T XS 10 mg

AT X358 20 mg

#F T X358 30 mg
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1. BEXIIRRORE

77V TR ME, RIEFFEME PRIEERERTF O v b U —2 2N TRETd 5, Frofk
G RER AR AR Y227 7 —¥ 4 (PDE4) BHEH CTH D, 77 LI 7 A FOMERE Figure 1
2T,

Figurel 771352 hDREER

O\//O
O \

S

¢~ “CHj

| H

N
—CHs
H3CTNH o 0
O O_CH3

PDE4 (%, BBIKT T /2> —VU Vg (cAMP) ZpfRltss ¢, BRIRMIRL, ek, ~s/me 77— T
MR, BERAZ ST S £ S ERRIEMIIZSM L TCW\W5, PDE4 SHESLS &, AN cAMP J2
NEFL, o714 % —8 A (PKA) BNEMH LI, BEHETF7 7 2 U —0 cAMP IGE RS
G XY HEMALEREIR T 1 (CREB/ATF1) @V Vgl - i&MALRn b6 b, F72. PKAD
TEMEIBIZ L 0 BENIR - kappa B (NFkB) $253EHEDOX 7 o Lo L—va bAE LD, TOMELE
LC, FEM b EREREESE (NOS) | JEEESLIK T -a (TNF-a) , A ¥ —81 A% (IL) -
17 ZOVIL-23 OFBKR TR IL-10 D EH- & Wo 2 8k & ERRIEM HIRIEMEAT 4 = — X — D7
(ERAET D, FEBRIC, 77T A ME, PDE4 ZLET D Z L THIAND cAMP L~L % B &
B, T XY INF-a, IL-23. IL-17 L ONE DD RIEMED A - B A o D FEEA Z il U CRIE i
FHHITAEEEZONTWS, ZOZ e, 77V ITAMI, BEEZIICLDETHIFEFIE A
RIEMESPEMER RIS KT DRI L L Tl STV 5,
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2. ERRORBR NEROBIR

2.1. BFERUYRE

WML, G DIRIE LABVERY R RIE A TEMEE L TW5, £EFMORIENESKRTH S, EE
AT L BB NDEBTHY . HRADDRI25%NBBELTWDH EENTWS, HATIE
HAGREZSCE DB TAOOR 0.1%BREL TWDH E SN TWS, HADREERIAEIC
T 5 LIRS, VT, BIMEICH D L ENTWD, £, Btbld, BARTIE2 11 & LaWES
136 : 1 & L7eHERH Y, SAAED 1: 1 EH_BERZ W, BIEFEIL, HEHLONFEIC e —
I NGB LM AR ESNETREETH D, HARTIRIREEE DK 50%03, FMETIEHK 40%0° HEEE
ST EIE EHE STV D,

HORE OB T — B Tl <L WRIT. SRR R o RORRIERLEOE . IRIEVERCRE

IRECHE, PARTEVERCRE RoMERBIRI R 2 B e, SESELMASMONTEY, BRTIE, LT
LiE, BEOHEMOFT 2~ Lo RBELROOND, ok, SEIEG L B, & O
HREPERCME & ROREMEBIEI R 1T, ThENF U2 R HEETH 508, AARTIT RIS LR
it BIEVEMERORE M D, KE TR, SRR R A D T\ S, A CTD Tid, )
RE « ZIRSCTEORRE, FEEICB T DR TS o, BIEVEM R V. 2R LS ORRIR
RO G2 L ORI R aome, womertpasis 2 Mz,

S|EMTREY, b E L ALNDHMT, ERE2EOK 80%~90%% 5 5, A
BONT-EREARIRRE LTHALNTEY ., RFIRHIICEE > TWHEENDL, 12IES
B DORIENFEIBON TWHEBEETHELAY THho, RIEIIAREREIR T, B, K, B,
PURG 12 & < Bldu, HAETE <. . I & W\ o 28RN AR A AN B 5, RN R,
JEEEH SUIBAFIC > THEBLT D &, REOFITERE L ZHEEZ Y 2R D,

BAEEMERZIE L, HEATIE DR MESRAEVE BRI 2 1 5 Wi e Cdb 5, BIEIMENERZREE A FAE L T
LRSS DOBEISIXHARTIL33% E ENTEY , SED 6%~39% & i d 5 LIRS, Faf O
HTIERErY — L OdE, BEEEMEREORMAR E LI R SIciy, BRRIIERELTWS
EZEZHNTWD, BAFEMEL, BISI-CRNT - BEEPE (FB2c. BEEK) o Zbidv ., &M,
JERR. [EHR7e EDIERZ R E LT 5, BIEVEME R ClI— MM INORRRE 2 k> TR |
FRICHEEI R DA S IR E DN S D BFITZ WV, BIEN OISO CHEIER 7 —AETCIEIETHD
S, FZFERAL L BAEIRA ORI CEIELE SR L2 L%, BIEEIR BT 5 A i o i
RIS D r— AL,

HOREIT, RS FANICIE, 77T 2 A S OmEIEAE, MAEHTAE. R ORIAEMRL ORI & OFF
B 5, EHREEM T, Bk, AL THET 5 E TOFHBREHBMIZBS L Z30 A ToH
HESNTWS, LML, EETIZZON A 7N ALINE BETTH#EST S Z & T THRO N
WENIEMEL L, BEHEECRIETERR CORIESUS DD IR LFER S, 7T F /YA SR
FLE U CREMMSREm ISR ERB SN T, RIS, BERKORL T T M BERHA & 48
AERH L. ~A3—THilE-1 (Th-1) XOWA "4 [f ¥ —Txmley (IFNvy) | IL-2, IL-
17, IL-22, TNF-a %] Z5W L. HEH SN 206 ORIEHIIRE NS BELET LA D
A DD R FREZFHET H LB BN TND,

2.2. {REDOER

LR OTRRIE, BEORE, R, WAL, WEDIENY | JERICK - TR S, BIE~
HEEDEBE TIEAT v A FARERLE X I U DISVHENZ S VSN2, B DIGRICHT S
AN R B S . SAAHEDBAICEHE L2 A P L ARZNE S TND, LIeR->T, B
WREZED, R T T4 7 A% BT 5720120, WREA G L TOMNBZESRA O FM & K
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MERO TR EOTRP/MELINTND, £o, VT L U-EBEEEIMUEE (PUVA) KU%RS:
MBI (UVB) 2807 tiE b A ThH L3, EWIRIOMEHIC XV RIEEORIE Y 27 @<
RAHZERMONTWS, —F, WEE~EEOBRE CIIEFEENRHERI N TWS, £7-, Wit
PERIHTE ORI bR CRRSBASET. 8. st (ESomER, BRRE) | BEEE, KRR,
FTH RN I BE L IERENS,

BfE, ENTAERSINTW kL LU, LT /A FRAIO= hLTFF—h, 72 AR
Uy, INF-afHEHEDA > 7 VX ~T KORT XU LA~<T FLIL-12123 FUEAD Y AT X X~7 I
Nick MiFie FIL-17TAE /) 7 2 —FAHEKO B 7 FX~TRNbH b, £7-. BEUEMZEEICR LT
L. TNHOERHFIEICMA TIHEAT oA RHIRIERK (NSAIDs) A ~ hLFHh— KR Z > X
NT 7YY D 8D REREEMMER Y v~ F 3 (DMARD) HEH SN TWD, b D3EHIT

e, EREE], AT, EERIESCEBRBYMERIEY A7 OEME Wo Tl S S E R
oM EOREDN & HIEHDB L, ZO X 5 IR T T, BUE, SRR OB HTE MR H 8
MWRETHD I EEEE 2T, WEOEMPM ZREKILT 570, BEMEEZBT 2R 6, b
DEFIEZ T THEREIMTOA TWDONFBIRTH 5,
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3. BAORE

T 7L T A NI, Celgene fH23BHFE L TV D FHLOR A 5-ATREZ: PDE4 FHER CTH H, 77 L3
Z A MlX. PDE4 Z[H5ET 5 Z L THIBAN D cAMP L~V % FEH &8, Fhi2 LY TNF-a, IL-23.
IL-17 B O OO RIEMEY A N A > OFEAZIIH] L CRIESIGZ T2 L E X LT\ 5,

ZDOZENL, TTUVITAMI, BEAIIUD ET D & S E R RIEMIEMER BRIk B 15
LA Z LIS L. AMEICIBUNT 2003 4R B ERIRBRFE SR AG <7,

KETIL, WA K R AR OV T, FRE 201443 H KON 2014 45 9 HIT/KR S
iz, F£7=. 20154 1 AIZERMNIZEBWTH [RERICAR S 37,

3.1. FEERIRBHFE DI

TV T A NTHEM Ui K OFERRIRIZ B9 2 B8 #ekE 4 Figure 2 IZ7R 9,

3.1.1. SEICET5EE

3.1.1.1. JRZ

77V T A MI N-{2-[(18)-1-3-= hF T 4-A b F VT = =)L) 2-( A F VAR =0T F)V]-1,3-
UAX V23V RB-lHA VA Y R=NAd- AT ERT I RO S-TF v FA~—Th, EHHR
17l e VIR T E R RN G o, U7 A MR Z 3 FIC3E L7,

3.1.1.2. BUF)

T TARMIFNE, TFVLITARELTI0mg, 20mg KN 30mg 2 & HTHERDT 4 )b
La—T 4 U ITEETHDL, WIWIERSREL e —2 MK, 7exhria—2F ) oA
FOATT Y Ui~ 7 32y ATHY . BRTEEBIEL Th 5, ARH O WIRFRER & OUn
HERER ORI, AHIMZ 3 FICRE LT,

3.1.2. FEERRBAZ OB

3.1.2.1. FEHERER
T LT A NDOES AT AR L LT in vitro 2 OV in vivo IZ3B W TatBR 2 66 L7,

In vitro FRER TIX, b MAH M BEAZERAIG, FEEAIEREHIRHIIE, b MR B RER AR, &
ORGSR A T AN, & hAufl, $TCD3 £/ 7 o —F L HURTEAEE e b THR, 9~
AR Z G I S Eflaz AT, 77V TR hoshlERHE L7z,

In vivo [IZH 1T DAEHIL, ERIE, UV U~ THRRIE, RIERIE, &k ONEEIERGR . 2t
IR LIE 2 & S R OREEM T T VA2 AW TR L7z, £72. 3P AERIZOWT, 7
FNAaY Y TRAEZT TV B2, AR RLF Y — RO Z 207 b EDOPFRR S N
L7,

3.1.2.2. EYEhREsER

T LI TR NOWRIL, S5f. REEOEEICHOW T, b MEESEE R ORIV -85
(w7 A, v b, UHF, H1) ZEH L Tinvitro 2 in vivo {2 T L 7=,

In vitro [IZB W T, MIEZ 755G, P 70 Y — AR ONTFHIAZ - R 2 Efi L7, 7
TV T AN E O EVER O RREVEEZ ST D72, F F 7 v —2A P450 (CYP) B4
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1.5 EJFETHE LRk K OIS DRk v o— RSt
DORIE., CYPPHEROFHE, £l T v AR—Z—DHEKROHEE & L TORTHEMEIC DUV TEER L
77

Invivo TlX, ¥~ A, v b, UHX HLIBITIRINEOENEE (T v MERE., EiEY
PXEETe) | U ARG, v 7 A, VOVBBRBIT. ~ U A, T v b, VARERE (w0 R
VIREHHEE, P PR A G Te) AR L7, EMECEF R SR 2 i L. AR OHEE KO
RFEORIEZEIToT, 12, TOMORBRLE LT, 77V I T A (S-mF v FA~—) OAK
WIZ 1T D BMEARZEHC DOV T b 25T L7,

3.1.2.3. FHMERER

T7VITANOBFMERERE LT, v~ AKDT v MIBIT % Bl GEHEERE (R0 R OEIRN
B5) . v U RIBIT D 6 » A EFTORER ARG wEMERER, YIckiT 5 12 5 H ETORIERA
B HEMRE, BamEaB a7 Ny 7 U — (Ames i8R, in vitro YR FL 5 5ER & OV in vivo /M
) . U AKOT v b0 2ERDBAJRIERBR N ZE OB G ERTEDT-OD 3 5 A B 5HK
M AR ETaRER, ~ 7 A KOV 1T D A5 A d ek, R Pl e ssn & 55 L 7=,

LRI TIE, PARRGR . ATENERE K OVE 15 PRI OO i R E M ONWFIR B RE L 5k
IO WAER e R 2Rl L 7=,

A SRR N O MERUBR 13 A K EU SRS BIIRANEBR 25 (ICH) HA B A AT TITU,
42 C O TR ERBR TR L O 22 EVEICBE S 5 IR O F2fi D F e (GLP) (ZHEL L TEEM L7,
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3.2. ERARBAFE DL
Hife DR B8 D% e & Figure 3 12T,

3.2.1. AAENCEIT A EERBEZE DR

77V T A NORIOERRFERIX 2003 FICAMNE THEM L 7B A Z xS L LI2E 1 HRBRTH
ST, AR 17T R CRERAWREICT 7L 2 T 2 b EHEEUIKER S LR 28OS
BB A RN L 72, Zed5. 2010 4ED 5 2011 4R ICAMECHNE L 72 NFEF S EhRE LhieakR  (CC-10004-
CP-018 FER) 2%, HARANERRABRE L& TV D,

S VERCRERE I C B Uik, 2005 42005 Ry Bz s 2 0t G & L7238 2 fAHakBR 2 BAgh L. 3 5Bk
(CC-10004-PSOR-001 7Bk : 19 4. CC-10004-PSOR-003 Bk : 259 4. CC-10004-PSOR-004 554 :
304) CTHMMEROZEMEZTHME L, BARER/G O, £ 2T, 2008 40 5 R 15 2 MR
(CC-10004-PSOR-005-E-LTE #5k) A B4 L. HEAE~FIED mm M EiE (352 4) Zx8Iz,
77U IF A 10mg, 20mg, 30mg, XiI7FT&R%Z 1 H 20 16 BEHKEGD 4 B X D% 2
FHFRBR 2 S0 L7, ZORER., EEIHMEEE TH 55 16 #HEFD PASI-75 (PASI: Psoriasis area and
severity index; PASI 2 = 7 3 BRI~ T 75%2L Biid) 3k L 72 g oFE (PASI-75 i
L) AT SN ABGHEN TR S, FIZT7 7LV T AN 10mg 1 B 2[ERGEHT T 7 BREEE
BRRAETRP>Teb DD, 20mg 1 A 2BFEGHK D 30mg 1 A 2 [EREEFITWTNE 77 2R
IV ERBICE»-T, £, WThoOHES Bif i etk « ARMEER L,
iR o—EDE 2 FRBROKE B2 B E 2 T, 2010 0 5135 3R ZBIE Lz, S EEOwEG
Mo To PEEE~EAE O R MR E B L Z 1250 4 A x5 & L1725 3/ 238k (CC-10004-
PSOR-008 &5k K (8 CC-10004-PSOR-009 545R) (2T, FHEHMEEH TH H &5 16 #IF D PASI-
75 UG TT 7 B RBHC AR THBEICEWRIGRE R L, PEAE &K OEAE O R E Ao+ 27
ERKGEES Nz, 2B, L0 2R BRTIE, 16 MO 7 v ARG BEGR%IC, 5l&kix,
30 mgl H 2 [B] 16 # #5932 MR, PASI-75 232k L 72 BE ORI K% F-l -5 72 912 30 mg
IEF T RZ 1A 2E 20 HEFKG$ 2 EED IR 2 F0 L%, B 44ER o Rk 55
kiR TH B,

B SR AEME R fE e (2B U Cid, ReptERIEi R B E 255 e LC, 40mg1 B 1[EHS, 20mg1 H
2 G, T 7 7RG 0O 12 HEEE 3FEC L S5 2 5B (CC-10004-PSA-001 7kEkR) %
2007 FEHERA LTz, TORER, FEFHMLEE Th 5 85 12 R0 ACR-20 (ACR: American
College of Rheumatology 20% improvement criteria; ACR A = 7 23 H-RiIZ L ~<T 20%LL EJ)) %5
% U= BRE oS (ACR20 SUGR) 1X40mg 1 H 1 [EFRGEE, 20mg 1 A 2[EFGHEE LI T T®
RHELVAERICEN- Tz, —J, #5 12FFO ACRS0 G 1X 20mg 1 H 2 [BIFGHETIZI T 7 &
AHELVARICEDPSTbOD 40mg 1 B 1EEGHTIE T 78R LEAEREZTRD N2>
770

CORERERE 2T, WRIEREIR AR B X Z 20004 2%% E LT, 20mg, 30mg, X7 TR
O 1 H2[E 24 BB XL D, F725 34 435 (CC-10004-PSA-002 35k, CC-10004-PSA-003 7
B, CC-10004-PSA-004 7%k, CC-10004-PSA-005 35R) A Fh L7, TORER, FEFMEE Th
L8516 JHKFD ACR20 SUSHF T, 20mg 1 H 2F#E G- KT 30mg 1 H 2[EEGOWTHIZEB N T,
TR THRICE WIS EZ R L, SRR T 2 AR eIz, 2dbs, 2
OO 4B T, 24RO 7 7 ARG IR T, Rk 55 28 l+4 1) %
e T 5,

TTVUITA ML, IFETIC, HEOAEBKRBE CIX, < b S2BEICh- ) BERES X
N X E 20004 2510 4000 4 L. FICEREENTWS, KL< AL AEESRIL. TR, B,
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W (BRMIER 2 G ) MO EREEETH o7z, ZNHDL<IE, BEIIPHFEDOFLT,
BEFFFIZIHE L TEBY . 77V I 7 A O RAF R AR ST,

SECIE. UL EOERRRBRZ T, KET, R R R R EAEREIC DWW, Eh 2014
F3H K214 9 HITKR I, F72. 20154 1 AIZEINCBWTH RERICER Sz, 2ME
1T, BIEE TIZ 36 » [ETHEEINL TV,

3.2.2. ERNICBIT B BRERORHE

ENIZ BT B KRR OBAAIZSENLH | 2010 4005 2011 FEICNT CHAME CHEE L7- AAAN, TEH
A&UEA®@%&A%%%%ﬁ%&Lt£%% ELtieatBR  (CC-10004-CP-018 #BR) 2B W T,
77V T AN 20mg, 40 mg HL[AIRE O # 5K D I EhRE K OVEEME A RN Lo, £ ORER, AUC
FHANEPEATITIAAL Y HR0MEL . Crax 1 E 20 mg 5 THARADAA LD 0050 H7)
BEO LN, LaL, TRHOERT, AAANE AANTHEREZLEL T2 0O TIRN &5
e,

DFERZEEE 2T, SEF 3 HHRBRT — % O B R NEM~OMMEATEEMEZ I 9= <, KER D
ﬁ%&f%méht%l%@%zmﬁ%(anmmpxmmﬁEuEﬁ%)%7)///7ﬁ%@
AR LTERLT, 7V v rilind LCERANZBS 2 #8588 (CC-10004-PSOR-011 #Rk) %
2013 ML HMA LTz, TORER, AARN DAL LE B 254 4 T U7 E NS 2 fHakBkics
WC, FEFMEIEE TH 55 16 #HEF 0D PASI-75 K ONFEH 72 B REHARTE B CHME % 55 2 FH55R &
FARZR RN DL, AEOBEPNENHER Siz, 7=, EPYEhER NLZek7a 7 7 A4 i
DONTHMHABRTE LW ERITZR, BANEFIZEBWTYH B2 N MR Iz, LEXD,
SME O FFERRE 3FERBRT —# 2 B AR NEMIIAMGE L CGRMECcX b &ffim L7z, 2B, ENEZRE
2 FHRBR TR, 54 ORI RIERZ AT H2HRE N T ENTEY . TR ORI TIX, 77
LI 7 A MgEIZ X0 BEEiR O BIFEIMEICEE T 2 57l CSGERR S FR O b v,
7ok, EWNBWIE 2 HEERCIX., 77 BRSO T, Bk S MThi, B AR AR
FC 40 WG £ TOARGME R VL MERHERE iz,

3.2.3. HHYRBOBE

ERLEIoh ey

2SN T L INTA T A S R R A SRR (PMDA) 7 & 5 B)
S oo H 0 [PEESARGNCERE R 2 B

LEIE SNz, BB, THITMA T, EKEBEICHEbAFEELE LT, LTDX
DDOBEN - T,
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324, BITHORBREOSHTE SN DEEREEE

ERNTIE, 7 FE—MEER LR —F = v MROENZ OV TEL FORRKRRRZ i+ Th 5,

o HHJE~EIEDT ME—MEREREETHHBREZRNGELE L TT LI T X NOFME
LW EFMT 52 2 ET 5, F2M, ZERERT7 XM _EE5HRTT
B AR KRN TRERD e #eatBR  (CC-10004-AD-001 #5R)  (JRBREFEE I H : 201445 10 A
3H)

o ITEMENR—F v MREZAETHWREZXRE L TT 7L T2 NOFMER RN
ZEHMET A Z L AR E TS, ShasxidtlE T o X 2L EEM T T AR R TRER L
B 531 K OV D% O FEIRASgi P 51 K 55 3 MEER  (CC-10004-BCT-002 705%)

(JEBREFEfEH A 2015452 A 10 H)
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4. ABH| ORI O FE

4.1. FEEERRBRE RO AT SR OE At
TV T A NTIEL, LT ORI RIEBER 2R3 Z LRI TS

In vitro SEFFAER
e CAMP DOHIKSRIC X 0 HIE L7~ PDE4 OFEFETEIEIC KT LT, R0 D@ IRA 2 PR EE
HERLT,
o bt MAERBHTHIICEBNT, IL-172IFZ UL THEEIERKIENES A M IA D
PEAEMHIVER 2R LT,
o b FRMIMEAEME (HPBMC) I28W T, TNF-aZIZ UL+ 8FSEFR R

e %ﬁ@*ﬁ%#%bﬁ4/®ﬁém%¢%%Tbto%@ JiC. PRIEY
A MHAA 2 ThD IL-10 DEAZ RN ST,

In vivo HKFRFER
o tﬁ&%/%ﬁNK%%%ﬂ@%@btBm&iﬁ@éﬁﬁﬁévWX%?wmﬁwf\
% Pz o0 FL o AR - H84E A BEE 1IN U C, SRR SRR 2D S8, RIS
TNF-a. b b EMEPIFE-DR (HLA-DR) HilaHEE 511 mli)@%ﬁ%ﬁTé
w7,
o JNMaT—~F o) r7alb—LFuUe I aT —7 02 L0 ER & 7= BALB/c
~ T AKUDBA/l ¥~ T AD Y U~ FIFEETT /VZBWT, JERA T OFER R EE H
B 72 1E T B S OMER S R0 BT,
PLEDZ e, 77V I T A MI, RIEFBME PIRIEMGERN O R v MU —7 Z N Tl
4% PDE4 Z[HET A = L THIFAND cAMP L~ L% A X4 IL-17. TNF-a, IL-23 22U &5
HRIEVEY A M A L DOREAZNHI L, ¥l 8O & £ & £ AR RIEMEREEMIR B T ORI G240
HIT D2 ENTELIHROEYTH S,

4.2. FRERRBRE R0 b AT R OVF At
4.2.1. BERBBERNPOATZRE T 4 v b

JRTET R N OROREERORER B 2t R & UTCERIREE 3 1R . FERHESRE . E2RBIRFHEE
H 22— EOFEFTMEE CRRNICERDOH 2WEI R EN, SHEMER X OB EEE R
ZHT DI T, ENEh, LTORRXT 4 v MPEIFTE 5,

(EXit-7 ) |
LR R DI
PASI 2 227 (PASI-75 e H a2 ETe) | ERIC X D F2EHE (SPGA A2 7) | & 9 ¥

VAS (Visual Analog Scale) Z I U & 5 FERMIKFHEEIE T, 77V I 7 A MEEIZ
BHRILESCINICFRO B, HEBLA% 2 1 TICKRNICERO S 2 UWENRO b,
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1.5 ARJFUTFE RO Rk N OB 3 D%k v o— RSt
B DOEHG

PASI A7 sSPGA A7 T, 77V ITAMEICKDIBEDED TS 16 BFE TITHRRKER
D, ZTOMFITDRL LB RE 2B THESNTWD Z LRI,

RR D NE R R AR 1T 2R KT QOL DE
HSEE ~ BEUE O R TR R RO L B9~ % B MR AER DB A, TN OV B 55 DR iR 5 [N 7
FRALISST 9~ D DR D STz,

F7-. FEOREIZET LT 7 — b (DLQD 12X Vil & 55K ERE# O QOL TH A E R
dENHER I N,

[ BSfE MR ]

7L I 5 R FEMEEII{ESF DMARD & OFERBEED W T IEEIME D B AER
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HIGHLIGHTS OF PRESCRIBING INFORMATION e CONTRAINDICATIONS---mmnmmmmmm e e

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 US Approval: 2014

CHANGES-------- e

Indications and Usage (1 2) 09/2014
Dosage and Administration (2 1) 09/2014
Warnings and Precautions (5 1, 5 2) 09/2014

OTEZLA, an inhibito

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)

-INDICATIONS AND USAGE-- -
r of phosphodiesterase 4 (PDE4), is indicated for the

—————————————————————— DOSAGE AND
ADMINISTRATION----———emeeee
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
= Day2: 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 mgin 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)

Y 230000 N § (S —————
Tablets: 10 mg, 20 mg, 30 mg (3)

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

————————————————————— WARNINGS AND  PRECAUTIONS-------mmmmmmeeeeeeeen

o 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 1)

o Weight Decrease: Monitor weight regularly If unexplained or clinically
significant weight loss occurs, evaluate weight loss and consider
discontinuation of OTEZLA (5 2)

o Drug Interactions: Use with strong cytochrome P450 enzyme inducers
(e g, rifampin, phenobarbital, carbamazepine, phenytoin) is not
recommended because loss of efficacy may occur (53,7 1)

e ADVERSE REACTIONS--—--mme e emeen

o 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
61

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: 12/2014

FULL PRESCRIBING INFORMATION: CONTENTS*
1 INDICATIONS AND USAGE
1 1 Psoriatic Arthritis
1 2 Psoriasis
2 DOSAGE AND ADMINISTRATION
2 1 Dosage in Psoriatic Arthritis and Psoriasis
2 2 Dosage Adjustment in Patients with Severe Renal Impairment

3 DOSAGE FORMS AND STRENGTHS
4 CONTRAINDICATIONS
5 WARNINGSAND PRECAUTIONS

5 1 Depression
52 Weight Decrease
5 3 Drug Interactions

6 ADVERSE REACTIONS
6 1 Clinical Trials Experience
7 DRUG INTERACTIONS
7 1 Strong CYP450 Inducers
8 USE IN SPECIFIC POPULATIONS

8 1 Pregnancy

8 3 Nursing Mothers
84 Pediatric Use

8 5 Geriatric Use

8 6 Renal Impairment
8 7 Hepatic Impairment

10 OVERDOSAGE
11 DESCRIPTION
12 CLINICAL PHARMACOLOGY

12 1 Mechanism of Action
12.3. Pharmacokinetics

13 NONCLINICALTOXICOLOGY
13 1 Carcinogenesis, Mutagenesis, Impairment of Fertility
14 CLINICAL STUDIES

14 1 Psoriatic Arthritis

14 2 Psoriasis
16 HOW SUPPLIED/STORAGE AND HANDLING
17 PATIENT COUNSELING INFORMATION

*Sections or subsections omitted from the Full Prescribing Information are
not listed
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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.

