 Day 4 Day 5 & thereafter
AM AM PM AM PM AM PM AM PM AM PM
I0mg | 10mg | 1I0mg | 10mg | 20mg | 20mg | 20mg | 20 mg | 30 mg 30 mg 30 mg

2.2 Dosage Adjustment in Patients with Severe Renal Impairment

OTEZLA dosage should be reduced to 30 mg once daily in patients with severe renal impairment (creatinine clearance (CLcr) of less than
30 mL per minute estimated by the Cockcroft—Gault equation) [see Use in Specific Populations (8.6) and Clinical Pharmacology (12.3)].
For initial dosage titration in this group, it is recommended that OTEZLA be titrated using only the AM schedule listed in Table 1 and the
PM doses be skipped.

3 DOSAGE FORMS AND STRENGTHS

OTEZLA is available as diamond shaped, film coated tablets in the following dosage strengths:
e 10-mg pink tablet engraved with “APR” on one side and “10” on the other side
e 20-mg brown tablet engraved with “APR” on one side and “20” on the other side
e 30-mg beige tablet engraved with “APR” on one side and “30” on the other side.

4 CONTRAINDICATIONS

OTEZLA is contraindicated in patients with a known hypersensitivity to apremilast or to any of the excipients in the formulation [See
Adverse Reactions (6.1)].
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5 WARNINGS AND PRECAUTIONS
5.1 Diarrhea, Nausea, and Vomiting

There have been postmarketing reports of severe diarrhea, nausea, and vomiting associated with the use of OTEZLA. Most events occurred
within the first few weeks of treatment. In some cases, patients were hospitalized. Patients 65 years of age or older and patients taking
medications that can lead to volume depletion or hypotension may be at a higher risk of complications from severe diarrhea, nausea, or
vomiting. Monitor patients who are more susceptible to complications of diarrhea or vomiting. Patients who reduced dosage or discontinued
OTEZLA generally improved quickly. Consider OTEZLA dose reduction or suspension if patients develop severe diarrhea, nausea, or
vomiting.

5.2 Depression

Treatment with OTEZLA is associated with an increase in adverse reactions of depression. Before using OTEZLA in patients with a history
of depression and/or suicidal thoughts or behavior prescribers should carefully weigh the risks and benefits of treatment with OTEZLA in
such patients. Patients, their caregivers, and families should be advised of the need to be alert for the emergence or worsening of depression,
suicidal thoughts or other mood changes, and if such changes occur to contact their healthcare provider. Prescribers should carefully evaluate
the risks and benefits of continuing treatment with OTEZLA if such events occur.

Psoriatic arthritis: During the 0 to 16 week placebo-controlled period of the 3 controlled clinical trials, 1.0% (10/998) of subjects treated
with OTEZLA reported depression or depressed mood compared to 0.8% (4/495) treated with placebo. During the clinical trials, 0.3%
(4/1441) of subjects treated with OTEZLA discontinued treatment due to depression or depressed mood compared with none in placebo
treated subjects (0/495). Depression was reported as serious in 0.2% (3/1441) of subjects exposed to OTEZLA, compared to none in placebo-
treated subjects (0/495). Instances of suicidal ideation and behavior have been observed in 0.2% (3/1441) of subjects while receiving
OTEZLA, compared to none in placebo treated subjects (0/495). In the clinical trials, 2 subjects who received placebo committed suicide
compared to none in OTEZLA-treated subjects.

Psoriasis: During the 0 to 16 week placebo-controlled period of the 3 controlled clinical trials, 1.3% (12/920) of subjects treated with
OTEZLA reported depression compared to 0.4% (2/506) treated with placebo. During the clinical trials, 0.1% (1/1308) of subjects treated
with OTEZLA discontinued treatment due to depression compared with none in placebo-treated subjects (0/506). Depression was reported
as serious in 0.1% (1/1308) of subjects exposed to OTEZLA, compared to none in placebo-treated subjects (0/506). Instances of suicidal
behavior have been observed in 0.1% (1/1308) of subjects while receiving OTEZLA, compared to 0.2% (1/506) in placebo-treated subjects.
In the clinical trials, one subject treated with OTEZLA attempted suicide while one who received placebo committed suicide.

Behget’s disease: During the placebo-controlled period of the phase 3 study, 1% (1/104) of patients treated with OTEZLA reported
depression/depressed mood compared to 1% (1/103) treated with placebo. None of these reports of depression was serious or led to study
discontinuation. No instances of suicidal ideation or behavior were reported during the placebo-controlled period of the phase 3 study in
patients treated with OTEZLA (0/104) or treated with placebo (0/103).

53 Weight Decrease

During the controlled period of the studies in psoriatic arthritis (PsA), weight decrease between 5%-10% of body weight was reported in
10% (49/497) of subjects treated with OTEZLA 30 mg twice daily compared to 3.3% (16/495) treated with placebo.

During the controlled period of the trials in psoriasis, weight decrease between 5%-10% of body weight occurred in 12% (96/784) of
subjects treated with OTEZLA compared to 5% (19/382) treated with placebo. Weight decrease of >10% of body weight occurred in 2%
(16/784) of subjects treated with OTEZLA 30 mg twice daily compared to 1% (3/382) subjects treated with placebo.

During the controlled period of the phase 3 study in Behget’s disease, weight decrease >5% of body weight was reported in 4.9% (5/103)
of subjects treated with OTEZLA 30 mg twice daily compared to 3.9% (4/102) patients treated with placebo.

Patients treated with OTEZLA should have their weight monitored regularly. If unexplained or clinically significant weight loss occurs,
weight loss should be evaluated, and discontinuation of OTEZLA should be considered [see Adverse Reactions (6.1)].

54 Drug Interactions
Co-administration of strong cytochrome P450 enzyme inducer, rifampin, resulted in a reduction of systemic exposure of apremilast, which

may result in a loss of efficacy of OTEZLA. Therefore, the use of cytochrome P450 enzyme inducers (e.g., rifampin, phenobarbital,
carbamazepine, phenytoin) with OTEZLA is not recommended [see Drug Interactions (7.1) and Clinical Pharmacology (12.3)].
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6 ADVERSE REACTIONS

The following adverse reactions are described elsewhere in the labeling:

e Diarrhea, Nausea, and Vomiting [see Warnings and Precautions (5.1)]
e Depression [see Warnings and Precautions (5.2)]

o  Weight Decrease [see Warnings and Precautions (5.3)]

e Drug Interactions [see Warnings and Precautions (5.4)]

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 clinical practice.

Psoriatic Arthritis Clinical Trials

OTEZLA was evaluated in 3 multicenter, randomized, double-blind, placebo-controlled trials [Studies PsA-1, PsA-2, and PsA-3] of similar
design in adult patients with active psoriatic arthritis [see Clinical Studies (14.1)]. Across the 3 studies, there were 1493 patients randomized
equally to placebo, OTEZLA 20 mg twice daily or OTEZLA 30 mg twice daily. Titration was used over the first 5 days [see Dosage and
Administration (2.1)]. Placebo patients whose tender and swollen joint counts had not improved by at least 20% were re-randomized 1:1 in
a blinded fashion to either OTEZLA 20 mg twice daily or 30 mg twice daily at week 16 while OTEZLA patients remained on their initial
treatment. Patients ranged in age from 18 to 83 years, with an overall median age of 51 years.

The majority of the most common adverse reactions presented in Table 2 occurred within the first 2 weeks of treatment and tended to resolve
over time with continued dosing. Diarrhea, headache, and nausea were the most commonly reported adverse reactions. The most common
adverse reactions leading to discontinuation for patients taking OTEZLA were nausea (1.8%), diarrhea (1.8%), and headache (1.2%). The
proportion of patients with psoriatic arthritis who discontinued treatment due to any adverse reaction was 4.6% for patients taking OTEZLA
30 mg twice daily and 1.2% for placebo-treated patients.

Table 2: Adverse Reactions Reported in >2% of Patients on OTEZLA 30 mg Twice Daily and >1%
Than That Observed in Patients on Placebo for up to Day 112 (Week 16)

Placebo OTEZLA 30 mg BID
Day1toS Day 6 to Day 112 Day1toS Day 6 to Day 112
(N=495) (N=490) (N=497) (N=493)
Preferred Term n (%)* n (%) n (%) n (%)

Diarrhea® 6(1.2) 8 (1.6) 46 (9.3) 38(7.7)
Nausea® 7(1.4) 15(3.1) 37(7.4) 44 (8.9)
Headache® 9(1.8) 11(2.2) 24 (4.8) 29 (5.9)
Upper respiratory tract 3 (0.6) 9(1.8) 3 (0.6) 19 (3.9)
infection®
Vomiting® 2(0.4) 2(0.4) 4 (0.8) 16 (3.2)
Nasopharyngitis® 1(0.2) 8 (1.6) 1(0.2) 13 (2.6)
Abdominal pain upper® 0(0.0) 1(0.2) 3(0.6) 10 (2.0)

2 Of the reported gastrointestinal adverse reactions, 1 subject experienced a serious adverse reaction of nausea and
vomiting in OTEZLA 30 mg twice daily; 1 subject treated with OTEZLA 20 mg twice daily experienced a serious
adverse reaction of diarrhea; 1 patient treated with OTEZLA 30 mg twice daily experienced a serious adverse
reaction of headache.

b Of the reported adverse drug reactions none were serious.

°n (%) indicates number of patients and percent.

Other adverse reactions reported in patients on OTEZLA in clinical studies including extension studies:
Immune system disorders: Hypersensitivity
Investigations: Weight decrease
Gastrointestinal Disorders: Frequent bowel movement, gastroesophageal reflux disease, dyspepsia
Metabolism and Nutrition Disorders: Decreased appetite®

4
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Nervous System Disorders: Migraine

Respiratory, Thoracic, and Mediastinal Disorders: Cough

Skin and Subcutaneous Tissue Disorders: Rash

*1 patient treated with OTEZLA 30 mg twice daily experienced a serious adverse reaction.

Psoriasis Clinical Trials

The safety of OTEZLA was assessed in 1426 subjects in 3 randomized, double-blind, placebo-controlled trials in adult subjects with
moderate to severe plaque psoriasis who were candidates for phototherapy or systemic therapy. Subjects were randomized to receive
OTEZLA 30 mg twice daily or placebo twice daily. Titration was used over the first 5 days [see Dosage and Administration (2.1)]. Subjects
ranged in age from 18 to 83 years, with an overall median age of 46 years.

Diarrhea, nausea, and upper respiratory tract infection were the most commonly reported adverse reactions. The most common adverse
reactions leading to discontinuation for subjects taking OTEZLA were nausea (1.6%), diarrhea (1.0%), and headache (0.8%). The proportion
of subjects with psoriasis who discontinued treatment due to any adverse reaction was 6.1% for subjects treated with OTEZLA 30 mg twice
daily and 4.1% for placebo-treated subjects.

Table 3: Adverse Reactions Reported in >1% of Subjects on OTEZLA and With Greater Frequency
Than in Subjects on Placebo; up to Day 112 (Week 16)

Placebo (N=506) OTEZLA 30 mg BID (N=920)

Preferred Term n (%) n (%)
Diarrhea 32 (6) 160 (17)
Nausea 35(7) 155(17)
Upper respiratory tract infection 31(6) 84 (9)
Tension headache 21 (4) 75 (8)
Headache 19 (4) 55 (6)
Abdominal pain* 11(2) 39 (4)
Vomiting 8(2) 35(4)
Fatigue 9(2 29 (3)
Dyspepsia 6 (1) 29 (3)
Decreased appetite 5(1) 26 (3)
Insomnia 4(1) 21 (2)
Back pain 4(D) 20 (2)
Migraine 5(1) 19 (2)
Frequent bowel movements 1(0) 17 (2)
Depression 2(0) 12 (1)
Bronchitis 2 (0) 12 (1)
Tooth abscess 0(0) 10 (1)
Folliculitis 0(0) 9(1)
Sinus headache 00 9 (D)

*Two subjects treated with OTEZLA experienced serious adverse reaction of abdominal pain.

Severe worsening of psoriasis (rebound) occurred in 0.3% (4/1184) subjects following discontinuation of treatment with OTEZLA.

Behget’s Disease Clinical Trials

OTEZLA was evaluated in a Phase 3, multicenter, randomized, placebo-controlled study (BCT-002) in adult patients with Behget’s Disease
(BD) with active oral ulcers. A total of 207 patients were randomized to receive OTEZLA 30 mg twice daily or placebo twice daily. Titration
was used over the first 5 days [see Dosage and Administration (2.1)]. After Week 12, all patients received treatment with OTEZLA 30 mg
twice daily. Patients ranged in age from 19 to 72, with a mean age of 40 years.

Diarrhea, nausea, headache, and upper respiratory tract infection were the most commonly reported adverse reactions. The proportion of
patients with BD who discontinued treatment due to any adverse reaction during the placebo-controlled period of the study, was 2.9% for
patients treated with OTEZLA 30 mg twice daily and 4.9% for placebo-treated patients.

Reference ID: 4464834



Table 4: Adverse Reactions Reported in >5% of Patients on OTEZLA and with at least 1%
Greater Frequency than Patients on Placebo; up to Week 12

Placebo OTEZLA 30 mg twice daily

Preferred Term (N=103) (N=104)

n (%) n (%)
Diarrhea® 21(20.4) 43 (41.3)
Nausea® 11(10.7) 20 (19.2)
Headache 11 (10.7) 15 (14.4)
Upper respiratory tract infection 5(4.9) 12 (11.5)
Abdominal pain upper 2(1.9) 9 (8.7)
Vomiting® 2(1.9) 9(8.7)
Back pain 6(5.8) 8 (7.7)
Viral upper respiratory tract infection 5(4.9) 7(6.7)
Arthralgia 3(2.9) 6(5.8)

2 There were no serious adverse reactions of diarrhea, nausea or vomiting.

7 DRUG INTERACTIONS

71 Strong CYP450 Inducers

Apremilast exposure is decreased when OTEZLA is co-administered with strong CYP450 inducers (such as rifampin) and may result in
loss of efficacy [see Warnings and Precautions (5.3) and Clinical Pharmacology (12.3)].

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Pregnancy Exposure Registry
There is a pregnancy exposure registry that monitors pregnancy outcomes in women exposed to OTEZLA during pregnancy. Information

about the registry can be obtained by calling 1-877-311-8972 or visiting https://mothertobaby.org/ongoing-study/otezla/.

Risk Summary
Available pharmacovigilance data with OTEZLA use in pregnant women have not established a drug-associated risk of major birth

defects, miscarriage or adverse maternal or fetal outcomes, but these data are extremely limited. Based on findings from animal
reproduction studies, OTEZLA may increase the risk for fetal loss. In animal embryo-fetal development studies, the administration of
apremilast to pregnant cynomolgus monkeys during organogenesis resulted in dose-related increases in abortion/embryo-fetal death at
dose exposures 2.1-times the maximum recommended human therapeutic dose (MRHD) and no adverse effect at an exposure of 1.4-times
the MRHD. When administered to pregnant mice, during organogenesis there were no apremilast-induced malformations up to exposures
4.0-times the MRHD (see Data). Advise pregnant women of the potential risk of fetal loss. Consider pregnancy planning and prevention
for females of reproductive potential.

The estimated background risk of major birth defects and miscarriage for the indicated populations is unknown. All pregnancies have a
background risk of birth defect, loss, or other adverse outcomes. In the U.S. general population, the estimated background risk of major
birth defects and miscarriage in clinically recognized pregnancies is 2-4% and 15-20%, respectively.

Data

Animal Data

In an embryo-fetal developmental study, pregnant cynomolgus monkeys were administered apremilast at doses of 20, 50, 200, or

1000 mg/kg/day during the period of organogenesis (gestation Days 20 through 50). There was a dose-related increase in spontaneous
abortions, with most abortions occurring during Weeks 3 to 4 of dosing in the first trimester, at doses approximately 2.1-times the MRHD
and greater (on an area under the curve [AUC] basis at doses >50 mg/kg/day). No abortifacient effects were observed at a dose
approximately 1.4-times the MRHD (on an AUC basis at a dose of 20 mg/kg/day). Although, there was no evidence for a teratogenic
effect at doses of 20 mg/kg/day and greater when examined at day 100, aborted fetuses were not examined.

In an embryo-fetal development study in mice, apremilast was administered at doses of 250, 500, or 750 mg/kg/day to dams during
organogenesis (gestation Day 6 through 15). In a combined fertility and embryo-fetal development study in mice, apremilast was
administered at doses of 10, 20, 40, or 80 mg/kg/day starting 15 days before cohabitation and continuing through gestation Day 15. No
teratogenic findings attributed to apremilast were observed in either study; however, there was an increase in postimplantation loss at
doses corresponding to a systemic exposure of 2.3-times the MRHD and greater (=20 mg/kg/day). At doses of >20 mg/kg/day skeletal
variations included incomplete ossification sites of tarsals, skull, sternebra, and vertebrae. No effects were observed at a dose
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approximately 1.3-times the MRHD (10 mg/kg/day).
Apremilast distributed across the placenta into the fetal compartment in mice and monkeys.

In a pre- and postnatal study in mice, apremilast was administered to pregnant female mice at doses of 10, 80, or 300 mg/kg/day from
Day 6 of gestation through Day 20 of lactation, with weaning on Day 21. Dystocia, reduced viability, and reduced birth weights occurred
at doses corresponding to >4.0-times the MRHD (on an AUC basis at doses >80 mg/kg/day). No adverse effects occurred at a dose 1.3-
times the MRHD (10 mg/kg/day). There was no evidence for functional impairment of physical development, behavior, learning ability,
immune competence, or fertility in the offspring at doses up to 7.5-times the MRHD (on an AUC basis at a dose of 300 mg/kg/day).

8.2 Lactation

Risk Summary
There are no data on the presence of apremilast in human milk, the effects on the breastfed infant, or the effects on milk production.

However, apremilast was detected in the milk of lactating mice. When a drug is present in animal milk, it is likely that the drug will be
present in human milk. The developmental and health benefits of breastfeeding should be considered along with the mother’s clinical
need for OTEZLA and any potential adverse effects on the breastfed infant from OTEZLA or from the underlying maternal condition.

Data
In mice, following a single oral administration of 10 mg/kg to dams on postpartum day 13, apremilast concentrations in milk were
approximately 1.5-times that of simultaneously collected blood samples.

8.4 Pediatric Use

The safety and effectiveness of OTEZLA in pediatric patients less than18 years of age have not been established.

8.5 Geriatric Use

Of the 1493 subjects who enrolled in Studies PsA-1, PsA-2, and PsA-3 a total of 146 psoriatic arthritis subjects were 65 years of age and

older, including 19 subjects 75 years and older. No overall differences were observed in the safety profile of elderly subjects >65 years of
age and younger adult subjects <65 years of age in the clinical studies.

Of the 1257 subjects who enrolled in two placebo-controlled psoriasis trials (PSOR 1 and PSOR 2), a total of 108 psoriasis subjects were
65 years of age and older, including 9 subjects who were 75 years of age and older. No overall differences were observed in the efficacy
and safety in elderly subjects >65 years of age and younger adult subjects <65 years of age in the clinical trials.

8.6 Renal Impairment

Apremilast pharmacokinetics were characterized in subjects with mild, moderate, and severe renal impairment as defined by a creatinine
clearance of 60-89, 30-59, and less than 30 mL per minute, respectively, by the Cockcroft—Gault equation. While no dose adjustment is
needed in patients with mild or moderate renal impairment, the dose of OTEZLA should be reduced to 30 mg once daily in patients with
severe renal impairment [see Dosage and Administration (2.2) and Clinical Pharmacology (12.3)].

8.7 Hepatic Impairment

Apremilast pharmacokinetics were characterized in subjects with moderate (Child Pugh B) and severe (Child Pugh C) hepatic impairment.
No dose adjustment is necessary in these patients.

10 OVERDOSAGE

In case of overdose, patients should seek immediate medical help. Patients should be managed by symptomatic and supportive care should
there be an overdose.

11 DESCRIPTION
The active ingredient in OTEZLA tablets is apremilast. Apremilast is a phosphodiesterase 4 (PDE4) inhibitor. Apremilast is known

chemically as N-[2-[(1S)-1-(3-ethoxy-4-methoxyphenyl)-2-(methylsulfonyl)ethyl]-2,3-dihydro-1,3-dioxo-1H-isoindol-4-yl]acetamide. Its
empirical formula is C22H24N>O5S and the molecular weight is 460.5.
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The chemical structure is:

o/
o)
0 N—
\\\H
N /
550
NH ©O 0O

OTEZLA tablets are supplied in 10-, 20-, and 30-mg strengths for oral administration. Each tablet contains apremilast as the active ingredient
and the following inactive ingredients: lactose monohydrate, microcrystalline cellulose, croscarmellose sodium, magnesium stearate,
polyvinyl alcohol, titanium dioxide, polyethylene glycol, talc, iron oxide red, iron oxide yellow (20 and 30 mg only) and iron oxide black
(30 mg only).

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

Apremilast is an oral small-molecule inhibitor of phosphodiesterase 4 (PDE4) specific for cyclic adenosine monophosphate (cAMP). PDE4
inhibition results in increased intracellular cAMP levels. The specific mechanism(s) by which apremilast exerts its therapeutic action is not
well defined.

12.3 Pharmacokinetics

Absorption
Apremilast when taken orally is absorbed with an absolute bioavailability of ~73%, with peak plasma concentrations (Cmax) occurring at a

median time (tmax) 0f ~2.5 hours. Co-administration with food does not alter the extent of absorption of apremilast.

Distribution
Human plasma protein binding of apremilast is approximately 68%. Mean apparent volume of distribution (Vd) is 87 L.

Metabolism

Following oral administration in humans, apremilast is a major circulating component (45%) followed by inactive metabolite M12 (39%),
a glucuronide conjugate of O-demethylated apremilast. It is extensively metabolized in humans with up to 23 metabolites identified in
plasma, urine and feces. Apremilast is metabolized by both cytochrome (CYP) oxidative metabolism with subsequent glucuronidation and
non-CYP mediated hydrolysis. In vitro, CYP metabolism of apremilast is primarily mediated by CYP3A4, with minor contributions from
CYP1A2 and CYP2AG.

Elimination

The plasma clearance of apremilast is about 10 L/hr in healthy subjects, with a terminal elimination half-life of approximately 6-9 hours.
Following oral administration of radio-labeled apremilast, about 58% and 39% of the radioactivity is recovered in urine and feces,
respectively, with about 3% and 7% of the radioactive dose recovered as apremilast in urine and feces, respectively.

Specific Populations
Hepatic Impairment: The pharmacokinetics of apremilast is not affected by moderate or severe hepatic impairment.

Renal Impairment: The pharmacokinetics of apremilast is not affected by mild or moderate renal impairment. In 8 subjects with severe
renal impairment administered a single dose of 30 mg apremilast, the AUC and Cpax of apremilast increased by approximately 88% and
42%, respectively [see Dosage and Administration (2.2) and Use in Specific Populations (8.6)].

Age: A single oral dose of 30-mg apremilast was studied in young adults and elderly healthy subjects. The apremilast exposure in elderly

subjects (65 to 85 years of age) was about 13% higher in AUC and about 6% higher in Cpnax than in young subjects (18 to 55 years of age)
[see Use in Specific Populations (8.5)].
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Gender: In pharmacokinetic studies in healthy volunteers, the extent of exposure in females was about 31% higher and Cpax Was about 8%
higher than that in male subjects.

Race and Ethnicity: The pharmacokinetics of apremilast in Chinese and Japanese healthy male subjects is comparable to that in Caucasian
healthy male subjects. In addition, apremilast exposure is similar among Hispanic Caucasians, non-Hispanic Caucasians, and African
Americans.

Drug Interactions
In vitro data: Apremilast is not an inhibitor of CYP1A2, CYP2A6, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6, CYP2EL, or

CYP3A4 and not an inducer of CYP1A2, CYP2B6, CYP2C9, CYP2C19, or CYP3A4. Apremilast is a substrate, but not an inhibitor of P-
glycoprotein (P-gp) and is not a substrate or an inhibitor of organic anion transporter (OAT)1 and OAT3, organic cation transporter (OCT)2,
organic anion transporting polypeptide (OATP)1B1 and OATP1B3, or breast cancer resistance protein (BCRP).

Drug interaction studies were performed with apremilast and CYP3A4 substrates (oral contraceptive containing ethinyl estradiol and
norgestimate), CYP3A and P-gp inhibitor (ketoconazole), CYP450 inducer (rifampin) and frequently co-administered drug in this patient
population (methotrexate).

No significant pharmacokinetic interactions were observed when 30-mg oral apremilast was administered with either oral contraceptive,
ketoconazole, or methotrexate. Co-administration of the CYP450 inducer rifampin (600 mg once daily for 15 days) with a single oral dose
of 30-mg apremilast resulted in reduction of apremilast AUC and Cpax by 72% and 43%, respectively [see Warnings and Precautions (5.3)
and Drug Interactions (7.1)].

13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Long-term studies were conducted in mice and rats with apremilast to evaluate its carcinogenic potential. No evidence of apremilast-induced
tumors was observed in mice at oral doses up to 8.8-times the Maximum Recommended Human Dose (MRHD) on an AUC basis (1000
mg/kg/day) or in rats at oral doses up to approximately 0.08- and 1.1-times the MRHD, (20 mg/kg/day in males and 3 mg/kg/day in females,
respectively).

Apremilast tested negative in the Ames assay, in vitro chromosome aberration assay of human peripheral blood lymphocytes, and the in
vivo mouse micronucleus assay.

In a fertility study of male mice, apremilast at oral doses up to approximately 3-times the MRHD based on AUC (up to 50 mg/kg/day)
produced no effects on male fertility. In a fertility study of female mice, apremilast was administered at oral doses of 10, 20, 40, or
80 mg/kg/day. At doses >1.8-times the MRHD (=20 mg/kg/day), estrous cycles were prolonged, due to lengthening of diestrus which
resulted in a longer interval until mating. Mice that became pregnant at doses of 20 mg/kg/day and greater also had increased incidences of
early postimplantation losses. There was no effect of apremilast approximately 1.0-times the MRHD (10 mg/kg/day).

14 CLINICAL STUDIES
14.1 Psoriatic Arthritis

The safety and efficacy of OTEZLA was evaluated in 3 multicenter, randomized, double-blind, placebo-controlled trials (Studies PsA-1,
PsA-2, and PsA-3) of similar design. A total of 1493 adult patients with active PsA (>3 swollen joints and >3 tender joints) despite prior or
current treatment with disease-modifying antirheumatic drug (DMARD) therapy were randomized. Patients enrolled in these studies had a
diagnosis of PsA for at least 6 months. One qualifying psoriatic skin lesion of at least 2 cm in diameter was required in Study PsA- 3.
Previous treatment with a biologic, including TNF-blockers was allowed (up to 10% could be TNF-blocker therapeutic failures). Across
the 3 studies, patients were randomly assigned to placebo (n=496), OTEZLA 20 mg (n=500), or OTEZLA 30 mg (n=497) given orally
twice daily. Titration was used over the first 5 days [see Dosage and Administration (2.1)]. Patients were allowed to receive stable doses
of concomitant methotrexate [MTX (<25 mg/week)], sulfasalazine [SSZ (<2 g/day)], leflunomide [LEF (<20 mg/day)], low dose oral
corticosteroids (equivalent to <10 mg of prednisone a day), and/or nonsteroidal anti-inflammatory drugs (NSAIDs) during the trial.
Treatment assignments were stratified based on small-molecule DMARD use at baseline in Studies PsA-1, PsA-2 and PsA-3. There was an
additional stratification of BSA >3% with psoriasis in study PsA-3. The patients who were therapeutic failures of >3 agents for PsA (small
molecules or biologics), or >1 biologic TNF blocker were excluded.

The primary endpoint was the percentage of patients achieving American College of Rheumatology (ACR) 20 response at Week 16.
Placebo-controlled efficacy data were collected and analyzed through Week 24. Patients whose tender and swollen joint counts had not
improved by at least 20% were considered non-responders at Week 16. Placebo non-responders were re-randomized 1:1 in a blinded fashion
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to either OTEZLA 20 mg twice daily or 30 mg twice daily following the titration schema [see Dosage and Administration (2.1)]. OTEZLA
patients remained on their initial treatment. At Week 24, all remaining placebo patients were re-randomized to either 20 mg twice daily or
30 mg twice daily.

Patients with subtypes of PsA were enrolled across the 3 studies, including symmetric polyarthritis (62.0%), asymmetric oligoarthritis
(27.0%), distal interphalangeal (DIP) joint arthritis (6.0%), arthritis mutilans (3.0%), and predominant spondylitis (2.1%). The median
duration of PsA disease was 5 years. Patients received concomitant therapy with at least one DMARD (65.0%), MTX (55.0%), SSZ (9.0%),
LEF (7.0%), low dose oral corticosteroids (14.0%), and NSAIDs (71.0%). Prior treatment with small-molecule DMARDs only was reported
in 76.0% of patients and prior treatment with biologic DMARDs was reported in 22.0% of patients, which includes 9.0% who had failed
prior biologic DMARD treatment.

Clinical Response in Patients with Psoriatic Arthritis

The percent of patients achieving ACR 20, 50 and 70 responses in Studies PsA-1, PsA-2, and PsA-3 are presented in Table 5 below.
OTEZLA + DMARDs, compared with Placebo = DMARDs resulted in a greater improvement in signs and symptoms of psoriatic arthritis
as demonstrated by the proportion of patients with an ACR 20 response at Week 16.

Table 5: Proportion of Patients With ACR Responses in Studies PsA-1, PsA-2 and PsA-3

PsA-1 PsA-2 PsA-3
OTEZLA OTEZLA OTEZLA
Placebo 30 mg Placebo 30 mg Placebo 30 mg
+ twice daily + + twice daily + + twice daily =

DMARDs DMARDs DMARDs DMARDs DMARDs DMARDs

Ne N=168 N=168 N=159 N=162 N=169 N=167
ACR 20

Week 16 19% 38%°® 19% 32%° 18% 41%"°
ACR 50

Week 16 6% 16% 5% 11% 8% 15%
ACR 70

Week 16 1% 4% 1% 1% 2% 4%

2N is number of randomized and treated patients.
b Statistically significantly different from placebo (p<0.05).

OTEZLA 30 mg twice daily resulted in improvement for each ACR component, compared to placebo at Week 16 in Study PsA-1
(Table 6). Consistent results were observed in Studies PsA-2 and PsA-3.

Table 6: ACR Components Mean Change from Baseline at Week 16 in Study PsA- 1

Placsbo | O
(N*=168) (N*=168)
Number of tender joints®
Sample Size 166 164
Baseline 23 23
Mean Change at Week 16 -2 -7
Number of swollen joints®
Sample Size 166 164
Baseline 13 13
Mean Change at Week 16 -2 -5
Patient’s assessment of pain®
Sample Size 165 159
Baseline 61 58
Mean Change at Week 16 -6 -14
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Patient’s global assessment of disease
activity®
Sample Size 165 159
Baseline 59 56
Mean Change at Week 16 -3 -10
Physician’s global assessment of disease
activity®
Sample Size 158 159
Baseline 55 56
Mean Change at Week 16 -8 -19
HAQ-DI¢ score
Sample Size 165 159
Baseline 1.2 1.2
Mean Change at Week 16 -0.09 -0.2
CRP*°
Sample Size 166 167
Baseline 1.1 0.8
Mean Change at Week 16 0.1 -0.1
Mean changes from baseline are least square means from analyses of covariance.
2 Scale 0-78.
b Scale 0-76.

¢ VAS=Visual Analog Scale; 0=best, 100=worst.

4 HAQ-DI=Health Assessment Questionnaire-Disability Index; 0=best, 3=worst; measures the subject’s ability to perform the following:
dress/groom, arise, eat, walk, reach, grip, maintain hygiene, and maintain daily activity.

¢ CRP=C-reactive protein; Reference range 0-0.5 mg/dL.

* N reflects randomized patients; actual number of patients evaluable for each endpoint may vary by timepoint.

Treatment with OTEZLA resulted in improvement in dactylitis and enthesitis in patients with pre-existing dactylitis or enthesitis.
Physical Function Response

OTEZLA 30 mg twice daily demonstrated a greater improvement compared to placebo in mean change from baseline for the Health
Assessment Questionnaire Disability Index (HAQ-DI) score at Week 16 [-0.244 vs. -0.086, respectively; 95% CI for the difference was
(-0.26, -0.06)] in Study PsA-1. The proportions of HAQ-DI responders (>0.3 improvement from baseline) at Week 16 for the OTEZLA 30
mg twice daily group were 38%, compared to 27%, for the placebo group in Study PsA-1. Consistent results were observed in Studies PsA-
2 and PsA-3.

14.2 Psoriasis

Two multicenter, randomized, double-blind, placebo-controlled trials (Studies PSOR-1 and PSOR-2) enrolled a total of 1257 subjects 18
years of age and older with moderate to severe plaque psoriasis [body surface area (BSA) involvement of >10%, static Physician Global
Assessment (SPGA) of >3 (moderate or severe disease), Psoriasis Area and Severity Index (PASI) score >12, candidates for phototherapy
or systemic therapy]. Subjects were allowed to use low-potency topical corticosteroids on the face, axilla and groin. Subjects with scalp
psoriasis were allowed to use coal tar shampoo and/or salicylic acid scalp preparations on scalp lesions.

Study PSOR-1 enrolled 844 subjects and Study PSOR-2 enrolled 413 subjects. In both studies, subjects were randomized 2:1 to OTEZLA
30 mg BID or placebo for 16 weeks. Both studies assessed the proportion of subjects who achieved PASI-75 at Week 16 and the proportion
of subjects who achieved a SPGA score of clear (0) or almost clear (1) at Week 16. Across both studies, subjects ranged in age from 18 to
83 years, with an overall median age of 46 years. The mean baseline BSA involvement was 25.19% (median 21.0%), the mean baseline
PASI score was 19.07 (median 16.80), and the proportion of subjects with sPGA score of 3 (moderate) and 4 (severe) at baseline were
70.0% and 29.8%, respectively. Approximately 30% of all subjects had received prior phototherapy and 54% had received prior
conventional systemic and/or biologic therapy for the treatment of psoriasis with 37% receiving prior conventional systemic therapy and
30% receiving prior biologic therapy. Approximately one-third of subjects had not received prior phototherapy, conventional systemic nor
biologic therapy. A total of 18% of subjects had a history of psoriatic arthritis.