2 DOSAGE AND ADMINISTRATION

2.1 Dosage in Psoriatic Arthritis and Psoriasis

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

Day6 &
Day 1 Day 2 Day 3 Day 4 Day 5 thereafter
AM AM PM AM PM AM PM AM PM AM PM

I0mg [ 10mg | 10mg | 10mg | 20mg | 20mg | 20mg | 20mg | 30mg 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.
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3 DOSAGE FORMS AND STRENGTHS

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.

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)].

5 WARNINGS AND PRECAUTIONS

5.1 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.
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5.2 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 [see Adverse Reactions (6.1)].

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.

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.

5.3 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)].

6 ADVERSE REACTIONS

6.1 Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed in the
clinical trial 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
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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
Day 1 to 5 Day 6 to Day 112 Day 1to 5 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)
Headachea 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)
infectionb

Vomitinga 2(0.4) 2(0.4) 4 (0.8) 16 (3.2)
Nasopharyngitisb 1(0.2) 8(1.6) 1(0.2) 13 (2.6)
Abdominal pain upperb 0(0.0) 1(0.2) 3(0.6) 10 (2.0)

a 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™®

Nervous System Disorders: Migraine

Respiratory, Thoracic, and Mediastinal Disorders: Cough

Skin and Subcutaneous Tissue Disorders: Rash

Confidential and Proprietary 8




TTLVITADR
1.6 SMEICI T D FHIRDLE 2 B9 5 Bk LU — R AL

*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 92 29 (3)
Dyspepsia 6 (1) 29 (3)
Decrease appetite 5(1) 26 (3)
Insomnia 4 (1) 21 (2)
Back pain 4(1) 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(D)
Sinus headache 0(0) 9(1)

* 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.
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7 DRUG INTERACTIONS

7.1 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 Category C:
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.

Risk Summary

Adequate and well-controlled studies with OTEZLA have not been conducted in pregnant women. In animal
embryo-fetal development studies, the administration of apremilast to 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. In mice, there were no apremilast induced malformations up to exposures 4.0-times the MRHD.
The incidences of malformations and pregnancy loss in human pregnancies have not been established for
OTEZLA. However, all pregnancies, regardless of drug exposure, have a background rate of 2% to 4% for
major malformations, and 15% to 20% for pregnancy loss. OTEZLA should be used during pregnancy only if
the potential benefit justifies the potential risk to the fetus.

Clinical Considerations

Labor or delivery

The effects of OTEZLA on labor and delivery in pregnant women are unknown. In mice, dystocia was noted at
doses corresponding to >4.0-times the MRHD (on an AUC basis at doses >80 mg/kg/day) of apremilast.

Animal Data

Monkey embryo-fetal development: In an embryo-fetal developmental study, 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 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.
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Mouse embryo-fetal development: In an embryo-fetal development study, apremilast was administered at doses
0f 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, 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 approximately 1.3-times the MRHD (10
mg/kg/day).

Mouse pre- and postnatal development: 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).

8.3 Nursing Mothers

It is not known whether OTEZLA or its metabolites are present in human milk; however apremilast was
detected in milk of lactating mice. Because many drugs are present in human milk, caution should be
exercised when OTEZLA is administered to a nursing woman.

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.
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8.6 Renal Impairment

OTEZLA pharmacokinetics were not characterized in subjects with mild (creatinine clearance of 60-89 mL per
minute estimated by the Cockcroft—Gault equation) or moderate (creatinine clearance of 30-59 mL per minute
estimated by the Cockcroft—Gault equation) renal impairment. The dose of OTEZLA 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) [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 Cy,H»4N,0S and the molecular
weight is 460.5.

The chemical structure is:

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,
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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 in psoriatic arthritis patients and psoriasis
patients 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) of ~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 CYP2A6.

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.
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Renal Impairment: In 8 subjects with severe renal impairment administered a single dose of 30 mg apremilast,
the AUC and Cmax of apremilast increased by approximately 88% and 42%, respectively. [See Use in Specific
Populations (8.6) and Dosage and Administration (2.2)].

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 Cmax than in young subjects (18 to 55 years of age). [See Use in Specific Populations (8.5)].

Gender: In pharmacokinetic studies in healthy volunteers, the extent of exposure in females was about 31%
higher and Cmax 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, CYP2CS8, 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 Cmax 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.
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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 multi-center, 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 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 DMARDSs 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
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The percent of patients achieving ACR 20, 50 and 70 responses in Studies PsA-1, PsA-2, and PsA-3 are
presented in Table 4 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 4: Proportion of Patients With ACR Responses in Studies PsA-1, PsA-2 and PsA-3

PsA-1 PsA-2 PsA-3
OTEZLA
OTEZLA OTEZLA 30 mg
Placebo 30 mg Placebo 30 mg twice Placebo twice daily
=+ twice daily + * daily + * *
DMARDs DMARDs DMARDs DMARDs DMARDs DMARDs
N N=168 N=168 N=159 N=162 N=169 N=167
ACR 20
Week 16 19% 38%° 19% 32%b 18% 41%"°
ACR 50
Week 16 6% 16% 5% 11% 8% 15%
ACR 70
Week 16 1% 4% 1% 1% 2% 4%

a N 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 5). Consistent results were observed in Studies PsA-2 and PsA-3.
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Table 5: ACR Components Mean Change from Baseline at Week 16 in Study PsA- 1

Placebo OTEZ.LA 3.0 me
(N*=168) tw1ce_ daily
(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
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.

a Scale 0-78.
b Scale 0-76.
¢ VAS=Visual Analog Scale; O=best, 100=worst.

d HAQ-DI = Health Assessment Questionnaire-Disability Index; O=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.

e 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. -
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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 sSPGA 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 6.

Table 6: Clinical Response at Week 16 in Studies PSOR-1 and PSOR-2

Study PSOR-1 Study PSOR-2
Placebo OTEZLA Placebo OTEZLA
30 mg BID 30 mg BID
N? 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)

a N 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.
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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 code
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 59572-631-28
containing (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

® 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 (5.1)].

® 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 (5.2)].

® 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 (5.3), Drug Interactions
(7.1), and Clinical Pharmacology (12.3)].

® Instruct patients to take OTEZLA only as prescribed.
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® Advise patients OTEZLA can be taken with or without food.
® Advise patients that the tablets should not be crushed, split, or chewed.
® Advise patients about the side effects associated with OTEZLA [see Adverse Reactions (6.1)].

Manufactured for: Celgene Corporation
Summit, NJ 07901

OTEZLA" is a registered trademark of Celgene Corporation.

Pat. http://www.celgene.com/therapies

© 2014 Celgene Corporation, All Rights Reserved.

APRPL.004 12/14
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AT SCEDOER e
ZOERIZIEL, OTEZLA 2 REPOEMMERTHdIT 77V T A N UIRAI R OWRAFNT 33 2 W EUE O BEAE R
VERTRTOBREBTEHR L TOB DT Tixiun, Db LHBEE (4)
OTEZLA ORI XE (&%) #3BT 5L,

------------------------- T Q)i MotaY v - ——

#OM OTEZLA® (apremilast) $&
KEGIEIARR : 2014

------------------------- B DEREE R

2hie - R (1.2) 201449 A

Ak - HE 1) 201449 A

LT OMER EoEE (5.1, 5.2) 2014459 A
ZheB - R

OTEZLA (3R AK Y= AT T —F 4 (PDE4) BLEHRITHY .,
TREOBHFIIXT HIEHREHIS LT 5,
THEY PR ERRE R O N B (1.1
SERRIRIE X 2 B FEE O IBIREIG A3 & 2 S ~ B
O R EERE (1.2)

- A&
HAGIER Y A 7 2485 72 ic, Tt oW = A
THERAEO 30mg 1 A 2[E#545 2.1) ,

Day 1 : 10 mg % 5-

Day 2 : 10 mg {l#5- % O 10 mg & & 5

Day 3 : 10 mg #l#5- % O 20 mg & % 5

Day 4 : 20 mg #i#% 5} U 20 mg & #% 5-

Day 5 : 20 mg #i#% G-} U 30 mg & % 5-

Day 6 LAR§ : 30 mg 1 H 2 [mI# 5
L OB EBE~ DS

WA EIZ30mg 1 H 1 EIES (2.2)

Yo FEEE, R 1ICRESh 05550

RV a—NDHheE L, FHREGITDRVWIE (2.2)

FIB R OV &
#EA] - 10mg, 20mg, 30 mg (3)

D OfF B NMEFELOFEICH L, 5o, BE
B Xi3E DMK DAL DOFBH LI OV THEE
Mafd L, Z 0K 5 BB bnizHad, YR
PR ICEE T D L CBhE T L, IOHEDYS
ST BREE XX BT A OBER O H % BHE T,
OTEZLA B H-D Y A7 L _XE T 4y MIOWTEEIZR
sz L (5.1)

HERBY - EMNICAREEZE=2Y 7T 5H2 L, JFA
AR ST E AR AT S 0372 R 3580 LTG5
WX, EERADIZOWTEHE L, OTEZLA O 5.1 k%35
BTsnze (52)

S BEAER 37T b7 v A PASO SRR A (U
Ty, T ) NVERZ—L HANRSTEE L T
= AL LRI, RN EDNLZLRH
HOTHLE L 220y (5.3, 7.1)

BIfER
FOREPEDHEIZE © BREIER (35%) 13, THILL ELRD
BRCTHD (6.1)
VOE © BAeRIE (35%) 13, THIL B, BRGERGE
FOBR (BREEERZzET) Tho (6.1)

BIERRERDNSHEAIL, BAD— 4 (1-888-423-5436)
X% FDA (1-800-FDA-1088 XX www.fda.gov/medwatch)
CHRETHZ L,

il e Y5 EONY | = ———
FEOBKEREREE . OTEZLA OB EN#NT 52 &
DAL TNADT, 30mgl H 1 EHEGICHEL TRET
5T L EHET S (22, 8.6)

BEIT Y VIIBERIZOVWTIR1T2BRT AL
2014 4F 12 ABET

wAE (20 : Bk*
1 ZhEEZIR
1.1 WEfEEEBEE 2%
1.2 ¥
2 Hi-R&E
2.1  FEREMEBIEN A B OREREIC I 1T D %
22 HEEOBHEREEIEEREICRT 2 HERE
3 FRROGEER

4 BB

5 EHLEROERLOBER
51 90K
52 {AEED
53 W AR

6  BIEA
6.1 HRPRRRBRICI T B i AR
7 RYHEEER

7.1 38172 CYP450 7% R Al
8  FRBIRERA~D#RE

8.1 1R

83 1ZyliF

84 /INHE~DFE
8.5 Mg ~D¥h
8.6 'EinErEE
8.7 JHEREREE
10 BELE
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12 FRIREHE
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13 FEERREME
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CE (230

1 ZheE - 2R

1.1 EfEPERAEI &

OTEZLA 1%, {HEHVERCREMERIETI R O RN BH 1T T DR 2 lIE & T 5,

1.2 &5

OTEZLA 1., JeRiIE XX H BIE ORI D & 5 S E ~ BEAE O J&) IR i i B (kT 2 1R
TN E T D,

2 R HAE

2.1 EREEREE AR VIR 2R EE

HELE9 5 Day 1~Day 5 @ OTEZLA QXA &g vE 42 % 1123, 5 B OME#HARM %, Day 6 2>
HAeFFHE S LC30mg 1 A 2MIEAFKG L9562 & 2HE 5, k. ZomEEkL, &5
VOB IGIER 28T 5 Z L2 B E LTV,

OTEZLA %, BFICERRLKET L ENTE D, B, EAIZMRNTZD ., Eo=0 AL
LN &y

£1: AEFHA Va2 —

Day 1 Day 2 Day 3 Day 4 Day 5 Day 6 Jx N AL LARE

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 EEOTHBEREEREICRBT 5 HERAG

HEOBBERERE (Cockeroft-Gault X2 L5 7 L7 F =27 T FA (CLer) fEN 1 55d7=
Y 30 mL &) TiX, OTEZLA O &% 30mg 1 H 1 [BHRGICHET D Z & [FHREM~DRY

(8.6) K ONEHHFE (12.3) 2HF] , WO HEEE T, £ 1ICEH I TWD PM & HI1I1T
DT, AMBEGOLTHEE T2 Z &L 2 HLET 5,
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3 ARRUOEE

OTEZLA I%, TRLOE®ET, YA YEL RO T 4 v ha— NERDH D,
e  JIZ TAPR] | &9 —JFIZ 110 LZIFIEA TS 10mg DY 7 D FEH]
e JmZ TAPR) . &9 —HIT 120) LHFIEAL TV D 20 mg DA A D FEA
o HEIZ TAPR) | &9 —HIT 1301 LAHISI TV D 30 mg DN— = ADFEFH

=

NAN

@

OTEZLA X, 7 7L X T A F XUFHAIF OEMBN 3T 5 EBUIEOREFEREN H 5 BF IR TH D
LAITE (6.1) £/

5 BLERUMEALOBE
51 9%

UmmA ZEDERTIE ) DWW ORWEREINZ > Tnd, 2 DA/ TAKEE, ITHK
1T2DOBEREEZH T 5 BEIZ OTEZLA ##& 57 25581213, AFEIX. H 50U OTEZLA #5-
@JX&&AX74/FLOwTEE R L, BE, NHEETLOFBEICK L, 5o, H
BB EE DM ORI DAL OB SNTEALITOWTIEEMRE L, A B0OZERED bl
LAt MYOEFRIBHEICERK T 2L R L TR 2L, B, TOX I RELR"RA L
BAIIE, W5 EIL, OTEZLA H5kGIC L DU A7 E_RT 4w MIOWTHEEICIHMET 2 Z &,

HEREMEREREI R ¢ 3 DO bl R RERER 12 B\ T wwﬁLﬁwfﬁtfﬁ%&ﬁﬁﬁm\wm
(4/495 f51) D7 7 | ARBLHHLERZ 12 5 D9 TN 5 DKy DGR 8- 7= DIZxt LT, OTEZLA #
HWeEE Tl 1.0% (10/998 ) THENH -7, 92K T 5 2Z 5 L v # G5k Eoﬁﬁ
BE, 77 REETIIRO b no7=28 (0/495%1) . OTEZLA #5-Ti% 0.3% (4/1441 #1) |
BOLNT, EEFSLE L THRESNTZ I OWIX, 77 8REE Tl mwan@ﬂot#(wws
B) . OEHA&%%%%TiON&WMMW)_mb%htoE%ﬁF&UE&ﬁ%i A
ﬁ&%f RO BN T2 (0/495%1) . OTEZLA $:5-TIiZ 0.2% (3/1441) (2RO BN, 72
ﬁ\T?ﬁﬁ%5ﬁ$%2WT§$%%ﬁ%otﬂ\UEHA&QW%%T IRD LN T,

FZE : 3 DO i BERR R ISV T, 0~16 8B O 7 7 B A3t BB GHIMIZ, 0.4% (2/506 1)
D7 T v RBEEWERE 2 5 DIFEOMENH > 7= DIk LT, OTEZLA &E5HERE TIX 1.3% (12/920
) THENRD oI, D OWRICL Y EEHIEIC %otfmi 7T R LTI SN -
23 (0/506 f511) . OTEZLA $¢5- Tl 0.1% (1/1308 f5i]) 12788 Hbiviz, BEEFERG L L THRE SN D
ORI, f?ﬁf&ﬁf TRO LN o708 (0/506 ) . OTEZLA #5452 Tl 0.1%
(1/1308 ) (C38 HNT-, HFZITAIL. OTEZLA ¥H5HERE D 0.1% (1/1308 f5l) . 77 B R#E L
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BB E D 02% (1/506 #1]) (2D BT, 7ok, BFxEZRATIERIL OTEZLA &5-4%50E& D 1 4T,
T2, BERMRITI T 7 B REGWHBRED 1B TH -7,

5.2 (KRERD

HE M B %ﬁ%kbt%xﬁ%@&@ﬂ%&ﬁﬁﬁ ZRBWT, 5%~10%DIEERD N, 7T7+%
R HAEERE D 3.3% (16/495 f5]) THAE X 7=DIZk LT, OTEZLA 30 mg 1 H 2 [a[# 5-4Er#E C
X 10% (49/497 f5)) Toh 7= [EIER (6.1) &M] .

%ﬁ%ﬁ%kLt%%ﬁﬁ@%ﬁﬂ%&%ﬁﬁmﬁwf\wm«mm%éﬁ&m\f?tﬁ&5%
Brar o 5% (19/382 ) T SH7=dicxt LT, OTEZLA #5484 TiX 12% (96/784) (273
Holz, 10%LL EOREW AL, OTEZLA 30 mg 1 H 2 [ 5 Tl 2% (16/784 #) 1@ H B, 7
TEREGTIZ 1% (3/382) TROLT,

0EHA%&5§MTM6%%11 WE%&%% CE=Z VT A e, JRIKARE XA
WA B RV 2358 B V=552, IRERNIZ OV TEHMEE L. OTEZLA OF: 541k % 5 [&
T5HZ &,

5.3 EWHEEIEH

SRR T N7 v A PASO BERFA A 7y BV R T A L. T T A NOEHIRFEEN
B L. ZOfER, OTEZLA OFENLEDOND ZE0NH D, DT, F k7 1 L P45S0 EHEHE
B (V77 7))L EE =L IARTPEL, 7= A7 E) & OTEZLA O
VIHELE U2y [EY LS (7.1) K ONRERE (12.3) 2/

6 EIfEH

6.1 EEIRRBRIC BT 515 AR

MEARRBRII S F I ERFMEDOL ETEBINTNWDLZ b, %mﬁ%f%ﬂéﬁtﬁﬁﬁﬁﬁ4
WZHOWT, A ORERRER OFE R & BRI T Z L IXTE 3, 72, PETHZEIND
REREZEL TN ENH 5D,

s fEPEBA R A IS 6 1 B WK FABR

OTEZLA 1%, 1EEMME RIS R 2 B 3 D2 AN BF I W T, ZhaixdtF, BIERL, “EHEM.
7T AR R & U CRIBEZRRER T A o TN S 72 3 DD ER [PsA-1, PsA-2 & OF PsA-3 3k
Bl CRMmi Sz [HacEsE (14.1) /7, 3 ERE WTM%W®%%%#77ﬁT OTEZLA
20mg 1 A 2 [E#%5- XL 30 mg 1 A 2 [AF G5OV IIHFEITEEARIS e, HEITERIERS
%S BRI - CENOREECTHEE L [ - HE 2.1) /4], FEwEEEE K OWERE
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Hig3 20% 0L B8 L 72R i o 727 T B AR GA4ERE 1X, 16 IFIZ OTEZLA 20 mg 1 H 2 [ 5- 3%
30mg 1 A 2 [E#EIC 1:1 DL TEMR F CEELICHEIMN Sz, o, OTEZLA #5488 FH 2o
TITRA DOFG-HE TRkt L 7o, #BRE OFEBIEL 18~83 7% T, ZOHREIXSI K Th o7,

R 2R LT ERFEWEROKE 1T, B9k 2 @RLINICREILL TRV | Bhfkkt L T2 B+
ZEET 2N o7z, &b <@ SARIERIER. TR, 88m &k VL Th o7z, OTEZLA
BHEBFIZBWTEETIRICE TR L ZVEER T, B (1.8%) . TH (1.8%) KLOEHNH
(12%) Thot=, BIERIC L WG % ik Uz goietE B 75 g oI 41X, OTEZLA30mg 1 H 2
Bl G HET4.6%,. 77 ARKEEETI2% TH- 72,

#2: Day112 (Week16) % TiZ OTEZLA 30 mg1 H 2 B EHD 2% L THRE S, D07 T
AR GEHTORBAEE 1%L EE - -EIEA

77 'R OTEZLA 30 mg 1 A 2 [E# 5
Day 1~5 Day 6~Day 112 Day 1~5 Day 6~Day 112

i (N=495) (N=490) (N=497) (N=493)
EARGE n (%)° n (%) n (%) n (%)

T 6(1.2) 8 (1.6) 46 (9.3) 38 (7.7)

Fo 7(1.4) 15 (3.1) 37 (7.4) 44 (8.9)
GEIE ° 9 (1.8) 11(2.2) 24 (4.8) 29 (5.9)
B Y P 3(0.6) 9 (1.8) 3(0.6) 19 (3.9)
g i 2(0.4) 2(0.4) 4 (0.8) 16 (3.2)
BHEE % ° 1(0.2) 8 (1.6) 1(0.2) 13 (2.6)
R b 0 (0.0) 1(0.2) 3(0.6) 10 (2.0)

aOTEZLA30mg 1 H 2 [\ 58 TlX, HWRRIEH® 25, EEZFRIEH L L TEL L OR35S 1 FlZiRO bk,
OTEZLA 20 mg 1 H 2 [E# 5-8 Tl 1 Bl EERRIER & LT TRHAR® bz, OTEZLA30mg 1 H 2 EIH GO BE 1 HllcH
EARRERAE LTHEERRD LN,

b WA SNTZFEWER ® 5 LEEZEWER TR bnznoi,
n (%) (TEERKROEEGZRT,

Ak % 53k BR 2 & ToiE R BRI Z B\ T, OTEZLA & 5-BE LA SN =Z oo IERIZLL T O
|y

GIEREE « HWEUE

ERPRIREE : (R E

BIBIEE « PEEEEHN, B aEmtmE R, HERR

RER & OSRERE « AR

MRRREE © FEH

MRk ds. FERIS X OMERRREE - %k

BB R L O TS . 2

*OTEZLA 30 mg 1 H 2 [Al#% 523 1 Gl EEZ2RIER BB b,

HOARE L 36 1 2 BRIR FUBR
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OTEZLA® D2 AVEIT, SeRIRIE T BB RIE D TR IRIE IS S & D HARE ~ BE O J7 I R O i A%
gt e UCEES(L, —HEMR, 77 B ARREHER & U CHE Sz 3 DD ER 1426 5] Tk
A7, #BRE X, OTEZLA30mg 1 H 2 [ 537 7 &4 1 H 2 [E#EG DO W I EIELE
fr&hre, FAEITBIERRMG% S BN -l CHMO AR E TR Lz (4 - H4 21) £
] BEBRE OFEERIX 18~83 i TH V. TOHFRAEIT 465 TH o7,

FARWERIZ, TR, ELE O ERERETH -2, OTEZLA #EWEHRE B O TG FIEIZE -
e ERRIERIZ, B (1.6%) . TH (1.0%) RO (0.8%) Th-oiz, BIEMICE G %ZH
1k U 7= vefi s OFI4 1%, OTEZLA 30 mg 1 A 2RI HEE T 6.1%, 77 B REGEHF T41%T
HoT,

% 3: Dayl112 (Week 16) % TIZ OTEZLA H#E5#HD 1% ETHESh, o7 7R RERH L

D RBRNE Do T-EIHER

7I 'R OTEZLA 30 mg 1 A 2 [ 5

(N=506) (N=920)
HAGE n (%) n (%)
T 32 (6) 160 (17)
N 35 (7) 155 (17)
B R 31 (6) 84 (9)
EXORMESETR 21 (4) 75 (8)
BIEpL 19 (4) 55 (6)
JE g 11(2) 394
Mg i 8(2) 354)
7 9 (2) 29 (3)
HAEA B 6 (1) 29 (3)
RAJIR 5(1) 26 (3)
AHRAE 4 (1) 21(2)
R0k 4 (1) 20 (2)
Jv SR 5(1) 19 (2)
PEE RN 1(0) 17(2)
9 O 2 (0) 12 (1)
RUE XK 2 (0) 12 (1)
el 0 (0) 10 (1)
EER 0 (0) 9 (1)
il SR D B 0 (0) 9 (1)