Clinical Response in Subjects with Plaque Psoriasis

The proportion of subjects who achieved PASI -75 responses, and sSPGA score of clear (0) or almost clear (1), are presented in
Table 7.
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Table 7: Clinical Response at Week 16 in Studies PSOR-1 and PSOR-2

Study PSOR-1 Study PSOR-2
OTEZLA OTEZLA
Placebo 30 mg BID Placebo 30 mg BID
Ne N=282 N=562 N=137 N=274
PASI® -75, n (%) 15(5.3) 186 (33.1) 8 (5.8) 79 (28.8)
SPGA° of Clear or Almost
Clear, n (%) 11 (3.9) 122 (21.7) 6 (4.4) 56 (20.4)

2N is number of randomized and treated patients.
b PASI=Psoriasis Area and Severity Index.
¢ sPGA=Static Physician Global Assessment.

The median time to loss of PASI-75 response among the subjects re-randomized to placebo at Week 32 during the Randomized Treatment
Withdrawal Phase was 5.1 weeks.

14.3 Oral Ulcers Associated with Behget’s Disease

A multicenter, randomized, placebo-controlled trial (BCT-002) enrolled a total of 207 adult patients with BD with active oral ulcers. Patients
were previously treated with at least one nonbiologic BD medication and were candidates for systemic therapy. Patients met the International
Study Group (ISG) Criteria for BD. Patients had at least 2 oral ulcers at screening and at least 2 oral ulcers at randomization and without
currently active major organ involvement. Concomitant treatment for BD was not allowed.

Patients were randomized 1:1 to receive either OTEZLA 30 mg twice daily (n=104) or placebo (n=103) for 12 weeks. After Week 12, all
patients received OTEZLA 30 mg twice daily.

Efficacy was assessed based on the number and pain of oral ulcers.

Patients ranged in age from 19 to 72, with a mean age of 40 years. The mean duration of BD was 6.84 years. All subjects had a history of
recurrent oral ulcers that were currently active. Subjects had a history of skin lesions (98.6%), genital ulcers (90.3%), musculoskeletal
manifestations (72.5%), ocular manifestations (17.4%), central nervous system (9.7%), gastrointestinal (GI) manifestations (9.2%) and

vascular involvement (1.4%). The mean baseline oral ulcer counts were 4.2 and 3.9 in the OTEZLA and placebo groups, respectively.

Measures of Oral Ulcers

Improvements in measures of oral ulcers at Week 12 are presented in Table 8.

Table 8: Clinical Response of Oral Ulcers at Week 12 in the BCT-002 Study (ITT? Population)

Reference ID: 4464834

OTEZLA Treatment
Placebo 30 twice dail Diff. b
Endpoint N=103 mg twice daily ifference
N=104 (95% CI)
Change? from baseline in the pain of oral 187 427 -24.1
ulcers as measured by VAS® at Week 12 ’ ’ (-32.4,-15.7)
Proportionf of subjects achieving oral ulcer 52 99 30.6%#
complete response (oral ulcer-free) at 22.3% e (18.1%, 43.1%)
Week 12
Proportion! of subjects achieving oral ulcer
complete response (oral ulcer-free) by
Week 6, and who remained oral ulcer-free 4.9% 29 8% 25.1%¢#
for at least 6 additional weeks during the ' ’ (15.5%, 34.6%)
12-week Placebo-controlled Treatment
Phase
12



Daily average™ number of oral ulcers 11

during the 12-week Placebo-controlled 2.6 1.5 ’
(-1.6,-0.7)

Treatment Phase

* ITT=intent to treat.

"OTEZLA - Placebo.

¢ Cl=confidence interval.

4 Mean changes from baseline are least square means from mixed-effects model for repeated measures, adjusting for sex, region, and
baseline pain of oral ulcers as measured by the visual analog scale.

¢ VAS=visual analog scale; 0=no pain, 100=worst possible pain.

fPatients for whom data are not available to determine response status are considered non-responders.

¢ Adjusted difference in proportions is the weighted average of the treatment differences across the 4 strata of combined sex and region
factors with the Cochran-Mantel-Haenszel weights.

"Mean daily averages are least squares means from analysis of covariance, after adjusting for sex, region, and baseline number of oral
ulcers.

iBased on oral ulcer counts measured at baseline and at Weeks 1, 2, 4, 6, 8, 10, and 12.

Figure 1 displays the mean number of oral ulcers for each treatment group at each visit, while Figure 2 displays the mean oral ulcer pain on
a visual analog scale for each treatment group at each visit.

Figure 1: Mean (= SE) Number of Oral Ulcers by Time Point Through Week 12 (ITT Population)
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Weeks 0 1 2 4 6 8 10 12
Placebo, n 103 98 97 93 91 86 83 82
OTEZLA 30 mg 104 101 101 101 98 94 94 97
twice daily, n

ITT = intent-to-treat; SE = standard error.
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Figure 2: Mean (+ SE) Oral Ulcer Pain on a Visual Analog Scale by Time Point Through Week 12

(ITT Population)
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ITT=intent-to-treat; SE=standard error.
Oral ulcer pain was assessed on a 100-mm Visual Analog Scale with 0 = no pain and 100 = worst possible pain. Mean baseline Visual Analog
Scale pain scores were 61.2 and 60.8 in the OTEZLA 30 mg twice daily treatment group and placebo treatment group, respectively.

16 HOW SUPPLIED/STORAGE AND HANDLING
OTEZLA is available as diamond-shaped, film-coated tablets in the following dosage strengths: 10-mg pink tablet engraved with “APR”
on one side and “10” on the other side; 20-mg brown tablet engraved with “APR” on one side and “20” on the other side; 30-mg beige tablet

engraved with “APR” on one side and “30” on the other side.

Tablets are supplied in the following strengths and package configurations:

Package configuration Tablet strength NDC number
Bottles of 60 30 mg 59572-631-06
Two-week starter pack 13-tablet blister titration pack 59572-630-27

containing: (4) 10-mg, (4) 20-mg,
and (5) 30-mg tablets with an
additional (14) 30-mg tablets

28-count carton Two 30-mg blister cards containing 59572-631-28
(14) 30-mg tablets
28-day starter pack 13-tablet blister titration pack 59572-632-55

containing: (4) 10-mg, (4) 20-mg,
and (5) 30-mg tablets with an
additional (42) 30-mg tablets

Storage and Handling
Store tablets below 30°C (86°F).

17 PATIENT COUNSELING INFORMATION

e Diarrhea, Nausea, and Vomiting
Instruct patients to contact their healthcare provider if they experience severe diarrhea, nausea, or vomiting. Prescribers should advise
patients of the potential complications of severe diarrhea, nausea, or vomiting. Consider OTEZLA dose reduction or suspension if
patients develop severe diarrhea, nausea, or vomiting [see Warnings and Precautions (5.1)].
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e Depression
Before using OTEZLA in patients with a history of depression and/or suicidal thoughts or behavior, prescribers should carefully weigh
the risks and benefits of treatment with OTEZLA in such patients. Patients, their caregivers, and families should be advised of the need
to be alert for the emergence or worsening of depression, suicidal thoughts or other mood changes, and if such changes occur to contact
their healthcare provider. Prescribers should carefully evaluate the risks and benefits of continuing treatment with OTEZLA if such
events occur [see Warnings and Precautions (5.2)].

e Weight Decrease
Patients treated with OTEZLA should have their weight monitored regularly. If unexplained or clinically significant weight loss occurs,
weight loss should be evaluated, and discontinuation of OTEZLA should be considered [see Warnings and Precautions (5.3)].

¢ Drug Interactions
The use of strong cytochrome P450 enzyme inducers (e.g., rifampin, phenobarbital, carbamazepine, phenytoin) with OTEZLA is not
recommended [see Warnings and Precautions (5.4), Drug Interactions (7.1), and Clinical Pharmacology (12.3)].

o Instruct patients to take OTEZLA only as prescribed.

e Advise patients OTEZLA can be taken with or without food.

o Advise patients that the tablets should not be crushed, split, or chewed.

o Advise patients about the side effects associated with OTEZLA [see Adverse Reactions (6.1)].

e Pregnancy
Inform patients that there is a pregnancy registry for pregnant women who have taken OTEZLA during pregnancy. Advise patients to
contact the registry at 1-877-311-8972 to enroll or visit https://mothertobaby.org/ongoing-study/otezla/ [see Use in Specific
Populations (8.1)]. Advise pregnant women and females of reproductive potential of the potential risk to a fetus. Advise females to
inform their prescriber of a known or suspected pregnancy.

Manufactured for: Celgene Corporation
Summit, NJ 07901

OTEZLAYis a registered trademark of Celgene Corporation.

Pat. http://www.celgene.com/therapies
© 2014-2019 Celgene Corporation. All Rights Reserved.
APRPIL.007 07/19
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5 Of : BE . NMHEFLOFEIC L, o, BRE
B XX Z DM OE Sy DEAL DI ITEACIZ DWW THER
M L, 20X 9 B e b= EAE, Y oE
FRIE ICHET D LIS TH2 L, IO
MITARBESE I B RITAOMERERED & 5 B3E T,
OTEZLA 5DV R 7 & RXT 4 v MIOWTHEILK
a2 L (52)

RERD - EHNICAEEE=X Y T H 2L, KA
RHSUTERAR A & 237 R ERUD 23580 b -5
I, EERBADIZOWTE L, OTEZLA O 5-H k%35
BInHz e (53)

S EAER - 72T b 7 v L PASO SRR A (U
Ty oy, T )NV ER—L IR EBE L, T
= AL LRI, RN EDNLLZLRH
DOTHIEL 72y (54, 7.1)

BIfEA
HEMEVERAEI S - EARBIER (35%) 1. FHL ELEO
BB THD (6.1)
g . ERRIER (5%) X, L EL, RGBT
KOUHR (BIRMSERZET) THhD (6.1)
cR_R—F oy M EREER 210%) 1 E. TR D,
PR AN ERGERECH D (6.1)

BIERAREDNABAIE, BAT— 4t (1-888-423-5436)
XX FDA (1-800-FDA-1088 XX www.fda.gov/medwatch)
HETaz e,

il e Y5 FONY = ——
I OBRERERSE . OTEZLA O IRGEENEINT 5 2 &
NHSNTNDHOT, 30mgl B 1 [EEGIHEEL TR
5 EERHEET S (22, 8.6)

BEIT Y VTERITOVWTII 1T EBRTS L

Py =N
T 7L 3T A D SUTEAN O VRIMEN RT3 5 W BULE 0 WEE 201942 7 AT
DI HEE (4)
8.4 /NH~DFEH.
BACE (230 : B> 8.5 mElE ~DEE.
1 ZEESR 8.6 EHkREREE
1.1 e B A 2% 8.7 JHHaEREE
12 Wi 10 BEHRS
13 N—F = v MEICBEET S 0P 11 R
2 A-AE 12 ERAREHE
2.1 FEREMEBEENE. RoMER OVRN—F = v MRICRIT 5% 12.1  VERKER
H& 123 #pyohe
22 HEEOBHREREE BRI T 2 AT 13 JEERREME
3 FAERCEER 13.1 AR, BRI, ZirtERE
4 #S 14 ERRRBR
5 BLEROCERLOBR 14.1  ROEMERS &
5.1 T, EL R ONEH: 142 HifiE
52 9O 143 R—F = v MEICEET 5 O
53 (KERD 16 B3 PR R OED Fn
5.4 SEWHEEMR 17 BEAIV VRV IER

6  BIEA
6.1 ERRFRBRICE T D RS

A SGE (B30 ALEIPN TV D EROTHIFRHE L T
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TTVUITAR
1.6 SEICEB T 26 HRDUEICEE 3 2 8k LU — BRI AL

7 EYHEEER VY,
7.1 887172 CYP450 7554

8  FRAIRERA~D&RE
8.1 UTHR
82 F%HL
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TFLUIT AR
1.6 AENCI T D4 R B 5 &k Y-St

BA3CE (230

1 ZheE - 2R

1.1 EpPERAE &

OTEZLA /%, THEWMERCREVERIEI R DR BE T DR iIG & 1%,

1.2 &

OTEZLA I3, JEHRIE T EH LD IRHREIS D & 2 T 5EE~ HE O Ja) i RO E (2R D 16
S ET D,

1.3 X"—F = v MFIZEET 5 0SS

OTEZLA IX., X—F = v MHEIZBEE#ET 2 OSSN H 5 N BE T DI E s E T 5,

2 R -HAE

2.1 BRI R, BRRON—F =y MNRIZBITIREE

HE4E9 5 Day 1~Day 5 ® OTEZLA O H &ML AR 1127, 5 AR OMEHEEI’%, Day 6 2
DHEFFARE LT30mgl A2 OEE 452 L2345, ok, ZowlliEmsx, &5
MO B HER A BT 5 Z L2 BIE LTV 5,

OTEZLA 1%, BFICEBRREEGT LI ENTE S, B, ERZBN=D, Elol-0 | BATZY
Laawnwz &,

£1: ABEHEA Y 2—

Day 1 Day 2 Day 3 Day 4 Day 5 Day 6 }x M 4LLLE

AM AM PM AM PM AM PM AM PM AM PM

I0mg | 10mg | 10mg | 10mg | 20mg | 20mg | 20mg | 20mg | 30 mg 30 mg 30 mg

2.2 EEOBHBERERE ICRBIT 5 HERAG
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TV IT A
1.6 AAEICET A AR EICE T 2 &R T — RSt

HE OBEREREEERE (Cockeroft-Gault U2 LB 27 L7 F =271V T7 7 A (CLer) fEN 13H7-
Y 30 mL A&i5) TiX, OTEZLA O &% 30mg 1 H 1 B GICHET D Z & [FHREM~DRY
(8.6) R OVEHFEAE (12.3) 2] . PIIOHEFEETIX, R 1SS TWD PM #5137
DT, AMBEHGOHLTHEEET 2 2 &2 HEET 5,

3 AERUEE

OTEZLA IL., TRLOFHERT, XA VEV NMIOT v ha—  NERd D,
e JIEIZ TAPR) . &9 —HIT 110) LHIAIZI TV S 10 mg D B > 7 D FEA]
e HMHEIZ TAPR] . &9 —HIT 1205 LHIHISAL TV D 20 mg DA ADFEH
o HHEIZ TAPR] . &9 —HIT 1301 LAHISI TV D 30 mg DN— = D FEFH

=

NAN

%

OTEZLA (%, 77V I T A b XUZHA|F OERIMAN KT 2 88UEOBEF RN H 2 BF IR TH D
LAITEHR (6.1) 2/

5 BEROMERALOEE

5.1 T, BLEROMEHT

OTEZLA L L 2EEDO TH, BOLERWERHATHRZICERE SILTW5D, KEBSI1I# 5 BtA % B0E M
PRIZERLTWDE, BRIZE > TRABRBLETH o7z, 65 BUEDBER, FRRERD UK
MEZAECDAEERSHERZRA L TV EBEIX., EEOTH, BLXIIBEHORRAY 2750
BWEREbhd, THXIIELEZAEHFELSSTVREIXE=FX) 7952 ¢, OTEZLA DBEXIT
B EFIFBIT—RIZ. BERUELIRD LN TS, EEOTH. BOXIEHARED bNEEE
IX. OTEZLA ODWEXIEEFWEzERTHZ L,

5.2 9O¥F

OTEZLA |2 X 1R Tl 5 DI OREWEREE M A > T\ b, 5Dk T B EE., T H R
1T2DOBEREZH T 5 BEIZ OTEZLA &5 7 25581213, AFEIX. H 50U OTEZLA &5
DYARTERRT 4y MIOWTHEEBICRFT 52 &, BF. MH#EELOFBEICK L, 5o, H
BT ZE DD S DAL DB SUTEALIZOWTHEEMRE L, A B0OZENFED bl
LA, MY OERIBHE ICHEK T 0 RLTRBLLZ L, 2B, TOLOIRELNRIA L
AT, L5#E X, OTEZLA BEMKGIC LDV A7 XX T 4 v MIOWTHEEICIHET 5 Z &,
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TV IT A
1.6 AAEICET A AR EICE T 2 &R T — RSt

HOREMERE R 2% ¢ 3 DO bhlg R EF R RBR (2 B\ T wqﬁLﬁ®f?tfﬂ%&5%%K\mm
(4/495 f51) D7 7 B ARBLHHER 12 5 D9 XTI 5 DKy DGR 8- 7= DIZxt LT, OTEZLA #
H#5RE Tl 1.0% (10/998 f5) CTHENRH 7=, 2 DI XTI H DX L 0 B IRIZE > 7 0E
BE., 77 B REETIIRO b ho 72208 (01495 1) . OTEZLA #5-TlE 0.3% (4/1441 f51]) 12
Wb, EEFESL L CHRE SN DRI, 77tf&5fm%@6n@wokﬁ<mws
f5) . OTEZLA #5482 CiX 02% (3/1441 ) ICFRH O, ARSELROCHETAIX, 77
REETIEERO b no 72 (0/495%1) . OTEZLA 5Tl 0.2% (3/1441 f31]) 12388 Hiiz,
k. I REGEWHERE 2 B THEBZENSH 7205, OTEZLA #5MHBRE TIXRD SN ho T,

FEfE < 3 DOl REGAR BRI BN T, 0~ 16 MO 7 7 2 ARx & 582, 0.4% (2/506 )
D7 T v RBEGEHERE 2 D DIFOMENH > 7= DIk LT, OTEZLA #&545RE TiE 1.3% (12/920
) THENRD oI, D OWWICL Y EEHIRIC ﬁotﬁmi 7T R ELSTIERRO Lo T
23 (0/506 f51) . OTEZLA $:5- Tl 0.1% (1/1308 f5]) 2R8B80 bz, EEFEG L L THEINTD
OEIE. T T BEREBEETIERD LR o 72h (0/506 141]) . OTEZLA #5-4%85r#E Ti% 0.1%
(1/1308 ) (CER HNT-, AR TAIL. OTEZLA ¥H5HERE D 0.1% (1/1308 f51) . 77 B R#E L
BERFE D 0.2% (1/506 B) IZRD BTz, 72k, BREZRATIERIL OTEZLA #5485 O 1 T,
Fo. BRI T 7 B RESHEBRED 1 ThoT,

N—F v M FH NAHRRO 77 & A IR FIZ, OTEZLA 2% 5 L7283 D 1% (104 i+ 1
B) BT TR EEEG LEBED 1% 103 F1F 16]) T5 O 45 S nmE sz, i
SOOI ODFDOWEIFT TN EE TR BROTIEICLEL ) o7, FIHNMHRBEO T &R
AR IS, OTEZLA 285 LB (10441 KMOT A4 Eb LB (103 ) THES
B XITERITEHORE TR o1,

5.3 RERED

R IR B A 2% %ﬁ%tbt%mﬁ%@%ﬁﬂ%&ﬁﬁﬁ ZHRWT, 5%~10%DEERD R, 77&
REEHMERE D 3.3% (16/495 i) THts S47=DIZxt LT, OTEZLA 30 mg 1 H 2 [E1#¢ 548 # C
1% 10% (49/497 ) Th -7z,

HrfRE 2 kP S b U T2 B ERRBR O LB IR B IS BV T, 5%~ 10%DIRED 25, 77 B RS54
B o 5% (19/382 1) THE S N7=DIZxt LT, OTEZLA #5485 CTiX 12% (96/784 f51]) 123k

R o7, 10%LL EORERA X, OTEZLA 30 mg 1 H 2 [ 5Tl 2% (16/784 #i) (2388 S,
TR T 1% (3/3824]) TRObiLE,

R—F v MEZxg L L7258 NARREB ORI FIZ, OTEZLA30mg % 1 H 2 Bl E L= BFE
D 4.9% (103 FIHF 5B KOT TR E2REG LZBED 3.9% (102414 44]) T 5%%# x5 IKEM
DINERE ST,

OEHA%&@%MTP%%%Ti %E%m%mp% 2V 7T 5T, RIRARH IR
WA B D72 R D3R LT GACIE, RERDIZOWTCEHE L. OTEZLA O 5-H1 1k %5 &
THZE [AIEH 6.1) 4],
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5.4 KW AEEH

S8)172F R v A PASOBERFHEHRN ) 7 7 L EAEET L. T LI T A NORFIRFEREN
B L, ZOfER, OTEZLA ORWENKDOND Z 08B D, TDd, F b7 v b Pas0 EHHY
Bl (V77 72 /)L EX—)L, IANRTEE L, Tx= kA7) & OTEZLA OFH
VIHESE U2 BRI IEN (7.1) & ORFRE (12.3) 2]

6 EIfEH
6.1 EEPRRBRICBIT A RER

LUF ORWERIIARM SCEOMOIHIZTH STV D

. r‘EﬁuﬁomﬁtLfiﬁa%Wwaéﬁ‘ﬁj)Z%@

o IO [E Uﬁﬁi@& (5.2) =4

. %Eﬂ@[ K ONEMH EoEE (5.3) 2]

. %%ﬁﬂ%%[f@&aﬁﬁfw&ﬁ(u)%%l

BRRBRII S ESEARFMOL L TEBSNTWND Z EE, KRR TR SN ZEWER IR
[ZDWT, MAIOERRBROFE R & EEEMICHRT 5 2 13 TE7, £/, BRZDETBEIND
REBEZRZL TN ENH D,

HEREEBA B RIS B8 1 D A AR

OTEZLA 1%, 1EEMME RIS R 2 A 3 2N BF I W T, ShaixdtbFE, BIERL, —EHEM.
7T AR R & U CREBRRBR T A T X7z 3 DD ER [PsA-1, PsA-2 X PsA-3 i
Brl CiMti sz [MaaAsE (14.1) 208 , 3RBREIR T 1493 BlowkBaE R 7 7 &R, OTEZLA
20mg 1 A 2[5 X0X 30 mg 1 A 2 [BEIHEG-OWT NI EICEERE Sz, HRITRIERG
%S HMNT - THNO & THE L [ - ﬁg(M)ﬁ%] J- 98 BE Hi 45 &% OVE AR B
HigS 20%LL REii Leino 7e 7 T e A G4 1L, 16 JIRFIZ OTEZLA 20 mg 1 H 2 [Al# 5 X%

30mg 1 H 2 [EHEEIC 1:1 O TEMR T CEAESICHEIN Sz, 708, OTEZLA #5885 E 2o
TUTIRA OB GRE TRk L7z, BB OFENT 18~83 3% T, TOHRAEILS1 i TH 7=,

K2R L ERBEWER ORI 31X, Beh5% 2 BREILINICREE L Tl v | bk L T2 B+
WZEET 2R b o7z, kb @G SNRIWERIX. TH, 8Lk OELTh o7, OTEZLA
BHBEFICBOWTEGTRICE TR HBZVEIERZ, BO (18%) . TH (1.8%) K OUHNH
(12%) Tholz, RHERIZ LY 5% F ik U iafigtEB i B E OFIE1L, OTEZLA30mg 1 H 2
B H-HRE T 4.6%, 77 BRFEEEETI12% Tho71,
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#2: Day112 (Week16) £ TIZ OTEZLA 30 mg 1 B 2 B 5HD 2% ETHRE S, 07T
EARREH TORIAEL 1%L L EE - 7-BEA

TSR OTEZLA 30 mg 1 H 2 E#5

Day 1~5 Day 6~Day 112 Day 1~5 Day 6~Day 112
(N=495) (N=490) (N=497) (N=493)
HEARFE n (%)° n (%) n (%) n (%)
T 2 6(1.2) 8 (1.6) 46 (9.3) 38 (7.7)
L e 7 (1.4) 15 (3.1) 37 (7.4) 44 (8.9)
SEYR ° 9 (1.8) 11(2.2) 24 (4.8) 29 (5.9)
ARG b 3 (0.6) 9 (1.8) 3 (0.6) 19 (3.9)
AU 2 (0.4) 2 (0.4) 4 (0.8) 16 (3.2)
ELFFESS b 1(0.2) 8 (1.6) 1(0.2) 13 (2.6)
-l ERYE b 0 (0.0) 1(0.2) 3 (0.6) 10 (2.0)

a OTEZLA 30 mg 1 A 2 [ 5H Tk, HHRaWERO > b, BEEZRENWEM & U TERLKOIEMHAHERE 1 BlICiR O bz,
OTEZLA 20 mg 1 H 2 [H# 58 Tid 1 Bl EEREIER & LTINS bz, OTEZLA30mg 1 H 2 [EI#E GO EH 1 HllcH
BRRER & LCERNRD b,
b%&J“éz"b T2EIWER @ S LEERBIEMITRRD g oi,
(%) 1IXEEHEKROESGERT,

Hkfor e 53 BR 2 & e iR BR 12 B\ T, OTEZLA B 5 HBE O MG S Z O oORIERIZLL T O
HY

GFERIEE  WEUE

BRPRARE « (RE )

HIREE « PEOEEE N, Bl R, HEARR
R L OSRRIEE « AR
FRERIEE © I

FRkaR, BRI X UMRERRREE : ik

B &3 X OB THERREE : 62
*OTEZLA 30 mg 1 H 2 Bl 5- B 1 fllCEEREIERA SR b,
HREL 5 1 2 AR B

OTEZLA®DZ2MEIL, JERRTE XL B WL ORI I DS & 2 HEEE ~ FIE O Ja) i R 2 O pl A%
%%%ﬂ%kbfﬁﬁ%m\; B, 77 BRI E L CERI N 3 DO 1426 ] T
A7, #BRE X, OTEZLA30mg 1 H 2 [ 5-3UE 7 7 €A 1 H 2 [EEE DO W EIEZLE
&z, ARITEEBEE S BRNT Wl CcCHMOHES CIME L (4 - HE 21) £
M, BERE OFEEIL 18~83 1 TH Y . TOHFREIT 46 TH - 7=,

TARWERIZ, TR, ELE O ERERETH -2, OTEZLA H#E5WEHRE B O TG FIEIZE -
T EREWERIZ, El (1.6%) . TH (1.0%) LXOERE (08%) Tholo, RHEMIZL Y H 2T
b U 7= e O BIG I, UmﬂAmmglazﬁﬁﬁ%%f6m,7ﬁtﬁﬁﬁﬁﬁf4mm
HoT,
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TTVUITAR
1.6 SEICEB T 26 HRDUEICEE 3 2 8k LU — BRI AL

& 3: Day112 (Week 16) ¥ TiZ OTEZLA #5#HD 1%U ETCHRESIN, 207 F2ARFEERH L

D IR E Do T-EIVER

A N OTEZLA 30 mg 1 B 2 [El# 5

(N=506) (N=920)
EARFE n (%) n (%)
T 32 (6) 160 (17)
G 35(7) 155 (17)
R RGE R 31 (6) 84 (9)
EX AR VLR 21 (4) 75 (8)
S 19 (4) 55 (6)
IR 11(2) 39 (4)
Mg 8(2) 35 (4)
I 57 9 (2) 29 (3)
HIEARR 6 (1) 29(3)
RARBE 5() 206)
ARIE 4 (1) 21 (2)
T H 4(1) 20(2)
] 5(1) 19 (2)
RO N 1(0) 17 (2)
DRI 2 (0) 12 (1)
B SR 2 (0) 12 (1)
s 0(0) 10 (1)
FR 0 (0) 9 (1)
Il S JPER AT D SR 0 (0) 9 (1)

* OTEZLA ¥ 54504 2 B CIlT EE R IR AR bz,

OTEZLA \Z X A150EF (7%, #BRE D 0.3% (4/1184) THEHJEOBREE( (FFBR) MO b,

N—F = v MFIZBT D IR ER

OTEZLA 1%, I&EMENEESE BT 5 —F = bl (BD) s ABEZXIGE LI2F M, Ll
AL, BAEA(L, 77 B R R (BCT-002 #BR) CTREfi<7=, 207 FlO#ERE S OTEZLA
30 mgl H 2[5 T 7 78R 1 B 2EESOWFNEESEIN T Sz, FAEITEREREE
5 HEIDNF WS CEMOREETHE L L - HE 2.1) /] . 12 B, SgRE I
OTEZLA 30 mgl H 2 [Hl& &5 L7z, #EBRE OFEEIL 19~725% T, ZDOFHHEIT 40 Th o7z,

ERBIERIZ TR, Bl A EXEE TH -T2, ARBRO 7 7 BRI F . BIVERIC
L& FIE L7 BD BEOEAIL, OTEZLA 30 mgl H 2 [0 5B T2.9%, 77 REEEBH
T49%CTH -7,

#4: Week 12 ¥ TIZ OTEZLA # 58D 5% L THRESN., D OF T ERHETORERE 1%L
E EES7~BIFEA
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TTVUITAR

1.6 AAEICET A AR EICE T 2 &R

=R

A7 N OTEZLA 30 mg 1 B 2 [El# 5
(N=103) (N=104)
EARFE n (%) n (%)
T 21 (20.4) 43 (41.3)
[y 11 (10.7) 20 (19.2)
Gt 11 (10.7) 15 (14.4)
ERGERR G 5(4.9) 12 (11.5)
g 2(1.9) 9 (8.7)
I - @ 2(1.9) 9 (8.7)
R 6 (5.8) 8(7.7)
AV AVE FRGE Y 5(4.9) 7(6.7)
B v 3(29) 6(5.8)
a B TR, EOIEMH-ORWER TR bk ol
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TV IT A
1.6 AAEICET A AR EICE T 2 &R T — RSt

7 RWHEEIEA

7.1 38 S17% CYP450 F5EH]

OTEZLA & 387172 CYPASOFBEH] (V7702 E) ZHHKETHE. 77T A NOBRE
mBRWA L, RN KDOND Z DB H D [ HELEREN O/ EE (5.3) kORI (12.3) =
,ﬁﬁ] o

8 HHRERM~D&KE

8.1 iR
ITIEREL A N Y

EHRHIZ OTEZLA Z IR U7z et DRz IG 2 =2 T A HRRFEL VA N BRdH D, LI A R
WZBE4 215k, 1-877-311-8972 IZEFET B0y, XiZv =794 b+ (https://mothertobaby.org/ongoing-
study/otezla/) TAFTHZ LN TE D,

Y 27 D

IEhF~D OTEZLA O HIZE L TH LN TV D ERLWLE RGN T — 26 ERHAERKE, it
PE ST RHARSC IR COBF FiRIF 72 & OIEAIBE U 2 7 (3L ST \iﬁb B, IV OT — 233
AT, B OAESRER TH LN TWAITRICIEE-S &, OTEZLA IFREHED UV A7 BNEE D
AREMEN B D, B OIE - JRVEFATMERBRIZB VT, IR L7288 BT O h = 74#»
OTEZLA %# ¥t 5- L1z 2 A, gk E (MRHD) @ 2.1 {5 OIgEE & CitiE /In - fe RO 3E
TR GICEE L THIML7Z, 7238, MRHD ® 14 {ZOREEE CIXAEMERIZZRD bR oTz,
R L= 88 R O~ w7 2 1C#¥% 5. L7-854. MRHD ® 40 {ZDOBEHEEE T, 7717 & MZ
LD FROFHEHIIA NIRRT (T —2SH) , @ TORWEH & L TRIEEADEERN2 U A
I NB D, IR D ATREMED B D M TIEARA HICHEIR Lsn X D BHlEid 5 2 &

W R T O T2 AR R KR OVEEDON ) A7 XA TH 5, MR TITE IS AR RKIE
W, TOMOFEERIFOE Y A7 0355, KEO—MREMTIE., BRI S EiRzF o
T AR R R OREEDTS B U A7 IZENFI 2%~4%M Y 15%~20% & HEE S b,

7
BT — 4

IR - JRIERAEFBERBRICB W T, R LS E TR (TR 20~50 HE) Obh =7 A Friz, 77
LIZ AL 20, 50, 200 I 1000 mg/kg/ H # $¢5-L7=, MRHD O#) 2.1 {524 Lo H & (di# Fim
i [AUC] ~— AT 50 mg/kg/ H LA EDOHEITHY) TIENRD LI, b I3HEERFIITHE
LCWe, 13E A EOTRBEITFRIIINCEE D b, &5?%Lﬁf%ﬁbf“toMmm@ﬁl4
fEORE (AUC ~_— AT 20 mgkg/ B IZFY) TIXMEBERITRD Do 7=, R 100 H RS
DOPTRLTIE, 20 mg/kg/H L LD H & TG TEIE mu@%ﬂ’bfcﬁ?ﬁ)of\_o 7B, HHERRYIZ OV TR
BTV,
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TFLITF AR
1.6 AMENCHT DR BT 5 &k
HAFMERBRICB N T, FEREY (WEiRe~15HH) O~vRIZ, 77
RBE K OWR - BB 3
10, 20,

LI Z AN 250, 500 Xi% 750 mg/kg/H &5 Lz, £/, v U A H TN

v A& HWTEIR - RIR

A HbE TR LEERBR I, FEISHAIDOEEISHEE T LI T A b
40 X% 80 mgkg/H ##5- L7z, WITNORBRTH, 77 LI 7 A MIERT L RIETRO b
2holc, UL, MRHD O 23 f5ICH Y4 50 & (20 mg/kg/H) Tk, HERBIMIEEROHN
MO BTz, Fiz, 20mg/kg/B UL EOHETIIRRE. BEEG. ME otk OHg o REegb

AL A ST E R AR BN Bz, 723, MRHD OF) 1.3 #2445 & (10 mgkg/ H) TIEE

IR LN o Tz,
VDU AROY TR, TV T A MR E S LRI oA Lz,
10, 80 X% 300 mg/kg/ H & #¢5- L7, MRHD ®
TET KO

~ 7 2 & T2 AR R O AR S SR BRIC BT, HE6 HE ORI 20 HA (21 H BEE
) FT, ERMfE~ DRI L, TV IT AR

4.0 5L BiCAYS 4 5 & (AUC X— A T 80 mg/kg/ H LI BICHIY) <, #pE, AHRE
HARHAREN GRS G417z, MRHD @ 1.3 {51247 5 HE (10 mgkg/ H) TIFAHEEMRITEEO L
7272, MRHD @ 7.5 £ TOHE (AUC X—AZ T 300 mg/kg/HI(ZHY) Tk, FOFRIFEE
1TE), SRR, SIERE) K OVERERE ) DRERERIREE 2 /R8T 5 L 9 7T iR b e o7z,

8.2 &3

U 27 OEL

T7TVITAMDOE NEHA~DOBIT, BT ORI KIFTRE I FEAI T T A E T
HT—2F e, Lo, AT O~ T ZAORANSLT LI T A RBKBREINTWS, 8D H
HA~OBATHRRD LIV DAL, B FORFAA~NLBITT D EEZOND, HBEROREREICRT 5172
HOFZEE & Bz, BEELTO OTEZLA DEKRM 23 B oFL R IZk4 5 OTEZLA § L <

(TRHAD EEBEIEIRIC & DIEER A EIEN 255 2 &,

~ U AORER T, ot 13 B O~ U7 A2 10 mgkg # HEREO&K G L2, LtHo7 7L I T2

T4

MR EE RN BRE U 7 ML e 1 DY EE DAY 1.5 f5 Tdh o 7,
8.4 /NE~DEE

18 A D/ N B 21T D OTEZLA D2 BN O I DUV TITHENL ST TVZR0),
8.5 mlmE ~DHKE

26
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TFLUIT AR

1.6 AMENCHT DR BT 5 &k TV — A St
PsA-1. PsA-2 }TX PsA-3 iREBRITHLA AL & AL 7- ieliErE A28 1493 Bl 5 b, 75 LA b 19 il & & e
146 IS 65 B LL T o712, 2O DEKRBR TIL, 65 Ll O EEE & 65 Al DI E g D
T a7 7 A I L CTEITZRD b h o7,
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ANNEX I

SUMMARY OF PRODUCT CHARACTERISTICS
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vThis medicinal product is subject to additional monitoring. This will allow quick identification of new
safety information. Healthcare professionals are asked to report any suspected adverse reactions. See section
4.8 for how to report adverse reactions.

1. NAME OF THE MEDICINAL PRODUCT

Otezla 10 mg film-coated tablets

Otezla 20 mg film-coated tablets

Otezla 30 mg film-coated tablets

2.  QUALITATIVE AND QUANTITATIVE COMPOSITION
Each film-coated tablet contains 10 mg of apremilast.

Each film-coated tablet contains 20 mg of apremilast.

Each film-coated tablet contains 30 mg of apremilast.

Excipient(s) with known effect

Each film-coated tablet contains 57 mg of lactose (as lactose monohydrate).
Each film-coated tablet contains 114 mg of lactose (as lactose monohydrate).
Each film-coated tablet contains 171 mg of lactose (as lactose monohydrate).

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Film-coated tablet (tablet).

Pink, diamond shaped 10 mg film-coated tablet of 8 mm length with “APR” engraved on one side and “10”
on the opposite side.

Brown, diamond shaped 20 mg film-coated tablet of 10 mm length with “APR” engraved on one side and
“20” on the opposite side.

Beige, diamond shaped 30 mg film-coated tablet of 12 mm length with “APR” engraved on one side and
“30” on the opposite side.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

Psoriatic arthritis

Otezla, alone or in combination with Disease Modifying Antirheumatic Drugs (DMARD:s), is indicated for
the treatment of active psoriatic arthritis (PsA) in adult patients who have had an inadequate response or who
have been intolerant to a prior DMARD therapy (see section 5.1).

Psoriasis

Otezla is indicated for the treatment of moderate to severe chronic plaque psoriasis in adult patients who
failed to respond to or who have a contraindication to, or are intolerant to other systemic therapy including
cyclosporine, methotrexate or psoralen and ultraviolet-A light (PUVA).

4.2 Posology and method of administration

Treatment with Otezla should be initiated by specialists experienced in the diagnosis and treatment of
psoriasis or psoriatic arthritis.
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Posology
The recommended dose of apremilast is 30 mg twice daily taken orally, morning and evening, approximately

12 hours apart, with no food restrictions. An initial titration schedule is required as shown below in Table 1.
No re-titration is required after initial titration.

Table 1: Dose titration schedule

Day 1 Day?2 Day 3 Day 4 Day 5 Day 6 &
thereafter

AM AM PM AM PM AM PM AM PM AM PM

I0mg | 10mg | I0mg | 10mg | 20mg | 20mg | 20mg | 20mg | 30mg | 30mg | 30 mg

If patients miss a dose, the next dose should be taken as soon as possible. If it is close to the time for their
next dose, the missed dose should not be taken and the next dose should be taken at the regular time.

During pivotal trials the greatest improvement was observed within the first 24 weeks of treatment. If a
patient shows no evidence of therapeutic benefit after 24 weeks, treatment should be reconsidered. The
patient's response to treatment should be evaluated on a regular basis. Clinical experience beyond 52 weeks
is not available (see section 5.1).

Special populations

Elderly patients
No dose adjustment is required for this patient population (see sections 4.8 and 5.2).

Patients with renal impairment

No dose adjustment is needed in patients with mild and moderate renal impairment. The dose of apremilast
should be reduced to 30 mg once daily in patients with severe renal impairment (creatinine clearance of less
than 30 mL per minute estimated by the Cockcroft-Gault equation). For initial dose titration in this group, it
is recommended that apremilast be titrated using only the AM schedule listed in Table 1 and the PM doses be
skipped (see section 5.2).

Patients with hepatic impairment
No dose adjustment is necessary for patients with hepatic impairment (see section 5.2).

Paediatric population
The safety and efficacy of apremilast in children aged 0 to 17 years have not been established. No data are
available.

Method of administration
Otezla is for oral use. The film-coated tablets should be swallowed whole, and can be taken either with or
without food.

4.3 Contraindications

Hypersensitivity to the active substance(s) or to any of the excipients listed in section 6.1.
Pregnancy (see section 4.6).

4.4 Special warnings and precautions for use

Patients with rare hereditary problems of galactose intolerance, lapp lactase deficiency or glucose-galactose
malabsorption should not take this medicinal product.

Diarrhoea, Nausea, and Vomiting
There have been post-marketing reports of severe diarrhoea, nausea, and vomiting associated with the use of
Otezla. Most events occurred within the first few weeks of treatment. In some cases, patients were
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hospitalized. Patients 65 years of age or older may be at a higher risk of complications. If patients develop
severe diarrhoea, nausea, or vomiting, discontinuation of treatment with apremilast may be necessary.

Psychiatric disorders

Apremilast is associated with an increased risk of psychiatric disorders such as insomnia and depression.
Instances of suicidal ideation and behaviour, including suicide, have been observed in patients with or
without history of depression (see section 4.8). The risks and benefits of starting or continuing treatment with
apremilast should be carefully assessed if patients report previous or existing psychiatric symptoms or if
concomitant treatment with other medicinal products likely to cause psychiatric events is intended. Patients
and caregivers should be instructed to notify the prescriber of any changes in behaviour or mood and of any
suicidal ideation. If patients suffered from new or worsening psychiatric symptoms, or suicidal ideation or
suicidal attempt is identified, it is recommended to discontinue treatment with apremilast.

Severe renal impairment
Otezla should be dose reduced to 30 mg once daily in patients with severe renal impairment (see sections 4.2
and 5.2).

Underweight patients

Patients who are underweight at the start of treatment should have their body weight monitored regularly. In
the event of unexplained and clinically significant weight loss, these patients should be evaluated by a
medical practitioner and discontinuation of treatment should be considered.

4.5 Interaction with other medicinal products and other forms of interaction

Co-administration of strong cytochrome P450 3A4 (CYP3A4) enzyme inducer, rifampicin, resulted in a
reduction of systemic exposure of apremilast, which may result in a loss of efficacy of apremilast. Therefore,
the use of strong CYP3A4 enzyme inducers (e.g. rifampicin, phenobarbital, carbamazepine, phenytoin and
St. John’s Wort) with apremilast is not recommended. Co-administration of apremilast with multiple doses
of rifampicin resulted in a decrease in apremilast area-under-the-concentration time curve (AUC) and
maximum serum concentration (Cmax) by approximately 72% and 43%, respectively. Apremilast exposure is
decreased when administered concomitantly with strong inducers of CYP3A4 (e.g. rifampicin) and may
result in reduced clinical response.

In clinical studies, apremilast has been administered concomitantly with topical therapy (including
corticosteroids, coal tar shampoo and salicylic acid scalp preparations) and UVB phototherapy.

There was no clinically meaningful drug-drug interaction between ketoconazole and apremilast. Apremilast
can be co-administered with a potent CYP3A4 inhibitor such as ketoconazole.

There was no pharmacokinetic drug-drug interaction between apremilast and methotrexate in psoriatic
arthritis patients. Apremilast can be co-administered with methotrexate.

There was no pharmacokinetic drug-drug interaction between apremilast and oral contraceptives containing
ethinyl estradiol and norgestimate. Apremilast can be co-administered with oral contraceptives.

4.6  Fertility, pregnancy and lactation
Women of childbearing potential

Pregnancy should be excluded before treatment can be initiated. Women of childbearing potential should use
an effective method of contraception to prevent pregnancy during treatment.

Pregnancy
There are limited data about the use of apremilast in pregnant women.

Apremilast is contraindicated during pregnancy. Effects of apremilast on pregnancy included embryofetal
loss in mice and monkeys, and reduced fetal weights and delayed ossification in mice at doses higher than
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the currently recommended highest human dose. No such effects were observed when exposure in animals
was at 1.3-fold the clinical exposure (see section 5.3).

Breast-feeding
Apremilast was detected in milk of lactating mice (see section 5.3). It is not known whether apremilast, or its

metabolites, are excreted in human milk. A risk to the breastfed infant cannot be excluded, therefore
apremilast should not be used during breast-feeding.

Fertility

No fertility data is available in humans. In animal studies in mice, no adverse effects on fertility were
observed in males at exposure levels 3-fold clinical exposure and in females at exposure levels 1-fold clinical
exposure. For pre-clinical fertility data see section 5.3.

4.7 Effects on ability to drive and use machines
Apremilast has no or negligible influence on the ability to drive and use machines.
4.8 Undesirable effects

Summary of the safety profile

The most commonly reported adverse reactions in Phase III clinical studies have been gastrointestinal (GI)
disorders including diarrhoea (15.7%) and nausea (13.9%). These GI adverse reactions were mostly mild to
moderate in severity, with 0.3% of diarrhoea and 0.3% of nausea reported as being severe. These adverse
reactions generally occurred within the first 2 weeks of treatment and usually resolved within 4 weeks. The
other most commonly reported adverse reactions included upper respiratory tract infections (8.4%), headache
(7.9%), and tension headache (7.2%). Overall, most adverse reactions were considered to be mild or
moderate in severity.

The most common adverse reactions leading to discontinuation during the first 16 weeks of treatment were
diarrhoea (1.7%), and nausea (1.5%). The overall incidence of serious adverse reactions was low and did not
indicate any specific system organ involvement.

Hypersensitivity reactions were uncommonly observed in apremilast clinical studies (see section 4.3).

Tabulated list of adverse reactions

The adverse reactions observed in patients treated with apremilast are listed below by system organ class
(SOC) and frequency for all adverse reactions. Within each SOC and frequency grouping, adverse reactions
are presented in order of decreasing seriousness.

The adverse drug reactions were determined based on data from the apremilast clinical development
programme. The frequencies of adverse drug reactions are those reported in the apremilast arms of the four
Phase III studies in PsA (n = 1945) or the two Phase I1I studies in PSOR (n=1184) (highest frequency from
either data pool is represented in Table 2).

Frequencies are defined as: 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).

Table 2. Summary of adverse reactions in psoriatic arthritis (PsA) and/or psoriasis (PSOR)

System Organ Class Frequency Adverse reaction
. Bronchitis
Infections and - - -
. . Common Upper respiratory tract infection
infestations —
Nasopharyngitis™*
Immune system ..
. Uncommon Hypersensitivi
disorders yp vy
5
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System Organ Class Frequency Adverse reaction
Metaboli d .
Ctabotism an Common Decreased appetite*
nutrition disorders
Insomnia
L Common .
Psychiatric disorders Depression
Uncommon Suicidal ideation and behaviour #
Migraine*
Nervous system -
. Y Common Tension headache*
disorders
Headache*
Respiratory, thoracic,
and mediastinal Common Cough
disorders
Diarrhoea*
Very Common
Nausea*
Vomiting*
Gastrointestinal Dyspepsia
disorders Common Frequent bowel movements
Upper abdominal pain *
Gastroesophageal reflux disease
Uncommon Gastrointestinal haemorrhage
G
S n aqd subcutaneous Uncommon Rash
tissue disorders
Musculoskeletal and
connective tissue Common Back pain*
disorders
General disorders and
administrative site Common Fatigue
conditions
Investigations Uncommon Weight decrease

*At least one of these adverse reactions was reported as serious

Description of selected adverse reactions

# In clinical studies and post-marketing experience, uncommon cases of suicidal ideation and behaviour,
were reported, while completed suicide was reported post-marketing. Patients and caregivers should be
instructed to notify the prescriber of any suicidal ideation (see also section 4.4).

Body weight loss

Patient weight was measured routinely in clinical studies. The mean observed weight loss in patients treated
for up to 52 weeks with apremilast was 1.99 kg. A total of 14.3% of patients receiving apremilast had
observed weight loss between 5-10% while 5.7% of the patients receiving apremilast had observed weight
loss greater than 10%. None of these patients had overt clinical consequences resulting from weight loss. A
total of 0.1% of patients treated with apremilast discontinued due to adverse reaction of weight decreased.

Please see additional warning in section 4.4 for patients who are underweight at beginning of treatment.

Special populations

Elderly patients
From post-marketing experience, elderly patients > 65 years of age may be at a higher risk of complications
of severe diarrhea, nausea and vomiting (see section 4.4).
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Patients with hepatic impairment
The safety of apremilast was not evaluated in PsA or PSOR patients with hepatic impairment.

Patients with renal impairment

In the PsA or PSOR clinical studies, the safety profile observed in patients with mild renal impairment was
comparable to patients with normal renal function. The safety of apremilast was not evaluated in PsA or
PSOR patients with moderate or severe renal impairment in the clinical studies.

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 or search for MHRA Yellow Card in the Google Play or Apple App Storefor
United Kingdom and Freepost, Pharmacovigilance Section, Health Products Regulatory Authority, Earlsfort
Centre, Earlsfort Terrace, Dublin 2, Ireland. Tel: +353 1 6764971, website: www.hpra.ie; email:
medsafety@hpra.ie for Ireland.

4.9 Overdose

Apremilast was studied in healthy subjects at a maximum total daily dose of 100 mg (given as 50 mg BID)
for 4.5 days without evidence of dose limiting toxicities. In case of an overdose, it is recommended that the
patient is monitored for any signs or symptoms of adverse effects and appropriate symptomatic treatment is
instituted. In the event of overdose, symptomatic and supportive care is advised.

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties
Pharmacotherapeutic group: Immunosupressants, selective immunosuppressants, ATC code: LO4AA32

Mechanism of action

Apremilast, an oral small-molecule inhibitor of phosphodiesterase 4 (PDE4), works intracellularly to
modulate a network of pro-inflammatory and anti-inflammatory mediators. PDE4 is a cyclic adenosine
monophosphate (cAMP)-specific PDE and the dominant PDE in inflammatory cells. PDE4 inhibition
elevates intracellular cAMP levels, which in turn down-regulates the inflammatory response by modulating
the expression of TNF-a, IL-23, IL-17 and other inflammatory cytokines. Cyclic AMP also modulates levels
of anti-inflammatory cytokines such as IL-10.These pro- and anti-inflammatory mediators have been
implicated in psoriatic arthritis and psoriasis.

Pharmacodynamic effects

In clinical studies in patients with psoriatic arthritis, apremilast significantly modulated, but did not fully
inhibit, plasma protein levels of IL-1a, IL-6, IL-8, MCP-1, MIP-18, MMP-3, and TNF-a. After 40 weeks of
treatment with apremilast, there was a decrease in plasma protein levels of IL-17 and IL-23, and an increase
in IL-10. In clinical trials in patients with psoriasis, apremilast decreased lesional skin epidermal thickness,
inflammatory cell infiltration, and expression of pro-inflammatory genes, including those for inducible nitric
oxide synthase (iNOS), IL-12/IL-23p40, IL-17A, IL-22 and IL-8.

Apremilast administered at doses of up to 50 mg BID did not prolong the QT interval in healthy subjects.

Clinical trials experience

Psoriatic Arthritis

The safety and efficacy of apremilast were evaluated in 3 multi-center, randomized, double-blind, placebo-
controlled studies (Studies PALACE 1, PALACE 2, and PALACE 3) of similar design in adult patients with
active PsA (= 3 swollen joints and > 3 tender joints) despite prior treatment with small molecule or biologic
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DMARD:s. A total of 1493 patients were randomised and treated with either placebo, apremilast 20 mg or
apremilast 30 mg given orally twice daily.

Patients in these studies had a diagnosis of PsA for at least 6 months. One qualifying psoriatic skin lesion (at
least 2 cm in diameter) was also required in PALACE 3. Apremilast was used as a monotherapy (34.8%) or
in combination with stable doses of small molecule DMARDs (65.2%). Patients received apremilast in
combination with one or more of the following: methotrexate (MTX, < 25 mg/week, 54.5%), sulfasalazine
(SSZ, <2 g/day, 9.0%), and leflunomide (LEF; <20 mg/day, 7.4%). Concomitant treatment with biologic
DMARD:s, including TNF blockers, was not allowed. Patients with each subtype of PsA were enrolled in the
3 studies, including symmetric polyarthritis (62.0%), asymmetric oligoarthritis (26.9%), distal
interphalangeal (DIP) joint arthritis (6.2%), arthritis mutilans (2.7%), and predominant spondylitis (2.1%).
Patients with pre-existing enthesopathy (63%) or pre-existing dactylitis (42%) were enrolled. A total of
76.4% of patients were previously treated with only small-molecule DMARDs and 22.4% of patients were
previously treated with biologic DMARDs, which includes 7.8% who had a therapeutic failure with a prior
biologic DMARD. The median duration of PsA disease was 5 years.

Based on the study design, patients whose tender and swollen joint counts had not improved by at least 20%
were considered non-responders at Week 16. Placebo patients who were considered non-responders were re-
randomized 1:1 in a blinded fashion to either apremilast 20 mg twice daily or 30 mg twice daily. At

Week 24, all remaining placebo-treated patients were switched to either apremilast 20 or 30 mg BID.

The primary endpoint was the percentage of patients achieving American College of Rheumatology (ACR)
20 response at Week 16.

Treatment with apremilast resulted in significant improvements in the signs and symptoms of PsA, as
assessed by the ACR 20 response criteria compared to placebo at Weeks 16. The proportion of patients with
ACR 20/50/70 (responses in Studies PALACE 1, PALACE 2 and PALACE 3, and the pooled data for
studies PALACE 1, PALACE 2 and PALACE 3) for apremilast 30 mg twice daily at Week 16 are shown in
Table 3. ACR 20/50/70 responses were maintained at Week 24.

Among patients who were initially randomized to apremilast 30 mg twice daily treatment, ACR 20/50/70
response rates were maintained through Week 52 in the pooled Studies PALACE 1, PALACE 2 and
PALACE 3 (Figure 1).

Table 3. Proportion of patients with ACR responses in studies PALACE 1, PALACE 2 and
PALACE 3 and pooled studies at Week 16

PALACE 1 PALACE 2 PALACE 3 POOLED
Placebo |Apremilast Placebo |Apremilastt Placebo |Apremilast Placebo |[Apremilast|
30 mg BID 30 mg BID 30 mg BID 30 mg BID
+- +- +- +- +- +- +- +-
DMARDs | DMARDs| DMARDs | DMARDs| DMARDs | DMARDs| DMARDs | DMARDs
N N=168 N=168 N=159 N=162 N=169 N=167 N=496 N=497

ACR
207
Week
16 19.0% 38.1%** 18.9% 32.1%* 18.3% 40.7%** | 18.8% 37.0%**
ACR 50
Yzeek 6.0% | 16.1%* 5.0% 10.5% 8.3% 15.0% 6.5% | 13.9%%*
ACR 70
Week
16 1.2% 4.2% 0.6% 1.2% 2.4% 3.6% 1.4% 3.0%

*p <0.01 for apremilast vs. placebo.
**p <0.001 for apremilast vs. placebo
2N is the number of patients as randomized and treated.
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Figure1  Proportion of ACR 20/50/70 responders through Week 52 in the pooled analysis of studies
PALACE 1, PALACE 2 and PALACE 3 (NRI¥)

507

Response Rate +/- SE (%)

0 16 24 40 52
Study Week
Endpoint n/m (%) n/m (%) n/m (%) n/m (%)
ACR 20 184/497 (37.0)  196/497 (39.4) 222/497 (44.7) 209/497 (42.1)
ACR 50 69/497 (13.9)  93/497 (18.7) 102/497 (20.5) 90/497 (18.1)
ACR 70 15/497 ( 3.0) 33/497 ( 6.6) 44/497 ( 8.9) 38/497 ( 7.6)

Endpoint &=e== ACR20 =0 ACR 50 ® 99 ACR70 ‘

*NRI: None responder imputation. Subjects who discontinued early prior to the time point and subjects who did not have sufficient data for a
definitive determination of response status at the time point are counted as non-responders.

Among 497 patients initially randomized to apremilast 30 mg twice daily, 375 (75%) patients were still on
this treatment on Week 52. In these patients, ACR 20/50/70 responses at Week 52 were of 57%, 25%, and
11% respectively.

Responses observed in the apremilast treated group were similar in patients receiving and not receiving
concomitant DMARDs, including MTX. Patients previously treated with DMARDs or biologics who
received apremilast achieved a greater ACR 20 response at Week 16 than patients receiving placebo.

Similar ACR responses were observed in patients with different PsA subtypes, including DIP. The number of
patients with arthritis mutilans and predominant spondylitis subtypes was too small to allow meaningful
assessment.

In PALACE 1, PALACE 2 and PALACE 3, improvements in Disease Activity Scale (DAS) 28 C-reactive
protein (CRP) and in the proportion of patients achieving a modified PsA response criteria (PSARC) were
greater in the apremilast group, compared to placebo at Week 16 (nominal p-value p< 0.0004, p-value
<0.0017, respectively). These improvements were maintained at Week 24. Among patients who remained on
the apremilast treatment to which they were randomized at study start, DAS28(CRP) score and PsARC
response were maintained through Week 52.

At Weeks 16 and 24 improvements in parameters of peripheral activity characteristic of psoriatic arthritis
(e.g. number of swollen joints, number of painful/tender joints, dactylitis and enthesitis) and in the skin
manifestations of psoriasis were seen in the apremilast-treated patients. Among patients who remained on the

apremilast treatment to which they were randomized at study start, these improvements were maintained
through Week 52.

Physical function and health-related quality of life

Apremilast-treated patients demonstrated statistically significant improvement in physical function, as
assessed by the disability index of the health assessment questionnaire (HAQ-DI) change from baseline,
compared to placebo at Weeks 16 in PALACE 1, PALACE 2 and PALACE 3 and in the pooled studies
Improvement in HAQ-DI scores was maintained at Week 24.

10
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Among patients who were initially randomized to apremilast 30 mg twice daily treatment, the change from
baseline in the HAQ-DI score at week 52 was -0.333 in the apremilast 30 mg twice daily group in a pooled
analysis of the open label phase of studies PALACE 1, PALACE 2 and PALACE 3.

In studies PALACE 1, PALACE 2 and PALACE 3, significant improvements were demonstrated in health-
related quality of life, as measured by the changes from baseline in the physical functioning (PF) domain of
the Short Form Health Survey version 2 (SF-36v2), and in the Functional Assessment of Chronic Illness
Therapy — Fatigue (FACIT-fatigue) scores in patients treated with apremilast compared to placebo at
Weeks 16 and 24. Among patients who remained on the apremilast treatment, to which they were initially

randomized at study start, improvement in physical function and FACIT- fatigue was maintained through
Week 52.

Psoriasis

The safety and efficacy of apremilast were evaluated in two multicenter, randomized, double-blind, placebo-
controlled studies (Studies ESTEEM 1 and ESTEEM 2) which enrolled a total of 1257 patients with
moderate to severe plaque psoriasis who had a body surface area (BSA) involvement of > 10%, Psoriasis
Area and Severity Index (PASI) score > 12, static Physician Global Assessment (SPGA) of > 3 (moderate or
severe), and who were candidates for phototherapy or systemic therapy.

These studies had a similar design through Week 32. In both studies, patients were randomized 2:1 to
apremilast 30 mg BID or placebo for 16 weeks (placebo-controlled phase) and from Weeks 16-32, all
patients received apremilast 30 mg BID (maintenance phase). During the Randomized Treatment
Withdrawal Phase (Weeks 32-52), patients originally randomized to apremilast who achieved at least a 75%
reduction in their PASI score (PASI-75) (ESTEEM 1) or a 50% reduction in their PASI score (PASI-50)
(ESTEEM 2) were re-randomized at Week 32 to either placebo or apremilast 30 mg BID. Patients who were
re-randomized to placebo and who lost PASI-75 response (ESTEEM 1) or lost 50% of the PASI
improvement at Week 32 compared to baseline (ESTEEM 2) were retreated with apremilast 30 mg BID.
Patients who did not achieve the designated PASI response by Week 32, or who were initially randomized to
placebo, remained on apremilast until Week 52. The use of low potency topical corticosteroids on the face,
axillae, and groin, coal tar shampoo and/or salicylic acid scalp preparations was permitted throughout the
studies. In addition, at Week 32, subjects who did not achieve a PASI-75 response in ESTEEM 1, or a PASI-
50 response in ESTEEM 2, were permitted to use topical psoriasis therapies and/or phototherapy in addition
to apremilast 30 mg BID treatment.

In both studies, the primary endpoint was the proportion of patients who achieved PASI-75 at Week 16. The
major secondary endpoint was the proportion of patients who achieved a sSPGA score of clear (0) or almost
clear (1) at Week 16.

The mean baseline PASI score was 19.07 (median 16.80), and the proportion of patients with sSPGA score of
3 (moderate) and 4 (severe) at baseline was 70.0% and 29.8%, respectively with a mean baseline BSA
involvement of 25.19% (median 21.0%). Approximately 30% of all patients had received prior phototherapy
and 54% had received prior conventional systemic and/or biologic therapy for the treatment of psoriasis
(including treatment failures), with 37% receiving prior conventional systemic therapy and 30% receiving
prior biologic therapy. Approximately one-third of patients had not received prior phototherapy,
conventional systemic or biologic therapy. A total of 18% of patients had a history of psoriatic arthritis.

The proportion of patients achieving PASI-50, -75 and -90 responses, and sPGA score of clear (0) or almost
clear (1), are presented in Table 4 below. Treatment with apremilast resulted in significant improvement in
moderate to severe plaque psoriasis as demonstrated by the proportion of patients with PASI-75 response at
Week 16, compared to placebo. Clinical improvement measured by sPGA, PASI-50 and PASI-90 responses
were also demonstrated at Week 16. In addition, apremilast demonstrated a treatment benefit across multiple
manifestations of psoriasis including pruritus, nail disease, scalp involvement and quality of life measures.

11
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Table 4. Clinical response at week 16 in studies ESTEEM 1 and ESTEEM 2 (FAS a, LOCFb)
ESTEEM 1 ESTEEM 2
Placebo 30 mg BID APR* Placebo 30 mg BID APR*

N 282 562 137 274
PASI® 75, n (%) 15(5.3) 186 (33.1) 8(5.8) 79 (28.8)
sPGA" of Clear or
Almost Clear, n (%) 11 (3.9) 122 (21.7) 6(4.4) 56 (20.4)
PASI 50, n (%) 48 (17.0) 330 (58.7) 27 (19.7) 152 (55.5)
PASI 90, n (%) 1(0.4) 55(9.8) 2 (1.5) 24 (8.8)
Percent Change BSA® (%) -6.9 -47.8 -6.1 -48.4
mean+ SD + 38.95 +38.48 +47.57 +40.78
Change in Pruritus VAS' -73 -31.5 -12.2 -33.5
(mm), mean+ SD +27.08 +32.43 +30.94 +35.46
Change in DLQI®, mean= -2.1 -6.6 -2.8 -6.7
SD +5.69 + 6.66 +7.22 +6.95
Change in SF-36 MCS", -1.02 2.39 0.00 2.58
mean+ SD +9.161 +9.504 +10.498 +10.129

* p<0.0001 for apremilast vs placebo, except for ESTEEM 2 PASI 90 and Change in SF-36 MCS where p=0.0042 and p=0.0078, respectively.

2FAS = Full Analysis Set

®LOCF= Last Observation Carried forward
¢ PASI = Psoriasis Area and Severity Index
4 sPGA = Static Physician Global Assessment

¢BSA = Body Surface Area

fVAS = Visual Analog Scale; 0 = best, 100 = worst
¢ DLQI = Dermatology Life Quality Index; 0 = best, 30 = worst
h SF-36 MCS = Medical Outcome Study Short Form 36-Item Health Survey, Mental Component Summary

The clinical benefit of apremilast was demonstrated across multiple subgroups defined by baseline
demographics and baseline clinical disease characteristics (including psoriasis disease duration and patients
with a history of psoriatic arthritis). The clinical benefit of apremilast was also demonstrated regardless of
prior psoriasis medication usage and response to prior psoriasis treatments. Similar response rates were
observed across all weight ranges.

Response to apremilast was rapid, with significantly greater improvements in the signs and symptoms of
psoriasis, including PASI, skin discomfort/pain and pruritus, compared to placebo by Week 2. In general,

PASI responses were achieved by Week 16 and were maintained through Week 32.

In both studies, the mean percent improvement in PASI from baseline remained stable during the
Randomized Treatment Withdrawal Phase for patients re-randomized to apremilast at Week 32 (Table 5).

Table 5.  Persistence of effect among subjects randomized to APR 30 BID at Week 0 and re-
randomized to APR 30 BID at Week 32 to Week 52
ESTEEM 1 ESTEEM 2

Time Point Patients who achieved PASI-75 at Patients who achieved

-_— Week 32 PASI-50 at Week 32
Percent Change in Week 16 -77.7 £20.30 -69.7 +£24.23
PASI from Week 32 -88 + 8.30 -76.7 £13.42
'(’ozsf i“sel’)ﬁnea“ Week 52 -80.5 = 12.60 744+ 18.91
Change in DLQI Week 16 -8.3+6.26 -7.8 +£6.41
from baseline, Week 32 -8.9+6.68 -7.7+5.92
mean=+ SD* Week 52 -7.8+5.75 -7.5+6.27
Proportion of Week 16 40/48 (83.3) 21/37 (56.8)
subjects with Week 32 39/48 (81.3) 27/37 (73.0)
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ESTEEM 1 ESTEEM 2
Time Point Patients who achieved PASI-75 at Patients who achieved
E— Week 32 PASI-50 at Week 32
Week 52 35/48 (72.9) 20/37 (54.1)

2Includes subjects re-randomized to APR 30 BID at Week 32 with a baseline value and a post-baseline value at the evaluated study week.
N is based on subjects with moderate or greater scalp psoriasis at baseline who were re-randomized to APR 30 BID at Week 32. Subjects with
missing data were counted as nonresponders.

In Study ESTEEM 1, approximately 61% of patients re-randomized to apremilast at Week 32 had a PASI-75
response at Week 52. Of the patients with at least a PASI-75 response who were re-randomized to placebo at
Week 32 during a Randomized Treatment Withdrawal Phase, 11.7% were PASI-75 responders at Week 52.
The median time to loss of PASI-75 response among the patients re-randomized to placebo was 5.1 weeks.

In Study ESTEEM 2, approximately 80.3% of patients re-randomized to apremilast at Week 32 had a PASI-
50 response at Week 52. Of the patients with at least a PASI-50 response who were re-randomized to
placebo at Week 32, 24.2% were PASI-50 responders at Week 52. The median time to loss of 50% of their
Week 32 PASI improvement was 12.4 weeks.

After randomized withdrawal from therapy at Week 32, approximately 70% of patients in Study ESTEEM 1,
and 65.6% of patients in Study ESTEEM 2, regained PASI-75 (ESTEEM 1) or PASI-50 (ESTEEM 2)
responses after re-initiation of apremilast treatment. Due to the study design the duration of re-treatment was
variable, and ranged from 2.6 to 22.1 weeks.

In Study ESTEEM 1, patients randomized to apremilast at the start of the study who did not achieve a PASI-
75 response at Week 32 were permitted to use concomitant topical therapies and/or UVB phototherapy
between Weeks 32 to 52. Of these patients, 12% achieved a PASI-75 response at Week 52 with apremilast
plus topical and/or phototherapy treatment.

In Studies ESTEEM 1 and ESTEEM 2, significant improvements (reductions) in nail psoriasis, as measured
by the mean percent change in Nail Psoriasis Severity Index (NAPSI) from baseline, were observed in
patients receiving apremilast compared to placebo-treated patients at Week 16 (p< 0.0001 and p=0.0052,
respectively). Further improvements in nail psoriasis were observed at Week 32 in patients continuously
treated with apremilast.

In Studies ESTEEM 1 and ESTEEM 2, significant improvements in scalp psoriasis of at least moderate
severity (=3), measured by the proportion of patients achieving Scalp Psoriasis Physician’s Global
Assessment (ScPGA) of clear (0) or minimal (1) at Week 16, were observed in patients receiving apremilast
compared to placebo-treated patients (p< 0.0001 for both studies). The improvements were generally
maintained in subjects who were re-randomized to Otezla at Week 32 through Week 52 (Table 5).

In Studies ESTEEM 1 and ESTEEM 2, significant improvements in quality of life as measured by the
Dermatology Life Quality Index (DLQI) and the SF-36v2MCS were demonstrated in patients receiving
apremilast compared with placebo-treated patients (Table 4). Improvements in DLQI were maintained
through Week 52 in subjects who were re-randomized to apremilast at Week 32 (Table 5). In addition, in
Study ESTEEM 1, significant improvement in the Work Limitations Questionnaire (WLQ-25) Index was
achieved in patients receiving apremilast compared to placebo.

5.2 Pharmacokinetic properties

Absorption
Apremilast is well absorbed with an absolute oral bioavailability of approximately 73%, with peak plasma

concentrations (Cmax) occurring at a median time (tmax) of approximately 2.5 hours. Apremilast
pharmacokinetics are linear, with a dose-proportional increase in systemic exposure in the dose range of 10
to 100 mg daily. Accumulation is minimal when apremilast is administered once daily and approximately
53% in healthy subjects and 68% in patients with psoriasis when administered twice daily. Co-administration
with food does not alter the bioavailability therefore, apremilast can be administered with or without food.
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Distribution
Human plasma protein binding of apremilast is approximately 68%. The mean apparent volume of
distribution (Vd) is 87 L, indicative of extravascular distribution.

Biotransformation

Apremilast is extensively metabolised by both CYP and non-CYP mediated pathways including oxidation,
hydrolysis, and conjugation, suggesting inhibition of a single clearance pathway is not likely to cause a
marked drug-drug interaction. Oxidative metabolism of apremilast is primarily mediated by CYP3 A4, with
minor contributions from CYP1A2 and CYP2A6. Apremilast is the major circulating component following
oral administration. Apremilast undergoes extensive metabolism with only 3% and 7% of the administered
parent compound recovered in urine and faeces, respectively. The major circulating inactive metabolite is the
glucuronide conjugate of O-demethylated apremilast (M12). Consistent with apremilast being a substrate of
CYP3A4, apremilast exposure is decreased when administered concomitantly with rifampicin, a strong
inducer of CYP3A4.