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

OTEZLA = X A150EF (7%, #BRE D 0.3% (4/1184) THEJEOREE( (FFBR) 2N bil,
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7 RWHEEIEH

7.1 3857172 CYP450 F5E |

OTEZLA & 87172 CYPASOBEH] (V77 o072 E) #HHKETHE. 77T A NOBRE
wERWA L, SIERNKOND Z DB H D [ HELEREN FOMEE (5.3) K OELFERE (12.3) =
/%] o

8 HHREM~D&KE

8.1 HiR
TR 7 =2 —C :
ITIRIEFEL A R

HEHRIZ OTEZLA % AR L 7= e OMHRIRIR 2 T = X T HHIRBREL DA MU RH DH, LYV AR
BT AEEIE. 1-877-311-8972 IZEETHEAFTAHAZLNTX 5,

U X2 DEFG

OTEZLA T, i xtge L U Tl et B4 & 72 HelialBR 4 90 L Ty, B ofr - iz il
FAEFEMERBRICHB T, BWEKEI Ol =27 4 U2 OTEZLA 2% 5- L& 2 A, F R HELE
& (MRHD) O 2.1 {50 & CHE /I « BIROL ARG ICBEE L T L7, 7238, MRHD
D 1.4 FEORBEETIIHEEEMIRD SN hoT-, ~ 7 ATiX, MRHD @ 4.0 f5DOMgEHEE £ T,
T7VITAMITGEEFER Lo, & FOIFEIRIZET 5 W& OGREDIAERIZONT
OTEZLA OFHliIFFEL SV TRV, Ll EY~DOIBRBEOFEICEADL LT, — BRI, iR
DEKRRFIEDOIHEIL 2% ~4%., FEIE 15%~20%TdH 5, OTEZLA DIEET O H1%, 1RIEH
WRRRA~OEEN Y A7 % kA% S S D EAICRD 2 &,

B L D7 F IR

HABE 3455 16

EFIZ I D OTEZLA OHPER OVt RIETHREBIIARHTH S, ~ 7 ATiE, MRHD @ 4.0 L4
FIZHET2HEOT 7L I 72 FOEE (AUC X— ATl 80 mg/kg/H LA LD EIZFEY) T#
FENRD v,

T — 4

PILDE « oI - IR - BRIRFEAEFIERBRIC BN T, BEAW (EE20~50 HE) OA=2A
Pz, TV I T AR 20, 50, 200 i 1000 mg/kg/ H Z#% 5L 72, MRHD OfJ 2.1 L4 =D H
& (AUC ~— AT 50 mg/kg/HLL EOMEITHY) THENRD HiL, Zi b IEHEEAFRITHIN
LTV, 138 A EOWMBEITEIRVIICERD i, #5 3~4BHTHBL T/, MRHD OF) 1.4
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FOME (AUC ~N— AT 20 mg/kg/ HIZHY) TIZFERIERIZRD bie o7z, fER 100 H RS
OFTRTIX, 20 mg/kg/ H UL EOHBETHEFIEITERD i o=, 7k, kIR W Cidm
BTV RV,

~ D XDPE - JRVEFAE IR - BRIERAETBERBRIZE VT, SWEEEY (WEe~15HH) O~ A
2, 77V I F AR 250, 500 X% 750 mg/kg/ H A $e5- L=, F7o, ZHRELOIE - lBIEREL H
by CTHet L3RBTk, FE ISHRIMASERISBEEETT 7LV I A ~ 10, 20, 40 XX
80 mg/kg/ H 25 L=, WFNORBRTEH, 77 LI T 2 MIERT A BEFRIEITERD b ho
727o L2>L, MRHD ® 23 #2282 E 20 mgkg/H) TiL, BREIELLOHMAFERD
bz, £72. 20 mgkg/ H LA EDOMETITRIRE, HET. WE ok OHEE ORERE LI &2
ETERAERNED SN, 728, MRHD OF 1.3 52495 & (10 mgkg/H) TITEEILR
VRSV AWAS TSN

~ D XDHAEFTR NHAEBEDTEE -~ T A % AW AR R O AEBR AT ERBRIC BT, R
6 HE2O&F20 HE (21 A BHER) T, MRt~ 2L, 77LIT7 A 10, 80 X%
300 mg/kg/ B 2 5-L7=, MRHD @ 4.0 {524 RIZAEY 3% & (AUC ~X— A T 80 mg/kg/ H UL =IZHH
M) T, HEE, AFREIMET R OMRHAERMAE RS b7z, MRHD @ 1.3 512435 & (10
mg/kg/H) TIXAFEERITRD bR -7, MRHD ® 75 CTOHE (AUC ~<—Z T 300
mg/kg/ HITHY) Tl (FOHKRITE, 178), FHEES). RERe /) R OVERTGE ) ORRER IS %
RRT 5 XD RFT RIS b o T,

8.3 ZiF

OTEZLA 3= DIRFW DO N ORFHA~DOBITOREIIAHATHS, LonL, v U7 ATIE, #FHLF
DEEANLT LI T A MBRBREHINTND, £< OIAITE NORFA~OBITHRMHILTWND Z
EMB. OTEZLA %A 57 2 BITFEEMET 5 Z &,

8.4 /NR~DERE

18 mEAi D /N BRE T D OTEZLA D222 K O I DWW TIEMENL S U TUVDR D,

8.5 EE ~D#E-

PsA-1. PsA-2 } TN PsA-3 iREBRIZHLA AU 5 7= §eEMERAE 28 1493 Bl 95 B, 75 kLA b 19 il & & e
146 I3 65 LA T o712, 2D DOEKRBR TIL, 65 Ll Lo EEE & 65 kAl D EFA D
M7 7 7 A I L TEITED Lo T2,

2 oD 7T AR EEER (PSOR 1 2 TN PSOR 2 #kER) (ZHAAIN BV EE 1257 0 5 B, 75
L B9 &2 Te 108 BN 65 kb ETHo7T-, O DR TlX., 65 Ll Lo E S & 65k
R DOEERN DL EVET v 7 7 A4 MZIIE L TEILERD SN o 72,
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8.6 BIERERE

IR (Cockeroft-Gault A2 LD 7 VT F=0 7 U T T AN 15720 60~89 mL) XIFTH 2R
(Cockeroft-Gault 2 k57 L7 F =07 UT T AN 155720 30~59mL) OB RS BE
(231 F D OTEZLA OIEMENREIZEH M2 STV Ry, EEOBEREREERE (Cockeroft-Gault 2
LB VT F=2 2 VT T AN 1455720 30mL Kii5) Tl, OTEZLA Ol &% 30mg1 H 1
Bl GICET D 2 & [HL - HiE 2.2) ROEKERE (12.3) /],

8.7 ITHRERE

H4E % (Child Pugh B) K OVEJE (Child Pugh C) OIFHEREREERFICBIT 27 7L I 7 2 FO3EY
BREIIA SN SN TR Y, IFEEEE CIIHERBIILER WV,

10 BERE

WERG LEBICE, BETEPHICERIEELRD L 2L, b L, BERGPES BEITI,
SHERIE R ORI L R AT L2 &,

11 MR

OTEZLA SEDANRIET T VI T AN THD, 7T VITAMIKRAKRYTZXT 77— 4 (PDE4)
[HEHTH D, 77T A MIMEFERIZ, N-[2-[(1S)-1-(3-ethoxy-4-methoxyphenyl)-2-
(methylsulfonyl)ethyl]-2,3-dihydro-1,3-dioxo-1H-isoindol-4-ylJacetamide & L CHIH AL T\ 5, 47 1-iE
CyHyN,O5S, 7 &L 460.5 TH 5,

RS
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OTEZLA $2121%, #O&5HIZ 10, 20 XN 30mg DG ENHE SN TS, KEEANITERIY &
LCTY7FLITZAMBEENRTEY, £o, UFTORIMIREEN TS @ FbE— K, #idbmt
IVR—A JRAFNAB=AFT N L ATT VU~ 72T A K E= AT ba—),
TEMbF L, BV ZF LY 3=, ZAY . Rk EERRsk (20 %030 mg D)
KO BRAREEE B0mg DA) |

12 FEpREKH

121  {EFF

T LI T A M. cAMP IZEFRA 2R AR Y T AT T —F 4 (PDE4) ZHET A4S 0RO
PDE4 [HE¥KCdh 5, PDE4 HEEHIZ L D MIEN cAMP RIS, 771V IT7 R MK D
JiE B 2 R R OV FB 3 |k T~ D IR R OE RSP IZ DWW Tl BRI IEAER] S TunZany,

123  EKpyshie
BRI
BOBGR, 77072 ML, 9258l (FRME) () CTHREMGFERE (Chw) KEEL. %

DRI NSNA AT XA Z VT 4138 LF 3% TH 5, 77V‘§xk®&Wiﬁ$®%@ ZF
fcib\o

AN

N
=t

TFLITAMDOE MIBEEAEMAERITK 68%TH D, ANTONMERE (Vd) OFHEIL87L
Tbh b,

ARG

b MIBIT DR BeH-EE, IREER P CIIRZLIRD 45% 2 H O TR, IRWT O-i A F /T 7L
RTA MDY v= R IRTH L NEHEREHY M12 23 39% %2 5D T 5, b b TIRRFEITAH
SAu, MAER R OEME CRR 23 ORI NFHESINTND, TF LI TANIF 7l
(CYP) M bAEticHe< 77 a s RO CYP LA O IR SIS L 0 RE S5, in vitro T,
TV T A RDCYPRHHITTIZ CYP3A4 2L 5 H DT, CYPIA2 T CYP2A6 DEAH 1T 700,

HEiHE

fEFEWRERE CTlX, 7L I T A MOMEEZ VT 7 0 A3 10 LI TH 0 . KRR IS5
6~9HFMTIH 5, HEVEERK L-7 7L I T 2 hoOfRKROEG%, R OEFE DI 5 HERE
WERT, ZNENEBLE 58%MTN39% T, REMKT 7L I T A ME LTORPEERIL, JRTEOHE
BT, TNENEBILZI%NE N T%TH D,

el 2R 4R
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HFFERENEZF : T N O EE ORTFEREREEIC L 27 7L X 7 A S OFWERBIZXTT 2830,

EREREIEZ - 77 LT A b 30 mg & HilalR G SV EE OB RER EWERE S HTlX, 7L
F A D AUC KO Coax 1Ly EILEIUHT 88% M DN 2% BEIN U T [FEGI R LE[T~DES (8.6) J TN
e A (2.2) B

%%:YfVi?xLymg%E%m&ﬁéhta%ﬁA&@ﬁW@%ﬁ%ﬁ IBWT, ElmyER
H(65~857%) ICRBRITAHAT I LI T A FOREBEEIL, BHEMERE (18~55m) 2T, AUC T
ﬁ@m%\qu6%&\%n%nmﬂot[#@&%@A@&#i@ﬂfﬁ@o

PRI - GEEER B A kS & 9 B BN ERER Tl. I BT ABREEIT B MERERE TN T 31%
<, F72, Coax DR 8% 0 T2,

NFER OV - PIE R OV H AR N BB g 12 T677V‘?XF®%%ﬁ =N =35
BHgBRE L HELLTWD, F-, T 7L I T A NORERIT, b A= FHEA. FEE A=
I FZAANKRRT 7Y HZRT AV I ANDOBTRIFEETH D,

HEW AR

invitro 7> —% : 771 3 F A ME, CYPIA2, CYP2A6, CYP2B6, CYP2C8, CYP2C9, CYP2CI19,
CYP2D6. CYP2El KU CYP3A4 Z[H5EH4*, CYP1A2, CYP2B6. CYP2C9. CYP2C19 KT}
CYP3A4 Z3FE L7, 7L I T A MIPHEEAYE (P-gp) ORXETHLINMEFET, AT =
Fo v F o AR—42— (OAT) 1 X NOAT3, AL T4 F 7 AKR—4%— (OCT) 2. AT =
F LR Y XTF B (OATP) 1Bl KT OATPIB3 72 5 NI L HPIME A (BCRP) DOAE T
72 <L BES Lz,

CYP3A4 DIE (mF =LA T IVF— LR VT AF A — NEARDBEHTSRE) . CYP3A KX
P-gp [HEHI (7 b=t —u) | CYP450 58X (V77 vy) | ZOREEMBIT L MR
ﬁ%éé%ﬂ(%%ﬁv%#~%)Kowf\77&i§x%k@£%ﬁﬁ¢ﬁ%@ﬂbto

TV T AR 30 mg ARG TIE, BARHEE, S ha Ty — b LFA P RLFY—FED
OFFCIX. FRICEMHABERITERO bivienode, —JF, CYP4SOFKEAIY 7 7 2 600 mg 1 H
1R 15 HREGTTY LI 7 A R 30mg EIRRAHZE G L2 2 A, 77 LI T A Fd AUC XY

Coax 3. TIEIN 2% KO 3% LT [BEEZR OEH LDOIEE (5.3) ROFEYHAIER (7.1)

2]

13 FEEEERFEME:
131 DBAFM, BEFEM, ZReEE
VAR DRT y MZBIFST7 7LV I 7 A NEHBERGIZEZPAFEMRBRZEmL7-, ~7 AD AUC

TR ERRHERH & (MRHD) O 8.8 fFICHHY T 5% 051 (1000 mgkg/H) KT > Fd
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MRHD D57 0.08 5 ¥ 1.1 f5E ToROF G & (L, B 20 mgke/H, M : 3 mgkg/H) T,
TV TANMILDDBAFEREZRERT D LD RATRITRD b holz,

7L I 5 A ME, Ames itEBh. b FARMIML Y > /NERD in vitro YR B iR 2 TN in vivo = 7 A /N
EaBRicBW Tt h oz,

B~ 7 2 DZIERERER TlX, AUC T MRHD OF) 3 IS 3 28 N5 & (k® S0 mgkg/H) £
TTT 7L I TR ML, HOZHREICEEL TSI eholz, i~ U AOZRERBRTIX, 771
I 7 A K10, 20, 40 X% 80 mg/kg/H A #0145 L7, MRHD ® 1.8 %L EDOHE (20 mg/kg/H LA
B) T BEREHOREIIC L0 BERPIPNER S ), ZRE TCOMBEARESE L,
20 mg/kg/ AL EOHE TR L7~ U A TIXRBIEREIRERE LM LT, 723, MRHD DK
LOEDOT7T 7LV I T A8 (10mgkg/H) TIIEITE ST-L<RBOOLNRD ST,

14 FERRRER

141  EmRrERIEA

ShaxItE, EWEAL, “EHEMR., 77 BRXRERER E U CRBRRRBRT 1 o CE Iz 30
DOFRER (PsA-1 7R, PsA-2 iR & TN PsA-3 3lR) (23T, OTEZLA D&M OV Zh kD fist &
i, FEREMMESLY v~F 3 (DMARD) [ZX5RHAE., b LIXZENLIZLDIREEZITo TV
5K%ﬂﬁb%f\%ﬁﬁ®%%ﬁ%%%(3@&L@@%%%&@3@&L@Eﬁ%%)%ﬁf
DRENEE G 1493 Bl A AN D iLTz, BRBRICIE, ZWED 72 b 6 1 A 2 #E L TV B M
FHAAINL BT, 728, PsA-3 REATII, m@<&%2an RORER EIRAEN 1 DU EHT5E %
eI H L L LT, TNFBRLERZ &AW BN X 2 aiaiEiE T e Sz (¥, INF
PR AR RGN I 2 EBE D 10% F THAANE L) o 3Bk TT 7R (n=496 ) .
UmnAmmghlﬂMM)Xism%<n4wﬁD152Eﬁm&5ﬁ RSB SN, &Y
BaaZ RO S BT AEEIc L v &G sz [Hk - HE& 21 28] &8P, AR L
P—h IMTX Q5mgiELLT) J . AT 7% 720 [SSZ Qg/RUT) 1. V7 / I K [LEF
Q0mg/H) LLF] , KHERODarFaxTaf K (L =Y 1H 10mgBL FAEY) RO/

NIXFEAT v A RHEHIRIER (NSAID) Z#HEAEFE LRWTHHT S = &iTkLto%AIme
2 LN PsA-3 SRBR I 1T D& GRE~DEI X, RX—R2 T A U HFOKST- DMARD Off F O A |2
V@RI ST, PsA-3FRBRTIL. MKT\%ﬁBMJ%HL_OwT%F%LKO%ﬁi%%%lﬂ
L 4FI8L E (K50 +8ADOI A 2HRAD b L <I3EHA8EI©H % TNF BLER] 2 FILL BT
TR U= B 1T bRI STz,

FEFHMIEE X, 16 HFIZ ACR 20 B 2B O T HRFT OFIG & Lic, 77 x5 iof
NET — #1324 £ CINEE L. BT L7, 16 O ST, i BEEIE & OWEARRBIEIE DS 20%L4 1
WE Lo IR T & e U, T B AREEOBENEIL, s TR LT OTEZLA
20mg 1 H 2B 51X 30mg1 H 2EHF%5(21: 1 O TERTHEEIMSLZ [HE - A& Q1) &
] . —. OTEZLA #5-HEgBRFT 10| e & W) OEI G- B LT, 77 BREEDOKD O
%%%% 24 AW 20 mg 1 H 2 EHEEREIT 30 mg 1 H 2 [ GHEDO W0 VRS (2 B &
e,
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KEFE R MERBEI % (62.0%) . FEXIFRIEDEIEI R (27.0%)

nTniz, FEEBIRI R ORI O RAEIL S FETh - 7o, HEBRHEIL,

(65.0%) . SSZ (9.0%) .

Z A R B DMARD (2 K 5 RiEE LB 9.0% 8 £ Cuiz,

. MTX (55.0%)

RO R R BB 121 D ERIRZI R

. EAFEHEIEBAET (DIP) Bk
(6.0%) . MIEEMEEIHIR (3.0%) KUNFELRFHER (2.1%) %5 TeififrE Az o A 23 A AL 5

1 %L DMARD

LEF (7.0%) . IBHEROD LT AT oA K
(14.0%) K ENSAID (71.0%) 253PFH STz, {45 F DMARD O L A RTEEREZ AT 5
WERE 1L 76.0% T ->7-, E£7-. EWFHIEE DMARD 12 X 2 RiBERRE 264 2 85RE 1L 22.0% T,

PsA-138BR . PsA-2 3Bk & Of PsA-3 BRBRIZ ISV T ACR 20, 50 TR 70 BRI 2380 T- W& O EIS 3
4127, 16 FEFIZ ACR 20 Bh & RO - RE OEA TREINTWD K 91T, RIS« O
o K OMERIZIHB T, 7T R = DMARD & H_T OTEZLA + DMARD 1% L Y KX i3

LTz,

# 4 : PsA-1 RBR. PsA-2 RBR K O PsA-3 RBRICBIT 5 ACR EFDBREEIS

PsA-1 RBR PsA-2 RBR PsA-3 3RBR
OTEZLA OTEZLA OTEZLA
30 mg 30 mg 30 mg
75 %R 18 2MH 102 7R 182
+ + 75 ERE + + +
DMARD DMARD DMARD DMARD DMARD DMARD
N* N=168 N=168 N=159 N=162 N=169 N=167
% 19% 38%° 19% 32%° 18% 41%"°
Alc%ﬁsﬁg? 6% 16% 5% 11% 8% 15%
% 1% 4% 1% 1% 2% 4%

aNIFIEERE D AT Sh, &5 SNIBRER

b 7T B ARBIIHT DA EZ (p<0.05)

PsA-1 #BRClX, 7R L H~TOTEZLA30mg 1 H 2[FEGIZL Y |
I IMMNWELE (GBS . PsA2 LU PsA3 RBRICBWT ., [REEREENE LN,
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1.6 AMECIIT DR ICBEE T 5 &k

=R

#5: PsA- 1 RBRIZEBIT B 16 D ACR 2V R—F Y FOR—RZRS5 4 b OEHELE

S5 R OTEZLA 30 mg
(N—168) 1 H 2l
(N*=168)

JER e iR

ETIE 166 164

NR—=AF7 A 23 23

16 MR D)2 b 2 -7
REEES BEI i %% ©

ETIE 166 164

NR—=RAF A 13 13

16 JH R D)2 b i 2 -5
B O TR ©

JiE B EL 165 159

NR—=AF7 A 61 58

16 JH R D)2 b i -6 -14
B OPBIEENE O SRR ©

JiE 5L 165 159

NR—=AF7 A 59 56

16 JH R D)2 b i -3 -10
2% Bifi D 9% FRTE B O 2R EREAM ©

JiE 5L 158 159

NR—=RAF7 A 55 56

16 JH R D)2 b i -8 -19
HAQ-DIY 2 =27

JiE B EL 165 159

NR—=RXZ7 A 1.2 1.2

16 JE R D)2 b i -0.09 -0.2
CRP ©

JE B £ 166 167

NR—2F A 1.1 0.8

16 JE R D)2 b 0.1 -0.1

N—2 T A D OFEEARIT, BT DR/ TR

a A —)L 0~78
b X —/L 0~76

cVAS=tHET Fr V7 RE ; 0=&E. 100=7/H,

d HAQ-DI={#H il B [ 2 4 FIV I REMREHE 2 ; 0= B, 3=KE ; HRE O 2L+ 5 « EFEXDL /&5
KANT D, b ERD, BFETLH. BT 5. BaMiEs. ohte, FAEOHR. HEIEEIOHER,

e CRP =CRSEH. FUEHIF 0~0.5 mg/dL

*NITEIEAE O (1T LIRS, 7ed. &alliE BRI 230 AT RE A 0L, SR RIC Lo TR S

OTEZLA #5012 X 0 . BEMEDOFRR SUIMERT ST 2% %A 9 5 R E 2B THER K O & 4 A ik
LI,
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SRR 5 2IR

PsA-1 iR ClE, EFERHIE M2 2 - irelEE e 5 (HAQ-DI) DA a7 DR—A T A )b 16
W E TOVZELET, OTEZLA30mg 1 H 2 [543, 77 ®AR LR TE Y KEREENR
Hiv7c [OTEZLA B 0244, 77 B ARH-0.086, FEMIZED 95% CI: —0.26~-0.06] , PsA-1 7R T
IZ. OTEZLA 30mg 1 H 2 [E#& 580D 16 D HAQ-DI L AR H— (R—A T A )5 0300 E
DUWE) DEIRN 8% THHT-DITK L, FTBRETIL27% Th -7-, PsA-2 3Bk & ) PsA-3 3
BRI W TH R RN S o7,

142 @

Zlaadem, BIER(E, “HER, 77 AR S LTHEM L7 2 >OMER (PSOR-1 3B KL O
PSOR-2 k) 12, 18 mLA b D HEEE ~EAE O /i B LR R 51 1257 Bl 2 /A AL H 7z [BSA
10%LA . sPGA 3 DL b (WPAEEESUTE) | PASI A7 12 LA b, SERRE T &5k O E
ISR HHBE] , Bl REKOCERESIENMO /T2 vFaxrTaes FROJAEME L, £
7o, BEEHIRER A 1T, 2 — A F — T U= RO AT Y TV EREE BRI A BEERN 2 LA
A3z &br L s,

PSOR-1 7Bk (213 844 ], PSOR-2 iRERITIX 413 BHlOHERE DA AN BTz, WRBRTIX, #rE
Z2:10OHHETOTEZLA30mg 1 H 2[E T 7 7RO 16 BFE G ICBIELEIM L-, 16 HFFC
PASI-75 % JERL LT 4BRE DEIS KON 16 BEFIZ sSPGA A 7780 (HK) T 1 (FIFWHK) ZiEk
L 7= 48 E OEIS TR L7, BRBRICHLA AT S - HBRE OFERIE 18~83 i TH D . Z D H Al
IL46E CTH o Tz, N—AT A O BSA FHMHEIL 25.19% (HFIRAHE 21.0%) . ~~—AF A > D PASI
A a7 EEENE 19.07 (FRAE 16.80)  _X—AT A D sPGA A= 7 3 (HEE) KN4 (HE) O
FHEIX, ZEN 70.0%K% T 29.8% Th o7z, BEAF ORI HRIEDHTERIE K OVEY) FHIRIFRE D
AVEEEDEI ST, TNFN 3T% KR 30% ThH o7, HRE DI L ZF 30%05 HERE D RIEREE )
HUY | FT SA%NEET O EIER O ATAEMFRAIEIEC X DaiaEBERH -T2, BXE
173 OWERF AR L, B FORF L, A FrAREO T b= TW o 7o, #RE
D 18%MELHEMEBIFI & DBEEE 24 L T,

JEEA R T BT AR R
PASI-75 ZZ5 e OVsPGA 23 0 (T528) XUE 1 (IRIETEK) ZER LT-BRE 0EI& 23 6 1R T,
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1.6 AMENCEH T DM RRILAEICEE T 5 &k T — RS
# 6 : PSOR-1 3B & O PSOR-2 BRBRIZ BT 5 16 @ OGRS R
PSOR-1 B PSOR-2 B
F5 R OTEZLA F SR OTEZLA
30 mg BID 30 mg BID