In vitro, apremilast is not an inhibitor or inducer of cytochrome P450 enzymes. Hence, apremilast co-
administered with substrates of CYP enzymes is unlikely to affect the clearance and exposure of active
substances that are metabolised by CYP enzymes.

In vitro, apremilast is a substrate, and a weak inhibitor of P-glycoprotein (IC50>50uM), however clinically
relevant drug interactions mediated via P-gp are not expected to occur.

In vitro, apremilast has little to no inhibitory effect (IC50>10uM) on Organic Anion Transporter (OAT)1 and
OAT3, Organic Cation Transporter (OCT)2, Organic Anion Transporting Polypeptide (OATP)1B1 and
OATP1B3, or breast cancer resistance protein (BCRP) and is not a substrate for these transporters. Hence,
clinically relevant drug-drug interactions are unlikely when apremilast is co-administered with drugs that are
substrates or inhibitors of these transporters.

Elimination

The plasma clearance of apremilast is on average about 10 L/hr in healthy subjects, with a terminal
elimination half-life of approximately 9 hours. Following oral administration of radiolabelled apremilast,
about 58% and 39% of the radioactivity is recovered in urine and faeces, respectively, with about 3% and 7%
of the radioactive dose recovered as apremilast in urine and faeces, respectively.

Elderly patients
Apremilast was studied in young and elderly healthy subjects. The exposure in elderly subjects (65 to

85 years of age) is about 13% higher in AUC and about 6% higher in Cpax for apremilast than that in young
subjects (18 to 55 years of age). There is limited pharmacokinetic data in subjects over 75 years of age in
clinical trials. No dosage adjustment is necessary for elderly patients.

Renal impairment

There is no meaningful difference in the PK of apremilast between mild or moderate renal impaired subjects
and matched healthy subjects (N=8 each). The results support that no dose adjustment is needed in patients
with mild and moderate renal impairment. Reduce apremilast dose to 30 mg once daily in patients with
severe renal impairment (eGFR less than 30 mL/min/1.73 m? or CLcr < 30 mL/min). In 8 subjects with
severe renal impairment to whom a single dose of 30 mg apremilast was administered, the AUC and Cpax of
apremilast increased by approximately 89% and 42%, respectively.

Hepatic impairment
The pharmacokinetics of apremilast and its major metabolite M12 are not affected by moderate or severe
hepatic impairment. No dose adjustment is necessary for patients with hepatic impairment.

5.3 Preclinical safety data

Non-clinical data reveal no special hazard for humans based on conventional studies of safety pharmacology
and repeated dose toxicity. There is no evidencefor immunotoxic, dermal irritation, or phototoxic potential.
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Fertility and early embryonic development

In a male mouse fertility study, apremilast at oral dosages of 1, 10, 25, and 50 mg/kg/day produced no effects
on male fertility; the no observed adverse effect level (NOAEL) for male fertility was greater than

50 mg/kg/day 3-fold clinical exposure).

In a combined female mouse fertility and embryo-fetal developmental toxicity study with oral dosages of 10,
20, 40, and 80 mg/kg/day, a prolongation of oestrous cycles and increased time to mating were observed at
20 mg/kg/day and above; despite this, all mice mated and pregnancy rates were unaffected. The no observed
effect level (NOEL) for female fertility was 10 mg/kg/day (1.0-fold clinical exposure).

Embryo-fetal development

In a combined female mouse fertility and embryo-fetal developmental toxicity study with oral dosages of 10,
20, 40, and 80 mg/kg/day, absolute and/or relative heart weights of maternal animals were increased at 20,
40, and 80 mg/kg/day. Increased numbers of early resorptions and reduced numbers of ossified tarsals were
observed at 20, 40, and 80 mg/kg/day. Reduced fetal weights and retarded ossification of the supraoccipital
bone of the skull were observed at 40 and 80 mg/kg/day. The maternal and developmental NOEL in the
mouse was 10 mg/kg/day (1.3-fold clinical exposure).

In a monkey embryo-fetal developmental toxicity study, oral dosages of 20, 50, 200, and 1000 mg/kg/day
resulted in a dose-related increase in prenatal loss (abortions) at dosages of 50 mg/kg/day and above; no test
article-related effect in prenatal loss was observed at 20 mg/kg/day (1.4-fold clinical exposure).

Pre- and post-natal development

In a pre- and postnatal study, apremilast was administered orally to pregnant female mice at dosages of 10,
80 and 300 mg/kg/day from gestation day (GD) 6 to Day 20 of lactation. Reductions in maternal body weight
and weight gain, and one death associated with difficulty in delivering pups were observed at

300 mg/kg/day. Physical signs of maternal toxicity associated with delivering pups were also observed in
one mouse at each of 80 and 300 mg/kg/day. Increased peri- and postnatal pup deaths and reduced pup body
weights during the first week of lactation were observed at > 80 mg/kg/day (> 4.0-fold clinical exposure).
There were no apremilast-related effects on duration of pregnancy, number of pregnant mice at the end of the
gestation period, number of mice that delivered a litter, or any developmental effects in the pups beyond
postnatal day 7. It is likely that pup developmental effects observed during the first week of the postnatal
period were related to the apremilast-related pup toxicity (decreased pup weight and viability) and/or lack of
maternal care (higher incidence of no milk in the stomach of pups). All developmental effects were observed
during the first week of the postnatal period; no apremilast-related effects were seen during the remaining
pre- and post-weaning periods, including sexual maturation, behavioural, mating, fertility and uterine
parameters. The NOEL in the mouse for maternal toxicity and F1 generation was 10 mg/kg/day (1.3-fold
clinical AUC).

Carcinogenicity studies
Carcinogenicity studies in mice and rats showed no evidence of carcinogenicity related to treatment with
apremilast.

Genotoxicity studies

Apremilast is not genotoxic. Apremilast did not induce mutations in an Ames assay or chromosome
aberrations in cultured human peripheral blood lymphocytes in the presence or absence of metabolic
activation. Apremilast was not clastogenic in an in vivo mouse micronucleus assay at doses up to
2000 mg/kg/day.

Other studies
There is no evidence for immunotoxic, dermal irritation, or phototoxic potential.
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6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Tablet core

Microcrystalline cellulose

Lactose monohydrate

Croscarmellose sodium
Magnesium stearate

Film-coating

Polyvinyl alcohol

Titanium dioxide (E171)

Macrogol 3350

Talc

Iron oxide red (E172)

The 20 mg tablets also contain iron oxide yellow (E172).

The 30 mg tablets also contain iron oxide yellow (E172) and iron oxide black(E172).
6.2 Incompatibilities

Not applicable.

6.3  Shelf life

24 months.

6.4 Special precautions for storage

Do not store above 30°C.

6.5 Nature and contents of container

The treatment initiation pack contains 27 film- coated tablets (4 x10 mg, 4x 20 mg, 19 x 30 mg).
Not all pack sizes may be marketed.

6.6  Special precautions for disposal

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

7. MARKETING AUTHORISATION HOLDER

Celgene Europe B.V.

Winthontlaan 6 N

3526 KV Utrecht

Netherlands

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/14/981/001
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9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation: 15 January 2015

10. DATE OF REVISION OF THE TEXT

18/10/2018

Detailed information on this medicinal product is available on the website of the European Medicines
Agency http://www.ema.europa.eu.

17



181018 v7.0 Otezla EU PI UK-EN PRINT

vThis medicinal product is subject to additional monitoring. This will allow quick identification of new
safety information. Healthcare professionals are asked to report any suspected adverse reactions. See section
4.8 for how to report adverse reactions.

1. NAME OF THE MEDICINAL PRODUCT

Otezla 30 mg film-coated tablets

2.  QUALITATIVE AND QUANTITATIVE COMPOSITION
Each film-coated tablet contains 30 mg of apremilast.

Excipient(s) with known effect

Each film-coated tablet contains 171 mg of lactose (as lactose monohydrate).

For the full list of excipients, see section 6.1.

3.  PHARMACEUTICAL FORM

Film-coated tablet (tablet).

Beige, diamond shaped 30 mg film-coated tablet of 12 mm length with “APR” engraved on one side and
“30” on the opposite side.

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

Psoriatic arthritis

Otezla, alone or in combination with Disease Modifying Antirheumatic Drugs (DMARD:s), is indicated for

the treatment of active psoriatic arthritis (PsA) in adult patients who have had an inadequate response or who
have been intolerant to a prior DMARD therapy (see section 5.1).

Psoriasis

Otezla is indicated for the treatment of moderate to severe chronic plaque psoriasis in adult patients who
failed to respond to or who have a contraindication to, or are intolerant to other systemic therapy including
cyclosporine, methotrexate or psoralen and ultraviolet-A light (PUVA).

4.2 Posology and method of administration

Treatment with Otezla should be initiated by specialists experienced in the diagnosis and treatment of
psoriasis or psoriatic arthritis.

Posology
The recommended dose of apremilast is 30 mg twice daily taken orally, morning and evening, approximately

12 hours apart, with no food restrictions. An initial titration schedule is required as shown below in Table 1.
No re-titration is required after initial titration.
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Table 1: Dose titration schedule

Day 1 Day?2 Day 3 Day 4 Day 5 Day 6 &
thereafter

AM AM PM AM PM AM PM AM PM AM PM

I0mg | I0mg | 10mg | 10mg | 20mg | 20mg | 20mg | 20mg | 30mg | 30 mg | 30 mg

If patients miss a dose, the next dose should be taken as soon as possible. If it is close to the time for their
next dose, the missed dose should not be taken and the next dose should be taken at the regular time.

During pivotal trials the greatest improvement was observed within the first 24 weeks of treatment. If a
patient shows no evidence of therapeutic benefit after 24 weeks, treatment should be reconsidered. The
patient's response to treatment should be evaluated on a regular basis. Clinical experience beyond 52 weeks
is not available (see section 5.1).

Special populations

Elderly patients
No dose adjustment is required for this patient population (see sections 4.8 and 5.2).

Patients with renal impairment

No dose adjustment is needed in patients with mild and moderate renal impairment. The dose of apremilast
should be reduced to 30 mg once daily in patients with severe renal impairment (creatinine clearance of less
than 30 mL per minute estimated by the Cockcroft-Gault equation). For initial dose titration in this group, it
is recommended that apremilast be titrated using only the AM schedule listed in Table 1 and the PM doses be
skipped (see section 5.2).

Patients with hepatic impairment
No dose adjustment is necessary for patients with hepatic impairment (see section 5.2).

Paediatric population
The safety and efficacy of apremilast in children aged 0 to 17 years have not been established. No data are
available.

Method of administration
Otezla is for oral use. The film-coated tablets should be swallowed whole, and can be taken either with or
without food.

4.3 Contraindications

Hypersensitivity to the active substance(s) or to any of the excipients listed in section 6.1.
Pregnancy (see section 4.6).

4.4 Special warnings and precautions for use

Patients with rare hereditary problems of galactose intolerance, lapp lactase deficiency or glucose-galactose
malabsorption should not take this medicinal product.

Diarrhoea, Nausea, and Vomiting

There have been post-marketing reports of severe diarrhoea, nausea, and vomiting associated with the use of
Otezla. Most events occurred within the first few weeks of treatment. In some cases, patients were
hospitalized. Patients 65 years of age or older may be at a higher risk of complications. If patients develop
severe diarrhoea, nausea, or vomiting, discontinuation of treatment with apremilast may be necessary.

Psychiatric disorders

Apremilast is associated with an increased risk of psychiatric disorders such as insomnia and depression.
Instances of suicidal ideation and behaviour, including suicide, have been observed in patients with or
without history of depression (see section 4.8). The risks and benefits of starting or continuing treatment with
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apremilast should be carefully assessed if patients report previous or existing psychiatric symptoms or if
concomitant treatment with other medicinal products likely to cause psychiatric events is intended. Patients
and caregivers should be instructed to notify the prescriber of any changes in behaviour or mood and of any
suicidal ideation. If patients suffered from new or worsening psychiatric symptoms, or suicidal ideation or
suicidal attempt is identified, it is recommended to discontinue treatment with apremilast.

Severe renal impairment
Otezla should be dose reduced to 30 mg once daily in patients with severe renal impairment (see sections 4.2
and 5.2).

Underweight patients

Patients who are underweight at the start of treatment should have their body weight monitored regularly. In
the event of unexplained and clinically significant weight loss, these patients should be evaluated by a
medical practitioner and discontinuation of treatment should be considered.

4.5 Interaction with other medicinal products and other forms of interaction

Co-administration of strong cytochrome P450 3A4 (CYP3A4) enzyme inducer, rifampicin, resulted in a
reduction of systemic exposure of apremilast, which may result in a loss of efficacy of apremilast. Therefore,
the use of strong CYP3A4 enzyme inducers (e.g. rifampicin, phenobarbital, carbamazepine, phenytoin and
St. John’s Wort) with apremilast is not recommended. Co-administration of apremilast with multiple doses
of rifampicin resulted in a decrease in apremilast area-under-the-concentration time curve (AUC) and
maximum serum concentration (Cmax) by approximately 72% and 43%, respectively. Apremilast exposure is
decreased when administered concomitantly with strong inducers of CYP3A4 (e.g. rifampicin) and may
result in reduced clinical response.

In clinical studies, apremilast has been administered concomitantly with topical therapy (including
corticosteroids, coal tar shampoo and salicylic acid scalp preparations) and UVB phototherapy.

There was no clinically meaningful drug-drug interaction between ketoconazole and apremilast. Apremilast
can be co-administered with a potent CYP3A4 inhibitor such as ketoconazole.

There was no pharmacokinetic drug-drug interaction between apremilast and methotrexate in psoriatic
arthritis patients. Apremilast can be co-administered with methotrexate.

There was no pharmacokinetic drug-drug interaction between apremilast and oral contraceptives containing
ethinyl estradiol and norgestimate. Apremilast can be co-administered with oral contraceptives.

4.6  Fertility, pregnancy and lactation
Women of childbearing potential

Pregnancy should be excluded before treatment can be initiated. Women of childbearing potential should use
an effective method of contraception to prevent pregnancy during treatment.

Pregnancy
There are limited data about the use of apremilast in pregnant women.

Apremilast is contraindicated during pregnancy. Effects of apremilast on pregnancy included embryofetal
loss in mice and monkeys, and reduced fetal weights and delayed ossification in mice at doses higher than
the currently recommended highest human dose. No such effects were observed when exposure in animals
was at 1.3-fold the clinical exposure (see section 5.3).

Breast-feeding
Apremilast was detected in milk of lactating mice (see section 5.3). It is not known whether apremilast, or its

metabolites, are excreted in human milk. A risk to the breastfed infant cannot be excluded, therefore
apremilast should not be used during breast-feeding.
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Fertility

No fertility data is available in humans. In animal studies in mice, no adverse effects on fertility were
observed in males at exposure levels 3-fold clinical exposure and in females at exposure levels 1-fold clinical
exposure. For pre-clinical fertility data see section 5.3.

4.7 Effects on ability to drive and use machines
Apremilast has no or negligible influence on the ability to drive and use machines.
4.8 Undesirable effects

Summary of the safety profile

The most commonly reported adverse reactions in Phase III clinical studies have been gastrointestinal (GI)
disorders including diarrhoea (15.7%) and nausea (13.9%). These GI adverse reactions were mostly mild to
moderate in severity, with 0.3% of diarrhoea and 0.3% of nausea reported as being severe. These adverse
reactions generally occurred within the first 2 weeks of treatment and usually resolved within 4 weeks. The
other most commonly reported adverse reactions included upper respiratory tract infections (8.4%), headache
(7.9%), and tension headache (7.2%). Overall, most adverse reactions were considered to be mild or
moderate in severity.

The most common adverse reactions leading to discontinuation during the first 16 weeks of treatment were
diarrhoea (1.7%), and nausea (1.5%). The overall incidence of serious adverse reactions was low and did not
indicate any specific system organ involvement.

Hypersensitivity reactions were uncommonly observed in apremilast clinical studies (see section 4.3).

Tabulated list of adverse reactions

The adverse reactions observed in patients treated with apremilast are listed below by system organ class
(SOC) and frequency for all adverse reactions. Within each SOC and frequency grouping, adverse reactions
are presented in order of decreasing seriousness.

The adverse drug reactions were determined based on data from the apremilast clinical development
programme. The frequencies of adverse drug reactions are those reported in the apremilast arms of the four
Phase III studies in PsA (n = 1945) or the two Phase I1I studies in PSOR (n=1184) (highest frequency from
either data pool is represented in Table 2).

Frequencies are defined as: 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).

Table 2. Summary of adverse reactions in psoriatic arthritis (PsA) and/or psoriasis (PSOR)

System Organ Class Frequency Adverse reaction
. Bronchitis
Infections and Common U - oot
infestations min pper resplra.tc.)ry tract infection
Nasopharyngitis*
Immune system ..
disorders Uncommon Hypersensitivity
Metabolism and .
o . Common Decreased appetite*
nutrition disorders
Insomnia
S Common .
Psychiatric disorders Depression
Uncommon Suicidal ideation and behaviour #
Migraine*
Nervou t -
CTvous system Common Tension headache*
disorders
Headache*
20
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System Organ Class Frequency Adverse reaction

Respiratory, thoracic,

and mediastinal Common Cough
disorders

Diarrhoea*

Very Common

Nausea*

Vomiting*
Gastrointestinal Dyspepsia
disorders Common Frequent bowel movements

Upper abdominal pain *

Gastroesophageal reflux disease

Uncommon Gastrointestinal haemorrhage
Skm aqd subcutaneous Uncommon Rash
tissue disorders
Musculoskeletal and
connective tissue Common Back pain*
disorders
General disorders and
administrative site Common Fatigue
conditions
Investigations Uncommon Weight decrease

*At least one of these adverse reactions was reported as serious

Description of selected adverse reactions

# In clinical studies and post-marketing experience, uncommon cases of suicidal ideation and behaviour,
were reported, while completed suicide was reported post-marketing. Patients and caregivers should be
instructed to notify the prescriber of any suicidal ideation (see also section 4.4).

Body weight loss

Patient weight was measured routinely in clinical studies. The mean observed weight loss in patients treated
for up to 52 weeks with apremilast was 1.99 kg. A total of 14.3% of patients receiving apremilast had
observed weight loss between 5-10% while 5.7% of the patients receiving apremilast had observed weight
loss greater than 10%. None of these patients had overt clinical consequences resulting from weight loss. A
total of 0.1% of patients treated with apremilast discontinued due to adverse reaction of weight decreased.

Please see additional warning in section 4.4 for patients who are underweight at beginning of treatment.

Special populations

Elderly patients
From post-marketing experience, elderly patients > 65 years of age may be at a higher risk of complications
of severe diarrhea, nausea and vomiting (see section 4.4).

Patients with hepatic impairment
The safety of apremilast was not evaluated in PsA or PSOR patients with hepatic impairment.

Patients with renal impairment

In the PsA or PSOR clinical studies, the safety profile observed in patients with mild renal impairment was
comparable to patients with normal renal function. The safety of apremilast was not evaluated in PsA or
PSOR patients with moderate or severe renal impairment in the clinical studies.
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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 or search for MHRA Yellow Card in the Google Play or Apple App Storefor
United Kingdom and Freepost, Pharmacovigilance Section, Health Products Regulatory Authority, Earlsfort
Centre, Earlsfort Terrace, Dublin 2, Ireland. Tel: +353 1 6764971, website: www.hpra.ie; email:
medsafety@hpra.ie for Ireland.

4.9 Overdose

Apremilast was studied in healthy subjects at a maximum total daily dose of 100 mg (given as 50 mg BID)
for 4.5 days without evidence of dose limiting toxicities. In case of an overdose, it is recommended that the
patient is monitored for any signs or symptoms of adverse effects and appropriate symptomatic treatment is
instituted. In the event of overdose, symptomatic and supportive care is advised.

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties
Pharmacotherapeutic group: Immunosupressants, selective immunosuppressants, ATC code: LO4AA32

Mechanism of action

Apremilast, an oral small-molecule inhibitor of phosphodiesterase 4 (PDE4), works intracellularly to
modulate a network of pro-inflammatory and anti-inflammatory mediators. PDE4 is a cyclic adenosine
monophosphate (cAMP)-specific PDE and the dominant PDE in inflammatory cells. PDE4 inhibition
elevates intracellular cAMP levels, which in turn down-regulates the inflammatory response by modulating
the expression of TNF-a, IL-23, IL-17 and other inflammatory cytokines. Cyclic AMP also modulates levels
of anti-inflammatory cytokines such as IL-10.These pro- and anti-inflammatory mediators have been
implicated in psoriatic arthritis and psoriasis.

Pharmacodynamic effects

In clinical studies in patients with psoriatic arthritis, apremilast significantly modulated, but did not fully
inhibit, plasma protein levels of IL-1a, IL-6, IL-8, MCP-1, MIP-18, MMP-3, and TNF-a. After 40 weeks of
treatment with apremilast, there was a decrease in plasma protein levels of IL-17 and IL-23, and an increase
in IL-10. In clinical trials in patients with psoriasis, apremilast decreased lesional skin epidermal thickness,
inflammatory cell infiltration, and expression of pro-inflammatory genes, including those for inducible nitric
oxide synthase (iNOS), IL-12/IL-23p40, IL-17A, IL-22 and IL-8.

Apremilast administered at doses of up to 50 mg BID did not prolong the QT interval in healthy subjects.

Clinical trials experience

Psoriatic Arthritis

The safety and efficacy of apremilast were evaluated in 3 multi-center, randomized, double-blind, placebo-
controlled studies (Studies PALACE 1, PALACE 2, and PALACE 3) of similar design in adult patients with
active PsA (= 3 swollen joints and > 3 tender joints) despite prior treatment with small molecule or biologic
DMARD:s. A total of 1493 patients were randomised and treated with either placebo, apremilast 20 mg or
apremilast 30 mg given orally twice daily.

Patients in these studies had a diagnosis of PsA for at least 6 months. One qualifying psoriatic skin lesion (at
least 2 cm in diameter) was also required in PALACE 3. Apremilast was used as a monotherapy (34.8%) or
in combination with stable doses of small molecule DMARDs (65.2%). Patients received apremilast in
combination with one or more of the following: methotrexate (MTX, < 25 mg/week, 54.5%), sulfasalazine
(SSZ, <2 g/day, 9.0%), and leflunomide (LEF; < 20 mg/day, 7.4%). Concomitant treatment with biologic
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DMARD:s, including TNF blockers, was not allowed. Patients with each subtype of PsA were enrolled in the
3 studies, including symmetric polyarthritis (62.0%), asymmetric oligoarthritis (26.9%), distal
interphalangeal (DIP) joint arthritis (6.2%), arthritis mutilans (2.7%), and predominant spondylitis (2.1%).
Patients with pre-existing enthesopathy (63%) or pre-exisiting dactylitis (42%) were enrolled. A total of
76.4% of patients were previously treated with only small-molecule DMARDs and 22.4% of patients were
previously treated with biologic DMARDs, which includes 7.8% who had a therapeutic failure with a prior
biologic DMARD. The median duration of PsA disease was 5 years.

Based on the study design, patients whose tender and swollen joint counts had not improved by at least 20%
were considered non-responders at Week 16. Placebo patients who were considered non-responders were re-
randomized 1:1 in a blinded fashion to either apremilast 20 mg twice daily or 30 mg twice daily. At

Week 24, all remaining placebo-treated patients were switched to either apremilast 20 or 30 mg BID.

The primary endpoint was the percentage of patients achieving American College of Rheumatology (ACR)
20 response at Week 16.

Treatment with apremilast resulted in significant improvements in the signs and symptoms of PsA, as
assessed by the ACR 20 response criteria compared to placebo at Weeks 16. The proportion of patients with
ACR 20/50/70 (responses in Studies PALACE 1, PALACE 2 and PALACE 3, and the pooled data for
studies PALACE 1, PALACE 2 and PALACE 3) for apremilast 30 mg twice daily at Week 16 are shown in
Table 3. ACR 20/50/70 responses were maintained at Week 24.

Among patients who were initially randomized to apremilast 30 mg twice daily treatment, ACR 20/50/70
response rates were maintained through Week 52 in the pooled Studies PALACE 1, PALACE 2 and
PALACE 3 (Figure 1).

Table 3. Proportion of patients with ACR responses in studies PALACE 1, PALACE 2 and
PALACE 3 and pooled studies at Week 16

PALACE 1 PALACE 2 PALACE 3 POOLED
Placebo |Apremilast Placebo |Apremilastt Placebo |Apremilast Placebo |[Apremilast|
30 mg BID 30 mg BID 30 mg BID 30 mg BID
+- +- +- +- +- +- +- +-
DMARDs | DMARDs| DMARDs | DMARDs| DMARDs | DMARDs| DMARDs | DMARDs
N N=168 N=168 N=159 N=162 N=169 N=167 N=496 N=497

ACR
207
Week
16 19.0% 38.1%** 18.9% 32.1%* 18.3% 40.7%** | 18.8% 37.0%**
ACR 50
Yzeek 6.0% | 16.1%* 5.0% 10.5% 8.3% 15.0% 6.5% | 13.9%%**
ACR 70
Week
16 1.2% 4.2% 0.6% 1.2% 2.4% 3.6% 1.4% 3.0%

*p <0.01 for apremilast vs. placebo.
**p <0.001 for apremilast vs. placebo
2N is the number of patients as randomized and treated.
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Figure1  Proportion of ACR 20/50/70 responders through Week 52 in the pooled analysis of studies
PALACE 1, PALACE 2 and PALACE 3 (NRI¥)

507

Response Rate +/- SE (%)

0 16 24 40 52
Study Week
Endpoint n/m (%) n/m (%) n/m (%) n/m (%)
ACR 20 184/497 (37.0)  196/497 (39.4) 222/497 (44.7) 209/497 (42.1)
ACR 50 69/497 (13.9)  93/497 (18.7) 102/497 (20.5) 90/497 (18.1)
ACR 70 15/497 ( 3.0) 33/497 ( 6.6) 44/497 ( 8.9) 38/497 ( 7.6)

Endpoint &=e== ACR20 =0 ACR 50 ® 99 ACR70 ‘

*NRI: None responder imputation. Subjects who discontinued early prior to the time point and subjects who did not have sufficient data for a
definitive determination of response status at the time point are counted as non-responders.

Among 497 patients initially randomized to apremilast 30 mg twice daily, 375 (75%) patients were still on
this treatment on Week 52. In these patients, ACR 20/50/70 responses at Week 52 were of 57%, 25%, and
11% respectively.

Responses observed in the apremilast treated group were similar in patients receiving and not receiving
concomitant DMARDs, including MTX. Patients previously treated with DMARDs or biologics who
received apremilast achieved a greater ACR 20 response at Week 16 than patients receiving placebo.

Similar ACR responses were observed in patients with different PsA subtypes, including DIP. The number of
patients with arthritis mutilans and predominant spondylitis subtypes was too small to allow meaningful
assessment.

In PALACE 1, PALACE 2 and PALACE 3, improvements in Disease Activity Scale (DAS) 28 C-reactive
protein (CRP) and in the proportion of patients achieving a modified PsA response criteria (PsARC) were
greater in the apremilast group, compared to placebo at Week 16 (nominal p-value p< 0.0004, p-value
<0.0017, respectively). These improvements were maintained at Week 24. Among patients who remained on
the apremilast treatment to which they were randomized at study start, DAS28(CRP) score and PsARC
response were maintained through Week 52.

At Weeks 16 and 24 improvements in parameters of peripheral activity characteristic of psoriatic arthritis
(e.g. number of swollen joints, number of painful/tender joints, dactylitis and enthesitis) and in the skin
manifestations of psoriasis were seen in the apremilast-treated patients. Among patients who remained on the

apremilast treatment to which they were randomized at study start, these improvements were maintained
through Week 52.

Physical function and health-related quality of life

Apremilast-treated patients demonstrated statistically significant improvement in physical function, as
assessed by the disability index of the health assessment questionnaire (HAQ-DI) change from baseline,
compared to placebo at Weeks 16 in PALACE 1, PALACE 2 and PALACE 3 and in the pooled studies.
Improvement in HAQ-DI scores was maintained at Week 24.
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Among patients who were initially randomized to apremilast 30 mg twice daily treatment, the change from
baseline in the HAQ-DI score at week 52 was -0.333 in the apremilast 30 mg twice daily group in a pooled
analysis of the open label phase of studies PALACE 1, PALACE 2 and PALACE 3.

In studies PALACE 1, PALACE 2 and PALACE 3, significant improvements were demonstrated in health-
related quality of life, as measured by the changes from baseline in the physical functioning (PF) domain of
the Short Form Health Survey version 2 (SF-36v2), and in the Functional Assessment of Chronic Illness
Therapy — Fatigue (FACIT-fatigue) scores in patients treated with apremilast compared to placebo at
Weeks 16 and 24. Among patients who remained on the apremilast treatment, to which they were initially

randomized at study start, improvement in physical function and FACIT- fatigue was maintained through
Week 52.

Psoriasis

The safety and efficacy of apremilast were evaluated in two multicenter, randomized, double-blind, placebo-
controlled studies (Studies ESTEEM 1 and ESTEEM 2) which enrolled a total of 1257 patients with
moderate to severe plaque psoriasis who had a body surface area (BSA) involvement of > 10%, Psoriasis
Area and Severity Index (PASI) score > 12, static Physician Global Assessment (SPGA) of > 3 (moderate or
severe), and who were candidates for phototherapy or systemic therapy.

These studies had a similar design through Week 32. In both studies, patients were randomized 2:1 to
apremilast 30 mg BID or placebo for 16 weeks (placebo-controlled phase) and from Weeks 16-32, all
patients received apremilast 30 mg BID (maintenance phase). During the Randomized Treatment
Withdrawal Phase (Weeks 32-52), patients originally randomized to apremilast who achieved at least a 75%
reduction in their PASI score (PASI-75) (ESTEEM 1) or a 50% reduction in their PASI score (PASI-50)
(ESTEEM 2) were re-randomized at Week 32 to either placebo or apremilast 30 mg BID. Patients who were
re-randomized to placebo and who lost PASI-75 response (ESTEEM 1) or lost 50% of the PASI
improvement at Week 32 compared to baseline (ESTEEM 2) were retreated with apremilast 30 mg BID.
Patients who did not achieve the designated PASI response by Week 32, or who were initially randomized to
placebo, remained on apremilast until Week 52. The use of low potency topical corticosteroids on the face,
axillae, and groin, coal tar shampoo and/or salicylic acid scalp preparations was permitted throughout the
studies. In addition, at Week 32, subjects who did not achieve a PASI-75 response in ESTEEM 1, or a PASI-
50 response in ESTEEM 2, were permitted to use topical psoriasis therapies and/or phototherapy in addition
to apremilast 30 mg BID treatment.

In both studies, the primary endpoint was the proportion of patients who achieved PASI-75 at Week 16. The
major secondary endpoint was the proportion of patients who achieved a sSPGA score of clear (0) or almost
clear (1) at Week 16.

The mean baseline PASI score was 19.07 (median 16.80), and the proportion of patients with sSPGA score of
3 (moderate) and 4 (severe) at baseline was 70.0% and 29.8%, respectively with a mean baseline BSA
involvement of 25.19% (median 21.0%). Approximately 30% of all patients had received prior phototherapy
and 54% had received prior conventional systemic and/or biologic therapy for the treatment of psoriasis
(including treatment failures), with 37% receiving prior conventional systemic therapy and 30% receiving
prior biologic therapy. Approximately one-third of patients had not received prior phototherapy,
conventional systemic or biologic therapy. A total of 18% of patients had a history of psoriatic arthritis.

The proportion of patients achieving PASI-50, -75 and -90 responses, and sPGA score of clear (0) or almost
clear (1), are presented in Table 4 below. Treatment with apremilast resulted in significant improvement in
moderate to severe plaque psoriasis as demonstrated by the proportion of patients with PASI-75 response at
Week 16, compared to placebo. Clinical improvement measured by sSPGA, PASI-50 and PASI-90 responses
were also demonstrated at Week 16. In addition, apremilast demonstrated a treatment benefit across multiple
manifestations of psoriasis including pruritus, nail disease, scalp involvement and quality of life measures.
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Table 4. Clinical response at week 16 in studies ESTEEM 1 and ESTEEM 2 (FAS a, LOCFb)
ESTEEM 1 ESTEEM 2
Placebo 30 mg BID APR* Placebo 30 mg BID APR*

N 282 562 137 274
PASI® 75, n (%) 15(5.3) 186 (33.1) 8(5.8) 79 (28.8)
sPGA" of Clear or
Almost Clear, n (%) 11 (3.9) 122 (21.7) 6(4.4) 56 (20.4)
PASI 50, n (%) 48 (17.0) 330 (58.7) 27 (19.7) 152 (55.5)
PASI 90, n (%) 1(0.4) 55(9.8) 2 (1.5) 24 (8.8)
Percent Change BSA® (%) -6.9 -47.8 -6.1 -48.4
mean+ SD + 38.95 +38.48 +47.57 +40.78
Change in Pruritus VAS' -73 -31.5 -12.2 -33.5
(mm), mean+ SD +27.08 +32.43 +30.94 +35.46
Change in DLQI®, mean= -2.1 -6.6 -2.8 -6.7
SD +5.69 + 6.66 +7.22 +6.95
Change in SF-36 MCS", -1.02 2.39 0.00 2.58
mean+ SD +9.161 +9.504 +10.498 +10.129

* p<0.0001 for apremilast vs placebo, except for ESTEEM 2 PASI 90 and Change in SF-36 MCS where p=0.0042 and p=0.0078, respectively.

2FAS = Full Analysis Set

®LOCF= Last Observation Carried forward
¢ PASI = Psoriasis Area and Severity Index
4 sPGA = Static Physician Global Assessment

¢BSA = Body Surface Area

fVAS = Visual Analog Scale; 0 = best, 100 = worst
¢ DLQI = Dermatology Life Quality Index; 0 = best, 30 = worst
h SF-36 MCS = Medical Outcome Study Short Form 36-Item Health Survey, Mental Component Summary

The clinical benefit of apremilast was demonstrated across multiple subgroups defined by baseline
demographics and baseline clinical disease characteristics (including psoriasis disease duration and patients
with a history of psoriatic arthritis). The clinical benefit of apremilast was also demonstrated regardless of
prior psoriasis medication usage and response to prior psoriasis treatments. Similar response rates were
observed across all weight ranges.

Response to apremilast was rapid, with significantly greater improvements in the signs and symptoms of
psoriasis, including PASI, skin discomfort/pain and pruritus, compared to placebo by Week 2. In general,

PASI responses were achieved by Week 16 and were maintained through Week 32.

In both studies, the mean percent improvement in PASI from baseline remained stable during the
Randomized Treatment Withdrawal Phase for patients re-randomized to apremilast at Week 32 (Table 5).

Table 5.  Persistence of effect among subjects randomized to APR 30 BID at Week 0 and re-
randomized to APR 30 BID at Week 32 to Week 52
ESTEEM 1 ESTEEM 2

Time Point Patients who achieved PASI-7S at Patients who achieved

- Week 32 PASI-50 at Week 32
Percent Change in Week 16 -77.7 +20.30 -69.7 +24.23
PASI from Week 32 -88 +8.30 -76.7 +13.42
'(’ozsf ine wean Week 52 -80.5 = 12.60 744+ 1891
Change in DLQI Week 16 -8.3+£6.26 -7.8+6.41
from baseline, Week 32 -8.9+ 6.68 -7.7+5.92
mean+ SD* Week 52 7.8 £5.75 -1.5+6.27
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ESTEEM 1 ESTEEM 2
Time Point Patients who achieved PASI-75 at Patients who achieved
E— Week 32 PASI-50 at Week 32
Proportion of Week 16 40/48 (83.3) 21/37 (56.8)
subjects with Week 32 39/48 (81.3) 27/37 (73.0)
Scalp Psoriasis
PGA (ScPGA) 0 Week 52 35/48 (72.9) 20/37 (54.1)
or 1, n/N (%)"

2Includes subjects re-randomized to APR 30 BID at Week 32 with a baseline value and a post-baseline value at the evaluated study week.
N is based on subjects with moderate or greater scalp psoriasis at baseline who were re-randomized to APR 30 BID at Week 32. Subjects with
missing data were counted as nonresponders.

In Study ESTEEM 1, approximately 61% of patients re-randomized to apremilast at Week 32 had a PASI-75
response at Week 52. Of the patients with at least a PASI-75 response who were re-randomized to placebo at
Week 32 during a Randomized Treatment Withdrawal Phase, 11.7% were PASI-75 responders at Week 52.
The median time to loss of PASI-75 response among the patients re-randomized to placebo was 5.1 weeks.

In Study ESTEEM 2, approximately 80.3% of patients re-randomized to apremilast at Week 32 had a PASI-
50 response at Week 52. Of the patients with at least a PASI-50 response who were re-randomized to
placebo at Week 32, 24.2% were PASI-50 responders at Week 52. The median time to loss of 50% of their
Week 32 PASI improvement was 12.4 weeks.

After randomized withdrawal from therapy at Week 32, approximately 70% of patients in Study ESTEEM 1,
and 65.6% of patients in Study ESTEEM 2, regained PASI-75 (ESTEEM 1) or PASI-50 (ESTEEM 2)
responses after re-initiation of apremilast treatment. Due to the study design the duration of re-treatment was
variable, and ranged from 2.6 to 22.1 weeks.

In Study ESTEEM 1, patients randomized to apremilast at the start of the study who did not achieve a PASI-
75 response at Week 32 were permitted to use concomitant topical therapies and/or UVB phototherapy
between Weeks 32 to 52. Of these patients, 12% achieved a PASI-75 response at Week 52 with apremilast
plus topical and/or phototherapy treatment.

In Studies ESTEEM 1 and ESTEEM 2, significant improvements (reductions) in nail psoriasis, as measured
by the mean percent change in Nail Psoriasis Severity Index (NAPSI) from baseline, were observed in
patients receiving apremilast compared to placebo-treated patients at Week 16 (p< 0.0001 and p=0.0052,
respectively). Further improvements in nail psoriasis were observed at Week 32 in patients continuously
treated with apremilast.

In Studies ESTEEM 1 and ESTEEM 2, significant improvements in scalp psoriasis of at least moderate
severity (=3), measured by the proportion of patients achieving Scalp Psoriasis Physician’s Global
Assessment (ScPGA) of clear (0) or minimal (1) at Week 16, were observed in patients receiving apremilast
compared to placebo-treated patients (p< 0.0001 for both studies). The improvements were generally
maintained in subjects who were re-randomized to Otezla at Week 32 through Week 52 (Table 5).

In Studies ESTEEM 1 and ESTEEM 2, significant improvements in quality of life as measured by the
Dermatology Life Quality Index (DLQI) and the SF-36v2MCS were demonstrated in patients receiving
apremilast compared with placebo-treated patients (Table 4). Improvements in DLQI were maintained
through Week 52 in subjects who were re-randomized to apremilast at Week 32 (Table 5). In addition, in
Study ESTEEM 1, significant improvement in the Work Limitations Questionnaire (WLQ-25) Index was
achieved in patients receiving apremilast compared to placebo.

5.2 Pharmacokinetic properties

Absorption
Apremilast is well absorbed with an absolute oral bioavailability of approximately 73%, with peak plasma

concentrations (Cmax) occurring at a median time (tmax) of approximately 2.5 hours. Apremilast
pharmacokinetics are linear, with a dose-proportional increase in systemic exposure in the dose range of 10
to 100 mg daily. Accumulation is minimal when apremilast is administered once daily and approximately
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53% in healthy subjects and 68% in patients with psoriasis when administered twice daily. Co-administration
with food does not alter the bioavailability therefore, apremilast can be administered with or without food.

Distribution
Human plasma protein binding of apremilast is approximately 68%. The mean apparent volume of
distribution (Vd) is 87 L, indicative of extravascular distribution.

Biotransformation

Apremilast is extensively metabolised by both CYP and non-CYP mediated pathways including oxidation,
hydrolysis, and conjugation, suggesting inhibition of a single clearance pathway is not likely to cause a
marked drug-drug interaction. Oxidative metabolism of apremilast is primarily mediated by CYP3 A4, with
minor contributions from CYP1A2 and CYP2A6. Apremilast is the major circulating component following
oral administration. Apremilast undergoes extensive metabolism with only 3% and 7% of the administered
parent compound recovered in urine and faeces, respectively. The major circulating inactive metabolite is the
glucuronide conjugate of O-demethylated apremilast (M12). Consistent with apremilast being a substrate of
CYP3A4, apremilast exposure is decreased when administered concomitantly with rifampicin, a strong
inducer of CYP3A4.

In vitro, apremilast is not an inhibitor or inducer of cytochrome P450 enzymes. Hence, apremilast co-
administered with substrates of CYP enzymes is unlikely to affect the clearance and exposure of active
substances that are metabolised by CYP enzymes.

In vitro, apremilast is a substrate, and a weak inhibitor of P-glycoprotein (IC50>50uM), however clinically
relevant drug interactions mediated via P-gp are not expected to occur.

In vitro, apremilast has little to no inhibitory effect (IC50>10uM) on Organic Anion Transporter (OAT)1 and
OAT3, Organic Cation Transporter (OCT)2, Organic Anion Transporting Polypeptide (OATP)1B1 and
OATP1B3, or breast cancer resistance protein (BCRP) and is not a substrate for these transporters. Hence,
clinically relevant drug-drug interactions are unlikely when apremilast is co-administered with drugs that are
substrates or inhibitors of these transporters.

Elimination

The plasma clearance of apremilast is on average about 10 L/hr in healthy subjects, with a terminal
elimination half-life of approximately 9 hours. Following oral administration of radiolabelled apremilast,
about 58% and 39% of the radioactivity is recovered in urine and faeces, respectively, with about 3% and 7%
of the radioactive dose recovered as apremilast in urine and faeces, respectively.

Elderly patients
Apremilast was studied in young and elderly healthy subjects. The exposure in elderly subjects (65 to

85 years of age) is about 13% higher in AUC and about 6% higher in Cpax for apremilast than that in young
subjects (18 to 55 years of age). There is limited pharmacokinetic data in subjects over 75 years of age in
clinical trials. No dosage adjustment is necessary for elderly patients.

Renal impairment

There is no meaningful difference in the PK of apremilast between mild or moderate renal impaired subjects
and matched healthy subjects (N=8 each). The results support that no dose adjustment is needed in patients
with mild and moderate renal impairment. Reduce apremilast dose to 30 mg once daily in patients with
severe renal impairment (eGFR less than 30 mL/min/1.73 m? or CLcr < 30 mL/min). In 8 subjects with
severe renal impairment to whom a single dose of 30 mg apremilast was administered, the AUC and Cpax of
apremilast increased by approximately 89% and 42%, respectively.

Hepatic impairment
The pharmacokinetics of apremilast and its major metabolite M12 are not affected by moderate or severe
hepatic impairment. No dose adjustment is necessary for patients with hepatic impairment.
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5.3 Preclinical safety data

Non-clinical data reveal no special hazard for humans based on conventional studies of safety pharmacology
and repeated dose toxicity. There is no evidencefor immunotoxic, dermal irritation, or phototoxic potential.

Fertility and early embryonic development

In a male mouse fertility study, apremilast at oral dosages of 1, 10, 25, and 50 mg/kg/day produced no effects
on male fertility; the no observed adverse effect level (NOAEL) for male fertility was greater than

50 mg/kg/day 3-fold clinical exposure).

In a combined female mouse fertility and embryo-fetal developmental toxicity study with oral dosages of 10,
20, 40, and 80 mg/kg/day, a prolongation of oestrous cycles and increased time to mating were observed at
20 mg/kg/day and above; despite this, all mice mated and pregnancy rates were unaffected. The no observed
effect level (NOEL) for female fertility was 10 mg/kg/day (1.0-fold clinical exposure).

Embryo-fetal development

In a combined female mouse fertility and embryo-fetal developmental toxicity study with oral dosages of 10,
20, 40, and 80 mg/kg/day, absolute and/or relative heart weights of maternal animals were increased at 20,
40, and 80 mg/kg/day. Increased numbers of early resorptions and reduced numbers of ossified tarsals were
observed at 20, 40, and 80 mg/kg/day. Reduced fetal weights and retarded ossification of the supraoccipital
bone of the skull were observed at 40 and 80 mg/kg/day. The maternal and developmental NOEL in the
mouse was 10 mg/kg/day (1.3-fold clinical exposure).

In a monkey embryo-fetal developmental toxicity study, oral dosages of 20, 50, 200, and 1000 mg/kg/day
resulted in a dose-related increase in prenatal loss (abortions) at dosages of 50 mg/kg/day and above; no test
article-related effect in prenatal loss was observed at 20 mg/kg/day (1.4-fold clinical exposure).

Pre- and post-natal development

In a pre- and postnatal study, apremilast was administered orally to pregnant female mice at dosages of 10,
80 and 300 mg/kg/day from gestation day (GD) 6 to Day 20 of lactation. Reductions in maternal body weight
and weight gain, and one death associated with difficulty in delivering pups were observed at

300 mg/kg/day. Physical signs of maternal toxicity associated with delivering pups were also observed in
one mouse at each of 80 and 300 mg/kg/day. Increased peri- and postnatal pup deaths and reduced pup body
weights during the first week of lactation were observed at > 80 mg/kg/day (> 4.0-fold clinical exposure).
There were no apremilast-related effects on duration of pregnancy, number of pregnant mice at the end of the
gestation period, number of mice that delivered a litter, or any developmental effects in the pups beyond
postnatal day 7. It is likely that pup developmental effects observed during the first week of the postnatal
period were related to the apremilast-related pup toxicity (decreased pup weight and viability) and/or lack of
maternal care (higher incidence of no milk in the stomach of pups). All developmental effects were observed
during the first week of the postnatal period; no apremilast-related effects were seen during the remaining
pre- and post-weaning periods, including sexual maturation, behavioural, mating, fertility and uterine
parameters. The NOEL in the mouse for maternal toxicity and F1 generation was 10 mg/kg/day (1.3-fold
clinical AUC).

Carcinogenicity studies
Carcinogenicity studies in mice and rats showed no evidence of carcinogenicity related to treatment with
apremilast.

Genotoxicity studies

Apremilast is not genotoxic. Apremilast did not induce mutations in an Ames assay or chromosome
aberrations in cultured human peripheral blood lymphocytes in the presence or absence of metabolic
activation. Apremilast was not clastogenic in an in vivo mouse micronucleus assay at doses up to
2000 mg/kg/day.

Other studies
There is no evidence for immunotoxic, dermal irritation, or phototoxic potential.
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6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Tablet core

Microcrystalline cellulose

Lactose monohydrate

Croscarmellose sodium
Magnesium stearate

Film-coating

Polyvinyl alcohol

Titanium dioxide (E171)

Macrogol 3350

Talc

Iron oxide red (E172)

The 30 mg tablets also contain iron oxide yellow (E172) and iron oxide black(E172).
6.2 Incompatibilities

Not applicable.

6.3  Shelf life

24 months.

6.4 Special precautions for storage
Do not store above 30°C.

6.5 Nature and contents of container

PVC/ aluminium foil blisters containing 14 film- coated tablets, in pack sizes of 56 tablets (30 mg) and 168
tablets (30 mg).

Not all pack sizes may be marketed.

6.6  Special precautions for disposal

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

7. MARKETING AUTHORISATION HOLDER
Celgene Europe B.V.

Winthontlaan 6 N

3526 KV Utrecht

Netherlands

8. MARKETING AUTHORISATION NUMBER(S)
EU/1/14/981/002

EU/1/14/981/003
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9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation: 15 January 2015

10. DATE OF REVISION OF THE TEXT

18/10/2018

Detailed information on this medicinal product is available on the website of the European Medicines
Agency http://www.ema.europa.eu.
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ANNEX II
A.  MANUFACTURER RESPONSIBLE FOR BATCH RELEASE
B. CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE

C. OTHER CONDITIONS AND REQUIREMENTS OF THE MARKETING
AUTHORISATION

D. CONDITIONS OR RESTRICTIONS WITH REGARD TO THE SAFE AND
EFFECTIVE USE OF THE MEDICINAL PRODUCT
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A. MANUFACTURER RESPONSIBLE FOR BATCH RELEASE

Name and address of the manufacturer responsible for batch release
Celgene Europe Limited

1 Longwalk Road

Stockley Park

Uxbridge

Middlesex

UBI11 1DB

United Kingdom

Celgene Distribution B.V.
Winthontlaan 6 N

3526 KV Utrecht
Netherlands

The printed package leaflet of the medicinal product must state the name and address of the manufacturer
responsible for the release of the concerned batch.

B. CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE

Medicinal product subject to restricted medical prescription (see Annex I: Summary of Product
Characteristics, section 4.2).

C. OTHER CONDITIONS AND REQUIREMENTS OF THE MARKETING AUTHORISATION

° Periodic Safety Update Reports

The requirements for submission of periodic safety update reports for this medicinal product are set out in
the list of Union reference dates (EURD list) provided for under Article 107¢(7) of Directive 2001/83/EC
and any subsequent updates published on the European medicines web-portal.

D. CONDITIONS OR RESTRICTIONS WITH REGARD TO THE SAFE AND EFFECTIVE USE
OF THE MEDICINAL PRODUCT

] Risk Management Plan (RMP)

The MAH shall perform the required pharmacovigilance activities and interventions detailed in the agreed
RMP presented in Module 1.8.2 of the Marketing Authorisation and any agreed subsequent updates of the
RMP.

An updated RMP should be submitted:
. At the request of the European Medicines Agency;

. Whenever the risk management system is modified, especially as the result of new information
being received that may lead to a significant change to the benefit/risk profile or as the result of
an important (pharmacovigilance or risk minimisation) milestone being reached.
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ANNEX II1

LABELLING AND PACKAGE LEAFLET
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A. LABELLING
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

Wallet card containing 2-week treatment initiation pack

1. NAME OF THE MEDICINAL PRODUCT

Otezla 10 mg film-coated tablets
Otezla 20 mg film-coated tablets
Otezla 30 mg film-coated tablets
apremilast

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each film-coated tablet contains 10 mg, 20 mg or 30 mg of apremilast.

3. LIST OF EXCIPIENTS

Contains lactose. See package leaflet for further information.

4. PHARMACEUTICAL FORM AND CONTENTS

Film-coated tablets

Treatment initiation pack

4 film-coated tablets of 10 mg
4 film-coated tablets of 20 mg
19 film-coated tablets of 30 mg

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Read the package leaflet before use.
For oral use.

Week 1

Week 2

Day 1 - Day 7

Day 8 - Day 14

Sun as symbol for morning dose
Moon as symbol for evening dose

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT OF
THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.
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‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

Do not store above 30°C.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS OR
WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Celgene Europe B.V.
Winthontlaan 6 N
3526 KV Utrecht
Netherlands

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/14/981/001

13. BATCH NUMBER

Lot

14. GENERAL CLASSIFICATION FOR SUPPLY

Medicinal product subject to medical prescription.

15. INSTRUCTIONS ON USE

Refer to the wallet card for daily dose

16. INFORMATION IN BRAILLE

Otezla 10 mg
Otezla 20 mg
Otezla 30 mg

37
38



181018 v7.0 Otezla EU PI UK-EN PRINT

17. UNIQUE IDENTIFIER - 2D BARCODE

2 D bar code carrying the unique identifier

18. UNIQUE IDENTIFIER — HUMAN READABLE DATA

PC:
SN:
NN:
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MINIMUM PARTICULARS TO APPEAR ON BLISTERS OR STRIPS

Blister (Particulars printed directly onto the wallet card with the blank blister sealed inside)

‘ 1. NAME OF THE MEDICINAL PRODUCT

Otezla 10 mg tablets
Otezla 20 mg tablets
Otezla 30 mg tablets

apremilast

2. NAME OF THE MARKETING AUTHORISATION HOLDER

Celgene

3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

S. OTHER
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

Carton

1. NAME OF THE MEDICINAL PRODUCT

Otezla 30 mg film—coated tablets
apremilast

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each film-coated tablet contains 30 mg of apremilast.

3. LIST OF EXCIPIENTS

Contains lactose. See leaflet for further information.

4. PHARMACEUTICAL FORM AND CONTENTS

Film-coated tablets
56 film-coated tablets
168 film-coated tablets

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Read the package leaflet before use.
For oral use.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT OF
THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

Do not store above 30°C.
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10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS OR
WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Celgene Europe B.V.
Winthontlaan 6 N
3526 KV Utrecht
Netherlands

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/14/981/002
EU/1/14/981/003

13. BATCH NUMBER

Lot

14. GENERAL CLASSIFICATION FOR SUPPLY

Medicinal product subject to medical prescription.

‘ 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Otezla 30 mg

17. UNIQUE IDENTIFIER - 2D BARCODE

2 D bar code carrying the unique identifier

18. UNIQUE IDENTIFIER — HUMAN READABLE DATA

PC:
SN:
NN:
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MINIMUM PARTICULARS TO APPEAR ON BLISTERS OR STRIPS

BLISTER

1. NAME OF THE MEDICINAL PRODUCT

Otezla 30 mg tablets
apremilast

2. NAME OF THE MARKETING AUTHORISATION HOLDER

Celgene

3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

S. OTHER
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B. PACKAGE LEAFLET
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Package leaflet: Information for the patient

Otezla 10 mg film-coated tablets

Otezla 20 mg film-coated tablets

Otezla 30 mg film-coated tablets
Apremilast

vThis medicine is subject to additional monitoring. This will allow quick identification of new safety
information. You can help by reporting any side effects you may get. See the end of section 4 for how to
report side effects.

Read all of this leaflet carefully before you start taking this medicine because it contains important

information for you.

- Keep this leaflet. You may need to read it again.

- If you have any further questions, ask your doctor, pharmacist or nurse.

- This medicine has been prescribed for you only. Do not pass it on to others. It may harm them, even if
their signs of illness are the same as yours.

- If you get any side effects, talk to your doctor, pharmacist or nurse. This includes any possible side
effects not listed in this leaflet. See section 4.

What is in this leaflet

1. What Otezla is and what it is used for

2. What you need to know before you take Otezla
3. How to take Otezla

4, Possible side effects

5. How to store Otezla

6. Contents of the pack and other information

1. What Otezla is and what it is used for

What Otezla is
Otezla contains the active substance ‘apremilast’. This belongs to a group of medicines called
phosphodiesterase 4 inhibitors, which help to reduce inflammation.

What Otezla is used for
Otezla is used to treat adults with the following conditions:

. Psoriatic arthritis - if you cannot use another type of medicine called ‘Disease-Modifying
Antirheumatic Drugs’ (DMARDs) or when you have tried one of these medicines and it did not work.
. Moderate to severe plaque psoriasis - if you cannot use one of the following treatments or when you

have tried one of these treatments and it did not work:

- phototherapy - a treatment where certain areas of skin are exposed to ultraviolet light

- systemic therapy - a treatment that affects the entire body rather than just one local area, such as
‘ciclosporin’ or ‘methotrexate’.

What psoriatic arthritis is
Psoriatic arthritis is an inflammatory disease of the joints, usually accompanied by psoriasis, an
inflammatory disease of the skin.

What plaque psoriasis is
Psoriasis is an inflammatory disease of the skin, which can cause red, scaly, thick, itchy, painful patches on
your skin and can also affect your scalp and nails.
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How Otezla works

Psoriatic arthritis and psoriasis are usually lifelong conditions and there is currently no cure. Otezla works by
reducing the activity of an enzyme in the body called ‘phosphodiesterase 4’, which is involved in the process
of inflammation. By reducing the activity of this enzyme, Otezla can help to control the inflammation
associated with psoriatic arthritis and psoriasis, and thereby reduce the signs and symptoms of these
conditions.

In psoriatic arthritis, treatment with Otezla results in an improvement in swollen and painful joints, and can
improve your general physical function.

In psoriasis, treatment with Otezla results in a reduction in psoriatic skin plaques and other signs and
symptoms of the disease.

Otezla has also been shown to improve the quality of life in patients with psoriasis or psoriatic arthritis. This
means that the impact of your condition on daily activities, relationships and other factors should be less than
it was before.

2. What you need to know before you take Otezla

Do not take Otezla:
. if you are allergic to apremilast or any of the other ingredients of this medicine (listed in section 6).
. if you are pregnant or think you may be pregnant.

Warnings and precautions
Talk to your doctor or pharmacist before taking Otezla.

Symptoms you should be aware of
If your doctor considers you to be underweight, and you observe an unintentional loss of body weight while
being treated with Otezla, you should talk to your doctor.

If you have severe kidney problems then the recommended dose of Otezla is 30 mg once a day (morning
dose). Your doctor will talk to you about how to increase your dose when you first start taking Otezla.

Before starting treatment with Otezla, inform your doctor if you are suffering from symptoms of worsening
depression with suicidal thinking or behaviour especially if you take any additional medicines since some of
those could increase the probability of these side effects. You or your caregiver should also immediately
inform your doctor of any changes in behaviour or mood and of any suicidal thoughts you may have. You
may also experience sleeplessness, or depressive mood.

If you experience severe diarrhoea, nausea, or vomiting, you should talk to your doctor.

Children and adolescents
Otezla has not been studied in children and adolescents, therefore it is not recommended for use in children
and adolescents aged 17 years and under.

Other medicines and Otezla

Tell your doctor or pharmacist if you are taking, have recently taken or might take any other medicines. This
includes medicines obtained without a prescription and herbal medicines. This is because Otezla can affect
the way some other medicines work. Also some other medicines can affect the way Otezla works.

In particular, tell your doctor or pharmacist before taking Otezla if you are taking any of the following
medicines:

. rifampicin — an antibiotic used for tuberculosis
phenytoin, phenobarbital and carbamazepine - medicines used in the treatment of seizures or epilepsy
. St John’s Wort — a herbal medicine for mild anxiety and depression.
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Pregnancy and breast-feeding

There is little information about the effects of Otezla in pregnancy. You should not become pregnant while
taking this medicine and should use an effective method of contraception during treatment with Otezla. It is
not known if this medicine passes into human milk. You should not use Otezla while breast-feeding.

Tell your doctor if you think you may be pregnant or are planning to have a baby, or if you are breast-
feeding or intend to breast-feed.

Driving and using machines
Otezla has no effect on the ability to drive and use machines.

Otezla contains lactose
Otezla contains lactose (a type of sugar). If you have been told by your doctor that you cannot tolerate or
digest some sugars, talk to your doctor before taking this medicine.

3. How to take Otezla

Always take this medicine exactly as your doctor has told you. Check with your doctor or pharmacist if you
are not sure.

How much to take

. When you first start taking Otezla, you will receive a ‘treatment initiation pack’” which contains all the
doses as listed in the table below.

. The ‘treatment initiation pack’ is clearly labelled to make sure you take the correct tablet at the correct
time.

. Your treatment will start at a lower dose and will gradually be increased over the first 6 days of
treatment.

. The ‘treatment initiation pack’ will also contain enough tablets for another 8 days at the recommended
dose (Days 7 to 14).

. The recommended dose of Otezla is 30 mg twice a day after the titration phase is complete - one

30 mg dose in the morning and one 30 mg dose in the evening, approximately 12 hours apart, with or
without food.

. This is a total daily dose of 60 mg. By the end of Day 6 you will have reached this recommended
dose.

. Once the recommended dose has been reached, you will only get the 30 mg tablet strength in your
prescribed packs. You will only ever need to go through this stage of gradually increasing your dose
once even if you re-start treatment.

Day Morning Dose Evening Dose lT)otal Daily
ose
s
Day 2 10 mg (pink) 10 mg (pink) 20 mg
Day 3 10 mg (pink) 20 mg (brown) 30 mg
Day 4 20 mg (brown) 20 mg (brown) 40 mg
Day S 20 mg (brown) 30 mg (beige) 50 mg
Day 6 onwards 30 mg (beige) 30 mg (beige) 60 mg

People with kidney problems
If you have severe kidney problems then the recommended dose of Otezla is 30 mg once a day (morning
dose). Your doctor will talk to you about how to increase your dose when you first start taking Otezla.
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How and when to take Otezla

. Swallow the tablets whole, preferably with water.

You can take the tablets either with or without food.

Take Otezla at about the same time each day, one tablet in the morning and one tablet in the evening.
If your condition has not improved after six months of treatment, you should talk to your doctor.

If you take more Otezla than you should
If you take more Otezla than you should, talk to a doctor or go to a hospital straight away. Take the medicine
pack and this leaflet with you.

If you forget to take Otezla

. If you miss a dose of Otezla, take it as soon as you remember. If it is close to the time for your next
dose, just skip the missed dose. Take the next dose at your regular time.

. Do not take a double dose to make up for a forgotten dose.

If you stop taking Otezla

. You should continue taking Otezla until your doctor tells you to stop.

. Do not stop taking Otezla without talking to your doctor first.

If you have any further questions on the use of this medicine, ask your doctor or pharmacist.

4. Possible side effects
Like all medicines, this medicine can cause side effects, although not everybody gets them.

Some side effects could be serious. Uncommon instances of suicidal thinking and behaviour (including
suicide) were reported. Please notify your doctor immediately of any feelings of depression, suicidal
thoughts or suicidal behaviour you may have. You may also experience sleeplessness (common), or
depressive mood (common).

Very common side effects (may affect more than 1 in 10 people)
. diarrhoea
. nausea

Common side effects (may affect up to 1 in 10 people)

cough

back pain

vomiting

feeling tired

stomach pain

loss of appetite

frequent bowel movements

difficulty sleeping (insomnia)

indigestion or heartburn

headaches, migraines or tension headaches

upper respiratory tract infections such as cold, runny nose, sinus infection
inflammation and swelling of the tubes in your lungs (bronchitis)
common cold (nasopharyngitis)

depression
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Uncommon side effects (may affect up to 1 in 100 people)
. rash

weight loss

allergic reaction

bleeding in the bowel or in the stomach

suicidal ideation or behaviour

If you are 65 years of age or older, you might have higher risk of complications of severe diarrhea, nausea
and vomiting.

If you get any side effects, talk to your doctor or pharmacist. This includes any possible side effects not listed
in this leaflet.

Reporting of side effects

If you get any side effects, talk to your doctor, pharmacist or nurse. This includes any possible side effects
not listed in this leaflet. You can also report side effects directly via the Yellow Card Scheme

Website: www.mhra.gov.uk/yellowcard or search for MHRA Yellow Card in the Google Play or Apple App
Store for United Kingdom and Freepost, Pharmacovigilance Section, Health Products Regulatory Authority,
Earlsfort Centre, Earlsfort Terrace, Dublin 2, Ireland. Tel: +353 1 6764971; website: www.hpra.ie; email:
medsafety@hpra.ie for Ireland. By reporting side effects you can help provide more information on the
safety of this medicine.

5. How to store Otezla

. Keep this medicine out of the sight and reach of children.

. Do not use this medicine after the expiry date which is stated on the blister and carton after EXP. The
expiry date refers to the last day of that month.

. Do not store above 30°C.

. Do not use this medicine if you notice any damage or signs of tampering to the medicine packaging.

Do not throw away any medicines via wastewater or household waste. Ask your pharmacist how to throw
away medicines you no longer use. These measures will help protect the environment.

6. Contents of the pack and other information

What Otezla contains

The active substance is apremilast.

Each film-coated tablet contains 10 mg of apremilast.
Each film-coated tablet contains 20 mg of apremilast.
Each film-coated tablet contains 30 mg of apremilast.

. The other ingredients in the tablet core are microcrystalline cellulose, lactose monohydrate,
croscarmellose sodium and magnesium stearate.

. The film-coating contains polyvinyl alcohol, titanium dioxide (E171), - macrogol, talc, iron oxide red
(E172).

. The 20 mg film-coated tablet also contains iron oxide yellow (E172).

. The 30 mg film-coated tablet also contains iron oxide yellow (E172) and iron oxide black (E172).

What Otezla looks like and contents of the pack
The Otezla 10 mg film-coated tablet is a pink, diamond shaped film-coated tablet with “APR” engraved on

one side and “10” on the opposite side.
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The Otezla 20 mg film-coated tablet is a brown, diamond shaped film-coated tablet with “APR” engraved on
one side and “20” on the opposite side.

The Otezla 30 mg film-coated tablet is a beige, diamond shaped film-coated tablet with “APR” engraved on
one side and “30” on the opposite side.

Pack sizes

. The treatment initiation pack is a folding wallet containing 27 tablets: 4 x 10 mg tablets, 4 x 20 mg
tablets and 19 x 30 mg tablets.

. The one-month standard pack contains 56 x 30 mg tablets.

. The three-month standard pack contains 168 x 30 mg tablets.

Marketing Authorisation Holder
Celgene Europe B.V.
Winthontlaan 6 N

3526 KV Utrecht

Netherlands

Manufacturer

Celgene Distribution B.V.
Winthontlaan 6 N

3526 KV Utrecht
Netherlands

Celgene Europe Ltd.
1 Longwalk Road
Stockley Park
Uxbridge

UBI11 1DB

United Kingdom

This leaflet was last revised in 10/2018
Other sources of information

Detailed information on this medicine is available on the European Medicines Agency web site:
http://www.ema.europa.eu.
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FUETURE) BUFHLESGA. TV T A MOBRERTED L, BRDEMET T8N
N D,

HEDOWIKRBR T, 77V I T A MERPEE (A7 RE, a—LF— Ly =K
FIVEREE R LA KOV ESRAME (UVB) R E O 21T - 72,

Fhatry—LeTFLI TR NORICERIIC BEE ARSI AR LA SN ot T L
RTANIT h3TFY =D KD 5T 7 CYPIA4TLER L G5 2 L TE D,
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R RBRE ISR W TC, T LI T A ME A b kL — MEICEYENREA BRI A Hhure
Mmolzy THXLVITFAMIANMLSY—REOEHT A ENTEX B,

TTVITARNEZTF 2N A NTIF =NV KR VT AF A— N B AT 5% RHTEE L OIC
B EAERII A N o, 77V I T A MIRRABER LR T 52 R TE D,

4.6. ZRREE. IRKROMZEH

VRN AT RE 70 2

FHBIARNC . IR TN T & 2895 2 & ARIRATRE 2R VRIS A 2h 70 15 A ) L # -
DR ZIIES 5 2 &,

L2/
77V T A NOEEA~OERICBET 5T —Z IR TW D,

7TV T A NDEGE~OREIIZEZRTHD, 77V I TAMPEIRICEKTTREE L UL, ~ v
ALV IVTIR « fFOSER R A LiL, £72, BATo b MERREHEZ LRI HE TR L~y
ZIZBWTIBFRE O T L OVBALIRIENZEBO Sii-, BTk, WRBREED 1.3 (5824 O
TiE, EfRo ko Bz imoniznroiz (S3HSM) |

BT L AL

TV T A MIWHA~T AORAFICHRE SIS (3HSM) , 7717 A M XUTZFDORHY
Ne SORALFIZBITT 2N E I NIARATH S, HILREOAICE TSV A7 3R TE 20
720, BHPIWIIT LI TA MR LW &,

<G HE

t MIBTDZREBICKT 2T 527 — 213, U AT, BIRRERED 3 5H40H]
BAMECRG Lo & & MOMRRIREREED 1 Y2 EICR G Lo & & ZRiEICHT 2/ EFHEMI
bR ol ZIRREICEET L IR T — 213 53 HE BT D 2 &,

KA

4.7. ERRUEBRIEEI~DORE

HERE S OB ERE NIZ T 7L I T A MIIE & A EREZ KT S 720,

4.8. EIfEHA

ZeT7T a7 7 A VOB
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53 FHEEBR Ol b L A SNREIERIE. TR (15.7%) ROVELDL (13.9%) &V -7z BiEkEET
HoT-, BIGICEET 2RIWERIIIE O MNERENS PEEOBEIEE TH Y . BE &G I ER
W FHID 03% K OHELD 03% Th o7z, TS DOREWERITHE L CHR5BHIAH% RO 2 BLANIZ %
L, W84 BLNICHE Lz, ToMmofkd K< WESEERT, ERoEKY: (84%) . 54
i (7.9%) . BRERMEER (7.2%) Thoto, BIKE LT, 1T & A EORIVEMIZEE R L
HETHD W SN,

BHBRGRHBREMDO 16 WUNIZHIEIZE T2k d K< ALNTRWERIZR. TR (1.7%) KONE.L
(1.5%) Thotz, EERBIEAORIRIIELS ., FIERBICHTDIEAZRET 5 L 5 Zefi i
oz,

TV T A MOBEKRRBRIZIBW T, BBUES S ORBUBEE XK o7 @3HESMH) |

BUWEA DO &L

TV TA NS SNTZBFIGGROONTEIER 2, #EHIRDE (SOC) K OFEHAE R
F2150# T D, % SOC M OHMEE 7/ L —7NOREIWEMR L., BEENEH WSO BIEICRT,

BIWERIZ, 77V 7 A MK T 0 7T LOFT —H IS\, BIWER OBEE X, wmErtRaE
RERMGLE LT 4OoDOF 3R (n=1,945) KO EAZ G E L2 2 >DO%F 3FHRER (n=1,184)
DT TV ITAMKEGHTRESNEZRIFEETHD (WHET—X D) bW OMEE R 212
i—\“a—) o

SEBUBEE O FEIT, D TEBEE (very common : 1/10 L E) | @&#EE (common : 1/100 LA L 1/10
Aiiw) . AEHEE (uncommon : 1/1,000 LL_E 1/100 A4#) . F4v (rare : 1/10,000 LA _E 1/1,000 &) %
I ANGAYN

®2  EREMERIEIRRRHORICET DEIER OB

#=BAIRLSE BE RIYER
JYSIE K OV R HUE AR B XK
I RGE Y
LR
B SRR A IR BUE
R OV E B BBRI A
KA R B THRE
5 ¥
A H R S8 M OV H B T A
PR TR B B J R
ER AR VE R *
SER *
R, AR K OV R P s B ik
E e R T e ML T
L
AR Mg -
THIEAR R
P 5 in
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a B AIRSE BB RItEH
RS *
H AR R
(AR EE THAE i
B B OV T AR P (AR 5
i i R R OV B LB S R
R - B EE K OG- ORRE A ¥
B AR R A (AR EE Rk

* HE & SSRGS 1 BILL LS D EIER

LR EIEH O

# G R M S I R I B W C H RSB M O T & MBS [C s SN CR Y . lig Iz B & BE
BINERE SN TV D, RALDPO BERGENH IV EIER T L 5. BEKOES ICHER
THZLE 44THSR) |

AL

EERARER CEMICBFEORENEEIT 72, KE 2BEOBREMTONTT 7LV 7 A MEEEE
BT D A ERD EIX 1.99kg TH o7z, &K T 143%DT 7L 7 A MEGBRHEIZ 5~10%D
REJD RO B, 10%Z B2 DREDPALNTZBFILS5T% Th o7z, ZHHOEFT, K
AT LV SR EERA BN U ERNTI R o T2, RERD ORWERIC X v 5N Ik &S
nNi-BEIE, 280 0.1%Th -7,

B G-BRARFIARAEOREICE L T, 44 HICHE SN B 52T 52 L,

Frik e AL

E AR

TR BN D, 65l LoEEiEE CIXEEO T, ELLOEHOFRIRY 27 REmnE Bbi
%5 (44HZH) |

HT B RENE B A

HTHERERR T D & 2 Wo#MEBIEI R IR EA BT 27 7 L X 7 2 horaetIEHi Sh T
Wy,

ERE eI A

RREME B EI S TR 2 Xt 5 & LT IRRRER C, MEOBKEERE D H 5 BE BT b et 1
T 7 AL, BHERENIER B L REETH o T, TS HIE O BRERER E A A D R R
R ITHREZ BT A7 7L I T 2 oML, BIRKRBR CITEHME S LTV 0,

BB B 2 HR OB
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EIGAREZORIEH N RO FROBEFELETH D, REICLY, BELHOY XT « "1 7
4 PTG U REMGINCE =2 Y 752 LIRTE D, ERIEFEL. FRLiZRT Yellow Card
Scheme Website Zi# U CEIEH N DON DT X TOFELEZRET L2 LBRDLN TN D,
www.mhra.gov.uk/yellowcard or search for MHRA Yellow Card in the Google Play or Apple App Storefor
United Kingdom and Freepost, Pharmacovigilance Section, Health Products Regulatory Authority, Earlsfort
Centre, Earlsfort Terrace, Dublin 2, Ireland. Tel: +353 1 6764971; website: www.hpra.ie; email:
medsafety@hpra.ie for Ireland.