N* N=282 N=562 N=137 N=274
PASI”-75. n (%) 15 (5.3) 186 (33.1) 8 (5.8) 79 (28.8)
sPGAc 28 0 (JHZK) Xix1 11(3.9) 122 (21.7) 6 (4.4) 56 (20.4)
(IZIFER) . n(%)

aNTEEAFI VT Sh, BEINEEK
b PASI= HZHiF O i fE M OVEE BE FEHL
¢ SPGA = i A S A

AR BN G5 T IR, 32 BRI 7 T AR ICHE LS S - BRE 128\ T, PASI-75
FNER E COMMOFEAEIT 51 HTH - 7=,

16 B/ RHER U HFV EOER

OTEZLA ZIRDEGEEDZ A YEY FRIO T 4 v ha— MENRH D - FiEIC TAPR] . b9 —HIZ
Mo LAHISNTWD 10mg DB 7 BDFER, RifElZ TAPR) . &9 —HIT 120 LAHIEN
TV 2 20 mg DAEEAOEEHR]. FEIC TAPR] . &9 —HIZ 130) LAFISNTND 30 mg DN—Y
= B DEEA,

BERIIE. FRiod BN OVaIEEE T B,

‘IR EROEE NDC =2— K
60 BEA 1 7y 30 mg 59572-631-06
QHEBID AL —H —I3v 7 138EAND 7 A X —aidk 59572-630-27

WiRIZ 10 mg &€ (4) . 20 mg &E (4) . 30 mg HE
(5) . 30mg#E (14)

28EAD — 30mg#E (14) 2&T30mg 7Y AX—H— K24 | 59572-631-28

28 HID A Z— K —3w 7 138EAD 7Y A HZ—padk] 59572-632-55
WaRiX 10 mg 8 (4) . 20 mg & (4) . 30 mg &&
(5) . 30mgE (42)

BRE RO D EoER
BEANIT 30°C (86°F) it CIRET 5,

17 BED TR I ER

. 50%
5 OPF MY T B AE XX B RIT A DB A2 A9 5 B2 OTEZLA ¥ 54 254, 4J7
FiXHonrUOINODEREICEITS OTEZLAFHEED Y 27 L XX T v MIOWTHEEICH
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ATzl BE. MEEROFEEICH L, 9O, Eﬁ‘s’%ﬁ)ﬁﬂ ILE DMDK G DEALDFEEL
iﬁ:'ﬂj \_OI/\T/JT‘EE'%tL %@J: 9 f@%'ftb)mu&)gnﬁ_ i THéI@[:}?TIE% % \—‘ﬁ'f(%

THEOBETEHZ L, TOLIRFERNRB LY @ﬁ%i OTEZLA # 5-fikfge o> U A

JERRT 4w MIOWTCHEEIZHMET 2 & [# &U\/fﬁ?i@/fﬁ (5.1) =H]

o KERED

EWMICRELZE =X ) 795 2 L, JRIRARHSUIEERINIEH S 23R B 23580 iz
2iE. REFIZOWTEME L. OTEZLA O 5H ik 2 atd 5 2 b [ B4R ONEH o
JEE (5.2) 2]

o HYHEEH
72T b7 a A PASO R ER] (V77 B, 7I//\‘/vt‘§7—/v HNANRTEE L, 7
= kAR Y) L OTEZLA OPFRITHESE U ipuy [ ZE R OMEH ForiE (5.3) . FEWiaa

TEH] (7.1) ROEFERFERE (12.3) 2]
o BAITOTEZLA G EBVIRMT 2 Lo rT52 L,
o BHIZOTEZLA IFEFOFEIIHOOLTMRML TIWEIETHZ L,
o BETEERENENTZY  FloT2 D BATZY LBRWE D ICHET D2 &,
o HZIT OTEZLA BIEDEIWEMICOWTCHIE T2 2 & [FIEH (6.1) 2]

gt LY —
Summit, NJ 07901

OTEZLA®(T B/ ¥ — U ALDOBERGHETH D,
FFRFIE R http://www.celgene.com/therapies

© 2014 Celgene Corporation, All Rights Reserved.

APRPIL.004 12/14
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1.2, BRAN S S EEE oD JF S &% OYFIER
RN B AE . (EU Summary of Product Characteristics) D J5SC K OV OFIER % LL FIZRT,
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ANNEX 1

SUMMARY OF PRODUCT CHARACTERISTICS
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¥ This 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.
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4. CLINICAL PARTICULARS

4.1 Therapeutic indications

Psoriatic arthritis

Otezla, alone or in combination with Disease Modifying Antirheumatic Drugs (DMARDs), 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 Otezla 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

Day6 &
Day 1 Day 2 Day 3 Day 4 Day 5 thereafter
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

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).
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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 Otezla 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.

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

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.
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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 saliycyilic 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).
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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 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 111 studies in PSOR (n=1184) (highest frequency from
either data pool is represented in Table 2).
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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 phase III psoriatic arthritis (PsA) and/or psoriasis
(PSOR) clinical studies
System Organ Class Frequency Adverse reaction
Infections and infestations Common Bronchitis
Upper respiratory tract infection
Nasopharyngitis*
Immune system disorders Uncommon Hypersensitivity
Metabolism and nutrition Common Decreased appetite*
disorders
Psychiatric disorders Common Insomnia
Nervous system disorders Common Migraine*
Tension headache*
Headache*
Respiratory, thoracic, and Common Cough
mediastinal disorders
Gastrointestinal disorders Very Common Diarrhoea*
Nausea™*
Common Vomiting*
Dyspepsia
Frequent bowel movements
Upper abdominal pain *
Gastroesophageal reflux disease
Skin and subcutaneous tissue Uncommon Rash
disorders
Musculoskeletal and connective Common Back pain*
tissue disorders
General disorders and Common Fatigue
administrative site conditions
Investigations Uncommon Weight decrease

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

Description of selected adverse reactions

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.
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Depression

During the placebo-controlled period of the phase III clinical trials PSOR, 1.2% (14/1184) of patients treated
with apremilast reported depression compared to 0.5% (2/418) treated with placebo. None of these reports of
depression was serious or led to study discontinuation.

Special populations

Elderly patients

No overall differences were observed in the safety profile of elderly patients > 65 years of age and younger
adult patients < 65 years of age in the clinical studies.

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 national reporting system listed in Appendix V.

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: L04AA32

Mechanism of action

Apremilast, an oral small-molecule inhibitor of phosphodiesterase 4 (PDE4), works intracellularly to
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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.

Pharmacodynamics 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-1B, 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
DMARDs, 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-exisitng 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.
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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).

Proportion of patients with ACR responses in studies PALACE 1, PALACE 2 and

Table 3.
PALACE 3 and pooled studies at Week 16
PALACE 1 PALACE 2 PALACE 3 POOLED
Placebo | Apremilast | Placebo | Apremilast | 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 20°
Week 16 19.0% 38.1%%* 18.9% 32.1%* 18.3% 40.7%** 18.8% 37.0%%*
ACR 50
Week 16 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

a N is the number of patients as randomized and treated.
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Figure 1 Proportion of ACR 20/50/70 responders through Week 52 in the pooled analysis of studies
PALACE 1, PALACE 2 and PALACE 3 (NRI¥)
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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 == == == ACRS50 #=s=ssssssss ACR70

* NRI: None responder imputation. Subjects who discontinuted 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.
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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.

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.
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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.

Table 4. Clinical response at week 16 in studies ESTEEM 1 and ESTEEM 2 (FAS *, LOCFb)

ESTEEM 1 ESTEEM 2

Placebo 30 mg BID APR* Placebo 30 mg BID APR*
N 282 562 137 274
PASI°d75, 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' -7.3 -31.5 -12.2 -335
(mm), mean+ SD + 27.08 + 3243 + 30.94 +35.46
Change in DLQIE, -2.1 -6.6 2.8 -6.7
mean+ SD + 5.69 * 6.66 + 722 + 6.95
Change in SF-36 MCS b -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.
a FAS = Full Analysis Set

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

e BSA = Body Surface Area

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

randomized to APR 30 BID at Week 32 to Week 52

Persistence of effect among subjects randomized to APR 30 BID at Week 0 and re-

ESTEEM 1 ESTEEM 2
Time Point Patients who achieved Patients who achieved
PASI-75 at Week 32 PASI-50 at Week 32

. Week 16 -77.7 £20.30 -69.7+£24.23

g;::lel‘l‘lz (;:‘e’::lgfo/:‘)‘ iPSDSaI from ™330 88 £ 830 767 = 1342

i Week 52 -80.5+12.60 -74.4 4+ 18.91
. . Week 16 -8.3+6.26 -7.8+6.41
El'e‘:zies‘]‘)‘aDLQI from baseline, 7 035 89 6.68 77559
Week 52 -7.8+5.75 -7.5+6.27

Proportion of subjects with Week 16 40/48 (83.3) 21/37 (56.8)
Scalp Psoriasis PGA (ScPGA) 0 Week 32 39/48 (81.3) 27/37 (73.0)
or 1, n/N (%)b Week 52 35/48 (72.9) 20/37 (54.1)

a Includes subjects re-randomized to APR 30 BID at Week 32 with a baseline value and a post-baseline value at the evaluated

study week.

b 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.
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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.

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 CYP3A4, 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
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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 CYP3AA4.

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
OATS3, 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 Cmax 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 CLer < 30 mL/min). In 8 subjects with severe renal
impairment to whom a single dose of 30 mg apremilast was administered, the AUC and C,,, of apremilast
increased by approximately 89% and 42%, respectively.

Hepatic impairment

The pharmacokinetics of apremilast and its major metabolite M 12 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 safetypharmacology
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).
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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.
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.
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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 Ltd.

1 Longwalk Road

Stockley Park

Uxbridge

UBI11 1DB

United Kingdom

8. MARKETING AUTHORISATION NUMBER(S)
EU/1/14/981/001

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorization: 15 January 2015
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10. DATE OF REVISION OF THE TEXT

22/01/2016

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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HONIHET D Z LN TE 5, EFREFEHEIL. BERANSEDN DI TR TOEROBENRD D
NTW5, BIEROREFIEICOWTIT48THEZ BT L L,

1. ®AE4

Otezla 10mg 7 4 /L LT —T ( » JHE
Otezla20mg 7 4 /L LT —T ( » JE
Otezla30mg 7 4 )V a2 —T ( T §E

2. Mk (RORUVER)

TANEAA—T 4V TEELEERICT LI T AN 10mg =& A,
T AN T—T  UTEELEEFICT LT A R 20mg B EA,
TANDLDTA—T 4 VT TEERICT 7LV I T AM30mg 2 EA,

B OAE 2 G T 20

T AN aA—T 4 TEE L BETICHNE ST mg A EA (A K LTER) .
T AT —T 4 T EE L EETICILE 114mg 2548 (LB K E LTEH) .
T AT =T 4 T EE L EETICIHE 17Tl mg 2548 (HLBE K E LTER) .

B oOEY 2 ME 61 HEZRT L L,

3. AlE - IR

Ty bha—F o7k BEAD .

FEc TAPR) | fiEic 10 EHEISNZE 7 @TERO 10mg 7 4V bha—T 4 VT8 (K
X 8§mm) .

JmEZ TAPR) | iz 120) EHIFHISN-HBETERO 20mg 7 v bha—TF 4 76 (EX
10 mm) ,

FE TAPR) | Az 130) EHEISNT_R—V 26 TERD30mg 7 AV Lha—T 4 T
(EX12mm) .
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W5z L,

H

Otezla OHESEH EITFA 1 H 2[E 30 mg ARG THY | HE5MEITBLZ 2FHE L, BRFICHE
T HHFNELIR N, FIEERGRHZIEI TREOR VIR T AT Y a— Wit > Tl T 2 BN H D, #)
[l G REIC B 5 21T o 7212 1SR, FRRET Be bl 2 % 2 LB I 70,
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AM AM PM AM PM AM PM AM PM AM PM
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R EB VICARM SR o 125 E1E, TELRTRIRAT 2 L5 I2HnT %5, ROBRMARZNC
EWEEE, RT3 iﬂ&’ﬁﬁ’e}ﬁ‘\ ASRDIRMBFFZNZ RO RTINS X 9 12T D,

EEARRERTIE, BSBRGEZREYD 24 BLNITERRKOUBGEENE D Hivle, 24 BRICEFITIRED)
ERRO LNV E, RANCLA1RREFETDHZ &, BEOIBEDRE 2 EHIR ;nﬁﬂﬁﬁ“é:ko
52 B %A 2 5 R 1“% IZOWTCHIF A REZ T — Z 1X 72y (5.1 THBR) |
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FhatFy =7 7L T A NOMICERICEE RSBy AT N o=, T
STARMIT Fa =D XD IR CYPIAABHERIE T2 20 Tx 5,
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FEBIARNS . IR TN & 28T 5 2 & AR ATREZR I A Rh 70k 15 A L # G-
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77V T A PORRA~OERICET 57— 2 IRo AT,
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TTVUITAMIRAKET HIRGTFOHRAKRY T AT T —E 4 (phosphodiesterase 4 : PDE4) [H%E
HTHY, MENIZEH L, RIEFBBELRORIRIENEAT 4 =— 2 DXy NU—27 2T 5,
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k3 E &7z, TNF FHESE e 8 o /EW5r DMARD & OB E1L, PR LR -7, 3#BRIC
FAARIA A TE TR ORCREVERIEI R ORI, IFEZBIE KA (62.0%) | FExT Bk BIRI R
(26.9%) . DIP BAfi%k GERACFEEIMBIEIR) A (6.2%) . MIEVMERAEIR (2.7%) M OFFHER B
(predominant spondylitis)  (2.1%) T -7z,

BRI, BEAERVE (63%) UTFRR 42%) Z2ADFL T afRE NG En Tz, 2IRT
76.4%DYERE 131K 57+ DMARD DA K DIBREBENH 0 | 22.4%DHRERE 1AW ) DMARD D4
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WIEDN 8> o7z, EWFH) DMARD O 5% 5215 7212 6 23030 & TR IR DN 22 03 o To iR 13X 7.8%
ThoTe, FEREfROBRENHO PRI SFETH T,

RERT A ANTESN T, G 16 I 50 BT & ONERBISIERIZ 20%LL EDUEM 7 5 AL 72\ R
FHEIEFDHNE LTz, 77 B RBEEREOIERDHIT, EMFTT 7 LT A b 20 mg X% 30 mg D
1 H2[EHEGOWTIMNIZ 1:1 O TEESIZEID T 6T, #5241, B O7 78R
HROWERE HTXT, 77 LI F A b 20 X% 30 mg BID £ 5O W FunicBiT S w72,

FEFHMEE H (X, #5 16 12 American College of Rheumatology (ACR) 20 |23 L 7= #E OEFIE T
Hol,

TV T A MRERETIE, ACR20 FEVECTRIM L 7= B2t BAET 28 o e - JERIZHB W T, 5 16
W7 R R THEREER AN, T7VITAR30mgx 1 H2EHEELIEEEZD
516 BIZ31F % ACR 20/50/70 S RO WERE OEIE (PALACE 138k, PALACE 2 35 & 8
PALACE 3 iR 7— % | W NZ 26D 3RBROIET —Z BT 22850%) 2R3 1nT, &G
24 E T, ACR 20/50/70 BRI IMER Shuiz,

PALACE 1 3&5%, PALACE 2 #&B% M () PALACE 3 B, WONCZ OPEAHERCIL. BIGERICT 7L
I T A N30mg 1 H 2 REHICIIELIZE D AT 7295038 O ACR 20/50/70 eERIT, #5 52 E T
MeFrSha Z Edvranz (K1)

#3 PALACE 138, PALACE 23 BR&% ' PALACE 3 B, W ICHFEEFNCRIT 5 ACRS®E
R (&5 16148)
PALACE 1 & PALACE 2 & PALACE 3 &5 PEE4EE!
7R 773 AN 773 78R 773 A VAR
7 A b Z A | Z Ak 7 Ak
+/- 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
N N=168 N=162 N=167 N=497
ACR 20°
45 168 19.0% 38.1%** 18.9% 32.1%* 18.3% 40.7%** 18.8% 37.0%**
ACR 50
45 168 6.0% 16.1%* 5.0% 10.5% 8.3% 15.0% 6.5% 13.9%**
ACR 70
45 168 1.2% 4.2% 0.6% 1.2% 2.4% 3.6% 1.4% 3.0%

* T FVUITABMvs. TR p=001

T FUITARvs. 7T EAR p=0.001
D AR AETT R OGP T BE

a filE (N)
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X1 PALACE 1388, PALACE 2REBE U PALACE 3 RBOSAEHICBITARE 2HETO
ACR 20/50/70 8¢#3R (NRI*)

50

J
T

Response Rate +/- SE (%)
—w
(=]

10 - coboce
- 4 .......... ’ “eRoes ’
...... e
0
L) L} L} L) L)
0 16 24 4 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 ACR20 == == == ACR5Q0 ======n=== ACR70

*NRI : (None responder imputation) FEZEZNFDOEE : FEMAFRERANCPIE L-#EBE,. RUOTHER SICEEBRELARICHETE
DtmaT— 2 RRh o o EEBRE L, FEHF L LTEE

BRIGRFIZT 7L I T A h30mg 1 A 2 B GICEESICEIV T oz 4976055, &5 528F
TEREMHGE SN TW=EBEIX 3756 (75%) ThoT-. ZOEMICBIT 5% 5 521E? ACR 20/50/70
WERITZNEN., 57%. 25%K N 11%ThHh o7,

77U I5 A MEEBICRD bR IL,. MTX 72 £ D DMARD %2 0f/ L7-#R5E L 6FH L h
S T-HHRAE & ORI CRIRE TH -7, DMARD XUIAEWERRIFNC X HIRREN S HHEBRE 2B
585 16D ACR20%MFERITX, T VITRAMERELIEERE T 7 RAREHEBRELV LE
N,

DIP BAffize GEMIEEIFBIEI%R) %2 & LrERfMR ORE DM D ACR WFERIIFHFRTH o7, i
BAEBIEIR R OV HRBER R OBFEIIDEDID, BEODH HFHmITTE 2h ol

PALACE 1 #8%, PALACE 2 3B} (' PALACE 3 3B Ti¥. Disease Activity Scale (DAS) 28-C i

P& 237 (CRP) A =27 B ORCEEME B2 20 ¥ E EHEGET IR (modified Psoriatic arthritis response
criteria) (2D BRHRT, BE 16 BIZT VI TR MEETT 72 RFEEICHRITEY b RER
gENBO LN (FhEh, 4B LEOpfE : p =0.0004, pfE = 0.0017) , ZhbOKFETRS
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24 B ¥ CTHEFEF S -, BREBRBHIEIRFIZEI VT o7 7L I T 2 MNEENG SN -BE Tid, &
45.52 3 F T DAS28 (CRP) A =7 M Ozt BAHT 28 20h B i L vE 1 Z 1 D e ns e L7,

B 16 R OV 24 312, FeEMEBIEI R O RIS EMEIC BT &5 (HEARBIEI SR, A% /= mEa
B BERLOWEMEEH R L) 2B 28680 E, W NS HEREO K FRERIZ I T D UGEN RN T 7
LT A MNEHBETRO LN, BEBRBARHCE D 1T b7 7L 2 7 A MRS kR S - #
HT, BE R2BEETINSOUEN LT,

B REERE K& OB aE QOL (E{E DB

PALACE 1 #5%. PALACE 2 i & O PALACE 3 BRI N2 Z 0 B DA T TliE, &5 16 BT
T I TR MNEERFEOHKEREIC, ST ERICHRTHE I E B R UGEN R SN [fEEE
MR R 2 4 N - B RERE R 5 (HAQ-DI) D_— 2 5 A )b D2 A AV TEH] . HAQ-DI A
a7 OUEITEE 24 £ THEiE LT,

BRGARFICT 7LV 7 2 F30mg 1 B 2 [EEGITEEERIZEI D 1 b2 BF OG- 52 D HAQ-
DI A a7 DR_R—ZF A b0 kX, PALACE 1 3Bk, PALACE 2 #5k & O PALACE 3 B D JE
&GO ClX, —0333 TH -7,

PALACE 1 i, PALACE 2Bt &% O' PALACE 3 BBR ClE, &5 16 BEK V24 HDOT7 7L I F A b
B 5H5RE OEFERSE QOL 1, 7' 7 B RGN THERUEN /R S L7- [Short Form Health
Survey version 2 (SF-36v2) H{RRERE R A A > KOMEMEZRBEE ORI E  (Functional
Assessment of Chronic Ilness Therapy - Fatigue : FACIT-fatigue) A 27 D X—2Z F A b D2 L%
WCEHI] o FRERBRAARFICIEE R 2BV (H1F 727 7V 2 T X Nk S - gBRE Tl R
BHE K O FACIT-fatigue (235 1) 2 e 2 ¢ 5- 52 3 & THife L 7=,

PLWE

2ODEMiR LR T o F ML EHEMR T T B AR B (ESTEEM 1 i8R X% O ESTEEM 2 iABR) %
FEhiL, 77V I T A MOREMEROENEZ N U7z, EAE~ BE O 7 B T RS
[{KRFHEFE (BSA) ] = 10%. Psoriasis Area and Severity Index (PASI) A= 7 = 12, FFRYEAT MK
#FAM  (static Physician Global Assessment : sSPGA) = 3 (FFEEEIEE) Th Y, HEEIIEY
FEDBMTh 2B %, 2BRE T 1,257 filgek L7,

2O0RBRIL, 5 32BE TREORBRT A > CHEME L7z, WMRARTIE, 77117 Ak 30mg
1 B 2E#HEG L7 7R G220 1 O TEERICEN O 41T T e lFE s L (77 'R - R
HH) . #BE 16~ IX, TRTORFICT LI T AM30mgl BH2E#%S Lz (ke s

H) o REHR IR (35 32~52 ) TiX, BGERFICT 7L X 7 A MREIZEID T ST giiR
FHD 5B PASI A 2 T2 75%LL LD (PASI-75) 125 L7-#& (ESTEEM 1#&8%) i PASI A

a7 50%LL Eod (PASI-50) 1T L2 E4 (ESTEEM 2 #lR) %, #4532 WIZ 77 BRI
7 7L A bk 30 mg BID &5 DOWF NI EAIZHET Lic, ZOHE T7 7 2R & 5I12E5D
(T B4R E T, PASI-75 G #EFF CX 7o 72354 (ESTEEM 1 3i&lR) XUT#5 32 o~
— AT A NBHD 50%0 PASI i E A HEFF T 2o 72 85E (ESTEEM 2 iBR) 1X. O\ 7L
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A b 30 mg BID #5- 217> 72, #4532 & TITHIE D PASI RIS DAL D To R K OB A

WA S 77 B R GACEN 0 A o ik, R S2BETHILCT LI TR M EHRE L, 1B

HOFIWATa A REDOEH, WiE, BES~OREEH, 23— Z — vy o7 —0% U FLERIA

FRSAIOM R, £2RBRPMAz@EL T L Lz, 52, &5 32 BOFS T, PASI-75 K&
(ESTEEM 1 #BR) X% PASI-50 )i (ESTEEM 2 ikBR) MG SN o -G Tld, 7713

7 A N 30 mg BID #5121 2. C, JRAT 72 SeliiE L OV I REIE O Z T & Lz,

MERER D FEEMIE H 1%, #5516 I PASI-75 10 LB E OEIS Th o7, FRRIREHnE H
X, &5 16 12 SPGA A2 7 M clear (0) X almost clear (1) (23 L7-#ERE OEIETH -7,

NR—=2 T A VD PASI A 27 OFHEIX 19.07 (FHRAE 16.80) THY, X—RA T A L TsPGA A=
7 533 (moderate) M4 (severe) Tdb D HERF DEIGITEINEIL 70.0% K% N 29.8% TX—R T A
RO AL (BSA) O FHMEIL 25.19% (FFHAE 21.0%) Tho7o, #fFx LT, a2k
BEE 30%0NE E NI EHHIEE 2T, S4%DMEHER) 7o 2RI K O ST EW FRRE &2 %0 T

7= (GBEEG % GTe) . BEF O EIEC X DIRERO H 2 HRE 1L 37%., EMFHIERO &
HHEERE L 30% Th o 70, BEE 13 OPERE X, eARE, BFORRIE T EYFHREED

TRER 72 Do 7o, GRET 18% DB I REfEME BIFI 2k DBEEIE 2 L T\ iz,

PASI-50, -75 M O8-90 S35 S - gERE . WONZ sPGA A 27 73 clear (0) XiZ almost clear (1)
ThHWHRE DEIE 2 41T, 5 16 IC PASI-T5 KSR TREND EBY, 7L IT A B
B 5 ClE, PEE~BEAEO RE AR 7 T BRI R THERUEN A B Tz, sPGA, PASI-50
e ONPASI-90 SUGIZ FE D Rl L D BRRASE S . &5 16 MIZRD biLlc, £72, £ 9, IR
B BERRA 7 P OEREIR X O'QOLTEA T, 77 LI T A MZLDIEEEIREINT,
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1.6 AMEICE T 2 AREICEET 2 &R TV — RS
#*4  ESTEEM 1 3RBR ) O ESTEEM 2 HBRIZ BT 55 16 BOEEKRIE (FAS'. LOCF)
ESTEEM 1 35 ESTEEM 2 3B
7R TFVIFRX b 7R TFVIFRX b
30 mg BID* 30 mg BID*
e 282 562 137 274
PASI:75,n(96) 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)
BSA® £t (%) -6.9 -47.8 -6.1 -48.4
)+ SD + 38.95 + 38.48 + 47.57 + 40.78
Z 9 £ VAS 2 {K(mm) -7.3 -31.5 -122 -33.5
SEH+ SD + 27.08 +32.43 + 30.94 +35.46
DLQIEZ AL, -2.1 -6.6 2.8 6.7
SEH+ SD + 5.69 + 6.66 + 7.22 + 6.95
SF-36 MCS "%{k -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 }2 (} SF-36 MCS (L &< (L p=