49. BEERS5

FERRBRT 1 B4 58 L LTHRE 100mg (50mg 1 H 2% E) O7 7L 3T X b Z2@fEgBrac
45 A E Lic b &, AERIRIBEIIED Do Tz, BEEGOHAICIL. AFEHOME - iE
WoE=2Y 7 L RERIEDORBPHER SN D, MERGRIL, SHERE & RREZ 1T
Iz L,

5. FKEZRRE

5.1. RAZEAEM

SN OTH - SR INHIA, SEIRAREHIAl, ATC 22— 1 : L0O4AA32

ik Teg

TV ITAMIRAKRET DR T DOHRART T AT T —E 4 (phosphodiesterase 4 : PDE4) BH%E
HTHY, MENIZEH L, RIEFBELORRIEEAT 4 =—2 DXy NV —27 2T 5,
PDE4 /%, BT T /v —U v (cAMP) IZHFRAY72 PDE Th Y . RIEMIIEIZ/HIET % PDE T
%5, PDE4 DFHEIC L D MIEND cAMP L~ ER L, ZHi2 X Y TNF-a, IL-23, IL-17 K O%F
DD RIEMET A N1 A OFRBNHIE S, RIESOCHINHI S D, cAMP X, IL-10 D KL 9 7224t
RIEVEY A N A VELHIEHT D, 26 ORIEFIEMER CPLRIEME A 7 ¢ =— & 1%, SEprERI
REOFHEHCE G LT 5,

) FHIR R

WS R BT AR L LR RBR T LI SR a5 L L X, IL-la, IL-6, IL-8.
MCP-1, MIP-18, MMP-3 & O TNF-o D IMAEHHREIZ, ERZRAEFETIERWH DD, HERZE(LNR
BOONT, T VITA ML 40 %, mAEHO IL-17 X OV IL-23 IR T 23588 B,
IL-10 BT BN A LT, ffBE E 5L LIZlRRBRClL, 771V T A M X 0 IREHS
DREIE, FIEAILO R L ORIEFHEEEE T FEA R baER AR (inducible nitric oxide
synthase : iNOS) . IL-12/IL-23p40, IL-17A. IL-22 X NIL-8 & 22— R4 Bi&Efnf] OREN LD L
7=

WA T VI T A MEEE L&, 50mg 1 H 2[REEF TOHETIE QT MEDIER X
I BTN T,
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R R

LI PIRTR

3 oD% MR, EEAL, EEHR., 7T B ARLERAB (PALACE 1 #B%, PALACE 2 #& &
PALACE 3 i) %, K5+ XI34AEW A DMARD 12 X D16 2520 72106 2 & 9 TR B 8 ¢
PERARZ (EARBIEN = 3 ROVERBAET = 3) 2 AT 2 ANEEZE 255 L LCHREROT A - THEE
L. 77V T A NOLEEEHINMEEZTME L=, A T1493FI0OREE, VTR, 7713
Z A K 20mg X% 30mg D 1 H 2 [ 085 ELIZEN 0 i 7,

o ORERCIE, HRHERIEI R ORI 6 » AU ETH L BEE RS L LT, PALACE 3
BRCIX, Y (B 2emll b)) AW THREEINAEN | » b2 2 & bRPUEHEL LTz, 771
I T A MOBEMEE (34.8%) XUT—EMEDKSF DMARD & O L (65.2%) ZiT-72, fF
&5 TIE, A MM —K (MTX, =25mg/l, 54.5%) . ALV77H T (SSZ, =2¢g/
H. 9.0%) KMOL 7/ I K (LEF, =20mg/H. 7.4%) D 1 SLL EOFEHF EOPFHTT 7L 2
T A MG &7, TNFBRFEEKZ & 047 DMARD & OOFHE X, P& L2 oT-, 33
BRIZHEAIA A T2 B ORCRRMEBIEI R DR AL, IFRPEZBAEI R (62.0%) . FEXRIFRMD BT
(26.9%) . DIP iz GRACIEFHBEEIZ) B (6.2%) . BHEMRAEIR (2.7%) K OFHER MBS
(predominant spondylitis) (2.1%) Toh >7-,

BRI, BEAEETE (63%) SUFFER (42%) ZA0FL TV AaHBE NS TN T\, &fkT
76.4% DYEERF 1IK5r 1 DMARD O L HIEEENH 0 | 22.4%DHERF 13EW - DMARD Dif
RN B > 7=, EWSFH) DMARD O 5.2 5217 7212 & 0303 B IR RN 72 3o TR E 1T 7.8%
Tholo, WK OREBEHMOPIIEIX SFETHoT,

BT A ANTFESNT, 516 I E 5 BT X OVEARBIEEUT 20%L0 E DU I 1172 WO HER
FERIEZDIB L Le, 77 B RBEGHOIERDENL, EMTFTT 7L I 7 A b 20mg XiX 30 mg D

1 B 2EHEGEOWTNMNIC 1:1 OTEELIZEID 1T 6, &5 24821, 007 78R
HREOWERE 3T, 77T A b 20 X% 30 mg BID # 5O W F i BiT S w7,

FHEHMIEH (X, &5 16 312 American College of Rheumatology (ACR) 20 (Z2E L 7= #¢BRrE DEIS T
HoTl,

TV T A MNEGRETIE, ACR20 FE¥E CHEAM U 7= szt BRI 25 o e - JERICB W T, 5 16
BIZ 7T BRREE R THEBERUEN AN, T7VITAR30mgx 1 H2EHREGLIZEEZD
Beh- 16 B2k 17 5 ACR 20/50/70 SR O#ERE OEIS (PALACE 1 35%, PALACE 2 ik & O
PALACE3 7 — %, NI b D 3WMBROHET —Z 2B T 2FNE) 2R3 1T, &S5
243 % T, ACR 20/50/70 SR TMERE ST,
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PALACE 1

B, PALACE?

Bk & N PALACE 3

B OOFEERTIE. BREFICT 7L I 7 A B 30

mg 1 A 2 [B1# 51 BEVE 2 (281 0 1) 7 97BR3E O ACR 20/50/70 ekt &5 52 & CTHEFFS LD
ZEREN (K1) .

%3 PALACE 13BR. PALACE 2 3B () PALACE 3 3Bk, YN HFEEFICRBIT S ACR W E
£ (&5 16H)
PALACE 1 5k PALACE 2 5 PALACE 3 &8k D!
77K | 7L TR | 7L TIkR | T TR | 7L
7 A b 7 X | 7 A b 7 A b
/- 30 mg BID - 30 mg BID - 30 mg BID /- 30 mg BID
DMARDs +/- DMARDs +- DMARDs +- DMARDs +-
N=168 DMARDs N=159 DMARDs N=169 DMARDs N=496 DMARDs
Ne N=168 N=162 N=167 N=497
ACR 20?
#5168 19.0% 38.1%** 18.9% 32.1%* 18.3% 40.7%%** 18.8% 37.0%**
ACR 50
#5168 6.0% 16.1%* 5.0% 10.5% 8.3% 15.0% 6.5% 13.9%**
ACR 70
#5161 1.2% 4.2% 0.6% 1.2% 2.4% 3.6% 1.4% 3.0%
*TFVUITAMvs. T EAR p =001
T FUITAMvs. 7T EAR p=0.001
afiltx (N) : EAELEIAT ROE G Thh - BEK
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1 PALACE 1352, PALACE 2 B KX ' PALACE 3 RBROMSEIICBIT AR E 2 BETO
ACR 20/50/70 &= (NRI*)

50
+- |
xX
L T
7]
¥
% 30
[hd
[0}
g F
S e
a M e m — = —
§ - '+' - — '-*
10 - Y S
. 4:' --------- Hom ow *
- m m =EE T
i
1 T 1 1 1
Lk 14 4 40 32
Study Week
Endpoint n/m (%) n/m (%) n/m (%) n/m (%)
ACR 20 184/497 (37.0) 196/497 (39.4) 222/497 (44.7) 209/497 (42.1)
ACR 50 69/497 (13.9) 93/497 (18.7) 102/497 (20.5) 90/497 (18.1)
ACR 70 15/497 ( 3.0) 33/497 ( 6.6) 44/497 ( 8.9) 38/497 ( 7.6)
Endpoint ACR20 == == == ACR5Q0 ®==®"======" ACR 70

*NRI :  (None responder imputation) FEZEZGHIORE « FEMIFE AR UL U7ogEBicE . R OSBRI SR iE & BRI HE T &
DFIeT = E B o T RE 1L, IR & LTHEE

BAGAEIRFIZT LI 7 A F30mg 1 A 2 EHGICEERIZRID T onic 49760 55, #5 52 HE
TEEM G SN TW=EBEIT 3750 (75%) Thol-, ZOHEMICEBIT 585 52 7D ACR 20/50/70
WERITZNZI. 57%. 25% K P 11% TH -7,

T T A MNEGRCERD L EIT. MTX 72 XD DMARD ZGFH U7- kB & GEH Lo
o TR E L O CRIFEE T - 72, DMARD XITAEWFr08ENC X 5 I1RERE N b D8RG 12 B 1
53516 D ACR20 4ERIL, 7TV I T A MG LIEWHRE T 7R BEHEBRE LV LS
MnoTo,

DIP Biffize (ENZFEEIFBEEIR) & & Crof#rEBEER OO MO ACR UFRIFEKTH > 72, W
BEMEBIREI R M OFHER BRI DO BB IV RO, RO L DFHEIT TS o7,

PALACE 138, PALACE 2 55 & () PALACE 3 5% CiX. Disease Activity Scale (DAS) 28-C J<)i&x
P& /37 (CRP) A @7 K Oz ME B 28 2 b 8 FMEGET IR (modified Psoriatic arthritis response
criteria) (2D BT, HH 16T VI TR MNEETT T 8RBT TLY HRE2
BENBEO LI (TN, 4B EOpfE : p =0.0004, p=00017) . ZiLHOETRS 24
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W E CHEFF S L, ABRBABIRCEID T N7 7L 2 T R MRERER SN BE T, &S
ﬂﬁifnﬁx(aw)z:?&@%%i%%%ﬁ%ﬁmﬂﬁ k AEN R LT,

¥e b5 16 3} O 24 I %%ﬁ%%%@%ﬁ@@r %?é%hﬁ(@%%mﬁ B /T B
. Rk &U%H%%*ﬁ&) T HUCER., W ONC O IR BT D E RN T
LT A M5 BE TR w%mtoﬁ%%#ﬁ uwﬁf%mn77v‘§x%&5wﬂméﬂtm
FTIE, &5 52BETIND OSENEHE LT,

S RBERE K% OV RERHas QOL (VEfE DB

PALACE 1 &%, PALACE 2 #B & (N PALACE 3 i BRI ONZZ 4 B OFFEENT Cld, &5 16 HO T
FUITANEEBREOFERREIC, 7T RICH R CHE ISR WEN T INT [RE
HVEE R 2 2 A T AR RERE B FE 4 (HAQ-DI) D _X— R T A b OB Z AW TEME] . HAQ-DI A
a7 OIS 24 B £ THEiE LT,

BAGEIRFIZT 7L I Z A F 30mg 1 A 2 FGICHE/ERIZHI D 1T b o BE o5 52 D HAQ-
DI A a7 DR_R—RZF A b DAk \H&leﬁ% PALACE 2 &% & (N PALACE 3 iBR D FE
&GO ClX., —0333 TH -7,

PALACE 1 i, PALACE 235 &% ' PALACE 3 3R ClE, &G 16 K24 HOT 7L I T A |k
Be GAHERE OFBESHE QOL X, 7' 7 B R G IR THERUEN R S 7= [Short Form Health
Survey version 2 (SF-36v2) B {AKERE R A A >, K OVEBMREEE O 7R E  (Functional
Assessment of Chronic Ilness Therapy - Fatlgue : FACIT-fatigue) A7 DO_X—RA T A DA% H
WTTRHE] o FERBH AR 1 ﬂﬁfﬁ:’ AT TeT 7V T R MRS S LR Tk, JiE
HEHE K& OY FACIT-fatigue (235 1) % Bﬁ(%ﬁ?&i‘} 52 1 & T LT-,

20D LR T X MM EER T T B AR EEER (ESTEEM 1 35k & O ESTEEM 2 #BR) %
Fhi L, 77 LI T A NOREMEKOEMEL TN LTz, FEIE~EIEO R m MR, WA
[{RZFHEFE (BSA) ] = 10%. Psoriasis Area and Severity Index (PASI) A =7 = 12, FrRYEAT M
FFAM (static Physician Global Assessment : sSPGA) = 3 (HWEEEIIEE) THY ., EHREE T2y
WIEOBRHTH L BE %, 2R BAFHT 1,257 flssk Lz,

2o@ﬁ@ﬂ\&5%@1?@%@%%?%4/T£MLKO MR TIE, 7L I 5 2 b 30mg
1 H2EIEE I 7B A& E5122 0 1 OTEESICEI 0T lelEE L (77 'R - xR
5%)\&5mﬁ~nﬁm\?mf@%% 77V‘§xbmmyﬁzﬁ&5bt(ﬂm&5

H) o R IEFEHEE (85 32~5208) TIEL, BAMERFIC T LI 7 A MEGIZEID (1T b gk
%®5%Pmnx:7®%%ui@ﬁw<mwmﬁzribt$%<mﬂmM1ﬁ%)XiPmnx

:Y@ﬂmui®ﬁwam$m)m%uk%%wmmezﬁﬁ)%\&5ﬂﬁmfﬁtﬁxm
77T A b 30 mg BID & 5OV U EES ﬁﬁﬁbto_@ﬁﬁﬁffiﬁf&ﬁ

D AHT BT ERE T, PASITS S EMERF CE o 128 (mﬂliﬁ%)XiﬁﬁsbﬂD
R—=RA T A UNHD 50%0D PASI EE R T e o 7234 (ESTEEM 2 i BR) 13, BT 713
7 A b 30 mg BID ¢ 5- 217> 72, #5321 £ Tl ﬁm@PMﬂﬁmﬁ%%n@ﬂotwﬁﬁﬁw%
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WEIRFIZ 7 7 B AR EI D AT TR 1L, &5 2 EE T L T LI TR R ERE L,
TEHOFIWAT v A NEOBE, lE, BES~ORFfEH, 2—1Z—n1ix 07— U SR
SERARAI oM T, BRI A B LTl e Lz, &5, #&5 32 @OBE8 T, PASI-75 K
(ESTEEM 1 #B?) X% PASI-50 )i (ESTEEM 2 ikBR) MG SN o T-BRE Tld, 7713
7 A b 30 mg BID 8¢ 51201 2 C, RFTHIZR BRI R R O/ SUTERIEIEO D 2/ & LT,

MERER O FEEMIE H 1%, #5516 BT PASI-75 10 LI #BRE OEIS Th o7, FRRIREHRE H
X, ®5 16 12 sPGA A7 28 clear (0) XX almost clear (1) 23 L7-#ERE OEIETH -7,

R—=2 7 A VIKED PASI 2 27 OFHEIL 19.07 (FHAE 16.80) THY, ~N—R T A L TsPGA A=
7733 (moderate) U4 (severe) TH DA OEIGITZNZEH 70.0% % N 29.8% TRX—R T A
REDJRZSHAE (BSA) DOV 25.19% (HHHRAE 21.0%) Th-o7-, #Ecxt LT, #BRE 2K
BEE 30%0NMBENTIEHIEIE ST, S4%DMEIER) 7 2B RIE KON SUTEW SFHRERE 2 %0 T
7= (BRENG 2 ETe) . BEFORF I X DIREED & W E 1L 37%., AW FHERIEREDO &
HHERFNL 30% Th o7, BEE 13 OPEBRE 1L, Sk, BEF ORI HIE T EY PR D
BRI T2 Do T2, AR T 18% D HEERE L EMERIEI X OBEEEZ A L T,

PASI-50., -75 M TN-90 S35 B AL 7-#kBRE . W ONT sPGA A 27 23 clear (0) X almost clear

() ThHLIBEREOEIGERK 4R T, BE 16 IZ PASITS UGFETREND LBV, 7713
T A MR T, PERE~EIEDRETRIC 7 7 BRI THEREENLA L NTZ, sPGA,
PASI-50 K OF PASI-90 SIS 3ED < FHlIC X A ERAISGE S, &5 16 MIZEBD b, £72, £9
FE. TURM, FERRZA R SEBORHER L N QOLIERA T, 7 7L 2 T A ML AIBESNEIN R
ST,
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#4 ESTEEM 1 RB KX O ESTEEM 2 RBRICB T 585 16 BOEKESIE (FAS*. LOCFY)

ESTEEM 1 35 ESTEEM 2 35
7R TFVIFR | 7R TFVIFR |
30 mg BID* 30 mg BID*
i 282 562 137 274
PASI® 75, n (%) 15 (5.3) 186 (33.1) 8 (5.8) 79 (28.8)
sPGAY of Clear or Almost
Clear, n (%) 11 (3.9) 122 (21.7) 6 (4.4) 56 (20.4)
PASI 50, n (%) 48 (17.0) 330 (58.7) 27 (19.7) 152 (55.5)
PASI 90, n (%) 1 (0.4) 55 (9.8) 2 (1.5) 24 (8.8)
BSAc LR (%) -6.9 -47.8 -6.1 -48.4
SEH4)+ SD + 38.95 + 38.48 + 47.57 + 40.78
% 9 FE VAS &4l (mm) -73 =315 -12.2 =335
SEH)+ SD + 27.08 + 3243 + 30.94 +35.46
DLQIs &1k -2.1 -6.6 2.8 -6.7
SEH4)+ SD + 5.69 + 6.66 + 722 + 6.95
SF-36 MCS " %4k, -1.02 2.39 0.00 2.58
SEH)+ SD + 9.161 + 9.504 +10.498 +10.129

*7 7L ITAMvs TR p<0.0001 [7272 L. ESTEEM 2 PASI 90 } () SF-36 MCS (L &< (L p=

0.0042 & p=0.0078) ]

a FAS = Full Analysis Set, & Xf#HT*44EH]
b LOCF = Last Observation Carried forward
¢ PASI = Psoriasis Area and Severity Index

d sPGA = Fit i = Fill i A Afh

e BSA = Body Surface Area, {RFKiHiE

f VAS = Visual Analog Scale ; 0 = E. 100 = f&

g DLQI = Dermatology Life Quality Index ; 0 =z B, 30 = fxi&

h SF-36 MCS = Medical Outcome Study Short Form 36-Item Health Survey, Mental Component Summary, SF-36 #5175
B

T 7L T A NDOBRERDEIL, N—AT A D NAFRF L OR—R T A DORGERIE B (R
PR i K OomerE B % O BEAR) 1S X 2o BRI IcBW L RO b, £, TS L
2T A N ORI R, EREAREROM A K OSEEORHERA~OR S E R TH D 2 L AVR
SNz, TRTOEREHPFHIZOZY . RIRE OISR NED i,

TV T A MIHTLINMIESL)HPTH Y, &5 2l FETIIT 7RI THEICR X i
O « SEIR (PASL. FJERRE TR, LOZ D) OWENRA BT, LT, PASI SO E#
HGleHETIZELN, &5 32 F TRk L7,

MRRER T, #5327 7 LI TR MIEEEICHEMNT ENTHBREDOR—ZF 4 b D
PASI ¥R (%) 13, EAEAEBIMITMEREZEOBR G Zm L TEEL T\ (£S) ,
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x5 BEOEZTFIVIZTAPM30mgl H 2EEEGICEEREMTEN, £5328I1230mg1 A
2 [EGICEBIT Sh-BRE CRIT 285 52 8 E TORR ORI

ESTEEM 1 3Bk ESTEEM 2 3Bk
izt #5328 PASI-7512 | #5- 32 81T PASI-50 1T

ELBAE ELBE

2= g |15 16 -77.7 +20.30 -69.7 + 24.23

J\T—X?f) fz’)%@a PASI % 5328 -88 +8.30 -76.7 £ 13.42

L3, FE5(%) = SD #5528 -80.5 £ 12.60 744 £ 1891
. - B 5168 -8.3+6.26 7.8 £6.41
&_i;{r “2bO DLQLE i 89+ 6.68 77+592
fb. Fry£SD BE 529 7.8 +5.75 75+627
SHFZ & PGA (ScPGA) R ¥ h 1638 40/48 (83.3) 21/37 (56.8)
T O0ELIT1 OHEREDEIES | BE32H 39/48 (81.3) 27/37 (73.0)
/N (%)" 5 52 18 35/48 (72.9) 20/37 (54.1)

a XMBIE, FE 3BT 7T A b 30mgl B 2 [\ GICEEBICHENT SNHRE T, X—A T A LN
— AT A %O L ZE I O & B PR,

b NiE, _N—RF A VEFIC ¢£FML@E&&ﬁ%ﬁbﬁﬁsz W7 7L T A 30mg 1 H 2 [IERGICEMES IS
FEI T SRR 4%, H DIRNEERE X, L L THEE,

ESTEEM 1 i B Cld, $5 2T 7L I 7 A MIEAEAIZHEIN SN-WBRET OB L% 61% T
5. 52 J1Z PASI-75 BUS M BTz, PASI-75 UL ED RGNS S v, %5 32 O BEVE A BT iR T
7T R GRS CE BT SN Tl 11.7% TS 52 812 PASI-TS UG FERD B
Tre 7T B RICEAEL CHEIR T ST HE5E 0 PASI-TS 2 #iRF T 72 < 72 % F TOHIM o g
X, SIETHHoT,

ESTEEM 2 iR Cid, #5327 7L I 7 A MIIE{EAICHEIR S -#BRE Dk L Z 80. 3%T
e 52 12 PASI-50 BUSE H a7z, PASI-50 UL EDO SIS DAL, #8532 I 7 7 B REHIC
TEA BT 7T Tk, 24.2% THG- 52 1812 PASI-S50 SUSRBO Hivlz, B5 32 5@@@
PASI 27 @D 50%HEZAMFF CE < 2D ETOHMOTRAEIX, 124 HTH T,

B G- 32 OB IERHMEICT7 7L I T R F &G IR T9RFE O L% 70% (ESTEEM 1
BR) K1 65.6% (ESTEEM2#ER) Tix., 77 L3 7 2 MEEZEB L72%I2. O PASI-75

(ESTEEM 1 #B®) PASI-50 (ESTEEM 2 #BR) SUSAE ST, FH#% 5 i%/zf 2.6~22.1
WTHoT=,

ESTEEM 1 i8R Tl Eﬁ%ﬁﬁﬁ‘*ﬁ%ﬁ T 7V T A MIEELIZEY 1T G- g o b 3201
PASI-75 (2 5% ut,cz»o TSEEITE, G 32~52 )%Fﬁfﬁ*/ﬁ&@/x $ UVB JEREEO PR % 7T
&L=, OFH 75>ﬁbn7‘_%%0) 12%TlE, 77V TR R ERFTEELR O UIEEEO I
X v #h 523812 PASI-75 103 LT,

ESTEEMlEﬁﬁ&U“ ESTEEM 2 B CliL, 77V I T A NG T 7R EGITHT, &5 161
TRERE DO B /e dEmN RO bivie (ZRF1 p<0.0001 XD p=0.0052) [N—RAT A NHD

Confidential and Proprietary 66




Nail Psoriasis Severity Index (NAPSI) @$i"]wﬂﬁ$ (%) OB THAM] . ke L TT 7 LI T A b
5 22T TR Tl 5 32 WIS LR O UEN & HIZFE O b,

ESTEEM 1 &5}z (' ESTEEM 2 iBR ClE, 77 L2 T A MEETT 7B REHICHAT, HEEN
L (= 3) OBHERET, &5 16 BICABERIGENRRO bz (MERRE T p<
0.0001) [#5- 16 F T HAF R REE AT 2 M 7FA  (Scalp Psoriasis Physician’ s Global Assessment :
ScPGA) 78 clear (0) X(% minimal (1) (Z#E L7-gBREOEIAGIC L 2¥E] . Z0dGEIL, #4532
WE~52BICT 7V T A MREICEERICHEIS SNICEBREDIZE AV E TR LT (RS) .

ESTEEM 1 ), (R ESTEEM 2 ilBRCix, 77 LI T A METT T2 RFEHITHAT, AIFOHE

[ Dermatology Life Quality Index (DLQI) KON SF-36v2 MCS |2 & 2 E] 1A B R EENRD L
7= (£4) , DLQIOkE X, &5 32T 7L I T A MEGITEIEA RN S i-giis o
552 FECTHEEL7- (£5) . F£7-. ESTEEM 1 i85 Ci&. Work Limitations Questionnaire (WLQ-
25) 12, TV I TR MEERETT 7R FEREICHRTHEREREENG LN,

5.2. HWEhERetE

LIS

77V T A NOWNULRLFTH RO EGREOMERI A F T XA T8V T 41X 73% T, fem i
HIRE (Crax) (CEIET HEEM (tn) OHFREITH 25 R TH o7z, 77 LI T X O ETE
TR A2 R L, EHREREIT 1 H 10~100 mg O H E#H CH RGN 2B MR bz, 1 H
1@&5Lt&%@77V‘3xk®¢%i*<b¢ﬁf%@ 1 B 2[m1#&E U7 & & i3 fdaakbns
THBLZ 53%, FEEE T 68%DEMRMPBD bz, BHLEDOFRIKFRGICLIDNNA AT ATV

T4 DETRL, LTER->TT 7L I T A MIBREOFRICERRS LG TE D,

>
Kt

T7VUITA DR MISEX X7 L OFEERIIN 8% TH -T2, ANTONAEFE (Vd) D)
fEIXZ 87L TH Y . MEHN~DGAA DR ST,

(A

T T A NI, B b, MKGRE DAY, CYP 20T D &N S 72 WK Ol 5 &2 & e
BEOBRBE AR TREBONRBEINDT-D., —oD 7 U T T2 ARBKONEIZ L » T LRy
FAEAER DN Z 2 TREME IR, 77v‘?xh®&mﬁﬁiz CYP3A41Z LD, CYPIA2 &
W CYP2A6 DR H LT NIZIT TV D, BROEEG Lz & ZITmHPIZITEICREKE LTRO D
hé TV T A MIKEDIMEGH S, BEED 3% T%D BN, I ERR T K OFE(#

[ZEIN &5, MBS D REEAHIL. FICO-HATF LT FLIT AR (M12) D7)V
= REIETHD, 77 I T AMICYPIA4 DIETHD Z & D, CYP3A4 DR 7eikE
FTHr) 77 o BV ARG LIEE, T LI T A NOBEREIIEADT D,
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invitro T, 77 VLT A NMIF M7 o — LA P4S0BEEZLETHE LRV, L7=23-> T, CYP R
FOELHHBEEGEINTEZT TV ITAMIEY, CYPBEEICL VR SNDIERR D7 )T F
VA L BRER R TR K S AT REE IR,

invitro C, 77V T ANIPHEZ LRI OFEETHY, PHEZ 7 1Z%F L TIHWHEEM 2R
9 (ICs50>50 uM) H DD, P-gp T DEERICEET 2 WA AAEAITAE T2V E TSNS,

invitro T, 77V T A MEI, BT =4 T AR—F— (OAT) 1. OAT3., AL F A b
T U AR—=%— (OCT) 2, AHT =4 kAR U <75 K (OATP) 1B1 T OATPIB3, I ONZHL
DAMES > 37 (BCRP) (12X L TCIEE A EXITE S-S HEMEMZ7R ST (ICso>10uM) . =
NHD T AR —OFEETIER, LEER->T, B0 b T AR—2 —OFE T HLE
HTHLIERET 7L I T A NEPFRAES Lic s &, BRICBEET 2 KM EER AT 5 ATHE
PEIFE N,

Pt

fEFEWBRE BT 2T 7L 7 A MOISEZ V7 T 2 ZAOFEMEITHK 10 Lhr TH Y . FERMETE LY
BHNEIB L F 9 Th D, HEHER L7 S LI TR MERORE L &, RPROFEFERIC
IXENZIR 58% K% DY 39% DT REA M & dv, RE bR L U CIhRHP R ORI [EIY S 5 &I
BE LTSS T 7V T A ROENEFN 3% DN T%TH -7,

e i B

TR T A M, BEMOEERO@EEWRE 255 s U CREBR2 F L=, @imiE (65~85
) IZBITHT VI T A MEEREIZIE, AFEERE (18~557%) ITH~T, 9 13%® AUC 1
R ORI 6% Coax FEINS T2 B VT2, BEERBRICI T D 75 mk LA L ogrE oEydhes — 2 IXB 5N
TW5, mEimEEICBIT 2 HEFASIILE RN,

B REREE

RS L2 BE O B R REFR WA E & I 2 A b - AR A (%5 861]) otk T, 7712
T A N OIEYEREIZEIRD H DEWTFRD HivZe o7z, RERFE RN D B K O o B EE
END L BFICHERENILE RN EREMFT N TWD, BEEOBKERERE (eGFR <

30 mL/min/1.73 m? 3 /% CLer < 30 mL/min) CiX, 77V I J7 A FOHEZ 1 H 18] 30 mg (ZJET
%, BEOBHKEREBRE SHICT 7L I T A b 30mg #HEHEL Lz L &, AUC KO Cunx I2Z 1L
TIE I Z 89%M N 42%D NN 7~ 57,

I RERE

TV TARMROBEDOERFEW TH D MI12 OFEWBIRIT, 5% SOIEE DT RER S OB %
2T 7R, FFREREREE B 21T & F &I,
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53. FEERREZEMT —#

22 SRR R N OV B 57 M 2 B - D AR ERY ZeilBRic S < &L FEIR T —# RS-
MR DRI A ETE I e, e, SR OB EO A REE 2 R =BT v R
X720y 7=,

B RE K OWIHI S A=

HeD~ 7 A% W= ZREE AR T, 7717 A 1, 10, 25 XU 50 mg/kg/ A 2% 0% 5
L7c & &, HEOZIRREICHEIT o T, HEOZIERBIZH T i KRS (NOAEL : no observed
adverse effect level) 1% 50 mg/kg/H (BRREREEED 3£5) % LS Z E0RENT,

M~ 7 A DZEREKR OWE « fafr AT 2MEaEHERT, 7717 2 K10, 20, 40 KT}
80 mg/kg/ H e N # G- L7z & & BIEFAB ORI LK ORZEE TOMMEDIERD 20 mgke/H LA LD
HETRO LN, L, 2K~ U ARROIHRBICEEII A N0 o T, HOZIEREIZE
F B e RIEEA & (NOEL : no observed effect level) 13 10 mg/kg/H (FRIRIRFEED 1.01%) THo
77

& - etrsEd

i~ 7 A DOZREREL QWA - JR A m eI BT 2GR BR T, 77 LI A 10, 20, 40 KXY

80 mg/kg/ H A& 5 L7- & &, 20, 40 & OF 80 mg/kg/ H THRIEW UM%,/ F8%f BB HI N AS

H O, T K OVEAL AR B E DI 1 20, 40 KT 80 mg/kg/ H TR HiT-, MiFAE
O K O %A E O BALERIEIL, 40 & O 80 mg/kg/ H TR HiLiz, ~ U AR 2% REEM) & 0%
AIZ%4 %5 NOEL 1% 10 mg/kg/ H  (FRRIEER &0 1.3 %) Thoiz,

YL N IR - I RAFENRBRT7 7L 2 7 & b 20, 50, 200 KX 1,000 mg/kg/ H & #0545 L
7o & &, 50 mg/kg/ UL EOHETHRGICEE T 5 HARPBELT (RE) OEMNAALILZ, 20 mg/ke/
H (BRMBEEEO 1465 Tk, HARBECICHT 2 8RWEBEER TR Do o7,

AR RIS N AT D38 A

AR O AR ORI T 23R T, iR~ 7 2 ITHEREE 6 B DIRAH 20 HETTY 7L 3
Z A B 10, 80 & TN 300 mg/kg/H Z# #5 L7z, 300 mgkg/H T, BEEDOREMWIIAE K QR ER
MW, 1 BN MR K D58 bz, £72. oiEESEO RMATENE 2 79 B (K18
73, 80 & TF 300 mg/kg/H T 130D bz, /il AR OB AEIFIEC O, I NIz
L 1P ORI AEHEREORAD DY, 80 mgkg/ H UL b (HiRIBEEED 4050 ) OFETRD LN
776

SEORFFGEIA], AEARIIIAS TREDUTR~ ¥ 2k, it~ o A%, R OHAER 7 B 28408 L 72 B AAT
DFFEIZIX, 7TV TR MNEEIZLDEEBIA LN o T, HAERE 1 IHLUNIZERD S5
HEHFORFICKTT HHEL, 77 3T 2 MG #idiratt G R E R OVEFRE N DK
T) EOR~ T AOFBEXRM FAEFOFICRHAN 2 OHERO EH) [CBELEZL 0L Bbhi,
FEEEIIKRT 2 EEIE, TR THAZSE 1 EOMIZRD bivie, £ OMOBELI AR IIREIZIZ, Ak
B ATEY, HL. ZIREROFEICHET LRI A—Z 2010, T LI TR MEEICHE ) BT

Confidential and Proprietary 69



LRI 2Tz, ¥ U ATEIT D RHAEME L O FL #UCX3 2% NOEL 1% 10 mg/kg/H - (EiR AUC @
13f5ITHY) ThoT,

03 A SRR

~UAKRODT v hEHAWEBAUREHRBRNG, 7L T A MRS DB AR A R 5 AT L
RO LR ol

SN PN s

77U T A MIEBEEET R, == A AL O e MR Y NI K D e iR B
Bk % (AL R OFFAE F R OFEFE T TITo 72, 77V 7 A ML B EROFRITRD S
Niphoiz, invivo = 7 A/MERBRIZEHE VT 2000 mgkg/ HE TOHETT LI T A M5 L
L& REKRFEOFRITRD NN oT,

Z DA DFABR
e mE . BFRITRIE U ERENE D AIRENE 2 7se§ 2 T LIFRE O b ivieino 7o,

6. FEHReE

6.1. Whho—&
WL — 2

L bE— KT

T APV AT —AF U7 A

AFT Y U TR A

TN DT—F 4T

R Ee=LT/La—/)L
“E{bF x> (E171)
~ 7 v =2—/L 3350
A7

=Wkt (E172)

20 mg $EIX, ERoMicERR LR (E172) 2 &1,
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30 mg $EIE. EREOMICER(LEE (E172) KO =@k (E172) #&H,

6.2. EEER

ML

6.3. fEAHR

24 % A

64. RrELEORRILEER

30°C B2 DT CHRE LanZ &,

6.5. ZBHROEEENEY

WElE Gy 7 T v ha—T 4 U7 EE2THEAY (10 mg #E 4 §E, 20 mg §E 4 #£, 30 mg £E 19
79

HEY A ZOFTRTRHRS D DT TIEARW,

6.6. BEFELORHIRERR

KA O HEHN S OB L, B E DR EARIZ e > T T 5 2 Ly

7. ERFEAREDE

Celgene Europe B.V.

Winthontlaan 6 N

3526 KV Utrecht
Netherlands

8. MRITARBEL
EU/1/14/981/001
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9. FIEIABRABEHA

HEEEEHE 201541 H 15 H

10. ASCEWETH

2018410 H 18 A

ARG BET DRI HUE, ERINESESLT  (European Medicines Agency) DU = 7 %A b
http://www.ema.europa.cu. C [ & A HE,
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TFLUIT AR
1.6 AENCI T D4 R B 5 &k Y-St

1.3. EFET—F 2 — MDA
7T —4% > — K~ (Company Core Data Sheet) DJF L% LL T IZART,
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Company Core Data Sheet
Apremilast Celgene Corporation
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TTVUITAR

1.7 [RIFE[RZhm— & U — RS
TABLE OF CONTENTS
1. TR T 121 L2 oottt e e e e e s s e e ee e et ee e e e seee e 2
LIST OF TABLES
Table 11 [FIFEFEIZIEE TEEZR (1) oot ettt et ee et ettt ee et et et eeeeae e et eaeeeesneenenes 3
Table 2 T ) o 2% (2) oot ettt et e ettt e s 7
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TTVUITAR
1.7 [RIFE[RZh I — T3k A Y— At

1. FERZR—ER

TV T A NOBHE - hE. ik - HE, A EOREEEOR (FritiEEIC K-S HEE TR
#) % Table 1 (IR L7z, F7o, ARG E LT, [R—F =y MEICX D OEHER] OLEH
T 57V R=U8E Smg 2O\ T, #hig - 2R, JE - H&, I EoEE%E% Table 2 (TR LT,
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TFLUIT AR

1.7 [FFERZhin—Fa3k

U= RS

Table 1: RRERIZHE—EEX (1)

—REIA TR T7VIT R b
R34 +7 X7 §E 10mg
A7 X7 §E 20mg
+7 X7 §E 30mg
EXXS e U= At
APBREAH 201645 12 A 19 H
BHEEFAR —
BEIX5 BISE, TS,
EFEER 0 0
0 R
" " CH,
N
/—CHs
He . _NH © ©
\E/ O —CHj
2. B 2.1 BRI KR VIRBUE DB O & 5 &
2.2 BRI SUTHENR LTV S W REED & 5 2otk [9.5 5]
3. #ARE - MK TUNDT—T 4 VTR

AT XT8E10mg: 7L I T A 10mg & H
AT XTEE20mg : T LI T A b 20mg & A
AT XZEE30mg : T LI T A B 30mg & A

4. hee - MR

ORFEAETHRF TR LS EILELE
OPRSERfE 1+ $2 %
ORFMBEAETHRF+LDLBA—F v MRICKHOES

5. %hee - HRICEE
ERGREN

(BFRETHRT TS EEE. BEELLE
5.1 LUF DWW HU A2 i 72 3= W PR SIS BAEE MR B8 I 542 2 &,
« 2T A FORAIETHDRRPFLNT . BN ERERD 10%LL L2k SEE
- BHAMED BB SOIBIEVEIR 2 A 2 8E
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TTVUITAR

1.7 [AFEREIZhS— Rk B — kA E
— R4 PR TFVIF A
6. A% - A=E W, RACIET VI TARELTUTOEBIROEE L, 6 HEURIZT LI T A ML LTIE30mg % 1 H 2\, #4120

#5$ 2,

1HHA 2AA 3AH 4HH SHH 6 H H LI
i | 5 ] 5 ] 5 ] 5 ] =4
10mg | 10mg | 10mg | 10mg | 20mg | 20mg | 20mg | 20mg | 30mg | 30mg | 30mg

1. B - AEICEE
T5EE

(GheEaE)

1.1 B E BRI R G 21T bl ho I Ga . Bl TR, IEHESORBERH N E2RINTWA TS, [THE - i &85
T52L, [112Z5H]

7.2 EEOPHAERERE (Cockeroft-Gault KIZ L5 27 L7 F =227V 7 T 2 ZfE) 30mL/min K35) Tld, AHO MIEPIREN EF+
HAREMNHDHZ LD, AFI30mgE 1 H 1IEEETL72E, BELBEL, MECEEGT L2 L, 2B, A4I30mg% 1 H 1FE
Beh T 250, BEREREBHOAZOAKRG T2, (921, 16.6.1 B]

(BAEETHRA TGS EMEE. BEEMTGE

1.3 ARANC X BIRHE T, BEEGRED D 24 HUNICE OGNS, 24 BUNIZIERRBOSB G DI WIGEIL, K O 155 E I Ok
FEEICHEETHI L,

8. ERLGEAMIE

AFNOF TR DIRIRIZ A-53 72k« R FF ORI S & TT O 2 &,

9. HEDER
BFYHBAIC
ESIERPER

9.1 AHHE - BMEEFOHLBE
9.1.1 BREEDEE. BRENRONOIRXIBRUEBRZECRETENDHSEE
RYUE & L SUTBE(L S B2 B ZNDR H D,

9.2 BHREEREEEE
9.2.1 EEDNEHEREDNDHSHEE (Cockcroft-Gault XICKDV LT7F=2V UT 5 2 REA 30mL/min FKiE)
BEEBE L, HEIIKRS T2 L, AAOMBTPRESLF L, BHERRRRTIBZARH D, [72. 16.6.1 ZH]

9.4 L£IEREEHT HFE
PENRFIRBZR ORISR LTl AR SRNCRZEIC L VIR L T RWZ 2B L. ARIBIIRIEEED Y 27 2/ % nhetk
WooZ EapWLlc bTREZRMT L2 &, £, REHRTIED2EHEZ1T O LOWRET5 2L, [952H]

9.5 1%
T AR LTS Al REME D 3 5 LetEIiZ B 5 L2 &, ~ 7 A CHER AR D 2.3 fFICH Y4 3 5 & T RIS L O K%
RHBZ RO, BIREEORD . BLEBED ., A THEEARED 21 EICHEY T3 HETHRENZD N TEY . B MIBW TR
JEREN A & R RN G E TE R, [22, 9.4 B5K]

9.6 ZFLIG
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TTVUITAR

1.7 [FIFERZh S —

W5 U= RS

— A% R

TFVIZA b

1BR LOFRMER ORI RBEOR ML ZE L, RO UTT L2 HFT5 2 &, AFlOE MBI 2HI~DOBITITAN T
HHNB, AL L8R (v 2) THI~OBITARE S TN,

9.7 /IMNE
NI EERRBR TR STV D,

9.8 SHHE
JEYSRE, TR, B, EHSORWERAORRICEE L, BEOIRELZ HCEBE LN D, EEICEETS5 2 L, —fRICEFSE
METFLTWD,

10. tHE/EH

AENIEIZ CYP3A4 TR SN D, [164 5[]

10.2 tAEE (BERICEET D2 &)
A4 % EERIELR - HEE TR Sy - fERRIA T
CYP3A4 BESE % B 2473 5 38A AR ONREOWINFEET HZ &, AR OMAEFRENBDT 5 B2 65,
(W77, 72/ bEH—)L
NN, Tx= %)
[16.7.1 8]

11. ElEH

WORWERRH LoD Z ENH DD T, BEE 02TV, BENRD NG A3 G2 IET 57 Ll 2 @E 2175 2 L,
1.1 EXLEEA
11,11 EEGREREE (0.7%)

TANA, ME, HESICEDEBRBIER D LOND I EBH D,

11.1.2 EEGEBHUE (0.1%AK5H)
TFT 4 T F T EOWBUER S HPND Z BB D,

11.1.3 EEOTH GHEAH)

1.2 ZothozlER

5%2L 1~ 5% T 1%A T
JEYSE - FRGERG, UANVANE ERERE | RIS, THEES, ENRBEZK
F/E hUE Yo, [REXK. RIRER

H IS T, D Mank, WERR, M. LIRS (REESEEN
T PEEEEEIN, MR AP,
R R, R

PRRLRIET - KEPRBEE |5 BORVESE, AR IR E O, RIVE, 9 O
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TTVUITAR

1.7 [RIFE[RZh A —E & U — RS
— R4 PR TFLIF R B
(il ERGR, RFR
e
Zofh TEY . W WK, EILE, E S PERE, 5. W
Wi, EBUE

14 BREDZEE

14.1 ERRMAEFOEER

14. 1.1 PTP @25 D FANI PTP > — b MO WY H L TIRAT A L 5 HET A Z &, PTP > — hOREEKIZ LV, BEELA T AR TE R~
AL, EITHFLZEZ L THRAREOEERAIHEZ IR TIZ L8 5,

14.1. 2 2RI 2 AN T2 0 Bl 0B FICRAT L 98T 52 L,

15, ZOfDEE

15. 1 EREREAICE D < 1E%k

(BAEETCHRA NG EMERE. BHEMEZE

EINEERRER (254 1) 1I2BWT, 9oLk O EABBEERIIWME SN o7z,

BN ERRER (UF) O 7' AFEAIZIBNT, 220X, 77 8RR 1411 65 861 (0.6%) . AAI30mg 1 B 2 [F# 57 1668 )
HF 176 (1.0%) IO, 20257 TR 26 (0.1%) . AAI30mg1 B 2 BG4 6] (0.2%) (Z2OWTIEAAK & DR SE
FRITEE SN2 Do Tz, FElo ARBEFRRIT, 77 BRE 141160 16] (0.1% : BEEBEE) . &K 30mg 1 H 2 [BI1# 5-8#f 1668 i+ 2
B (0.1% : AFAEK, AFSES 1H) RO LN, WTINLAR L ORREEBRIIEEINTND

HAMERRE (0FE) ORFOEFEGHFIZBWT, 52, A4 30mglazlﬁl&ﬁﬁi2357mﬂh 6341 (2.7%) IZRDBHIL, ZD
25 1041 (0.4%) ([ZOWTIEARK E OREBBRIZIEE SN hotz, - AAMEERSL T, AK 30mg 1 A 2 [BIFEERE 2357 #4341

(0.1% : BFAER 24, BEEE 16) (I2BO 5, W LAR EOREEBITEESNRL TN D

(R—F v MFIZKDOES)

E B R MAHRBR DO 75 E R BN W T, 9 oid, 77 B AREE 10360 1 4] (1.0%) . A 30mg 1 H 2 [E#5-5E 104 4 1
Bl (1.0%) ICRD BN, ZDH b7 T RREE 1 FNT OV TIHIRBRIEK & ORI EERITE /:Eéhfmxot AH G HEICBNT D
JEITAK] 30mg 1 B 2 [EFE S8 187 I 261 (1.1%) IZRHBIL, WTIN LA E OREBERIIEESINTWD, £, ARBEHESR
I, 77 AR A OARA R SHR OV TN THER D Do Tz,

AMIXE
ERERB

2019 Fe HEkwT (55 1 i)
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TTVITFAR
1.7 [RIFE (R — R T U— A

Table 2: RIERZIL—EX (2)
RO A B 7L k=Y ry

W 5E4 7' F=6E Smg

St 2 R U A

AFER R 198547 H 23 B

FBiHiiEA A P AR FmAEA B 1992456 A 3 B
BEEFEAR

X 5y VA VP

A== 3

1HEHRT L F=Y 1 Smg

Zhee - R 1. A#E - NERER

1) ANRPWER . BUERIERERERE (RIsME, Bk, TEAE, EREM) , SURIBREEErRE RIE2 Y —8) |, BIBtEs
JEERE, MHAMEFLRARS, FRRARTEE (FRIR (hEth) 27V —8) , ARRERRICEE 5 BMEIRERZS HE, ACTH B /RHEAE

Q) VUu~FREB B v~F, EEMEESY v~F (AFVFEEED) , Vu~FR (Vou~Fbizragte) , Vo~FHELsE
Y5
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AH e b LIz@ilik (=7 ) TR ~OBITARE SN TN,

9.7 IMNR

NS TR RER TIIBRIF SN T B,

9.8 E#E

JRYWE, TH, EO, EMHEORERORBRICHE L, BEoREL
T BE LN, EEICRS T2, —RICTAEBEBENMET L
TW5%,

10. MEEHA

AFNLFEIC CYP3AL TRE@ S D,  [16.4 &)

10.2 BHREFE (BHRICSEET S L)

JEH 4 EEPRIELR - HEE TR
CYP3A4 FERFHENER A | AR ONROWEHC | AA 0 i H e 23
ERAE il HEETLZ L, WorTHEEZBN

(V7r7revy, 7= %

J NV EH — L N
~Prr, Tx= Ay
M) [16.7.1 8]

Wy - fapRIE T

. BlfER
/k0>ﬁ'H’EJﬂ75>§>fozbﬂ’Lé ERHDHDOT, BlEE A+ :? \
RO LNHA IR EE PIL T 572 CEU LB AT Z L,

B

1.1 EXAEMEA
.11 EERBLEE (0.7%)
TANVA, M, HEHIC

11.1.2 EFGBBIE (0. 19AK)

5%LA b 1~ B%ATi 1%
H Gk AT, (R, BT R, B PR REZ T
s SR, RRERE, A
E i PHEEROE
m, MEERARPLE, HE
BV, d)E
PR RIEE - |EE BXOEVETEE, EE (BB F V., RIR
FERREE Fo I JE. D O
R - RHEGER, (RERED
A E
ZDfth, T, WO =D ERE Ik,
£, S FERE, FE.
dl:lf% f“ I EE 54

LOEEREPENR D LD ZEND D,

TF 74 T7FV—EDOBBUERH SO ERH D,
11.1.3 EEDQOTH (BEERH)
11.2 20t EIER
5%L4 L 1~ 5%Ais 1%ATH
JRYRIE - RGEIR G, A VAP | JRISIRY, MHEEA,
F A HUE ROBEYE, R[E 3k, | LEEERK
BT

14. BREDIE

14.1 RRIZAEOEE

14.1.1 PTP ALEDEAFNL PTP > — MM S HY L TIRAT % & 5 f5i4
52 &, PTP > — b OREHKIZ L Y 8ESLA EB R TE R~ A
L. BIZIEELEE D U CHEBRIRR SO BE R G IHEZ 0R385
LT EBH D,

14.1.2 SEFIZWEAHNTZ 0 |
&,

Flol W EFICRMT D LR EST D2

15. Z0MDEE
15,1 BRERERICE D < 1FR
(BETEATHRT+A B SENEE. BTG

FENERARFER (254 B) ([2BWT, 5 Ok O A B F LI e S
Nipnoiz,

WAERREE (FE) ©7 7 v RRIcBWT, 22k, 77t&
AREE 1411 B 8 B (0.6%) . AHKI30mg 1 H 2 [AI1F% 57 1668 519 17 i
(1.0%) RO B, J)o%f—?ﬁzﬂ%zw (0. 1%) | AHAl 30mg 1

A 2 EEGHEE 4 6 (0.2%) 1ZDWCIEARA L OREBHRITEE S
Molz, E-AEMEFELRT, 77 BREE 1411 it 141 (0.1% : B#%
BER) | AHI 30mg 1 B 2 [BI# 58 1668 Bl 2 51 (0. 1% : FFARX,
HESES 16 ([SBO L, WTIN LA L OREESRIZGE SR
TW5,
WA RRER (FE) OARAIO 2 EHICBWT, 2 2FiE, KAl
30mg 1 H 2 [\IFGRE 2357 il 63 1] (2. 7%) IZRBHHIL, ZDHH 10
1ﬂ (0. 4%) (ZDWTIEAAl E OREERITEE SN oTz, F2H
BEEFERIT, K 30mg 1 B 2 [ 5 2357 B 3 41 (0. 1% : BHE%
X 2 fl, BEEE 16D IO 5, Wb ARK & OREBRIE
BEINTND,
(BFAEECHRET TR ER—F v bMEICKDOBES)
FE BRI (A SR AR ER D 7 F B AR BV C, 5 DFIE,. 77 BAR
T 103 il 1 5] (1.0%) . AHK 30mg 1 A 2 [E#5-HE 104 4 1 {5
(1.0%) IZBHHN, ZDHI BT T7EAREE 1 IOV TUIIRBRIE L D
REBMRIT B E SR d o 7o, KA R GBI T DR IEAFH
30mg 1 H 2 BIEGRE 187 i 2 41 (1.1%) IZBH B, WI b AHl
LOREBEBIIEESNATWVWS, £/, ARMEEFERLT. 7R
TR OARFI 2 5 I O WIFN THRBD b ied o7z,

16. E¥ENEE
16. 1 MR
16.1.1 BEIHRS

AR R AH] 20mg ™ Jo X 40mg ™ & BAEIRR O #E5- L7z & & O AH| D
MR IR EEHER & S ENRE T A —Z T, LT DERY ThoT,



ng/mL

500

—— 20mg
—— 40mg
400 H

i 30

B0

100 —

0 10 20 30 40
$2 5 e (Fe)

H[ElRE O el Uie & & o mEHREHER (CPE R RE)

AR O G Lz & & ORYEIE T A —H

20mg ™ 40mg

(12 i) (12 )
AUC, (ngeh/mL) 1515 (21.9) 2921 (17.2)
AUC,, (ngeh/mL) 1532 (21.2) 2943 (17.1)
Cuax (ng/mL) 211 (31.3) 343 (25.9)
toar® () 2.50 (1.00, 6.00) 3.50 (2.00, 6.00)
tis (h) 5.44 (15.8) 5.32 (16.3)
CL/F (L/h) 13.1 (21.2) 13.6 (17.1)
Vz/F (L) 102 (27.2) 104 (28.4)

S (WA EMRED)
a PR /Ml Rl

) ARFN oW 5% O &R - HEE 1108 30mg 2 1 B 2 [0, 5
YIRS Th b,

16.1.2 RERS

T PERCRE R | OAK] 30mg & 1 B 2 MIRKMER DG L & & OARKID
TEFIRIBICI T 2 MR AT A =213, LITDEREY Tholz,

NAERE A LT & & OEMBIRE T X —5 (5 20 )

30mg

(20 f51)
AUC, (ngeh/mL) 2397 (39.5)
Cuax (ng/mL) 374 (32.0)
[ 2.00 (0.98, 4.00)
tip () 4.06 (23.6) °
CLs/F (L/h) 12.9 (34.1)°"
Voo/F (L) 83.1 (32.2) "

BTy (WEBERED)
a: WA (B/MiE, ReRAE)
b 13 i

R R A (6 1) 124K 40mg ™ & 1 H 2 BIKERAO#FLS L&, K
AN X dv, K9 2.5 BE (tpes : FRAE) T Coax ICEE LT,
fERE A A ICAH] 5omg ™ & 1 A 2 EEROERS (6 61) X 80mg ™
Z 1B 1IEREROFES 9F)) Lizd &, AUCHK TN Cou i3 BHEIEH
WML GMEAT—4)
F o, HEE ~ HE O MERLRER A I AK] Lomg P (761 | 20mg ™
G R 30mg (341) %21 H2EEROFSG UL &, RANTH
RN S0, K 2 B (b - PR T Cun ICEE LT, Z DT
SRR IR U, AL 4. 93~6. 56 BRI T - 7=, 723,
AUC . LT Coy IZ A BEARAFIHIICHIIM L7 ONEAT—%)

) AF oMk 5% O&RRAE - HEIE M1E30mg % 1 H 2, 5
AR OEE) Th B,

16.2 BRUR
16.2.1 N"AFFRLASEY T«

HeEHERE A (12 ) IAA 20mg P AR AES Lo & & OWRILOHEL /S
AFATRAZEYT LI U ThoTz GEAT—4)

1) AFN oW 54 0GR HYE - AT 11 E 3omg 2 1 B 2 [,
AR O¥EE ) Th s,

16.2.2 BEOFE

fRRER A (46 f) IZAK 30mg & AZICHRERR DL Lzt &, AUC
(AUC BT AUC) BTN Cpay ~DEFOEBEIIRO LR o7 UME
ANF—4)

16.3 5347
16.3.1 MBPEEHER
T7VITA Mot MR D EARKEFRITK 685 Th 72,

16.4 e
EFERANICEWT, MAME#R L7 VI 7 A b eRkokE Lz s
& AR ER I U TRERIERDSK 45%, RWT 0-Jik 2 F/L1Lk
TTVUITA DI )V an= FAEGERTH D REHEHD K 39%2
»onl GMEAT—#)

TV I T A MIF b7 v P450 BRLARHENCRS v v VR A K
O'F b7 1 i P40 PIAANOIIKGFEC L VB Sha EBZ 26N, in
vitro RBRIZBWT, 77V I T A oGBS T 55 b7 an
P450 1 XFEIZ CYP3AL TH D Z L M/RMR S L7223, CYPIA2 J Y CYP2A6 O
MEsRBD SN, [10. BH]

16.5 ittt
BRI W TC, BRHMHEER LT 7L I A M ERAOKE L L
. RELOEFEFR IR RGBT DA RERIN R, ZhE
UK 58% M TR 39% T, RELAET L3I 5 2 hoEINERIT, R KO
B C, ZRENK KPR A% ThH 72 GrEATF—%) ,

16.6 B ENEREZHIT HESE

16.6.1 BHaEETERE
B REREE 2 A DR IO AH 30mg ZHEHR G LT & X Oy E)EE
NRIA—=HILTFOLEBYTHY, EEOBHKEREZ AT DHRE
T, B2 EHREEA T DR E & il L T AUCL K O Co 12, 10
IR 88% Sk DN 42% N L7z UMEAT—%) o [7.2, 9.2.1 ]

EHRREIE T 2 A D HRE (SRR NG Lo & & DEMBIRE/ T X
—X

Bne R WREEXHR | FRAREE RARRERIE EE T TR
eGFR (8 #1) (8 #1) (8 #) (8 #5il) (8 #5il) (7 1)
AUC.. 2975 3464 3466 2838 5425 2879

(ng-h/mL) (21) (19) (67) (24) (53) (18)
Coor 265 250 182 208 366 255

(ng/mL) (30) (17) (47) (32) (35) (40)

o 3.0 3.0 3.5 2.0 3.0 3.0
(h) (2.0, 4.0)[(2.0, 4.1)|(0.5, 8.0)[(1.0, 6.0)|(1.0, 6.0)[(2.0, 4.0)
tie 8.4 8.1 10.5 8.3 11.8 9.4
(h) (19) (24) (40) (24) (18) (18)

eGFR : #ERURER(AUEH 2 (mL/min/1. 73m%)

HRFE : 60<eGFR<90, HHAESE : 30<eGFR<60, HJE :
S B RE LIS 0T BN T A — S E R
MY (W BMRED)

a: U (R IMil, foRAE)

eGFR<30

16.6.2 RFifsefEE SRS
TTVITANEZOEERB#Y, O-BAF T T LITA DT
NVan = RS ROIYEEIZ DWW, PEEE (Child-Pugh 7~9) X
IXEE (Child-Pugh 10~13) DTHEBERETE 2 A7 2 HERE CREITR
bouNRpoTe GMNEAT—4) .



16.6.3 SinE

AH % dlin O BR S (656~85 %) TG L7 & &, AUC (AUC.K
VAUC) KO Coy 1ZIFE R R OfREEEHBR S (18~55 I%) L~ TENE
UK 13X O 6% L7z (GMEAT —4)

16.6.4 it

ARHN 2 L ORI E 1B - LTe & & | AUCe K TN Crx 1R PO RERE
BWBRE LN TERZHA SR SN Le GHEAT—%)

16.7 E¥MHEER
16.7.1 Yo7 EYY

AFNEV 77 e rE2ALEZEE, 77LITARD AUC (AUC
KON AUC) BTN Cpa 1EXZINENH T2/ O 43%E L= BHEAT —
2) . [10.2 ]

16.7.2 7 +baFJ—iL

AFEr vaFy—LEfFALEZEE, T7LIT A MDD AUCKY
Coax VEZNZNH 36% L 5% L7 UNEANT—4)

16.7.3 A L FH—F

AFNEARPLFH—FZ2OHLIELEE, 7FLITARDAC, KO
Coax [T ZAVZIVE 0. TR OV 5% LT (BME AT — %)

17. ERERALAE
171 BHURVREMICET 558

(BFIEECHRR L LSE M E, EHiELEE
17.1.1 ERE&EAE IHERER
RFEAE (BSA) 10%LL E M OF Psoriasis Area and Severity Index
(PAST) A =7 12 LA koD 5 ~ BiE D 55 M it K OVBI e M i
BEEZHGR L LT U X 20T T AR R SR ATRE R iR
(PSOR-011 #ER) ORERIILLTOLEEY THhoTo,
FEFHEE A T D45 16 #RFD PAST-75 K ORIKFHEE R TH 5 =

Az X 202G il (Static Physician Global Assessment : sPGA)

A0 (FHE) T 1 (ZIFHEE) ZER L-BEOBEIRIZBW T, A4l
30mg 1 H 2 AR ERHT T I B ARBEL LR THBEICE -T2 Y,

516 WRFOERAZNF (mITT, LOCF)

7 Z B AREEE OB E
. L | TTER [95%CT]
) e 1
20mg ™ | 30mg e ol 0
20mg ™ 30mg £f
16. 4 21.1
PASI-75 23.5 28.2 7.1
o [5.8, 27.0] |[10.1, 32.1]
AR B 5
EERCR | (20/85) | (24/85) | (6/84) =0, 0032 =0, 0003
© i?ﬁl) 23.9 29.6 8.8 15.1 20.8
e - a7/71) | (21/71) | (6/68) | [3.1, 27.1] | [8.2, 33.3]

mITT : Modified intent—to—treat

LOCF : Last observation carried forward

% (120

a: Wi A AR E

b : Hochberg {42 & W 2 B4 %K

¢t R AT A VIEIZ sPGA A TS 3 LA OB & kG & LI fiRbT

AR (0~68 ) IZAK] 30mg & 1 H 2 [ 5 Sii- etk
AGAE B 120 15 37 451 (30. 8%) TEMWEMATRD Hiviz, EREWERIL,

THTLL ] (9.2%) . BEESANPRE 7 B (5.8%) | SRUEEAZE 5 B (4.2%) |

HOME 3 1 (2.5%) | MEERIZEG 3 B (2.5%) TH ol

) AEI OG- % OAGRAE - ARIE T3 30mg 2 1 H 2 @], &)
TR AE ) Th b,

17.1.2 B E MR
BSALO%LA L, PAST A =7 12 LLE, sPGA A= 7 3 DL HSEE~ HiE
O VLR L OB EE R BT 23R e LT v 4 M7 TR
SERE B S MOATREM HE#eEBR  (PSOR-008 3ER) OFERIZILI T LB
D Thoilz,

FTHEIMER Th S5 16 WEFD PASI-75 ROFENWKEHER TH 5
sPGAZY 0 (JHZR) Mix 1 (IEIFVER) Z Ak L7ZBEOEIAICE VT,
Kl 30mg 1 H 2 B EETT T REBEL R THEICE o722 9,

516 WIRFOBRIRZI A (FAS. LOCF)

FER] 2
30mg B 7T R [95%C1 ]
pfE®
PASI-75 33.1 5.3 (23 ?7' gz 5]
R (186/562) (15/282) <0, 0001
© i(;i n 21.7 3.9 17.8
N 122/562 11/282 13.7, 21.9
- (122/562) (11/282) [ ]
FAS : Full analysis set
% (%)

a : W A 3RARE

AR OLE G (0~52 @) (T2 EMEFHBFER 804 fiH 340 i
(42.3%) THRIERANRBRO 57, ERBIMEMRIZ. TH 128 4
(15.9%) . M0 10441 (12.9%) . BRIEVEEESE 39 5 (4.9%) . BEYE 31

B (3.9%) . LRGEEYL31E (3.9%) . HEEEEHEN 226 (2. 7%) .

EHEES 21 1 (2.6%) . MR 21 1 (2.6%) . BEESASHREE 19
(2.4%) . HAEARE17TH] (2.1%) . BEGBER 1641 (2.0%) Thoiz,

17.1.3 B EMAEFER

BSALO0%LL B, PAST A2 =7 12 LAk, sPGA A =27 3 LI b Hh5E)E ~ FEAE
DOV OB EEME B 2R E LT v X M7 TR
SR TSR TREM LR (PSOR-009 #RBR) OFERIFLITO LR
D THoT,

FEIMMEE Th 55 16 HIFD PASI-75 KR OEIKEEGEE TH 5
sPGADY 0 (JHZR) U1 (IZFHK) ZiEpk LB oFlAIcknT,
AHK30mg 1 H 2 BHEGRET T T B RBEE R THEZICE o720 9,

516 HEFOERRZNE (FAS, LOCF)

e
30mg f¥ 75 AR [95%C1]
pfE*®
PASI-75 28.8 5.8 (16 §3‘ (2)9 6]
R (79/2174) (8/137) <0, 0001
© i?i n 20. 4 4.4 16.1
kR (56/274) (6/137) [10.2, 21.9]
% (Bil%)

a : W A ZIRRE

AFNO4E G (0~52 @) (CZeMEFHFER 380 Fld 151 4
(39.7%) TEIWEAMNFRO LN, ERBEWERE, Bl 54 41 (14.2%) |
THI45 1 (11.8%) . BROEMEEENR 1701 (4.5%) . BEUR 1341 (3.4%) .