0.0042 % p=0.0078) ]

a FAS = Full Analysis Set, & Xf#HTx44EH]
b LOCF = Last Observation Carried forward
¢ PASI = Psoriasis Area and Severity Index

d sPGA = Y= Rl &A% T

¢ BSA = Body Surface Area, R HfE
f VAS = Visual Analog Scale ; 0 =#x &,

100 =

g DLQI = Dermatology Life Quality Index ; 0 = . 30 = & &
h SF-36 MCS = Medical Outcome Study Short Form 36-Item Health Survey, Mental Component Summary, SF-36 #5115

S

TV T A NDOBEERIREIZ, XR—=AT A DO ANOFHEORN—R T A ORRIE B (R

Frfoe 1] K O R fieet B i 7%

DOBEERE) |

X DB DRI IC BT HRO b, £o, TV

I T A L ORRRNRIL, WCRERHEE O & O £ ORHAR~ O SOG R TH 5 Z L AVR

STz, TNTOREEFP

bfx_ D H%ﬂir@}imi‘b)mu &) Eﬂto

TV T A MIKT AN TESL)HTH Y, HE 2 ETICT 7 BRI THEICKE 7o fit
O « SEIR (PASL, FJEARRER TR, LOZ D) OWENRA LI, LT, PASI SUGNE#E
HGleHETCIZELN, &5 32 F TRk L7,

WIRRER T, 5 32381

LT 72T A MIEELIZHEMT SNTHBREDOR—2F 4 b D

PASI e (%) 13, BEAEREIT I MREZEORGHZE L TREL Tz (K5 ,
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x5 REOHEZTFIVIZTRAPM30mgl H 2EEEGICEEREMTEN, £5328I1230mg1 A
2 [E 5 ICEEI T Sh 7 RE TR 85 52 B E TORROFGME

ESTEEM 1 2B ESTEEM 2 3B
[iS20] #5323 HIZ PASI-751C | #5- 32 381T PASI-50 (Z
ELBE ELBE
. = | 516 1 -77.7 £20.30 -69.7 +£24.23
;E%X;g(;?;zf PASI 2 Beh- 321 88 +8.30 -76.7 +13.42
T 52 2805 + 12.60 744+ 1891
. - B 5168 -8.3+6.26 7.8 £6.41
N_é74 ‘/72)60) bLQt % #5320 -8.9 % 6.68 7.7+5.92
ft. ¥RSD #5521 7.8+5.75 75+627
FRRZ E8E PGA (ScPGA)Z 217 | #5164 40/48 (83.3) 21/37 (56.8)
0 £7213% 1 OHERE DEIE e b 323 39/48 (81.3) 27/37 (73.0)
/N (%)" e 5231 35/48 (72.9) 20/37 (54.1)

a XMBIE, FH3R2BICT 7T A b 30mgl B 2 [\ GICEEBICHET SNHRE T, X—A 7 A LN
— AT A %O L ZE I O & B PR,

b NI, N—RTA UIFICHEEL FOBEEEREZA LG 287 7L I T A F30mgl B 2B SICEESIC
BRI SN RE S, T — & ORWRE 1T, JERHI L L'Cﬁuﬁ

ESTEEM 1 i&BRClE, &5 R2MIZT 7L I T A MNIEELICHEIN SR 0B L2 61% T
. 52 1T PASI-75 FUS35 %WZO PASI-75 L EDO UGG B AL, 5 32 38 O HEAE A B T fifkr T
7T R GICEEL CE BT SN Tl 11.7% TR G- 52 812 PASI-TS UG FERD B
7o 7T B RICEAEL CHEIR T SN HEBRE S PASI-TS 2 MR C& 72 < 72 % F TOHM o g
%, 5.0 ThHoT,

ESTEEM 2 i B Ci, #5327 7L I 7 A MIEAEAICHEIN S - aBRE Dk L% 80. 3%
¥ 5. 52 3812 PASI-50 S35 wmo PASI-50 PL ED IS F B, #6532 BIZ 7 7 B ARG
VEZ RIS S TR TlE. 24.2% TG 52 112 PASI-50 [OGHF8O B vz, 5 32 Fﬂf@
PASI A7 D 50%MEZHEFFCE L D ETOHMOTRAEIX, 124 TH -7,

B 32 OWRFEF ILFHE T 7L 2 7 A ML SN ho T BRE OB X Z 70% (ESTEEM 1
B M1 65.6% (ESTEEM2iBR) Tix, 77V 7 A MREZHB L72#%IC, HUPASI-75

(ESTEEM 1 ##%) PASI-50 (ESTEEM 2 iklR) [ISDfFHivlz, BTk~ T 2.6~22.1
WTHoT-,

ESTEEM 1 B2 Tl E&t%’ﬁﬁ%ﬂ%ﬁ W27 7T A MTIEEAIZE D 1T b g o b 32 i
PASI-75 1T )& Lfoﬁ75>o AT, &5 32~52 | )%P)ff?/ﬁ&@/ﬂ X UVB JERREE DO % 7T
&L, ﬁﬁﬁﬁﬁbm‘_%%@ 12%TliX, 77V 7R R ERPIHFELD/ XITEHRIEOOFHIC
X v #5 52 8I2 PASI-75 IS L=,

ESTEEM 1 3B L ONESTEEM 2 RERTlE., 7L I T A NEE T I BARELHIZHAT, #5161
WZINEEDO R B UGENRB O DL (ENE p<0.0001 XU p=0.0052) [RX—ZTA 6D
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Nail Psoriasis Severity Index (NAPSI) @$ﬂ/ﬂh$ (%) OWAHOTHHm] , ML TT LI T AL
VG20 QR E Tk, B85 32 IS O EN & HIC3RD bz,

ESTEEM 1 Bk & OV ESTEEM 2 iR Clx, 77 L 2 7 X2 MEETT 7 v RFEICHT, EIEEN
R (= 3) OFKEET, &5 16 BICAEREENRD LN (MEERE HIZ p < 0.0001)
[$¢5- 16 M IZBHE w2 fit 2= Al A%ETAT - (Scalp Psor1a51s Physician’ s Global Assessment : SCPGA) 73
clear (0) X/ minimal (1) \ZEL72#BREFOFIGIZLDHE] . ZOdEE, b5 320 ~52 (T
TV TR MEEITEER ﬁﬁﬁéﬂt%%%®ikhkfﬁmbt(%ﬂ

ESTEEM 1 X O ESTEEM 2 iR Tl3, 7 7L I T A MRETT 78R LGITHAT, AFEOH
[Dermatology Life Quality Index (DLQI) K UF SF-36v2 MCS IZ & 2 HIiE] ICH B RUEDRD b
72 (3 4) , DLQI DU EIL, &5 32WICT7 7L 2T 2 MEGICEEAICHEIN S yRE o
552 METER L. (R5) . 72, ESTEEM 1 &% TiX, Work Limitations Questionnaire (WLQ-
25 12, TV TR MREBETT T ARREBFEICHNTHERIGEN G DL,

1.2. EYEIRRSE

LTS

77V T A NOWNULRLFTH RO EGREOMERI A FT7 XA T8V T 41X 73% T, fem i
IR (Copay) ([CEGET DHEM (tha) O RAEITH 2.5 B CTH 72, 77 LI T A hOIEYEHE
T2 R L, EHREREIT 1 H 10~100 mg O H E#iH T H &G 2B mA8 o bz, 1 H
1 FEGLEEXDT LI TARNOERITLSOTNTHY, 1 H2EEEG LTz & X T EEER RS
THBLZ 53%, FiEEE T 68%DEMRMPRD Lz, BHLEDOFRIFRGICLIDINNA AT AT

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

3>
=t

TTVUITARDE MISEX X7 L OFEERIIN 8% TH -T2, ANTONAEFE (V) D
EIZ 87L TH V. MEHN~DGARD TR ST,

(A

77U T A NI, B b, MAKGRE DAY, CYP 20 DR &N S 72 WK O 2 & e
B ORI 2R TR DR ESND 2D, —2D 7 VT 7 ARKEOLEIZ X > TE LW IERYH
FAEAER D Z 2 "TREME IR, 77V‘?XL@MMR£1£ cm&uciéﬁ CYP1A2 &
W CYP2A6 DEEEH O TMNIZIT T D, OGS Lz &z WCREERE L TR B
ﬂé TR T A MIKE MG &, &5Eﬁm%&vﬁ%@$# TIENRF R OFEE

RN S5, MHPIcH SN 5 REEREIE. B2 0-AF /LT LI T A~ (MI12) OV
Ju= NEaEIERTHDH, 771V TARMICYPIA4DIEETHD Z Lnb, CYP3A4 OIRS)72351E
FTHDV 77 o B ARG L-EE, 7L TR NOBRBEEITEL TS,
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invitro T, 77V F A MIF b7 m— LA P4SOBER ZLESUIFHEE L 72V, L= -»> T, CYPE
FORELHRABEEINTEZT 7T LITAMIEY, CYPEBERIZL VRSN HRS D7 VT Z
VA L BRER TR K S ATREME IR UV,

invitro C, 77 VI T ANIPHEZ LRI OFEETHY, PHEZ "7 1ZxF L THWHEEH 2R
9 (IC5>50uM) H DD, P-gp T DEERICEET 2 WM AMERITAE T2 E THRIND,

invitro T, 77V ITANNI, AT =F 2 F T AR—%— (0AT) 1. OAT3., AHHF A b
T AR—H— (OCT) 2. BT =4 kR ) X7 F K (OATP) 1B1 2O OATPIB3. i ONZHL
ISATPE S > 2327 (BCRP) Ik L CIEE A E T E > BEMEREZRET (Csh>10uM) | =
NHEDO 7 U AR—=F—DIETIER, LB ->T, INHD M T v AR—X—OFE I E
KTHHERET VI TANERAES L- & &, BRICEET 2 3EMRFEAER N E L 5 A6
PR,

DEHE

EFEWBRE BT 2T 7LV 7 A MOIEZ V7 Z > ZAOFEMEIFK 10 Lhr TH Y . FERMETE LY
BHNEIB L F 9 Th D, HEHER L7 FLITA MERAORE L &, RPROFEERIC
ILENZEINH 58% K DN 39% D HETREA R S 4L, RE(LIR & UCTRF R OEM PICEIL S5 &l
BeH U SR T 7LV R T A FOENEN 3% N T%TH-oT-,

i B

TV T A NI, HFEROEROREYSRE 255 s UTHBRE I L=, mimEE (65~85 k)
WZBITDHT 7V TR MREEREIZIE, FEEBRE (18~555%) 12T, £ 13%0D AUC B O
F9 6% Coax MM BT, BRI T D 75 mLA Lo E oEyEire s — 2 XRS5 T
%, AR D HEREEIILER D,

=

\

R e bR

PR S R B D B RE R R & I A B D TR (% 84 DT, 7L
T A N OEYEEEIZERO H HEDTERO LR oo, RBREE RS R K OV AR o B RE
FEENH D BFICHERSIILE N2 EREMT N TS, BEEOBEEREAEHE (eGFR <

30 mL/min/1.73 m* (% CLer < 30 mL/min) Tl&, 77 LI 5 2 oM &% 1 B 18] 30 mg |2 &S
%, HEEOBHERERESHICT 7L I T A F30mg ZH AL Lz L&, AUC LT Crp I2E T
TIE I Z 89%M DN 42%D AN I~ 57,

TP BERE

TV TANRORZEOERBW TH D MI12 OIEYEHREIL, EE IXEE OB E DB %
e, FHEREREERE ICBIT 5 HEHEI TS E R,
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1.3. ERRZ &t T — ¥

22 SRR N OV A B 57 M B T D AR ERY ZeilBRic S < &L FEIR T —# RS-
M3 2 RERI 72 G A BRI T 72, Soe it Rt O3 ErE o rfREE 2 R o BT v A
X720y 7=,

B RE K O3 A=

HeD~ 7 A% HWT-ZREE 7R BT, 77117 A 1, 10, 25 KT 50 mg/kg/ A 28 0 &5
L7c & &, HEOZIREICEREIT 2o T, HEOZIEREIZE T i KM (NOAEL : no observed
adverse effect level) 1% 50 mg/kg/H (BRREREEED 3£5) % LRS Z &R ENT,

M~ 7 ZADZ RS O « IeFREAEFMEICET 2MEERBRT, 77117 2 b 10, 20, 40 KO
80 mg/kg/ A N # G- L7- & &, BIEFABORHL LR OREE TOMMDIERD 20 mgke/H LA ED
HAETRHO LN, 2L, BB~ U ARKOIHIRRIZBIIA DR T, MOZIEREIZE
T D ERIEEHE (NOEL : no observed effect level) 14 10 mg/kg/H (FERIREZED 1.01%) ThHoT-,

& - JefrEt

i~ v 2 DZERE L OWE - IR T o a T, 771 I 7 X K 10, 20, 40 KDY

80 mg/kg/ H A #E O 5 L7= & &, 20, 40 % T 80 mg/kg/ H CTREEWM LMK OHaXT AR E BB

HONTz, TS OVEAL AR B B DD 13 20, 40 K TN 80 mg/kg/ H TR bz, M{FAE
DWW e O %A E O BALERIEIL, 40 & O 80 mg/kg/ H TR Bz, ~ U AIZEIT 25 REEM) & V%
AKX % NOEL 1% 10 mg/kg/ B (FRIRIREEED 1.31%) Th o7,

P B RWIR - IR AR T 712 F 2 1+ 20, 50, 200 08 1,000 mg/kg/ H &2 #% O#% 5L
7o & &, 50 mg/kg/H UL LD & TERGICEET 5 HAERISELE (iE) OMNAGT-, 20 mgkg/
A (BRIBEEO 14145 Tk, HARSECICH T 2 8BREBEEER RO bivzn o7,

HAE R R M AR DR AE

HAERT R N AR OFAEIZBE T 23BR T, iR~ ¥ 2R 6 A OILE 20 HETT 712
7 A K10, 80 &KUY 300 mg/kg/H Z# 05 L7z, 300 mgkg/ B T, O RENMIARE K OKEHY

IO, 1 FNSHRIREEC X 2T RNRBD Stz £72, DWBEORMAENE 2 R+ B (K8,
80 K TN 300 mg/kg/ H T 1 B3 2058 LT, A3 blis L ONHAERL OB AR T O, W NCHEHLE

1 OFAAHEREOBA D, 80 mgkg/H  (FEKEERD 4.0 500 1) LLEOHE TR b,

AEORFFGEIA], AEARIWIMIAE TRFDIER~ ¥ 25k, it~ o A%, R OMAER 7 B 2880 U728 AT
DFEIIL, T VI TAMNEIZLDREZIAONR Tz, HAERE 1 EDNICERD G
OB RT 2HET, 77V T2 MEGICHE D B EE GO AR E R OVEFRE O
) RO~ T AOFE RN CHEFOBICRHAN2WHEEDO EH) ICB#E L0 L Bbnl,
TS DL, TATHAZRSE 1 EOMICRD v, ZOMOBEAMIRIZ IR, Mk
AL ATEY, B, ZRELROTEICET LT A—=4728\2, 77V TR MG BT
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1.6 SMEICI T D FHIRDLE 2 B9 5 Bk LU — R AL

LR 0Tz, ¥ U AZEIT D RHAEME LK O FL #AUICX3 % NOEL 1% 10 mg/kg/H - (iR AUC @
1.3 f5I2HY) Th o7,

03 A SRR

~UAKRODT v hEHAWEBAUREHRBRNG, 77V A MREIZ X DB AR AR 5 AT L
RO bR oz,

BN PN s

T 7L A MOBEEEETRY, == AXRBAOEEE FARMMLY BRI K DY R R R
B2 RANEHEALROTFEE F R OIEFIE FTITo T2/ R, 77V I T A MIEAEROFRITRD S
N7ghoiz, invivo ~ 7 A/NERBRIZENOT 2000 mg/kg/ H £ TOHETT 7L I 7 A MERELEZ
L& REERREOFHERITRD N7,

Z DD ER
S mEtE . R SR ST O FTREME A R A FT RITER O b o 7=,

6. FEAIRetE

6.1. Whho—&

SEHI

Wik L — R
FLBE— K Fn
JBAFNVAB—AF EY 7N
A NG s/l SVAyUN

T 4N DT —F 4T

AU E= L7 )La—)
kT (E171)
~ 7 12—/ 3350
27

=Wkt (E172)

20 mg $EIX, ERofMicEER ek (E172) % &1,
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1.6 SMEICI T D FHIRDLE 2 B9 5 Bk LU — R AL

30 mg fElE. BRLOMICHERRLEE (E172) ROWU=@Mbek (E172) 284,

6.2. EEEE

ML

6.3. fEAHR

24 » H

6.4. BREFORERIEE S

30°C B2 DT CHRE LenZ &,

6.5. ZBEBROEELNEY

WG Ny 7 7o v ba—7 4 7 EE2TEEAD (10 mg §E 4 §E, 20 mg §E 4 §£, 30 mg &E 19 HE)
BIEY A XOFTRTNHIRE D DT TiEZRv,

6.6. BRIELFOBHIREES

ARAE ] D HHN Je DI L, S E OB > TS5 2 &,

7. BRFEAGREUSE

=

Celgene Europe Ltd.
1 Longwalk Road
Stockley Park
Uxbridge

UBI1 1DB

United Kingdom

8. WRFEARES
EU/1/14/981/001
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9. HIEABRABEHA

WEEEEH 201541 H 15 A

10. ASCEWETH

22/01/2016

ARG BET DRI I, ERINESESLT  (European Medicines Agency) DU = 7 %A b
http://www.ema.europa.eu. C [l & Al HE,
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13. REFET—F ' — FDOREX
T —# v — k  (Company Core Data Sheet) DJF L% LL FIZ/RT,
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B — RS
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Table 3 [ R R B 2 (B 7 20 0 ) oottt ettt 68
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1.7 [FFE[RZhdh—Ba 3k LY — RS
1. IR [ %h i — 2%

FIFEFRIZNG & LT, 77V T AR ERERIC TSE M) &KUY TBISEME TR ORhhE -
WREATHY 7 ARY > (Tablel) . = L FF—Fhk (Tablel) . 77X VU L~ (Table
2) A7 UX~7 (Table2) . VAT F X~ (Table2) KUk 7 FX~7 (Table3) I
DWW, ZhEE - ZhR. HE - A&, A LoFEEEERITR L,
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7 A b

1.7 [FIFERIZhS— &

T — RSt

Table1 FERZH—ER (I rARY», = FLFF—})

—fEHAFR | T L IT A b I aARY T hLFF—h
L4 apremilast ciclosporin etretinate
HRoe4 47 X7 §E 10mg A —Z VNI 10% FH T TR0
7 X7 §E 20mg FA—F N"10mg B 7 &N T T TN 25
A7 X7 §E 30mg A =T V"25mg B T
FA—T NV 50mg I TV
=t Y= rAEt SN T 4 A T 7 —~iRAEt A RS S
KEAEH H - 200043 7 14 A 19854F 1 31 A
HRHEER B | -
HEAFA A 20124F 10 A 199246 H 3 H
Bl X5y L _NEIVE {28 S LN IYE 1= 3T LE A% 15 S
TPmER ¥ GEES i
o (0] H CH
X@iZKE - \CH3 HisC P . (m- CH; CH; CH; 0
H [|
N o Hy G NS A - OCH; CH,
Al=tAla=MeLeo=-MeLeo—MeVal -\I-' \r Abi=MeGly=MeLev=Va-Meleu T/
/CHs |- CH: O -I CH. 0 ‘
O 0o
e TNH Abu= (25 )=i=7 = /R0 ! CH,
MeGly '-:: !’ l: v"'i_: ,
° 0~cHs T 3
4 Cy3H3005
BT EA
CeHi1iN11O2
CyH4N>048 SFE
SDFE 354.48
TR 1202.61
460.50
FY - a8 | BEA R DA, K 7L il 77 7" LA
/A AT AT 10mg : 77V T A 10mg & FA—F VNI 10% : 1 (50mL) T > 27nv | FHY A BN 10: 1 BT APICT S LFF
AT XFEE20mg : T LT A b 20mg a A ARV (AR 5.0g5H — bk 10mg &4

AT ATEE30mg : T 7L T A b 30mg & A

FA—=F N 10mg h TR BT RAH rnR
AU (HAHERY) 10mg &H
FA—=F N 25mg h TR h TR rnR
RNY v (HAZERIT) 25mg &A7
FA—=F )L 50mg TR TR T ra R
RV (HARERFFH) s0mg &H

FH o H T2 1 AT BAFICE N LTS
— h 25mg & A
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TV T AR
1.7 [RIFERIZhm—E & T — RS

Tablel RERDR—EE (L Z7uxRYy, =T hLFF—F) (o3%)

— kTR | TSI T AR B ARY v = hLFIF—F
HEA, apremilast ciclosporin etretinate
ZHE - AR | RPFTEEN N L S s ST RFTEE 1. TEOBEFBEICIS T DRSS DM ORETRIEN RN DD EE /2 AL A
TR DG SR 0 T B F VER BB, TR, OB, B, BB, /N | R (S IERRE. E MR, ROREMERL L
B B AE M R f fERAE it PASEEMERZRE |
2. BHEBHEICRT SEMCROBREAE TR | AR (S, AERe RV Rk
D KLBZAE, FEA Y S RS RERRAL BIE) |

3. X"—F =y MF BEROHBEE) . ROE | EiaE, ¥V o—F, EREEE, BFLEL
OMDOIEBYMES L 5 ER EEFIBRTHRETR | CHUES K ORIBEE A LIE,
+HTHY., BABETOBENDH AIFEWED | OFEABCE, 1 EFLIENE K& OV 01 R -5 R
HPRIE LB EDOIEB YIS & 5 BRITIR D)

4. SEEERE BBREHO 0% LIRS D
HDHVIIEEEOSES) | BEERE, Bk
FLRE, BEERE MR

5. BARRMAR (BE) . RIERE

6. X7 —EEERH EEBRUSHIVITATH
A RIZEFHEZRTHE)

7. REEIEREGEAE (FIRFEHE OREICRWY
T, A7 uA FEIORERHRR+2. XiTE

fERIZ & » REERBE)
8. 7 he—MEER BEFEERCHRHERS
HIRWVERE)
ZhiE - ShFIT| — () 7 v —EEEEESICESGT255120%, /8l | -
RH3HE 9~ 2 fili 1] B RE AT AN D b O OBERNC
ForE FEEMED T RE, SUTRIB G R VE CFIR

RICHIRPUE 2 R TR ICR D 2 &y

Q) BAERRMREMIZERT LGBV T, A4l
% 16 R LA Bk L T 59 2 8540 QNS E i
B CAA 5 IR ISR LT - o # 55
L6 OFIER L EPEICONW T, 75T
2SN L TN 2D T, B DIRFEE B e A
DG EOFIRMENMESE T 5 Ll S A5G
WZOHFEETH L,

(3) EH T EIEMBESIETIE, AFZEMcEE L
T2BROBF M W T ARER 2 2 < B 52
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1.7 [FfERZ A —RER A U— RS
Table1 RERAZHE—ER (72 xRYY = bLFF—F) (03%)
—ffAFH | TSLITF R b vIuARY v T hLFF—k
A apremilast ciclosporin etretinate
Zhag - ZhRIC TR,
B 5 EH @7 PE—MEFERBEIZOVWTIE, A7 RrAF
EOFEE( SARAIRL S 7 1 ) KRS RFIEOBEFIEHE T+
3%) DRPRBPBONT. BORIELZ D REHFE
REHED 30%LL EIC R SBEZHRICTIZ
&,
Ak - AR | B%. RACIETRERICRTHAEFEA S Vo 1. BBHEORE

— M LRV O&REL, 6 BALURBRIZT 7L
ST7ARELT30mg% 1 H 20, #AIcEO®R
533,

R A S 2—)v

2HAH 3HH 4HA SHA

CAEAENEALEEALNE]

Eﬂmm—
=
&

)

10ms | 10mg | 10mg | 20mg | 20me | 20mg | 20mg |30mg | 30me | 30ms

B, B 1B LYZ7uxR Y2 LT
Ak 9~12mg/kg % 1 A 2[EIZHF TR OHK
L. D% 1 B 2mg/kg TORMET 5, HEFEIT
1 Bk 4~6mg/kg R L 3525, ERITLD
HEERT 5,

2. FFBHORE

BE. BE1BAMASIZ7axRY 2 LT

A&k 14~16mg/kg Z# 1 A 2[EIZHT TEROKRE

T3, Utgthe KL, #ESRIT1 AR S~
10mg/kg ZARM L 3203, FERIC XV EEHEM
T3,

3. LB, WBHE. BBHEORE

BEH, BE1BMALY 7 RARY LT

A 10~15mg/kg # 1 A 2[EZH TR OHKRE

T3, UEgRRLICHEL, #GEKiZ1 ARk2~
6mg/kg ZARML 355, FERIT XV EEEM
ER-N

4. NBBHEOEE

BEH, YZ7eARY) L LT1 AR 14~
16mg/kg % 1 B 2[EIIZ4 T TROKET S, LA
B2 KL, MR 1 A& 5~10mg/kg

ERML T 5, ERCXVEEERT S, =
L, EXBHE1 BAALY 7 v AR VK

ATHREZBMBL, NRFTREL RO RIXTE
SETERLPICEAREICV#Z S,

WHRANIEREAR L FF—FLLT1H
40~50mg % 2~3 BEIZ/) T 2~4 RN E
T5, 1 BEREARIEZ TSmg £ TET 5, £0D
&, FERICIS CCHEFHERR- LT —FE L
T1 B8R 10~30mg % 1~3 @I TRAKRES
%, % ITHEMEARETLFF—FLLT
1 BRE 1kg H72Y 1.0mg % 1~3 EIZ531F T 2~
4EMEORET D, EO%, ERICE L THEME
MR FLFF—hE LT1AAKE ke b=y
0.6~0.8mg # 1~3 Bl CRERAKRET 5, 22
B, Fifin, FE, ERICKVEEEBT 5,
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1.7 [FIRER s — Tk LY — RS E

Tablel RERDR—EE (L Z7uxRY)y, =T hLFF—F) (o3%)

—EAFR | TSI T AR I ARY T hLFF— |
HEA, apremilast ciclosporin etretinate
ML - & 5. BHEBIEDOKEES

(mo%) BE, BHE1AALY 7 ARY L LT

HE 6~12mg/kg % 1 H 2 Bz TRAKES
L. 3~6 7 AR L. TORBRLICHELY
155,

6. N—F v MEROIEDMDIERRYLMES & ) B
ROBE
WHE, Y/ ARY) L LT1HE Smg/kg % 1
A2 ENZ) TR G- ZBEL. Lt 1 2 A
121 B 1~2mg/kg TOBBNIIHEET S, #
BRI 1 BB 3~5mg/kg ZEHE L T 52, ER
LY BEEEET D,

7. EROBE
BE. 1 HE Smg/kg & 2 IS TRAKET
%, BEPHBLNZHET 1y AEIC1LA
Img/kg T OBE L., HRFEIX 1 A& 3mg/ke %
BHELT3, 2B, BRICE Y EEBET 5.