WEe 12 5 (3.2%) . MESE 10 B (2.6%) . THAEARE 9 6 (2.4%) | &
MHERZS 8 il (2.1%) TH 7=,

17.1. 4 @5 EMARHER

PABMERMERT ) v~ F 38 (DMARD) |2 X BRETARE, XUIZFhbIZ LBk
SIS 0303 b PG & R 9 B EE R RS (3 L. R EARRY
ik 3 L. ORI Zxtgil LizT v ¥4 27 7R
BERMRAATRER B (PSA-002 FRBR) DOFERIZLITDO LBV TH
Stzy KRB TIIAAN L A b b LFY— b 2EE55F DIARD & DOfF
FAMTTHE & & iz,
TEFMEE THHKEE 16 BEFOT AV DV u~TFEEar7ky b
20%E4 3 (ACR20) % 7ERK L 7= R DEIE 1BV T, AKI 30mg 1 A 2 [
BERT T T B RBC AN THEEICE 2729 7Y,



#5516 WRFOERRZIA (FAS, NRI)
FER 72
30mg Bf 7T R [95%C1]
pfE"
ACR20 38. 1 19.0 9 719.208 3]
R s '
R (64/168) (32/168) 0=0. 0001
NRI : Nonresponder imputation
% (f51%0)

a: DMARD OfER (F-#%) %J& & L7z Cochran-Mantel-Haenszel M
b : Hochberg {52 & W 2 E M4 %

AR DL H (0~52 1)
(44. 1%) THRIMEA AR
HEL 20 ] (11.8%) . HY 18 51 (7.3%) . FEJE 8 5 (3.3%) . LJEE

f“Hﬁ (2.9%) . WEM: 7 ] (2.9%) . «q@J@biu\e{ﬁ (. 4%) . TH

{EARR 66 (2.4%) . BEBESRMEREE6HF (2.4%) Tholz,

17.1.5 B E MR

VEEBRMERPERT U 7~ F 3K (DMARD) |2 X ZBAHE. XITTh ook bik
PIZ D 2300 b ITIETIME 2 R T SRR R (3 (ELL Lo ERES
L 3 L, EOJERBEED) Zxtge LT o X a7 TR
EE R ATRER LB (PSA-003 3ER) OFSEIZLLTD LB ThH
o7z, RRBRCTIIAAIE A b b LEP— FE2ETK5 7 DMARD & D
FATRE L Sz,

TEFMEEE Th 5% 5 16 FEFO ACR20 % 3ERL L7 BE OEIEIZ kw

222 R AE B 245 B 108 {5

T, AFI30mg 1 A 2 [BHERGRETT T B ARRHCHNTHEEICE N2 Y
B 5 16 MIFFOERRZIFE (FAS, NRI)
TR o
30mg 7 75w AREE [95%CI ]
pfE"®
ACR20 32.1 18.9 134
: : [4.0, 22.7]
S (52/162) (30/159) 5=0. 0060
% (B%0)

a : DMARD O (%) %8 & L7z Cochran-Mantel-Haenszel fiiE
b : Hochberg #:iZ & 0 L HEME % %

AAO LG F (0~52 ) 12 MEREMAER 234 Fld 73 4
(31.2%) TRIEADTR
T 24 6 (10.3%) . HHYE 15 11 (6.4%) . LR 6 41
MEERE 5 60 (2.1%) | WEMH:5 B (2.1%) THot-,

(2.6%) . &

17.1.6 B EMAEER
BB MERTY v~ T3 (DMARD) |2 X2 REHF. Iz bicksis
R B 0 O TG & o I B SIE Rt R (3 HLL R EIRREY
ik 3 UL EOJERRAED) 2XG L LT v X AME7 7 R% R
FEMRGATEE R LB (PSA-004 3BR) OFERIILLTOLBY Th
olz, KRB CTIIAAIE A b b LFH— F&2ETK5 7 DMARD & Off
FNARE & STz,
FEEHMETE A Th 5 16 WD ACR20 Z3ERL L7-BEDEIS 2R

T, AA| 30mg 1 H 2 BRGHII T T BRSNS THEEICE N> T-
10) . 11)
Beh 16 MIFFOERKRZNFE (FAS, NRI)
TR o
30mg f 77 ARt [95%CI ]
pfE"
ACR20 40.7 18.3 (3 32“31 6]
ECPA .0, .
SR (68/167) (31/169) <0, 0001
% (Bil%)

a : DMARD OfEH (%) %J& & L7z Cochran-Mantel-Haenszel fiiE
b : Hochberg {52 & W 2 E M4 %

AAO LG F (0~52 ) 122 MEREMAER 242 Fld 85 {4
(35.1%) THEIEAMR

WO BT, ERBEWERIE, TH 40 61 (16.3%) |

WO HiT, EREWERE. D 26 F (11.1%) .

WO BT, ERBEWERIE, TH 26 61 (10.7%) |

T 26 61 (10.7%)
9 5 51 (2. 1%)
gt 5 B (2. 1%)

. AR 17 B (7.0%)
AARIEE 5 (2. 1%)
ThHoT=,

HemEceEm 8 1 (3.3%) .
SIFBEZE 5 B (2.1%)

17.1.7 B EMAEHER

&4y DMARD |2 L B RITAMEIED 2 W BEEEME RS AR & LT
U MMET T AR IR CEERAATRER e B (PSA-005 #RER) D
BRIIUTOLERBY THoT,

FHEIFMER Th 55 16 WD ACR20 Z R L 72 BE DE& 2

T, AF| 30mg 1 0 2 [EEEGHIIT I BRI THERICE -T2
12)
Beh 16 BRFOERIRZNE (FAS, NRI)
TR @
30mg ¢ 77 ARt [95%CI ]
pfE"
ACR20 30.7 15.9 6 114‘283 5]
g (54/176) (28/176) =0 0010
% (Bil%)

a : il A ZIRRRE
b : Hochberg {1 X © Z EE A 4%

ARANO LGSR B (0~24 #) 1ZZEMEFMAER 226 FilH 65
(28.8%) THRIWEH RO bTZ, EZRBIWEHIZ, i 24 1 (10.6%)
THI21 B (9.3%) . S 9B (4.0%) ThHoiz,

(BITBEECHRLT D LBA—F v MMRICKSOBES)
17.1. 8 EFRHEESE MEEAER

JAFTRIE THRER TR N—F = v MRICL D AMEEZ AT 5 B8 %
KR Lie T v X 2MeT 7 A i i BRI TRER PiaSk (BCT-
002 3B DOFERIIUTOLEBY THotz,

FEIMIEH T %5 12 M £ To OPEERRO AUCIZHB VT, A
%1 30mgl H 2 [ 58T 7 T B ARBE & N THREHEAICE B ICE) >

=, F1o. ZIK%IJEE;@&EJLH#OD H PRI ORI I FRIO & 89 T
Hotz, !
#5112 WREOREANE (11T, ZEIWALE)
30mg A 77 v REt
Bl PR EEK 104 103
@ AUCw2 B/ R 129. 54 222. 14
[95%CT] [98.09, 160.99] [190. 80, 253.47]
RER 2= -92. 60
[95%CI] ® [-130.59, —54.60]
pfiE® p<0. 0001
AUCy,_: #1512 JHIRF S ~C 0D [ PETEHETH oD IR ] b B T 1 it

a: HNEEEED AUC\\]z WCxt LT, BGRE, MR, MR AR L, XA T4
O D PEE S A LS B L U dE 5y o5 /L
b . HEAKERRI 5%

TR

= S0mg -e 30mg ¥ :
|
|
|
|
I
-
¥ w20
|
28 ] 40 52 64 68/FU
BEHER (8)
\2\4|6\s\10\12|16\28\40\52|64\68/FU
T7t$n103‘98‘97‘93|91‘86‘ 83‘78‘73‘70|67‘
/30mg# Mean | 3.9 | 2.9/12.8/23|25 0.7]/0807|1.1]08]20
smee ° | 104 | 101 [ 101 | 101 | 98 9 95 | 92 85 79 | 75 | 85
"R Mean | 4.2 | 1.9 | 1.4 ] 1.3 | 1.6 0.9]0.9]09|09|14]25

BS: R—RTFA Y

FU: BEFTEEHI

nt BRIRSHREL

Mean: FPRESHOTEIE

F7 R, 30mg BT, 12 BRRCARREIZD D BEL LN,
WM OBE b #E 64 BRI AR OB EIITDR TV,

FEI B AL [ 55 AR AR 33 1) B D WEIE AR O RO HERS (ITT,  SEJIF)




BCT-002 FABRIC BV TAK O G HH Y (0~64 i_) e VERAAE
B 187 Bl 93 B (49. 7%) (CEIERRERO bz, EARRNWERIZ. TH
58 #] (31.0%) . M. 23 41 (12.3%) . FEJE 20 (10 7%) W 9 1
(4.8%) . EREHEYE 761 (3.7% . MER 7B (3.7% ThHoi,

18. EppEE
18.1 fERMRF

AHNL, "RAFY 255 —F (PDE) 4 ZPAET A8 T OF% 1 PDE4
PR, AMBRNTRIEELORKIEAT 4 =—F—D Xy hT—2
Z T 5, PDE4 1 cAMP [ZHF A7 PDE T, FICTHRIEMMIIZ /AR L
TW5b, AAKIZ, PDE4 ZBHET S Z LIC L 0 AIIEN cAMP RE %2 EH &
., IL-17, T™NF-«, 1L-23 KOMLORIEMEY A A 2 OFEELZ il )
T 52 LI X0 RIESUS E T 5,

18.2 In vitrol= &+ B EEEFEM

18.2.1 cAMP DMK AT & 0 JUITE L 7= PDE4 f& PS5 DA RO 7]
W2 EER A% L= (IC5=T4nM, Ki=68nM) , % 7=. PDE4A.
PDE4B. PDE4C, PDE4D DWFHDH 7 & A F12%f LT & HEIEM
PRLT 14), 15)O

18.2.2 & MHRIEM THIRIZIB W T, IL-17T EORIEMEY A A oD
FEAEIHIVER 277 U= (IL-17 FEAEBNH © 1C5=90nM) 18,

18.2.3 b MARMMBEEZEMIZIZBWT, INF-a 0T N 2T U@
FEIEORIEMEY A N A OFEERGIERZR Lz (INF-a PE
AR : IC=110nM) , —J5, PIRIEY A AL THD 1L-10
DFEARIMER %R L7z 12,

18.3 In vivolZH I+ BEEIEFM

18.3.1 & REZf& /Wofiif NK fifin % SARREAE U 72 Beige- HIEE A FE A4
~ T AET BT, 77V‘§XF(%yme)ﬁ%&
O YL AL - B TR, FAMRRICEB T D INF-a, b
kA MmERBLF-DR (HLA-DR) | Mifaf#Ess/> 11 (ICAM-1) 3%
B L7 2,

18.3.2 HillWa o —4 L F ) 7 u—F bRt o T —4 iz &
DIERR SNz~ 7 ADOBEBIRET VIZBWT, 771V IT A b
(5mg/kg/day KO 25mg/kg/day) IFAEIR A =07 24| L7z 18,

19. AR ICEY SEILZHME

RINLFR . T 7L 2F A b+ (Apremilast)
1t % 4% - N{2-[ (18 -1- (3-Ethoxy—4-methoxyphenyl) —2—
(methylsulfonyl) ethyl]-1, 3-dioxo—2, 3—dihydro-1/4#
isoindol—4-yl}acetamide
el o=V CaoHasN207S
y 1 & . 460.50
(b oo
0 WAy
<~ "CH;
N
— / CH,
HiC \ﬂ/NH o \ /°
(o] O_CH3
POk HENPLIRFEAOMETH D, KITIFE A EEWTT,
TH )= ZETIZK K, T R IROREITOT
W, T7VITJANT S FA~—"T, 20mg/mL
OT7 =MV AP TRET D & &, ELET+
28.1° TH 5D,
Ao #9156, 1°C

21, AEEH
PEH G Y X 7 EHFE &2 RED b, WENCEMT 5 2 &,

22. @

(ATRSERE—E2—1SVY)

2788 [ (10mgX4 §E, 20mgX4 HE. 30mgX 19 §&) X1,%v 7]
(FT XS 8% 30mg)

56 # [14 & (PTP) X4 > — 1]

23. FEX#R
1) CC-10004-PSOR-0117R5k (KFE4-A H : 20164124 19H |
CTD2.7.6.23)
2) Papp K, et al.: J Am Acad Dermatol. 2015; 73: 37-49.
3) CC-10004-PSOR-0083 5k (FKFRHEHA H : 20164F12H19H |
CTD2. 7. 6. 20)
4) Paul C, et al.: Br J Dermatol. 2015; 173: 1387-1399.

5) CC-10004-PSOR— oogft%ﬁ UKEREH H : 20164E£12H19H |
CTD2. 7. 6.21)

6) Kavanaugh A, et

7) Kavanaugh A, et al

8) (CC-10004-PSA-0023kER (7K

al.: Ann Rheum Dis. 2014; 73: 1020-1026.
: J Rheumatol. 2015; 42: 479-488.
REAR :20165412H 190

CTD2. 7. 6. 25)
9) CC-10004-PSA-0033k%x (KFERAEA H : 201642127 19H |
CTD2. 7. 6.26)

10) Edwards CJ, et al.: Ann Rheum Dis.
11) CC-10004-PSA-0047%5k CKFR4EH B :

2016; 75: 1065-1073.
20164F12H 198 |

CTD2.7.6.27)
12) CC-10004-PSA-005585 OKFRAHEA H : 20164-12H19H |
CTD2.7. 6. 28)
13) CC-10004-BCT-0025%5k KR FEAH 0000 T 00/ 0@ H .
CTD2.7.6.1)
14) Schafer PH, et al.: Br J Pharmacol. 2010; 159(4): 842-855.
15) Schafer PH, et al.: Cell Signal. 2014; 26(9): 2016-2029.
16) McCann FE, et al.: Arthritis Res Ther. 2010; 12(3): R107.

24, X@ERERVEWEDE R

A=A BT VMHEEE

T100-7010 HEHSTHREXAONZTH 7HF 2%

TEL 0120-786702

FAX 0120-786703

ZATHER] 9:00~18:00 (- H « fLH - BAAR A &2 FR<)
LU= R EHR— A= https://www. celgene. co. jp.

26. BERFTEES
26.1 WERET

TR A
((\Cslgene AR B ALON = TR 78 2 5



TFLUITAR
1.8 I 3CE () V= R

2. FHRESUIIZNE., WNCHER O HEOR ERHL
2.1. FEEIIZNR DR BRI
4. PEEXIIHR (THRIBER)

O R T IE CRhRA 43 7o = W MR L

O BAEE M 5z fiee

ORFEETHER TS RN —F = v MRIC K D A& E

Q\IEI@@SHE:/H&%%H»L%IE—J‘B%E%WLEF' —DEEEEI%JE) T@;j]ﬁ% ifj%i DH {%r%’:ﬁﬁ‘é
N—F = v MNEREZXGE LTINS 2 fHEER (CC-10004-BCT-001 #8r [LL T, BCT-001 #%k] )
N ONEREILFEE 3 FHEER (CC-10004-BCT-002 3k [LLF, BCT-002 #Ek] ) ToOHRIMEK 40
DOFARICEE S X, [RFRIETCHRA T+ —F = v MEIC KD OIEEE & L,

WAL 2 #H BCT-001 38R IX, 2 ELL Lo NPHEREE AT 5 X—F = v MuBEESG L L= S X

WF 7 M7 7 AR EERWATIEEEEGRBR TH Y, TSI T A NOFYIMEL LS
ﬁ%77tfk%@bto%®%% TEFBEE TH H &G 12 8FFSTo O FEEER (/5
$ﬁ)i77ﬁTﬁT2Q"77V‘§XF#TO4T%@ TV T A MECHFEICAE R
Dipinotz (p<0.0001) , F7-, BIRGHEER Th 5 E5 12 BE R E TO OFPEEREE O AUCw.
wmu;émﬁﬁ%%ﬁ\mmmF%Mmt«~%:/bf®@%$\$%ﬁi7ﬁbﬁA(M)
QOL, BSAS, SF-36v2) . #MEEIEES. REREOMETLT 7L 7 2 ML 20T B4

%otoié@f%m—%m/ﬁfﬁﬁ KT AHT T VITANOERET v T 7 A VTRIFT
HoT,

EFRHE[ESS 3 FH BCT-002 3Bk 1L, 2~3 UL Lo AsEE a2 A L. RPpEEICS L TREER 4
HIRIEOXMGR LI Db N—F = v MEBEZGR & LIS dm 7 o 2 LM77 B aRxt i Ea&
WATHERI LGB CTH U | 77V I T X NOFRIMERWNLZ ML 77 BR LR LT, DR R,
FHEFMEE TH D %5 12 BERFRE TO DRSO AUCw: (/b)) 13778 REET
222.14 (190.80~253.47) . 77 L 2 7 A MRET 129.54 (98.09~160.99) THYH., 771 I 7 X M
THEMFIICAHRICIRECH 72 (p<0.0001) , F£72, APHEGIITIT 7L I T A MEEICL - T
NI L, ZORITT VI T A NORG R T 5 Z & TRE&E S 64 IR E TR L
7o MA T, BEIKFHEIEHE O VASIZ X 5 APEERKR A 27 Ok, OPEEREOTREEMHE G
DOFFfFe. BSAS KU BDCAF % W\ o _X—F = v M OIEEMER QOL (BD QOL, SF-36v2) 72 &0
FHECH T U T A MRI T TR A RICSE L, BeETH_N—F = v MEAEIZ
KT T T VITANORENET 07 7 A MIRAFC, BEAGR O IERRE, BASENEiZREEE C
OO LZENET a7 7 A VLR TH-T-, 512, BARANER TS ITT EMA2K & [FRIC RATF
fcfﬁ)‘jj $ & f/ﬂél\izpmu &b Ehﬁ_o

b, 77V 7 2 MI_—F = v MRICK D OFEEBICH LT, MBI L & HIcEY
Michlz> TR T 2 BN =AM E R L, BHRZEMERRO LI, XX 7 4> b U R7 T
T ANVEBO TR THDL Z ENRENT, BfE, X—F v MHIZEK é M PEEEER I LT
ENTEREINIZEHNTET v A2 H T HIREIESCEY O B2 G20 2, BEO QOL@W
ERHIRFTE DIBHIEIIFEL TN &b, 77v‘§x%iﬁﬁ®ﬁ%¢oﬁ%m&
BPGK|IZRRVED EEZHND,
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TV IT A
1.8 I CE: () U — R SR

L7=Do> T, SRlO—ERFETIE TRFTEE COHRAR 02 _X—F = v MRICX 5 DPEEE ] =%
IhEE LT,

2.2. AEBEEOHEORERIL

6. AERURE

WE, RACIET 7LITARELTUTOEBYEOKS L, 6 HELRRET LI T A &
LT1E30mg% 1 A 2E, #IXIZRAKSGT D,

1EH 2HH 3HH 4HH 5HH 6 H B LI

il il 4 i 24 il 5 il 24 i 4
10 mg 10 mg 10 mg 10 mg 20 mg 20 mg 20 mg 20 mg 30 mg 30 mg 30 mg

[RN—F v MEIZE 2 OBHRE] OREIINRICKT 27 7V I 7 2 o HELOHEIL,
SV 2 FH BCT-001 3B K ONE B AL [R5 3 8 BCT-002 BRIC IS & 3% 7E Lz, LTS, YEZHERD
FREZFE Lo iEx 1.8-2.2.1 T TERARRER CHgt L7 HIE K O HE DR E@%J&UIMM2@
(AR HEE CHESE S 2 FVE R OV BEOBRERIL) 12010 TRT,

2.2.1. BRABR RN L-AERVCHBORERIL

2.2.1.1. BCT-001 Bk

BCT-001 &R D ALK O EIL, 78T L2 3 505 2 HHalER (S IEREEE 265 & L7 PSOR-
003 7R M2 UF PSOR-004 5klik,  PEERENVERLME A 2 /5 & L7z PSA-001 5BR) (ZHEDEE LT,
INLOREBETIEIT 7L I T A D 30mg D 1 H 2 [A%5 THEKEAIZEWRD & 2 HE D ER) A3
RIS, SRR LEEELOBEEO T 17 7 A LRRD BT, JL% 3 HBROME RIS X
ARBRORELOHEEZT 7L IT7AMD30mgd 1 H2EEE L Lz, £/, 7T7VIT A D
THALE IS0 DIETERIER (EICRE~TEEORL) 2L, AR EZRED D120, BHO

1 EMIFHEZEE T 2L, B 1~2HBIZ10mgd 1 H2E#EYS, 3~4 HEIZ20mg D 1
H2ME&S, SHALETX30mgd 1 B 2EEE L L,

2.2.1.2. BCT-002 3B

BCT-001 iABRC, 77L 3T A D 30mg % 1 H2EFE Lz b &, OFEEEEN OV 0 SR
NP L, BE LR OEMOFRC L2 _X—F = v MaOTEEIE, AEEEE R EDOX—F = v MF
DIERNPYGE L, ZIUTHEWVEE D QOL 3ekE LTz, £/, X—F = v MNEBRETORZEMN T 1
77 AT, BUEGRO S M & OB EE R & Rk CTh o7z, ULk n, NEERE*HT 5
R—F v MEEEFEIZH L, 7T7VIT7AMD30mgZ 1 H20EHE LI EO_RT7 v F U
AT Ty ANVERETHT2Z Enb, KRBOMHELOHEZT 7LIT7A RO 30mg D 1
H2mEG & Lz, £/, 77 LI 7 A2 MOWEBEIZHT DIBENENER (S I0BEE~ P2 oM
L) L, AR ZEO L5720, O AMITHEZEE T L, 5 1 HBIX

10 mg Z7Fai 1=, 2 H B 10 mg 2787 1 [ R OVF#% 1R, 3 B BiX 10 mg %417 1 [B] )% OF 20 mg
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TV IT A
1.8 I CE: () U — R SR

A% 18], 4 B B 20 mg 24T 1 E&LR O 1R, 5 BB 20 mg 2460 1[5 &% O30 mg % %
1m], 6 HHALKRIZ30mg 2 1 B 2[E#5 L=,

2.2.2. ARFTHEIN S AR UARORERAL

2.2.2.1. FREREOAE A

1.8-2.1 THIZFRE#H L= & BV . BCT-002 ik M O BCT-001 iR OAEF., NIEEEA AT 5 —F = v
MEBREICH L, 777 A MIENT-AINEE BIFRLZe2 AL TBY, %74y Y
AT T 7y AMIBOTRIFTHD Z ENRENTZ, ZHORERERICHESX | RN AE M
ORE S, N—F =y MFRETT 7L I T A MOHEREINS AEROHEITL, 1.8-2223HO &
BOMARORELOCHEERCETA2Z En@EUITHDL EE X LN,

2.2.2.2. ERPRERE

N~%:/%r$%m7fv53xk3m@%1Hz@ﬁ@&ﬁbt&%®77v‘?x%®£%

B REITE BRI 3 FH BCT-002 3R TRkl L7z, 4%k C O W E BN O Mk ik 13z 5 16
RS (e 5 H) o7 7L 7 2 NGBGRT, #&5 1, 2, 3. 5. 8, 12 FEH#ZICERIR S,
PG FTREZR SR EIRE T — 21X 144 (HAAN T4, SAEANT4) DAL, ik 14 4 % S ysEhhe

FRMT SRR & LT,

BCT-002 SER COMAEFR T 7' L I 7 &2 MREEIL, & L TEREZESLHIZ AL, & 1~2 K%
(Trmax D RAE) 12 Conax (ZBIZE LT2MR, WD LT, 72, tin DR B ANK 4 Befi], SMELA
KISHFR ChH o7z, HWBREMNT M REM SR T, 77V I T2 F30mg % 1 A 2 RIKERS L
& XD AUC1on DA FH4)13 2545 ngeh/mL TH U | Conax D AT F-3I1E 377.6 ng/mL Tho7-, HAAN
K OSNEABITIX, AUC 1 DT H AN 2076 ngeh/mL, #ME A 3120 ngsh/mL T&H ¥ | Cpuax D
MATEENIH AN 3742 ng/mL, AME A 3809 ng/mL Tdh-o7-, &KL LT, 77LIT A FE_—
F v MREEICERE LI 2D ARAKROHNEANOFEY BRI, HEE~FE O 5 A iz g i
%5Ltﬁ@ﬁ$k&05k@1%% &%ULtoLt@of\~~%zyb%%%f@7f
v 7 2 hoEyEhiglL, BEAGRD [RPrRE RN+ w ke, BIEEMIRE) ol
%mﬂ;$;ﬁ_ﬁﬁémt77v‘?x%@%%ﬁ &H%T%é&%z%hto

2223. ARFETHREINIAERVCHE

U EZEEE X, K-ERFTOR—F = v MNEBEIKT L7 LT O S D HIELT
MR, UTORTERNTRARO TRPTRIE THRA o wviecff, BEEMERRE oMk
KOHEEFLCE L,

WE, RAIET 7LITARELTUTOLERBYROKES L, 6 HELRRIET LI T A &
LC1E30mg% 1 H2FE, #IAIZRAO#%ST 5,

1HH 2HH 3HH 4HH 5HH 6 H B LI
i i 5 ] 5 i 5 i 5 ] 5
10 mg 10 mg 10 mg 10 mg 20 mg 20 mg 20 mg 20 mg 30 mg 30 mg 30 mg
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1.8 I 3CE ()

Y= RS

3. FRLEOEE (B) RUZORERL

LI EokE (58) &2 OBRERNLEZTRT, BAGEOM M _EOEZ ORLHD 52 U TE N
R o [ TITRARA 2285« JBINEFTIC FEMFRE L. T ORERWLZFEH Lz, £/, BIAGE
DM _EDOEEDOFEHUTEELBMPB72NETIE, RERMLOMIC [EER L] LRLLT,

FALDOEFE () (FHRIBER) SR ER L
2. HR ROBEFIZIFEELRNZ L) EHAL
2.1 AHN ORI xE LIBBUE OBEERE D & 5 B
2.2 BRI SUTHENR L T2 ATREME D B B e [9.5 2]
5. PREXIIPRICEET I ER %Y O VR M A
(RPTRE CHIER o e S EtER, BIEE MR SENDHEETIB R A
5.1 DL FOWT i 7 3 Sk MR SO B EM i R I 5T 2 L, B L7,
c AT A RARAIECTHIRENE SN, BB NARIED 10%LL Ik S B
- A O RE OIBEER E AT 2B
7. MERVCHBICE®ET 5EE %Y O VR M A
(ZhfiedtiE) SN DEREX TR %
71 B HBRMGRICHE R 5 21T Do A, B, TR, BHSORBRENEN L2 | FRR L,

RENTWDT=, THik- g 2859528, [11.223H]

7.2 EEOBHEEEESRE (Cockeroft-Gault 2 LB 7 VT F=0 27 VT T ZEN
30mL/min A4i5) T, AAIOMBFEHEEN RSB FHEMENH B Z &0 5. AH 30mg
ZLHA AT 2, MELBEL, HEICELEFTH2 L, 28, A5 30mg % 1
H 1R ET256, ERBRITEOHEDOAEET 2L, [92.1, 166.1%
]

(RFTRE CHRAR+m S Erbw R, BIEE R

7.3 AFNS X D IRRROGIE. @HERGBEN D 24 HLNICE SN 5, 24 BELPIZIBERIGH
BoNRWEAIT, AFIOIREF B O ZEEICHET D2 &,

8. BEERERNER
AFN O PG TWIEIBDIGHRI A543 705058, « BRERZFFSEEIO b & TIT 9 2 &,

— N _R—F = v b
ik, RERTHO 2
HORIEMEERETH
0. REE, AMEE
W, KREmA. Mk
IR, PRI K
ML B 25 % DIEIR D
FRABIR 2R & LT
W5, ZnbHN—

F = v MEORHRIZ B
WA A EH MO~ 72
FERDS . ARFNOE 72 E
TEHCH DI LB
(EEO THZET)
W RETRBIIART
HbH, LT=n-T,
N—F v MEICHEIB
L-ERID S & TG
INDZ ENEYITH
HZ b, AR
fig L7z,
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TFLUITAR
1.8 I 3CE ()

Y= RS

FALEDIE () (THRIEHE) 2% EARHL
9. BEOERE2ETIHREICHTIAER EHERL
9.1 AHHE - RS 0L 5 BE
9.1.1 RYYEDBE . BRYMENRR LN D XIIH R RBRYE DBEERD H 5 BE
JRYE 2 BV U L S5 BENRH 5,
9.2 BHSREEERA
921 EEDBHEREDHABE (Cockeroft-Gault U LB 7 VT F=v 7 VT 5 A E
2% 30mL/min F7)
BEArEZEL, BEICRSTLL, AHOMBETEEN LS L, BHEARRERT 2%
NdHbH, [72. 16.6.1 B8]
9.4 AFERERE T HH
TR FTRE 72 PRI LU, AR SANCRIZHIC L VIR L TWhRnWZ & 2fEd L, AH
DICEIRFTED Y 27 25T 5 REMENH A Z L&A L L TR 2BTHZ L, F
7o, TGP IE R AT Lo fRET s 2k, [9.55 K]
9.5 115
TR ATIENR L T D ATREME D & 2 IR G- L2 &, ~ 7 A THEAED 2.3 %12
FHIYS 95 & C RIS R OSSR IRE R oM, IR RIRE ORI BALEBIEN, W
JVTHERAED 2.1 fFIHS T2 HETHRENRED BN TEY . b MIBWTIRIB RS Z
SlER T AMMEMENTETER, [2.2, 945/
9.6 .M
BB EOBRMERORILRBEOARMEZEE L, RALOA UIT 2R+ 52 L, AH
D MZBTAHH~DOBITIIAHTH L2, AFERE L8 (w7 X) THH~
OBATHRHE STV 5D,
9.7 /A&
INRER T RERRER Tl SN TV S,
9.8 ElnA
JEYSRE, TR, B, WS ORWEHORBUCKE L, BEOREZ T DICBE LN D,
MBI HZ &, —MRIAEBEENMEFT LTV,
10. ¥EEHR EHERL

AFNTEIC CYP3A4 TR E D, [1645H]
102 BFREE BFRICEERTAZ L)
A4 %

CYP3A4 BEEFAENEH 2H T 53K

il

(V77 y, 7 /3L
H—)b HNANRTEEL, Trx=
b %) [16.7.1 B

EEPRIELR - HEE TR
AHN DR ORI 1E
BIoZ L,

B+ SRR+
ARFN D i P EE 203 el
THEBEZLND,

11. El{EA
WOBRWERNRS b s Z ENRH D DT, BlEE2 oI TV, BENRO b G681k
HEFIET 57 E@mU R EEITY 2 &,

11.1 EXZEIER
11.1.1 EERRBRYE (0.7%)
TANVA, ME, BEFEICLDIEERBPEENHODNDZ EBD D,

11.1.2 EERBBOE (0.1%AK5H)
TF 747X —FDRPUENHOLDLND T LD 5,

M1.1 ERZEIEM ]

EFERL, 2%
OfORITER ] 1. &
FRFRBRC 0.7%LL 138
O HITZEIER KD

CCDS (TRt s h T
LRIER &R Lz,
7ol ERIRRBRICH T
LEIVEH ORI, BE
TR O =5 PERLRE K O
REEEME TR O S 3 40
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TFLUITAR
1.8 I 3CE ()

Y= RS

FALDOEFE () (FHRIBER) =R TE AR HL
I3EEDO TR GEEARY]) H kAR (PSOR-008
B, PSOR-009 &
11.2 Z OO REIER B, PSA-002 4B,
5% I 1~ 5% 1% PSA-003 3Bk, PSA-
SEYIE - SOBRRYL, AV AME RO | RE WASEZE  _FIHEH 004 #Ek & UF PSA-005
%/ B, KRk, RlRPEk % AR MOR—F = v
H s b T | UEME. BEARE. M. BRE | R NEBRE ERE L L
B O S B P
N, O, o B
SNV el 002 3R & ff& L TR
Rk - | aEg SIEVEA . EEMEbEW | B V. REIE, 5 H L7
I i ¥
TRt PREGR, R T
AR E
Z DA EIT . Wl Z PR WK, EILE, %
D FESE, RerE, LU, i
};E A3 - =
14. WA EOBRE ZHIe L
14.1 FEHIRMRFOERE

14.1.1 PTP ALE DAL PTP o — " OBV H L CIRAT A L2 EIT A2 L, PTPY— D
AL Y | WS IS EIE R AT L, FIIZFEL AR Z L CHERIA RSO EE
EOHEZDFRT D LB H D,

14.1.2 SERN 2 N2 0 | Bl 0 FICRAT 5 L o584+ 5 2 L,

15. ZOMOER

15.1 BERRFE Iz S EH

(RPTRE CHIER e S E R, BIEE MR

ENERRHER (254 41) 12V T, 5 DI K U BZBIEERITWMSE S o T,
EAMERRR (RS o7 7 v RABIIZENT, 9 20FIE. 77 BREE 1411 9 8 4
(0.6%) . AHI30mg 1 H 2 EIHGHE 1668 il 1761 (1.0%) IZRDHHIL, ZDH>HF T+
AEE 26 (0.1%) . AAI30mg 1 H 2 FHEGHE 45 (0.2%) 22OV TIEARHK & DR FEBEFRIT
BESNRN-T-, T-EHREEERIT. 77 AR 141 HD 1 6] (0.1% : BB |
A 30mg 1 H 2 [\ 5B 1668 HilH 2 61 (0.1% : BREAEX, B Aﬁ%l%):ﬁ%Eh\
WAL D AAE ORRRERITTE I TV A,
MIMERRER (DA OAFIO2ESHMICBW T, 52k, AHI30mg 1 H 2 [B1&% 57
2357 5l 63 Bl (2.7%) IZFRDHBHIL, ZDHH 106 (0.4%) 122V TIEAAK & ORI
ITEEENR Do, E-ARBHEESRIT, AHK30mg 1 B 2 [BHE5# 2357 Fid 3 51
(0.1% : BRAEX 241, BRASE 16]) IO LI, Wb AR E ORRERIZIEE SN
T35,

(RFTRETHRA B —F = v MFRIZ X 5 O EEED
EEILFESIERR O 77 B AR BEIC BT, 9 0EiE. 77 EAREE 103 415 1 41
(1.0%) . &K 30mg 1 H 2 BEGHE 104 510 16 (1.0%) IZBHHIL. ZDHIHT TR
ﬁlm_owfiﬁﬁikwl%%Mi SE SN 0Tz, AAIERE S5 HIFIZEW T DR
[EAR 30mg 1 H 2 mIFE5EE 187 Fldh 261 (1.1%) ICEBH B, W b AHK] & DR FBIEE
FEESNTWS, Fo. AREEERIT, 77 AR E OCKRFIEHREHBOVTH T
LD LN T,

[R—F v MRIZX
5 OMEE ) 1220 T
DIEHRAIBET LT,
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TFLITA R
1.10 ¥ - BRSO THREGROF L

=R

1. B - BRFEOHEEFEEHOE LD

[847]
b4 - N-{2-[(18)-1-(3-= R F T -4- A FF T T = =) 2( A F NV ALK =T FN]-13-UFF V/-23-Vk R
B4 T-1H-A VA R=bef WYTE R T IR
W& T LI T AR
=
0 \ 77
S
" CHs
N
/—CHs
H\n,CTNH 0 0
O O_CH3
ZhEE - JRPTEIE TR 5y 7o S F M RO
BIES R ETE LR
ik - BE, RAET T VITARNELTUTOLERBYVROFKEL L, 6 HELURKRIEIT 7L ITAMELT
& 1B 30mg % 1 H 2B, #AX IR AEEET 5,
1 HHAE 2HH 3HE 4HH 5 HH 6 H H AR
i i 5 i 5 i 5 | b4 ) b4
10 mg 10 mg 10 mg 10 mg 20 mg 20 mg 20 mg 20 mg 30 mg 30 mg 30 mg
BIFEE D JRIHE - JRSE K OV
FBiE
milkA K | JRIE: TSI TR b
UHERIE | Al A7 X786 10mg (1&F, 77LVITAMELTI0mg 2 EH)
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