8. BAREHAEMLOKZE
WHE, Y/ ARY) L LT1HE 6mgkg % 1
H2EIZHTCROBRET S, 2B, ERICE
DEEEBT 5, £, BRSMSEVEED
FARIEFRIBENRPE LN D RN H D Z
En, BRE UTRIRHIFNS 6 v BRWEOR
FERRETHZENEEL LY,

9. X7 n—BEBRHOEE
BE, VI/rARY U E LT TFROAER
1 B 2ENCA T TREKRST 5, 2B, ERIZ
XV EERET B,

(1) S EFERE D ERF]
BMAICIT 1 B& 1.5mg/kg 2515, £z, /b
WDBFEIZIZ1 BE 2.5mg/kg 2575,

(2) AT A RITESMZRIES]
BRAIE 1 & 3mg/kg %535, £, /b
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1.7 [RIFERIZhm—E &

Table1 RERZH—&H 7/ XRYY, = hLFF—F) (03%)
—RLH | TTLIT AL I AR T hLFF—Fh
gk, apremilast ciclosporin etretinate
Ak A& ROBPAIZIE 1 BHE Sme/kg 2 ET 25,
(o) 10. 2HREEFHRIEDOHE
WH, Y/7uRRY L LT HE Smg/kg &
18 2ENZH T CROBET D, RBAD
NGB IR THE L., #EFEIX 3mg/ke %
EAELTE, 2B, BERICEVEEERT
2,
11. 7 Fe—HEEROGE
BHE, RACEYZ7eAR) L LT1EE
3mg/kg Z 1 B 2 BT CROBRET D, 22
B, ERICE D EEHERT 523 1 HE Smg/ke
BRIV &,
ik - HEIC| BEOBMAERERE (Cockeroft-Gault 42 L5 | (DI TF 4 I 20 ZRHLTWDLEBRE KA ZE] | -
g B 7 L7 F=> 27 VT 7 AMEN 14785720 30mL D THREGTHEAE, FHIE LTl 10k
roEE ARi) ClE. FAE% 30mgl B 1 [E4% 52 E (mg/kg/H) THIVHZ THREGTDHNR, IR

5 b, AR A Y Y 2 — LTI % o
TATHT, FiOREO R TEIEI 2 Z L 24t
5,

AU oM FEE (AUC, Cpy) 2 EFRLTEI
ERZRET 5872001 H 50T, 10 #ZAT
#HCemPRECAIER VCBRARE (LEZ VT
F=r, MEE) ZHEENITI & EBITBED
REZ+HLBEL, VEIIS U TRERZHE
FTHZE, EEL, @EOBBAE (WD TY
T4 R a v ERAT RO E) Ly
AEZIRA LTV EE T, — RIS k]
TER DR & 72 - THIRRMPE(L L a7
RABIZHE 2 FTREMED 72 W ERE TIE, B0 a2 R
OHERIIZ CHLEEORBAEL L, P
BRERCBEOREBICG U TCRERZFALS T2
&,
Q) RANOFGAZ 1= > TFMHF T 7E (trough
level) ZHEL, H5EBERH T2 L,
1) IREBBAEAE ISR ST 2501, BERESI
L ZEWER OB R MEAER I X H1EH
IR DFEIRLE 4[5 < 7=, i T 4
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= Ukt

Tablel RERDR—EE (L Z7uxRY)y, =T hLFF—F) (o3%)

— kTR | TSI T AR IR ARY = hLFIF—F
HEA, apremilast ciclosporin etretinate

ML - AR BAEE R THENATV, £ o%IE 4 HI2]

B4~ % 4t ) Fz  HL2IClEL, B5RZHRET 2L,

LORE (5 2) R = MEROE OO IRUE S 5

Sx) Wide, WM, FARAMEM. %70 —vhE

BERE, EEAEIEMREIE, 7 e —PER e
RBH IR GET LB, BIFERORE LS
T2, 1w AIC1 [Bl% B 221 i i B %
L, #EREZHAEGTHZEENEE LU,

(3) BB IC BN T, 3 Al 5 g4 Al o s i
Fl % I G oW I 2RI SE IR IE 217 5 a1
I, AR OPE G RAKRET 5 2 L6
REELH BN, BREEZTORELROIIHENS
LD PE IR O - G EEEZZBE L TRY
HERAEGTAZ L,

4) AR B IMEF 1B LT D BEICIE8 ~ 1658 [H]
FHZEE L, ERHRLNRWGEA oY)
TRIRRIEE BT H 2 L,

(5) 7 v —BIEBERE ST D AH OB RIL, @
W, 1~3 3 HTHobnd, 3 5 HLL Lk
BHELTHHERND DO WGEIZIIR S %
Pk ENEE LV, T2, FERLLN
T-8EI20%,. TOEPHEFFCE D HEE Tl
BETHIENEE LY,

(6) 1 7 v —VIEMEREE TR 5T DB, AFOffE
AR BB BB RN CRIDHERF R G- S v T
HEAIE. T OMHEFFRICAH 2 ERET5 2
Lo ERIZE D BB EE AR VR AN
WBT L0, WEEITHILAIEIARI ORI —
B35 2 &,

(7) 7 bR R BE I3 A BRI 51
MIXTE DR EHMICE EDDZ L, AAFID
P 5o A B e OV A ME DR 2 8 HIAOICAT
52 &, SEMOBRE THLEENE LN WGE
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1.7 [RIFERIZhm—E & T — RS

Tablel RERDR—EE (L Z7uxRY)y, =T hLFF—F) (o3%)

— kTR | TSI T AR IR ARY = hLFIF—F

HEA, apremilast ciclosporin etretinate

ML - AR WZiEEEPIET D2 L, b, 1HIOIEEREIH

B 2 (] RPN E B2 LT 5,

EoEE (»

SF)

s - 1. BSRBEICR T 2 AR ORE L, ENHRE | FAICETBERH 5O T, TR L T
ROBHEBREOEBRIHEBAL TVWIEMXITE | WAHRRBHEDOH HBATIIHRE LBV L, ¥
DIEDY L TITH 2 &, 7o, BIRT D TIEEMEO H A ITRE L2

2. 7 he—MEBRICBITIIAFOEREZ, 7 | L2FEAIETHIR, LA TRETIHEAICIT
BB ROBEICEEL TWAERMDOD FEREOEELBSTTS 2L ( TEEREARNE
LT, BEXIIE OFRICHE MR CfERRME Bl RO T, ER, BARE~o%E) OF
ETOTSUAL, BELEILERRALEL 2HR)

LCHREERBETH L,

3. KRNI T 4 2 r (RIS S EAL)
L EMFERICRIZE TR, XM A T_A T
VFABMELTVWEDT, FoF 4 20D
LAFNCE VX HERCIE, 7 uRRY D
MmFRE (AUC, Che) DEHIZEBEHERAD
REWCERETHZ L, K, BAETOUIVH
2RI, VT4 2 nREER ERIL AR
WEHIZTARE, BETAI L, B, v
T4 2 DEEFI~OE Y X, 457
VT4 R 2 VERARBEROBEMED G & TIT
5z &,

—J, FRIPLY T 4 I 2 ~OE Y BZIT
DONTIE, Y7 rARY DM PEENMETT
22LB3HBOT, FALLTEY#XZ1TH
RN L, BICBEBE T, AERRRICL-
THEHERISPERTI2B8EFNWEH 5, ( [EY

BEE] OEBR)
pay=t (KROBEITIHZRE L2 L) (KROBEITIHZRE L2 L) KOBEIIIRE LRI L)
ARFN D RS xE UIBBUE DB D & 5 B 1. AAIORRSF R LABEBUE O BEEEE D & 5 B LIEGE SUTIEIR LT WA ATRErED & B i N (T

2. WESE AEHR L T2 ATREMED & 2t A UL . PES, RIWE~ORE ) OHEBMH)
i (T6. 4T, pEhw, ZIRE~O®E] O | 2ARFIOR WREUE OREALIRE D & % B
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= Ukt

Table1 FREFEZH—ER (722 RYr, =hLFF—1F) (03%)

— kTR | TSI T AR IR ARY = hLFIF—F

HEA, apremilast ciclosporin etretinate

e (o2 HZ W) 3FFEEF D H D EBE IFEEPET D2

&)

3. #7m U AR UHAIZRLS) . BEANREZT
V. BARREF R H L T AFL
V. TAFTFLENL, A=FLELEEEFO
B (13, HAEEM oEsi)

4. IFEXTERICEEOH 2 BE T, areFr
ZARHATOEE( 3. MHAEH] OEZBH)

[FAER ROBECITRE LW LE2FAE
T8, BIMLELTIBERTIIERCRETLHZ
&)1

R —F = v MHOBE [WiESN—F = v MFE
ROBALBBE SN TN D, ]

Hod, ]

4BEEOH HBE [RROIERNERT 2582
nnbHs, |

5.8 4 I ARKIE RS oRE ( THRAEEM)
DIEZR)

6.4 I VABBEEDES [ I v ARBFEIER
NELT I BENRDH D, ]

[FRIZES (KoBFICIFTZRE LRV L ZEA
LT BN, BIIKNELTIGRICIIEREICREY
5z8) 1]

HERT 2 ARetEo H o ( TEE 2 AR
Bl & Ty, PElw, BHmE~0FL ] O
L)

A EoE

1. BERE ROBFITIERECEETSHZ

L)

1) EE O BHERERETE  (Cockeroft-Gault 202 & 5
JVTF=r I VT T UAMEN 1 535720
30mL &fit) Db HEBE [ THE - Rk
HT D H EoES ] OS]

2. BEELRERNEER

D ARERD « AR OGS X0 IRERD B2
SINTWD, ENERHAER T, 4574 30mg 1
A 2 [mE GRS T 16 8 [ IR Tk
RN E_TEE T 0.92kg O (77 R
BEGRE - 0.18kg) RO LN, 7B, &5
AT T 5%LL BRI % 586 7 JiE 5]
DOEIGIL, RAMBGRELE 7T R EERELE b
IZ24.8%ThoT,

1. HEEEE ROBFICIEERICRETEZZL)

> T 4 2 2 PN XE D 720 60) 0
2 CAKZRTT 5 8F (PiREN EF LT
RIVERDB BB T 28T H 5, )

QEHEEEEO® 5B (BHENE LT o562
b s, )

Qe T O H 5 B IFERERE L L. KA
DR H D VT P~ O PRI DS EBAET 5 5%
nnHsd, )

(DFFFEREREE O H 5 B FEN BT 252
nnids, )

G HE D BFE  UE O _EFH L OYER O LA
WEIhTW5, )

(OVEIHED & 5 1A (SafE bl & 0 RYWE 2
fbTFarkEnrnd s, )

(DEMME 32 OB O & 5 B3 (i
WXV EITUIHRT I BENLLH S, )
(RPUVAR L Z & Lo sRAMRIE T o8 (13,

HAER ] OEEBM)

LEERES ROBECIERCRETSZL)

(25T T OB, FRICEhIE, NE NS
~DfE | OHZM)

QIR AERE, B,
FL) OHEZM)

GHERPIEAE . A, 7= — VP aE R
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Ca101H3384N50006778 15 3 20 T-1 : 49,190.78 & & de) | #J 149,000 TAT R XTI, M9EDOT I ) RIS
DHIRLESE 2 HF L 24O T 2 BEE LHHE (y18) 2017 R4 07 I ik
(C1027H1606N282033286 ; %%% : 23,40782) N Mo AH L ﬁ,‘é (K ﬁ,‘é) 2 %%VC*%EE = b *%y b
TR DWEEH 2 TN D IR Db A RE SRUE (ST 148,079~149,690) TH 5,
OTE TR
74 148,000 H 81 C2207H3410N5820671S 17

Lfﬁ C1034H1596N2740337S<)

OTE

148,079~149,690

B - & | A (L7 4 Ry A HERA (L7 40 Ry D)
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Table2 [FEERZM—ER (THFIVLST, A7 VX7, URTHEXVT) (D3%)
—iRAT | THY LwT L7V Fe~T VAT HRX<T
gk, adalimumab infliximab ustekinumab
R/ R 20mg ¥ U > 0.4mL L R4 T AL 7Y FT~T (B z) 1V Y 0SmL U AT X~ (GBS
1V PhT7H) A~ GBls iR Z) 100mg &4 Z) 45mg &
20mg e
40mg >V > 0.8mL
1) o Ph7 2 h=7 GBI Z)
40mg e
BhE - R | 2 I K TFE20mg Y ¥ 0.4mL BEAFIR I TR0 72 T Ao BEEIRIRE TROORA A0 722 TRESR

BEAEIRIE CRhR A0 72 PR R
% BAEIN I I 476 3 2 AR R LRI A
%

=3I TFTHE4mg >V > 0.8mL

B U v~F (BEfiofEERE O k%25

(23]

BEAEIRIE CRhR A0 72 PR R
R RE, PIME R

SRIEMEATHER
ZPAEIISEIE 2 A4 2 R R B &
23

BN —F = v bR

HAE ST EIEDTRENNCH 2 7 o — i D
BB N R OHERRIRYE (BETFIRIR TR A+
DI EITIRD)

HRARIE X EIE OVEBE RIGR ORI (BEAF
IR CHRA TG AICRD)

BEi Y v~ (BE O EREE OB k2 & Te)
N—F = v MRIZ & D EHAVEREIRS & 9 Bk

S PERCRE, PAETEVERCRE. MREMERCRE. RoREE

LRI

SRIEPERFHES
WFERAN—F = M, RN —F = B,
MAER~N—F = v M

U753 0D i 1

ROWTNPORREZ 7R 7 11— 5 OIRHE M UHE

Frmtls (EFEIRIR TR TR G AR D)
TEEEED D EEOIREIICH 5 BE
SEEHT D BHE

HEFE D b EAE DIRIGFIER G R OB (BEFIRHR T

NRAA Gy 105 5T IR D)

S VERCRE, BIERE MR

ZhaE - ZhEIC
A4~ % fif
torxE

B o~F

() AR oBA, K& UTBREFERETHER
+oREESY v FRECRETHII L. &
7ZL, EfiofEEEOEERRENE P
ENHBHFICHLTE, Y v~FRILD
BERBERZWEETHLERTE 20, &FHO
HARTA LV E2BB LT ET, BEDORE
ZEME U, AF 0RO LB EE I
THZ L.

<Y v~F>

D) BEDHREICEBN T, AT v A FIEFIIER K

Mo ) v~F3 (A b F Ly — FlF 25
Te) S X DMWY ARG AT T, KARICER
T2 6N EERIER DR D AR G5 54T 9 2
Lo F2 A bR EY— FRIANCAHKE EREYE
THIEDYAY « XX T 4w MEHW LI BT
BT 5 Z &, ARANC L A0 503, @E RSB
NH 14ELNICELND 2 &R ST

PLUF DN AU fiii 72 32 3 PE R S 3 B EEPE

33T e A A TN

(1) EAREE G OFO2gRE (i
MERL<) CTHORBRBIELNT. K
DMAFREFED 10%Lh I M S,

(2) #ERMED RZ UIBIEEIR 28 T % B,
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Table2 REFZG—ER (THXFIV LT, A7 VX7, VATHEXTT) (D3F)

—RAARE | T A~ T L7V F~T VAT XRVT
gk, adalimumab infliximab ustekinumab
Zhe - RIT| QARKNE T NFET N GEETHEEZ) OPFF Do 14ABLNIC 2 BIRDEF LRV ER, 1

B 2 (] T nz & ( TEEREANIEE] OHF RO G HINR ORI A1T > THRRMBE S0

EoRE (5| B . BOrciE, BUED IR O & BRI 5

5 X) IR K ONBR EE M RO HZ &,

() 7 < Lo 1 FEOBEFO R EE (SRIME
WiEEET) THORPENME LT, KB
IMEREE (BSA) D 10%LL L2 K SEAIC
K535z L.

(2) HEARMED FZ JOXBEEER 2 BT 2 A1
G4rz k.

REMEFHER

WBEOIRFITBNT, BEFRREE GERATaA

RPELARAESRSS) 10 X DY) 25 a1T> C

b, RABICRNT D 5N BERIER N D 5

ATz L.

Z MR EME 2 9 D BRI R R

WEOREICBNT, D &b 1AIORY ¥

~F I (WA R) I X DY e 1R

EAToTh, BEIZEKT 28] 5072 BFARAE R

WEEDGAITHEET 5 2 L. AR RS

MERAFI I OWTIE, EERERIC KT DA%

T OV RMER ST LTV RN, Rk

ZEL, ZEEANFEROEAICRG T2

L.

BERINR—F = v MR

WEOIREIZBNT, BEAREE (A7 rA R

TS AEALE) 12k DR RE AT T

b, RABICRNT D O NIRRT D 5

BTz L.

7 a—2¥

WBEDOIRBICTIBNT, RFEIRE, hoRypik
5-7 2 VY FAmBA|, AT R, 7T

FTV ) X DR ER AT Th,

D ARKNE T ANZET N (BETHEBZ) OOFHIXT
blanz &, [ TEERERNER) O 13.R
)

<AN—F = v MFIZ XD ERERELS LS R >

WEOIRFIZIB T, thoEYRE (7 rARY

VEE) SO RIER AT T, RRICKENT S

B & R ERIRIER D3R D A AR O 552175 =

k.

< HzfE >

WBEOIRFICEN T, B0 RE (SRIMRIRE

BEte) HOWYRIRREEIT> Ch, FBNM KR

D 10% L LICHEET 256, b LIFEHRED K

%, BEEER SUINE 2 73 255 I CRAl O 5%

1192 &,

<FRIEMEEHESR >

WEOIEFITBNT, OFEYFE GEATrA R

MR IERSE) SO 2EREIT->Th, KRS

KT 2 B8 & 2372 BRI IER 03 5% 2 A i AR K D $ 5-

ITH 2k,

<HEMAS—F = v ME, HRE—F > N,

MAERIR—F = v MF>

W EDOIEFITIBN T, O IR PREE O Y] 7o 171

EIToTh, KERICERT 506 M RERRIER 7%

DG ANIAR OG- 521TH 2 &,

< IIRH D Z2E I >

WEOIRRIZIBNT, a7 ) REEE{T-

T, KBICKRNT 05 R EEERSE D HE

WCAK OB %175 Z &,
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Table2 FERZIM—EELE (THFVLT, A7 VFV~vT, VATHFX<T) (03%)

—RAARE | T A~ T L7V F~T VAT XRVT
gk, adalimumab infliximab ustekinumab
ShEE « BRI | IRBICKEINT 58 B 2R B HRAEIR 23 % D A <7 m—E>
BB 26| #5352 8. ok, EMHERFRGITBARLIT | BEOHRICBW T, FHBRE, ok (5-
LoEE (o bTRBEEBELENLIT) 2 L. T WY FAREK, 2ATaA N, THEFFTY
Sx) BEHERE R VEE) SO URIER AT T, ERICKENT S
(D) BEOIHEICBNT, fhoEyitk (A7 a | B RERIERSEZ D HEICAA OB %179 2
AR, THFATV %) 2L 587000 E
AT ThH, FABICERTAHLNRER | 708, MARHERERGIXBR LTO TRl 285 U
JEIRNE AL ARG TH52 L. 72770, K | m™biro 2 &,
&V BRI OB TNF UK L Aim e L | <EErERmg >
BT 2528 [ENERRBICEBWTEERAL | EOHRKICIBW T, hodEyik (-7 /%Y
HHO 1> ThHLHES SHEIFOEMETILT | FAEKAI, AT7aA K, TYVFATV %) %D
TEREEE DETRD HILTWVAR. WO 7R IEWEEAT> T, WRICEIKT 58 507k
Q) BRI RITMER ST N2, 183K | FRIERDSE D LA ICARRI OB 552175 Z &, T
EEE LW L. R RITHER ST EARE AR IR
F DR 5- DO LENEZRET L, fthoiEHE~DY)
B EEBETDH L,
Wik - A& | EfiYo~F <BEV v~F > W, RS AT R X~T (EiafHikz)

WE, AT Z Y A~7 GGz
L LC40mg %z 28I 18], 2 FEES+5. 7
B, DEATREGE, 118 80mg £ THE T
5.

B E MR K O\BAEE M R

WE, RACIET 2 A7 (G z)
& LU CHIENS 80mg % B2 RS L, At 2812 1
B, 40mg % FiEHT 2. 8, 2R +07k
LA 18] 80mg F CTHIETE 5.
REMEEHER

WE, RACIET 24U A~7 GEIETFHE%E L)
L LC40mg & 2 110], 2 FES+5. 7
B, DEARTS25E, 18 80mg £ THETE
5.
ZBEEIIEEM: 2 T 5B EE R R MR &
\E, THY LYY (BEFEHRZ) LT,

WE, R kg 4720 3mg & 1 BB G E LAl
WHET D, WlEERE%, 28, 6 EICHRG L, LIt 8
HE OB TR %2175 2 &,

¥, 6 WO G-LIE . SRS AT 03655
Lo a5 20085 G-/ R O 5HAE D 7l
ETHDH, 5 OG- EOHEECE G-I O /i
WREEREIICAT 5, 1 [EOKRE kg 4720 OF L RO
ERRIE, S ORME CHILL 10mg, FGMEZRE
LB AThUT emg L5, F7-. KEO®kE
ML 4B E T2, AFNX, A N Lrdh—
FNZ L DRSO L THWD Z &

<R—F = v MFEIZ K D EERERES & 9 Ik >

HEHL. R kg M472 0 Smg & | HOEEE L LAiE
WHET D, WlEEEE%, 2, 6 EICHREG L, L% 8
HE OB G217 2 &,

B, AFEEENZIE, 12370 U TFTOA T

E LT 1R 45mg # & M55, FIEES ED
D 4WEBIEE L, LI 12 8RR T 5T
50

7272 L. W53 7235-5121% 1Bl 90mg % & 5-
THIENTED,
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Table2 RERZSE—EER (TFIV LT A T7VFV=T | UATHXTT) (D)

—REALTE | TH Y LT T A7 VX< T TAT XS
gk, adalimumab infliximab ustekinumab
M- A& | IRE 15kg 2L E 30kg RiOEE1X 20mg %, KE | ZV 7 4 Z—5% RN A v T4 07 4 V2 —%il

(53&) | 30kg LA EOBAIE 40mg A 23 1], B TS | LTRET D2 L.

T 5.

BERASR—F = v MF

WHE, RAETZY A~ GBI Z)
& L CHIENT 160mg Z, #llRlie s 2 @EEZ I
80mg % FZ FiEHT 5. a5 4 3% LI
1%, 40mg % 232 LBl B FERTS.

7 a—2¥

WH, AT XU A~ BB
& L CTHIENT 160mg Z, #llRli s 2 @ EEZ I
80mg % FZ FYEH3 5. #llElE G 4 3% LI
1%, 40mg % 23812 1[n], R F7ESRT 5.
RIS RIB K

WH, AT X A~ BB
& L CTHIENT 160mg Z, #llRlE 2 8E#Z I
80mg % 2 TS 2. a5 4 38 [ LI
1%, 40mg % 23812 1[n], B FESRT 5.

< R >

T WﬁUgétUﬁm%l@®&5g&L5ﬁ
ik 5, wIERS%, 20, 6 lRIcHE L, LI 8
A OME TR EE1TH Z &

< BRE M HED >

BWE, RE kg $720 Smg % 1 @@Tﬁ@%k LR
ik 5, wERS%, 2, 6lIckE L, U6
~8 M DR TR EE21TH Z &

<& @~~%:/Fr\%ﬁ@m~%:y%ﬁ\
MEMR—F = > R >

WA, W kg 272 Smg & 1 [ OBGH L Ui
WHET D, WlEERE%, 28, 6 EICHREG L, LItk 8
HE OB TG 21T 2 &, B, 6@@&5&

% BERA AT L= HAaicid, KE
1@étﬁlm¥%1@@&ﬁgk#5 kﬁf%
Do

B, AFEERNZIE, 12370 U TOA T
FGUTANE—EHNTZA T AT 4 VA —
LCHETHI &,

< NI D 21 >

W, RE kg X472 Smg & HELEETET S,

< U m—1E>

BE., AE kg ¥720 Smg % 1 @@&5%& LR
FET 5, @b, 2, 6 ICERE L, Ltk 8
A OMETHREGETITH Z &

7285, 6 O LIG, AT L% A
{RHE 1kg 4729 10mg % 1 W OFEGR L5 Z LR
TE 5,

<TEE R >

T %Eugét@am%l@®&5gkbﬁﬁ
it 5, wIEERS%, 20, 6 RIckE L, Ll 8
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Table2 RIFERZE—EER (THXIV LT, A7 VX< T, VRATHFX<T) (DI%)
—WRBaHs | THY hwT A7 VFv~T AT FRX<T
gk, adalimumab infliximab ustekinumab
Ak - & OB CEE%175 2 &,
(m3%)
B, AFEEHRICIE, 12370 FOA LT
FUTANE = HN A TA T 4 VA —FE
LCETHI &,
ik - AR AR OEERRIGICH 7= - T, EFfRICE 1) VAR K O IR 7 5 (1) ARHNC X DRSBTS SN2 WA, &
RBEE9 2% fi W, WTERIZ X D70, ERIO B AFN A T Y70 10mL H RS K T SBRAD 5 28T LA 13 5 6 TR
EorE DY ETHREEITH Z L. ARENC X DIEHE T 5, BEORENSHE U7 M BRI R % ik FrEEZEETH L, T, HEE{T-T

A%, BERIC X VAR Lk Sz
FIZHONWTIE, Be&GbAfEThHD (([E
SRR oI .

Q) G mICHENT A EZ D Z . £, g
DNBUR RN, R B 0 & DL (5,
B, FR, WSO, RREOEALIC
FES L & (T EoEE) oES
M) .

3) BV U~ F R OREPEFHERICIBWT, K
FNC K BDIRIEBOGIE, @G BE S 1218
PINIZE BN D, 12 UPNICIERS S5
NRWEA L, HBAEDO IR Ok 2 B E
WCHETLZ L. £, HEZIToTHLRHE
DIFONRWGE, BUEOTEHR A OfkGE 4
HEICHEETHZ L.

(4) = MR K O BIEE MR 5V T, AR
W2 L DIERREONE, W GBAR B 16 L
WIZESILD. 16 LINICIER G S B
TRVEAX, BUEOIRIEGHE Ok & EE I
HEFTLHZ L. £, HEZIT>THHEN
BoNleWGE, BUIEO TR T Ok 4 15
HICHFET DL L.

(5) ZBAFICTR BN & A 3 2 B MR MBI i 2%
IZBWT, RANZ L ZDIRERIGIE, @B
BRGNS 12ELUNIZE B 5. 12BLINICIR

BREIE DG D NZRWNE AT, BUEOIBRGE

AIEKI250mEL A HE 23 25kg AT O /N IEK
50mL. 25kelk o /NEIFEI100mLo H R A
HRICATIR U, oS, s & RS L

W2 &, [ NEMEoER) OESR]

2) 5071k
AENTINL LT R 7 A AT k0 AL 205F[H]
LU b2 TRRARIC RRHES 2 2 & [ T

FOREE] OHER)

3) A b L — MUKIOHH FIfY O~F)
EN B OMEN OIGHRRBRIC LY, A N FLFH—
S OFF T oA E L O EER TR ST
%, EWNEEERBRICE TS A b b LS — s
OPFHEF, emg/HLL ETHY, A N hLFH—
NMIEHREO RSN ST DHURDFEASIT, A N b
L h— NERERRE L D IR o7, s, BIHD
Vo~FBEICBTD A N b L— FRFILS
OHLY v~ FIHLHHOH ML LT e,

4BV v~ FIZB T, Yl 208, 6l £ T
1X10mg/kgZE ~ D IR HITATO RN &, F
7o R 0 RYLE OB N £ DB
bDHID, BIYEORBUII R EETHZ L,
(10mg/kgE D HEAZYIERGNHITH Z LI
X0, EELRBYYEORBBEE NG E 72 L OW
ENHD [FOMOEE] OHEABR]

SYBEMAN—F = v MF, RN —F = v ME &
OMERLAR—F = > MFICBW T, FEl, 28,

b+ TR IB RS MG DAL WA AR
Ok A HEICHEST D 2 L,

(2) FERgDBURZRTAL, P22 Bw A b BT
NL. HEREDTRALIZIZIES L2 &y
( MM LS OEBMH)
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Table2 RERZSE—EER (TFIV LT A T7VFV=T | UATHXTT) (D)

—iRAT | THY LwT L7V Fe~T VAT HRX<T
gk, adalimumab infliximab ustekinumab
AL - AR DOkt EREICHEZTH 2 L. 63 5-F Tl 10mg/kg~ DRI 5134 Th 72
BT D H| (6) BB AN—F = v MEIZEWT, 12LIRNIC Lo WEAT-TH, SRR LD S EN TR
FoEE (- BRI RSP ARSI 512 K D IR B 0315 D HAVRWEEITIE, BUEOTRREH B Ok i 2 (5
SX) BIVIRWEGIE, ARAIORkE IR G- 0 Bk A BEICHETLHZ L,
BEICHETD L. 6) 7 B — 2 IRIZRW T, KK & YIEIE %, 20,
(7) 7 B —IRICBW T, KRANC & 2 IEH 6 63 & F - Uit BRARTER-SCI RS AR 12 &
I, GEEARGRA DARUNICE NS, 4 VIR R AT T 5 2 &, ZEAETRD AL
TR A CRE R AE RO N REE T R 1 J D TRIE LAICE, SOk 5 21T> THIERE S
FOSFBNRWIGS, £z, EitHERG FUIRWAREMER B 1) | hOIRIRIEZ BB T 5 2
I RAI) & T o T2 E1E, RAIOHkGE L. E7o. 10mgkg~DHiEIE, Smekell kAR
B 5 OMBENEERT L, OTREE~OY)E FIZEVRERD SN b 00, SEMEE G-
REBETDH L. 12K DHERFERIE IS RN TS L, R O R
&) WM RIGRICE N T, AANC X DIRIFRKE RO LNTBFICH L TITH 2 &, HEESHRKIC
I, B EGBE BSHEMNICE BN D, 8 SRR D BN WEAITIE, OTREIEEZEE
AR A CRE RSN RSB IT L I K 280 5 THZL,
DREDNREDE LN VAL, AFIOR | 7) SR RICB N T, ARl EEEG%, 208,
HaPIEy5Z k. 63 & 5 Uitk ST TR IER o HR S5 AT
Q) AFNZIMcEEE2ERTS 2 L. REIZLVIRENR AT 52 & 2RO
LNV AITIE, S LIk G 21T THE
ENELNIRWTTREIED B 0 . o iRiEE B E
THZ L,
ik 1L AFBEICED, 1%, Bk, BRIUEZEt | ) AJREICED ., % RIUEZSCEERBYE | 1 ARIXIL-12/2301FEH 2 BRI 2 354

HEERBRMEROBEERBOF - RRBESL L
JBEERHE S TRY, FH L O
PEIZEA &> TidR Ve, BEMEEOXRE L H
BINTWD. REIDERZ RS E55H
TRWVWIEHED, ZhbDESREZAREICT
HUMAL, BESEM L LEHRALLLE
T, RELOFRMENERRMEE BB S L HET
SNBBEICDOHREETHZ L. Fiz, KA
OEEIZBNT, EELEWERICED, M
RIREZ -8R BHHDT, BEED
RS AT RE R BRI B OVE Rl O F ER

HER OBBEEROBEERH Hbhb 2 L 2Bd

D AH & OBENIEHA LTIV, BEME
BOXKRLHBEIN TS, AANEREEES
HLHEATRNZLEHED, ZNLOEHREBRE
o3l BEREM LI 2R LEE
T, BREDHRENGERMESEZ EEb 5 L Hlr
NEJPECOARFETDH L, £, FAHOFRE
CRBWT, BEERBEERICEY, ZHafRgi%r
BT ERHDHDT, BAKICTHICHETE
HLERBREVEMOS & TRE L, KA®RS5%
WCBIER AR LEAICE, EREICERT S

THDHT-O, YDV A7 #HERKIE 5 A[HENE
NHY ., FFEOBER AT 5 B Tl
B iEifb S e 5 afREMEn S 5, £2, AAlE
DEBEMEIZIA 52TV, TRV O FH
DL SN TND, AFIDNE % 5816 SH 53K
BTN ELED, Lo RE BEICT
YRREA L, BENSHEME L L AR LR
T, B EOFEMEDNERNEE BB S &S
NHOGECORBEET D2, 2, AFNLH
FHEEDMEF L, AR G2 ICEIER S S L7
Lk, EIREIGERT D L) BEICEES
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Table2 RBERABR—ER (TFI LT, A7 )FRV<T | VRATHXST) (23F)
—EATR | THY AT A7 VFv~T TATHEXT
gk, adalimumab infliximab ustekinumab
wE (o2 BobETERL, FFIRERICRIERSR LOBREFICEREEEXDZ L, Hz25Z &,
) BLHmEITE, ERECERKTIEIBE | 2)BIME 2. FEE 7p I YuiE
BEEExDZ L. OEE 7 BRYRE A VA R ORI X B T AR R YYE A
2. RYSE BUME, ERERYEEZ ST A RRRIES D HEINTWETED + TeBIERAAT O T E I
WEEZRYE BOPHIRRBRISER H 6N DZ &Rb DT %E@%EKE%#
BOSE, Fiige, HERBYWIE %2 T B Fn Rk B, TRRBEET ) Te ERRYYE DRIEICE &Kﬂ@%ﬁ%%%féﬁﬂxﬁﬂﬁﬁﬁééﬂ

IEZEOBMPRBRISERBE N TSz
W, +oRBEET) e ERYYEDREICE
BTazL.

mﬁ&

BN CRRfR) KOs (W
&, U EiE) 2EURERREL, ET
BIHRDHNTND. FEEOBEBRYE TILE
ROBEEKEVCENOBENLH B2, &
KBTS » THRZICET 2+ &
DM XARRE TN Z, A v 2 —T za i
%ﬁﬁXMJ«wa/ﬁmﬁﬁéﬁm,ﬁ
ERBCTRES21TO 2 LICLY, BBy
DEHELZHERTHZ L. £, ORI
FHTiE, iERO®REL Lz kT, FA%
BEFTAHZ L. YRAY Y UEREDREN
BHEOBEICBONT, REBFEIEESR
HohhkflbHEEI TN 5.

3. BiBERE (SRUEVES) OBRFER - B
B2 EOF RS U ITE(LR, KH
EELHRTINFREAICA LN E ORER D
5. BEERE (ZREEES) KOZ DL
REOHHBECIIBRE LN ELEL, I
HRBE RS BESCRIRB LR T 2 BE IR
5428480, BEEEZEHSORESE
T By, +oRBEPTHIZ L.

4. &Y v~FBETIX, FHOBELIT SR
12, 2R EBIFOMY U~-TFEEDOHERE

BETaZ L,
O
WA CRARER) ROWMNMNERE (B
e, M, U @) EEOHENRIE
L. BUHIHRD N TWD, FEEOBERYE
EFETIHEROBELCRVCE{LORBZENLRH S
T2, BEIBEITHESL > TRZICET 5 +4
REZROMRL - N UBREICMZ, 1V
& —7 xR XY vy U UK
ISREEZITV., BEESCTRESE21To> 2 &
R, BEREOFELHRE T L,
%ﬁ%% kWT AR OB EICRAFET
DEEI Qﬁ<k%+ﬁﬁmw\%%V
/F?/@E%%ﬁﬁu PUINE 7531
DEBEZ+NICHERTEZ koik\%&®
BERGLE 1TiE, PR OBREEZ L LT,
AR ERETDHZ L, VLT Y URIGED
BENEMEDOBHITBWT, BREEERIERE
BRFAED Nl bHESh TN S,
3) AF|B LB 5 K)n
Infusion reaction
AHNB G & B X5, T H2RFFLINIC
313" Zinfusion reaction® 5 ©, EERTF 7
4 7 F VU —IRIER (PR EEE, [ESRE.
mEER, MEET, LERE 57/ —
B, KEERIE, RE. ERES). EERHL
B LBb D, KRR 72%t

WFOREE (EWRAIZRS) OBzt
SIS D 2 &, ROl OIRRREER & FF O R
LR DREGIEIC DWW TR A 5 W
BHEOEMA oy s 2 L VAT 52 &,

Confidential and Proprietary

40




TTVITAL
1.7 RV [R) 2 — B4k

RV Y S VeSS iR

Table 2 [FIfERIZhH—

B (THXVLST, A7 VFv=T, PRATFHX<T) (D3%)

—REATE | THY AT A7V F o~ VAT HXwT
gk, adalimumab infliximab ustekinumab
Bl (oo +HBMRTBZE. £, FFlzOoVWTO+ IEDTE DML Lic L TREERMAL,

) SRARRE Y U~ FIRRORERE b OERA ERTHROTABRBERZITOI L, Ee,

FRAL, BEREDHEELZOEFEBEDNL
LCHERTHZ L.

- BEMEERR R OCBEESEEREOBE TIE, &
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Table2 FfERZM—ER (THFIVLST, A7 VX7, URTHEXVT) (D3X)

—EAFR | TH U AT A7 )Xo~ T TATHRX~T

gk, adalimumab infliximab ustekinumab

EH EoVEE 7o BRI BV TARANT 3 D HUR D MR ST ZEES (EDQM) DORFHfiICEET 5 Z FEFESHC BTz - TiE, RO RITHEET D
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2) VU U VORERPEFE LT A RE
21T 5 LRI, ERHEAOV ) U
BERET DR ma Mt 2 k.

(B ARAKN T 22T N (BIETHEEZ) OOf
HIdAThenZ &, WA CcEB LT 7k
AExti & L7BRRERIC W T, AHl%
EHTINFRAS & 7 3227 b GEfs Tl
Hz) OUFRREEZZ T ZBE TR
L BB OHBIT T ENTE ST, RYE
T OVEE B 7 JEYUE D38 BLE DS AH 2 & e PL
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Table2 FRERE—ER (TFI LT, A7V FP~vT | URTHEX<T) (D3%)

—NEFR | THY AT P E TATF AT

gk, adalimumab infliximab ustekinumab
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Table2 FEFZH—ER (THXIV LT, A7 VX<, URATHX<T) (0DF)

—iRAT | THY LwT L7V Fe~T VAT HRX<T
gk, adalimumab infliximab ustekinumab
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Table2 RERDH—EER (THXI LT, AV T7VFV~vT | YRATHXTT) (D3X)
—NEFR | THY AT L7V Fv~T TAT XA
gk, adalimumab infliximab ustekinumab
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NEEBL-BEEZITH) L. RENROLN
TIEAIIERE AL L, WURE AT
Z k.

N— T ARRIEGERE (0.1%)
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Hadik L, EER0LEEZTY 2k, £, K
A 5-OFRIZIX, infusion reactionD FHLIZ i 2.
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gk, adalimumab infliximab ustekinumab
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gk, adalimumab infliximab ustekinumab
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o, e, WEME B, W% |MERHTRE, S
T7I5—t% GEDS Wk, EA%. @ | i, Haps
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gk, adalimumab infliximab ustekinumab
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Table2 RERDH—EER (THXI LT, AV T7VFV~vT | YRATHXTT) (D3X)

—EATR | THY AT A7V Xv~eT TATERXYT

gk, adalimumab infliximab ustekinumab
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—RAARE | T A~ T L7V F~T VAT XRVT
gk, adalimumab infliximab ustekinumab
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Table2 FERZIM—EELE (THFVLT, A7 VFV~vT, VATHFX<T) (03%)

—RAARE | T A~ T L7V F~T VAT XRVT
gk, adalimumab infliximab ustekinumab
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Table2 RFERZR—EER (TFXV LT, A7 VFT<T, URTHXTT) (DOIXF)
—RAARE | T A~ T L7V F~T VAT XRVT
gk, adalimumab infliximab ustekinumab
W ForE| [ o3 [ 5%k [ 1~5%Ki 1% A0 JEE R BET5Z L,
(>3%) |2 ——— 2) JIHE D APER LIS
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- D) BERE  ARTER - A YT ) —0
PRk, Nig ATA T4 NE— (RTHA X127 1
%%j? VUT) 2AnTRETAZ L,
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i:ﬂm 5F5EEABRRNT L (BRRBRIC IV T
B~ = e HARBR N 72 0N)
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Table2 RERZSE—EER (TFIV LT A T7VFV=T | UATHXTT) (D)

—NEFR | THY AT A7V F o~ TATF AT
gk, adalimumab infliximab ustekinumab
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ﬁﬁéﬁ - BARKZROT, EREOMIRE LT, &
A ) b RE RO AGE LTHY , i)
R® | %5, % W WK | INBE, K [R5 RSB OWHRL T 2 ZTe 2 LD D
SEERE, |5, Bk, MU, A |, SN 2. ISR BT, (ER, By,
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Table2 FERZIM—EELE (THFVLT, A7 VFV~vT, VATHFX<T) (03%)

—EAFR | TH U AT PR E e TATHRX~T
gk, adalimumab infliximab ustekinumab
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U, RO Smg/kght CIHIDT RO Hiv, 77 BREE
Sy B TSI AN o T, 7, EREIC LD
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Table2 FERZIM—EELE (THFVLT, A7 VFV~vT, VATHFX<T) (03%)
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gk, adalimumab infliximab ustekinumab
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Table2 RIRERZIE—EE (TFV LT, A7 VFI <7, UATHFXTT) (DI%)
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gk, adalimumab infliximab ustekinumab
R EoERE
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Table2 FERZIM—EELE (THFVLT, A7 VFV~vT, VATHFX<T) (03%)

—EAFR | TH U AT PR E e TATHRX~T
gk, adalimumab infliximab ustekinumab
fEH EoiEE
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Table2 RIRERZIE—EE (TFV LT, A7 VFI <7, UATHFXTT) (DI%)

—EAFR | TH U AT PR E e TATHRX~T
gk, adalimumab infliximab ustekinumab
M EoEE| RRIEETDLZ L.
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(1) 10 SRR LT B TREME D & D I AT
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A el P el U ¥ VA DR QLAY AN
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AV 22 Sl Y N A i € I sl ot e s R
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WEENTWA] .
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Confidential and Proprietary 65



TTVLUIT AR

1.7 [FFE[RZhin—Ba 3k BT RS
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—iRAT | THY LwT L7V Fe~T VAT HRX<T
gk, adalimumab infliximab ustekinumab
M EOEE

(%) GEALDER

() P 5888 - e FlcoRBE G352 L.

(2) B 515

1) VFEFFEOLITRBRTS, ST R A O
NEZN ST 2 250 L, AR [F]— BB A7~k
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1, BIEIOFEREAL S 72 < & 3emifEd
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2)  WEREDEML TR E AR AR B, RS IR
WOHDEAL (5, BB, RAR, WRESOW
NL) AITER LW &
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BEPEAL 3588 & IV AR 5 BFH OEIA 1T,
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—RAARE | T A~ T L7V F~T VAT XRVT
gk, adalimumab infliximab ustekinumab
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Table3 RIFEFRZGE—EXR (B FxX~<7)

—RLTR | B X T

Yok secukinumab

1 7244 at T 47 AT 150mg VY Y
a7 4 7 AE i 150mg

g JSNT g4 A T =R et
~ LRt

HGGAEA A 2014412 H 26 H

BAHmEA B -

HEAFHAA| -

Fiiil X5y Amki . BIEE. MG EERER

fbFpEER | — k4

XIIARE XX~ T (GBS FHHBZ)

Secukinumab (Genetical Recombination)

A B

b A — A X NTACKT D B % b
FgGlE/ 7 v —FAHETHY, Fr A =—X
INAAH =PRI X A SN D 45T O T 2
J BRI 5 72 DS (CauesH3477N5070686S16 © 01
1 50,595.50) 20 RO 215 BT 2 FRik L)
57 DEH (CroaaH 504N250033556 @ 23,379.68) 2 73+
TR SN DHES 7 E

STE
# 151,000

HEHRAl (L7 40 Ry ) oY)

kT A AR TFEISMg VI Y 1) Y
Mok dFX~7 (EisFH#iz) 150.0mg =5 H
g rT 47 AR FEM 150mg 2 1 34 TAicE
% X~7 (BEfnfHfz) 180.0mg &4

BEFBIR COHRAR 572 Trik A
SRR, BAEEMERORE, MR MR
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Table3 FEERZH—FER (E7¥X<7) (03%)

— R4 TR
4

v xX<T
secukinumab

SFE - BRI
BT %
LR

PUTF OWF I & il 7o 3 S 5 Mg, BRI M i

Qe s T N A R R

(1) S5 2 B BT O 25 R (B BA % B
Q) THERMENELNT, B NREmED
10%LL Bz K S,

(2) HERMED R 5, BB SUINEE 2 5 % B,

Wk - &

BE., BARIIEZIX~T (BEFHEHBRZ) L
T, 15 300mg %, #E, 1A%, 28%. 3:8%.
4 BRICETHREL, LK, 4 BRORB TR TR
59%, £z, BKEICLD, 1[E 150mg 2# 575
ZEMTE B,

ik - HEIC
B4~ 2 fif H
LoEE

(1) KT 60kg LA F B T 18] 150mg D 5%
BETAHZ L,

( [ERREGRE] DEBH)

(2) BEFICHFENEEZDZ L, 2, KE
DMBURR RN, G B D & HEBAL, Wi
OIS L2 by
( HEH EOER) OHESH)

(3) AFNC X AIRFESOSNE, B & E5BE D 16
WLIPNIZE BN D, 16 E8UAPNICIERRS M S
LWL, AR OTEFR T Ok A 1E
HICHETHZ L,

il
T

1. AFNTREEE S DRRGYE & & L RARIC s
TEDERMRICIHNT, FHIZOVTO+437
AR & RRIBR D43 7R ek - BB E b OEM D
b & T, FHIC K DIBROAEMEDSERMEE L]
5 LYl SN DEROHITERT D Z &,
AFNIBID Y A7 2R S & D AIREMES D
V., IREEOREEL AT L BE TIIRHEE
FEEMLS B MRBMRH D, £, KA L O
EPEEE 52> TIZ RV, BRSO REH
HFEENTWD, BERBMICELD, FHIDRR
EERISELIFEA TRV LHED, AHDF
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Table3 FERERZH—FR (E7¥X<7) (03%)

— R4 TR
4

v xX<T
secukinumab

B (o3

)

PR OMERRME % B T OB L, BRENE
fRUIZZ & BB Lz L CIRERBRBT 52
L,
2. HE R RYE
TANVA, MEROCEEEFIC X 2 EERERYWED
WMEINTWEZD, TORBEELIT R ERYE
IEOFIEICER L, AFIBEZITBRIOMBEX T
TERBH S b GaIcid, BEbICEREILER
THIEIOBEEZRETHZ L,
3. AKNIOIERE AT HRNC, RIMNREEZ ST
FO2ERE EPEFZER<) O@EAZ+7IC
BMRIDZ L,

P
ol

RoOBHEICEBRE LN L)

1 BERRYYEO RS UERZELSE o820
H5, )

2IEEMERE O BRE UEREZELSE 282NN H
%, )

3AREND R U BUE O BEERE D & 5 B35

R EorE

LIEE#RE ROBHICHERCRSTDHZL)

(1) BEIYE O A ITRYE D e b 5 B U
JENEALT2RBZENAH S, ) ( TEERAR
RITEE ] DIESR)

Q) MEZOBEIRE A 5 BF BEEnEbss
LHRENNH D DT, FFXHE (L N7FY)
S Z2 EPMNCIT O 72 & EIEDORBIT 5y
WHEETHZE, ] ( THEEREARNEE] O
THZ M)

G IEBMICH D 7 v — RO BE HESMERRER
IZBWT, 772 RBHC LR TARFIBHCR N T
TEENH D 7 1 — IR ORER DS EAL T B A8 R 23 2
HILTWD T, IEEICH D7 v — R0k
FIHR G T 25 8ITBEE 0T 2 8, )

@) = ( [Eing ~okth ) OmEs8)
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Table3 FERERZH—FR (E7¥X<7) (03%)

—AFE | B X~ T

gk, secukinumab

i EoiEE
(H3%) | 2.EERERNER

(D) AFNT, LDV A7 2R ESE 5 AREMEN S
5o TDFDAEF| O G bei RS )
FEEATV, TRYE O FAE I ﬁ?é;
toﬁm®@%ﬂiﬁﬁﬁ%%bﬂt
Y/ ﬁéi_$%¢6i9$% %%
Té Lo FTo, EERBYYENRIE LIZSA

Tk, EE e AE A T 2, (CTRIWEH BER
&@WWJ®@£%)

(2) RANBE G - TRERZIC B9 2+ 43 72
OERXARRAN N 2 A > & — 7 = v Lyl
%Xi/xwa)/&mﬁﬁ%ﬁw\ﬁE%%
CTHRESZITY Z L1280, MR R K%
R 52 koﬁﬁ@%ﬁﬁ%ﬁﬁé%éﬁv
ARG BN DA IR, R ORI R
Db DIERNCHRT 52 &, UTﬁwTﬂm@
BEIIE, JFAIE L ThifE R e &S Lz k
T, AflEEET DL,

n%%ﬁﬁﬁﬁfﬁmﬁéﬁ GBET DM HEE S

LI AT HEE
n%#@éﬁf(%%##%@@)%ﬁ?é%ﬁ

3) A =T xa LylEHERBRSC Y L 7 U S
RAFEORAIZ LY, BEEY < bl b 8
=

4) EZ R & ORBYE A G T 5 B
Fo, ARG T L BRSO ) /e
FRAS % E AT 9 70 ERERE O R B X+
WCHER L, a2k (Fefed 5%, (K&
B, FEEVE) BB LA ICIEESICHE
WMEEKET D Lo BEICIEE T2 L, A
B, HEOIEEEDNHER S T2 E TS O
AL, RFlERG Lenz &, ([%
=] . TEERS) omsR)
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Table3 FERERZH—FR (E7¥X<7) (03%)

—HRLTS | B R X~

gk, secukinumab

(5 LR | (3) BRERFRBRIT I\ TR & K OV Ji LASK o SR IS
(Do) OFRBNHE SN TS, AF L OREBERIX

MR Tl VS, VB O RBUIZEET D
&, ([ERRRRE] omESM)

(@) AANP G L, BT 7 F AR & D RRYE S
BOY AT ZHBETERNZD, £V F U8
R TN &,

(5) AHI & A D AR DO IO TRV T
HEWEITHESL L T2 WO THFR Z#ET 5 2
L F MO AEYRAF D HEF I DA TR
JEDBAEIZ OV THRE DIREEE I BlZ2 3 5
&,

(6) VEFEH Yy DI N— 1T, WIRRKRIT L (TT v
7 ZHERE) EETeD T, TT v 7 ABBE
DOEEERE S 5 WIEAREE O & 2551, 7 Lv
G ER I TEBZENRHLOTHEETDHZ
s

3.EIEA
SEMERE, S E R
EFR RS A 7 7 & R ek R R ER  (A2302,
A2303, A2308. A2309) Z{f& L7-12 OHEEHIC
BWT, AFIDEE S - HER 11,3824+ (H
AN8GIETe) 26061 (18.81%) (ZEIEMANZEYD
Hav, ERRIERNL, SIEEEZR28%1 (2.03%)
TEIR 2801 (2.03%) . T
1161 (0.80%) . EXGEREG1061 (0.72%) %5 Th
o7z, BHARNTIESSHIF 6B (10.3%) (ZHITEMAN
W Hiv, ERRIERA ., SIREER 1B (1.7%)
EThol,
SR IE & 9 D MR 2 b5 & L7 5 A
iR ER (A2302, A2303. A2304. A2307.
A2308, A2309) Z{FA L7-52iEDOEFHTR
T, KRAIDE G ST HER2,80561 /1 (H AN
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Table3 FERERZH—FR (E7¥X<7) (03%)

—fNEFR | B X X<T

gk, secukinumab
EH LR 140615ETe) 75061 (26.74%) (ZEIWEHNZED S
(Do) . EREWERNIL, SHEEZR 12561 (4.46%) . HA

S0l (1.78%) . LAGEEYGA4sH] (1.60%) . F
F2761 (0.96%) EThol-, 2D L, HAA
TIE, 1406144451 (31.4%) ([CEWERNRD &
. FEAeRMERIL, SIHSEROB (6.4%) . =EiE
2 (1.4%) HEThoT.

UKGEE £ TR

JB R P B
AANBEYE RS 255 & L EmatBio
S2MOEFIZIBNT, AFREE iz 1264144
B (33.3%) IZRMERP S bz,

GhEEX TR D —BIKFEIF £ TOERD)
TEARARRIER] RO [Z0MoRIER] ORHR

BEX, BARNOERES 255 & Uiz Of
GLES2AOEH BRI VAN L, $/72. 20
5 DOFRERER T 5 b CO AW EIWERITMEE R
HE LT,

(1) ERREWER

) EERBRIE (13%) : UA/LA, fMEH DN
IFEFH I LA EERBYYENH Hbh s Z &
N5 DT, KRG HITBEOIRIEE /71
BE L, BYYEN DN SR SIS ) A L&
1O &,

2)WBUESIS « 77 4 X — (HEARH) |
2 (1.3%) SFOWMBUESIEN H Hbivd
ENRBDLOT, BEEHSITTY, BERRD
LG AITITE IS 2 IR L, @bl e L
BETHZ &,

3) BFFRERERED (BEIEARIE) o A EREOEAD 2 B
LML ERNHLDT, BEL DTV,
B TR BT A IR T % G k4
LR EHOIMLEEIT) 2 b,
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Table3 FERERZH—FR (E7¥X<7) (03%)

“IREETR | B xR~ T
gk, secukinumab
i EorEl ) TothoBIfER
(Dox) B 1%L - 1% A i
RRYAE P~ LA | AGE R (8 |2 5
MEgEZE, R
L EEEEN
Bl gt |
(D5%) B R 1%L |- 1% A
k) . v
IR ST _ _
MRIRER, MO | SR _ _
21 % UMERR
R
BBREE ] — —
BB ROV — B3
TFRERREE
RS — _ SR RE R A 1 52
= i
HRRRIEE | DA _ _
SEEER | HENTALLR — _
O 5570
e
4.BRE~DORE

— R R CITAEBSRE NI T LTV D DT,

BYYEEDORIEMORIUCEE L, +oeBlgie

192 &,

SAtiwE. R, BImEE~OERE

(1) 117 SRR LT 5 a0 3 2 6 AT,
TBR OGN fEBEL EE D &l S D
BHCoOREETHZE,  UFRP OS5I
T HLAVEIHESL L TRV, E7. AFNTS
=7 A P ZBWNTIHRRA~OBITRHE X T
WDH3, IR - BRI EE K QMR ATTEIE TR B
TH7aw, )
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Table3 FERERZH—FR (E7¥X<7) (03%)

—fNEFR | B X X<T

gk, secukinumab
A EOEE| Q) AfIBEGPIXmLeziTIEs2 L, (KAlo
(Do) t MZBIT AN ~OBITIIRHTH LR, K

WERE L-@hyFEs (v v R) THHTICK
TT5ZenESRTNS, )
H2) REHUAZIRE L8 ER (w7 R) T
HAE R O MLiE T ~DOBAT 2 Mesd Lz,

6./ NRE~DFEE
IR AERE, AR, LR, SRR OVNEITH
T D LAMEIIMENL LTy (ERE SR 23 2
AV

TRERES

FRAR RV T, ARFIO R IR30mg/kg £ TOHr
ARG CEBZRBERIZRD b T\, i
BEE5OHAEIL, BEA OSSR Z 1 E R <
B L, EOMNITHEE R RHERIEAIT ) 2 &,

SEH DR

() HB&EHE
300mg#% 59 5 5413 150mg > Y v VRO
TEHETHZ L,

(2) B BRI
ARAIDEG TR TEGORETHZ L,

(3) & 5KF

1) #5-AIS AR 2> B LSRR L TR <
&,

2) FZJE MBI, BB D & 2L
CNE U N NEIT NN )
BEAL) . FLEEDEBAICITIES L2 b

3) EEALIE, KBRS, RES L BB E E L
W Al —RERT A~ K UERT D 2 BB D
&,

4 AFNT, UEIEHAORAITHY , FEHA LN
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Table3 FERERZH—FR (E7¥X<7) (03%)

— R4 TR
4

v xX<T
secukinumab

fFEH EorE
(Do)

Lo

9. T DMDEE

(1) = VLR L O BIEEPE RORE & 6 52 & L 7= [EI B
HEENAREERRBRIZ BV T, 528 F Tl
19/3,364%1 (0.6%) OBEFICH L7 FX~T7H
RS B, 9 H3/3,36401 (0.1%) OHLE s
* X7 HRIIT PR CH o7 (HARANT
I, 1148651 (0.7%) (2t 7 % X< 7 HUEN
BHI, FOUIOHT 7 XX~ 7 HUKIZ P RH
KTho7) . HARAEIEG RS 2 515 L
L2 ENFEIFERERIC BV U, 2FFhike s
XX THUEARED LT EBFITW R o T,
¥, PUROFBL & R I TH EFS L OB
WS TIE AR,

(2) S MBI OISRk & O L2 e o4
P K OVE Zh RN LTy,

USEBE:
PERAEA B

2015512 H &G (B4R

Confidential and Proprietary

76



TTVUITAR

1.8 IR E (R) T VO— R A
TABLE OF CONTENTS
1. TRAFSCRE (B2) oo 2
2. THHE « ZDE () KON DFETEARIL. ..ot 7
2.1. THEE * DI (Z2) oot 7
2.2. THAE « ZNTEDFETEARIL oottt 7
3. R - HE () RO DOFETEARIL. ...cooooeeeeeeeeeeee s 9
3.1 FHIE © FHEE (B2) oottt s 9
3.2. FATE © FHEEDTETERRIL (oooooeoeeee e 9
4, A EDEE () LOZISDFETERML. ..o 10

Confidential and Proprietary 1



TFLVITAR
1.8 IRASCE () Y= R

1. ’AAXE B)
WA SCE (B 2 UTIORT,

#IFE
AT YE () IBEBEREOEDTH S0, BHORMNE
Vi3 R L A

Confidential and Proprietary 2



201 @@ H 1R (55 1)

Br & ERRA A AR UERS S oy JE T 5
ERHAR : 34 (AR TROMAMIRAICHENT 22 L) 873999
PDE4 [BEHI 10mg $& 20mg %2 30mg &2

(e]e] —_ z — AGREE | XXXXXAMXXXXXXXXX | XXXXXAMXXXXXXXXX | XXXXXAMXXXXXXXXX
nrEEXR" AT X JofiE 10mg SRR ST R

#sz®ﬁ 20mg 55 BE A

T X JofE 30m ,
T7X5e 9 [l Bt A 201443 A

Otezla® Tablets
FIUSSRA Mg
AR -EMEOLFECLYERATE L

[ (ROBHEICFKZEELEGEWNCE) ]
$ﬁ®ﬁ“’ﬂbﬁﬂﬁ®%ﬁf®%é$%
T U TIERE L TN D TREMED & 5 it
(48 A - & K]
BRFE® | ATXTE 10mg | AT X 58 20mg | 77 X 5§ 30mg
B -8B |7 FLIT9AN |TFLITAL |[TFLITRAE
(18g9) |10mg&H 20mg HH 30mg & AT
sy Eatre—x, |fiEEre—2 |fEdELre— R,
ILHE KR, o v (KT, 7 v [FUEEKTF, 7 v
AN A —AF [ ATV Aa—RAF | AL Ao —RF)
FIDA ATT | NIDA RAFTT | MU DAL ATT
PING a7 AV DING S/ SAVEDING S/ S AV
A, RV E=AT (A, RUE=AT |A, R E=LT
Ja—v 5T pva—n GBad |va—n Gl
) | BAET | AAEE) | B LT |Adl) | BR(LT
Ry, wruod— Xy, wr/ud—|H, wr/ad—
JL 4000, Z L2 |V 4000, ZLU . | 4000, ZL2
21 S =R esk, A | S RMbek, EE
= bk 2 (7 Y L7y
b8k
BB [RREDOT 4 NVA|BEBEDT VA |RIBEDT (VA
a—FT 4 VT8 |a—T 4 VI8 |a—T 4 VT
ey APR APR APR
A | BE
| = | O | T
& 8.18mm 10.32mm 11.81mm
L SEe 4.42mm 5.55mm 6.35mm
xgéEé 3.45mm 4.34mm 4.97mm
5= 104.0mg 208.0mg 312.0mg
(%h 8E - %) £]
R FTRIE CRNRA 43 7 S B M Wi
PV B A
"""""""" (ke - HRICHEET BERALOEE) 0

RS R !

L,

) )%F)'(L‘%%‘F’Cﬁ“’\fixﬂ%?ﬁl oY, BOERARERO 10%LL 1

SN E S
(@) %Yé“riwﬁi%ﬂli PRk E A 2 0E

HVERORE S BIEE MR IR 5 5 2

(R - A E]
BE, RACEET T LITZANELTUTOEBYRAZESG L, 6 HA
DIBEIZT7T 7L A RE LT 1REI30mg % 1 A 2\, &IOS

1HE 2HH 3HHE 4BH 5HH 6 B HLIE
] EE EE EE EE] EE
10mg | 10mg | 10mg 10mg | 20mg | 20mg | 20mg | 20mg | 30mg | 30mg | 30mg

! (Ri& - AEICEET 3EALOIEE) !

1

|(1) e G- BRAAIRH I B 5- 21T b le o 135G Bl ML LS

DFBRPE N EDRENTWNDHZD
THZL, ,
B OB RE 1
U??yx@ﬁ3mmmm$%)fm\$ﬁ®m¢ﬁ§ﬁiﬁf:
1
I

T - &) ZEsr :
[EEEBE (Cockeroft-Gault A2 LB 7 VT F =7

LAREMENH D T Eh, AL 30mg 1 A 1 EHRGF 55,
EHHEEL.

1

|

1

1 HEEICEGTZ L, 2k, AKI30mg1 B 1R
: L4 58E, BB OHEORFETH L,
1

1

1

1

1

[ I

B G TERpERE ) OTHEMK] ,
(3) AANC L BIBFIE, @R GEED 24 BUNIZHE L

Do 24 WEAPITIRIR UGG DR EIE, AHI O TR
M EEICHEET D5 L, I

[(EAEDFE]

1. REHEES (ROBFICIIREICERETDHIL)

1) EEOBERERESE (Cockeroft-Gault i KD 7 LT F=0 27 VT T
ZfE73 30mL/min AKfi) Do LHEE LMHFEREN EF L, BIER
Biaozbzhrds, HE - HECEETLHHEH LoEE] 5y
e DIESBM]

2) EYYEDRIE . RYUEN DN D T HRMEEGYEOBER O H 5
B DRYYE L BL TR LS 2 B2 H 5, ]

3) minE ( [EEE~ORS ) OHEBMR)

2. EEGEFRNER

ARFN OB -1 323 LR S OBIERAEVERCREA IR (o0 22 il - #BhA b
DEMOE L TITH Z &,

3. HE/%EA
HREE BRICEET S L)

EEIL%E BRERAEIR - BB AR HE - EIREF
CYP3AABERTFEIMER |V 7 7 o B2 v L OfF [ AHNL CYP3A4 T
EH T B IAI B TAFKID AUC | SN 57=, CYP3A4
(VT77re, KON Conax DI DR |BERAER A2 OFH LT
Tx )AL EFE =L | SRTWADT, O [BEIc. AAlomigEd
HINNR=BE L T [TEHHAI \ﬁ%ﬂ>&rhﬁ@¢7&%z
=R A 5) CEE]] &%ﬁézto 5B,

4. El{ERA

ENEEARRR ClX, AR OEFE G I, ZaMtEFHMAER 241 #l4 71
Bl (29.5%) ICRIERADFRD bz, @5 SN ERRIERIEX. TR 11
B (4.6%) . BEFAPUR 9B (3.7%) . EHGES 861 (3.3%) . HK{#H 6

Bl (2.5%) . WofEE S B (2.1%) . EL 46 (1.7%) Thoto UKGEEE)

-3-



S EEEFRRE Gomg 1 B 2BEEHHFS) T, AFoLBEHEFIZ,

ZRMETHIBAER 2357 B9 1046 ] (44.4%) [CBIERABRD bz, #

HINFELRBEAIZ, BO 3104 (132%) . FH#I296 6] (12.6%) .

BEE 1304 (5.5%) . BRGEMEEAME 6461 (2.7%) . EXGEEY 64 )

(2.7%) . mEnt 614 (2.6%) . BEHIAK 5641 (2.4%) . HLFR 53

B (22%) . EREEHE 466 (2.0%) Thotz (KBF) .

1) EX2EIEA

) BEERRBPE (07%) : VA LA, Hif, HESICL 358 0RYR
ERHOLDPNDZLRHDHDT, BELXHFITITV., BRYYENED
NEHBAITILE R NBEITI> Z L,

Q) EE/GBEGE (0.1%KM) : 7774 FF—S0OBBIERH S

NEZLERHHOT, BELZTHITTH, EEPRBOLNHEIC
HELICRELZPIEL, BYRLELZIT) Z
2) £ DO BIER
UTFDX S Z2BERS S b HEITIE, BEZPIET 5%, ER
IR CTHEOZRABEITH Z &,

&,

Wik, MW

Y SE B & E&GE
U7 4 BUiE K, [EXR, Bl
s
HiglEE  |[BL, TH Mgk, EREERA ., (R
LR, REfh, PEE
B XM, B R
B, ARl R
A, ke
R R B | BORMEAM ., FEE|FIREE, 5 oMW
/KRS HEV, S
R#B LV BHBGR, FEB
KRS
Z0ft CEZNE7 % )R, T, B
Z. BEE, B8
fii, i
SHEBEARE (30mgl B 2EIREBHFE) ORBAUSK
5. BRE~OKRE

—RICEERE TITAEBBENMET L TWS 72D, BRIYESOBIER O
BUCEEL, BEORELZ+SICHELRNL, WEICRETDHZ L,

6. TR, ENR. BIME~OERE
AHIL, EER, RILBICHT HEEMITRESI LTV,

1) R UEER L TV A AT D B 5 EIC i3 5 LAanw o &, [=
7 A TCERBRED 23FICHY T % A& TRERNEER EFKE
RIREEOHM, BREEORLY, BEBES, NV CTEEHAED
21{EICHY T AR TRESRD LA TNS, ]

DA FOLMITITRE LW EREE LY, P& ETRETS
BRI EPILEES L, [FHEOE MBI LT ~DB
TIEFRATH LN, FFHEZRE L-BHRBRE (7 R) THH~D
BIANEESN TV, ]

7. INREADRE
EHAEEER, HER, LR DRROVNRICHT 2R2EIFREIL T
[AY/3% Y,

8. WMALDIE

RHIZZ{H

PTP 2 DFEAIX PTP > — bWV L TIRAT AL H5ERTHZ L,
[PTP ¥ — FDRBEKIZ L 0 | BV SLAMSIRIERER~RAL, EITIIF

LERZ L THBIARSEOEERAGHELZ R T Z LB lEShL T

%, ]

RAR

SER AN TEY | Blofzh LAz &,

9. TOMDIE

EREERASRE (2546 I2BWVWT, I ORERVCHEEMESFSIIREIN
Rhots,

AEERRBR (HfE) 077 eRABHAICENT, I2MHiE, 7R
B 1411 65 8451 (0.6%) . AFI30mg1 B 2 [E#5.H 1668 5 17

(1.0%) IZBDHLN, ZDHIHTTEREE2H (0.1%) . FHFED 44

(02%) IZ2OWTIEAH] & ORREBURIIEE Shiehorz, E£-BHM
EESIT, T EARE 41165 16 (0.1% : BEEEE) | A 30mg 1
B2 M5 1668 65 24 (0.1% : B4R, BRSEE 14) 28R
HH, WThbAEEEORREBRIIEESINTWS,

AEEERERSRE (BF8) OFFI2REHIBWT, 52X, &F 30mg
18 2% &7 23576F 636 (2.7%) (288D B, ZdHH 104

(0.4%) IZHOWTIEAEA & ORREBRIIEE SN 2h o7, =B
EHERT, A 30mgl B 2EHEE I 2357 FF 36 (0.1% : BEEe
26, BESEL1H) @B oh, Wb AA & ORREBRIIEE
EhTwa,

(RHEE]

1. RN - dARE
1) meRE (BEA)
Q1) KE# 5
B A NP B E |2 AH] 20mg & U 40mg # BEEIRE O&E LI=REO A
FomEPREHES L BEMBRE AT A—FX, UTFDLEY THo
7o

ng/mL P RMBEHED (T HNIEREEE)

500
1

—+— Apremilast 20 mg
—=— Apremilast 40 mg

400
|

200
1

W ERE

T T T T T
20 30 40

BE®REBE (FRH)

HEREAHRE Ll EORGBE/ T A —F

TR (CV%ETFE)

KYWB T A —F 20mg BEI# 5 40mg BEIRE
12 41 126

AUC, (ng=h/mL) 1.515 (21.9) 2921 (17.2)
AUCo.is (ngeh/mL) 1,532 (21.2) 2.943 (17.1)
Cuusx (ng/mL) 211 31.3) 343 (25.9)
o (h) 2.50 (1.00. 6.00) 3.50 (2.00. 6.00)
t1> (hr) 5.44 (15.8) 532 (16.3)
CL/F (L/h) 131 (21.2) 13.6 (17.1)
VZF (L) 102 (27.2) 104 (28.4)

afRfE () ME — K fE)

Q) REi%s

BAASEEEEBBEICAF 30mg # 1 B 2BIREEO&EE LR
DAEE|DOEEREIZBT H2EYBE T A—FiI, LTFTOLBY T
bHotz,

4.



RERE LI & X DEPEE AT A —F

BATEH (CV%EETER)

95 2 — 30mg1H 2[H

EBRE /T A —F 2088
20 4l

Cinax (ng/mL) 374 (32.0)
AUC, (ng*h/mL) 2,397 (39.5)
tmax (h) 2.00 (0.98, 4.00)
ti (h) 4.06 (23.6)
CLF (L/h) 12.9 (34.1)
V/F (L) 83.1 (32.2)

a FHRAIE (eI — e i)

2) mHiRE (SFEA)

<RI >

RN T, ABNTRR OG- CEl0IRIN X, B8 X% 2.5 FEfH
(FPIRAE)  (tne) CTHREEAMIEPIRE (Coad) ISEEL, WINOHERTSA
FT XAV T 4IIBEE B%TH o7z, 728, AKI50mg 1 H 20
Be5 0% 80mg 1 A 1 [H[HE5-TIE, AUCo0fz T Conax 13 FH EAR TR 1Y
mLi,

FRAEE ~ FE O AME A T MRS IS ARA] 10mg, 20mg KUY 30mg
% 1 H 2EBIKER DG Ui, AFNTEICRI S, BXZ2
BE (tne) ClemMAEFIRE (Cow) WCE LTz, TO%. MAEPIRE
T U, WAL 4.93 R 6 6 56 FEFI Th o 72, 7.
AUC 2 O Con 1T BARAFRNZ N L 7=,

AR E ~ TE O B I AR 1T B 1T B HA N EANE A OFEmEIREIT
HRPLLTWAZ ERRE 2 L—3 3 v PKEFIT CR &N,

) REFOEE BHEAN)

fREER A (46 B) IZAKAKI 30mg 2 A%ICHRIE S Lz L&, migh T
TV ITAMRE (ConXNAUC) ~DOEBHFHOEEIRD LN
7=

2. hFEBEEHKSE
T7LITAPOE MBI 5 EATRARIIBEZ 68% Th o1,

3. B, et

<A >

R AICBNT, BEHMEESR LT LI 72 b aRknikEb Lz s
= MR EERR IR U TREGIRD 45%, IRWT Ot A Fufk 7
TV TA MO an = REGERTH 2 RGBS 39%:80 &
Nz GHEAOED) » 77V 7 A MIF b2 v b P45 FRLAGHHT
i Zv s o VERA ROV 7 1 I P4S0 LIS O SR L0 AT
INbEEZBN., invitroiRBRIZBWT, 77 L7 2 oz
542 F b7 1L P450 1ZEIZ CYP3A4 THDH T EMWRIE S UT=08,
CYP1A2 K T¥ CYP2A6 DAL 1380 H T,

< itk >

R AICBN T, BRMESR L7 7L I T A b aROokE Lz s
&, RP R OHEFERICB T DR ERICRT D BERERIRIL, ThE
NBEE 58% LN 39% T, RELAEKT 7L I T A bOREIREZ, KT
FROEMFR T, ZTRENBELE 3%ED 4% ThH-o72 GHEADRKE)

4. BHEEEREICHIT5EDENRE

RS REIESE 2 A4 B WA IR 30mg Z BLEII 4 L 72 & & O SRYEhRE
RIA—=BFLUTOELEEY THY, HEEOBHAREERE CIX, EF7k
EHRE 2 A T H RS & i LT AUC KON Cax 1. FALE IR 88% K%

7 303 8 FIDKMTT M (CV%) | toax : PRAE [R/IMIEL BOE] | IR - B
HELISA O 5K T2 — S 7o 4R

5 HHEEEEREICSIT5EMENE
TTVITANEZOFEENRH, OMAFMMET T LITA DIV
au = NiEAEROEYEREIC OV T, F%E (Child-Pugh 7~9) XIEH
% (Child-Pugh 10~13) OJFHERERES BE TREITZR O b ih o7
OME A DR

6. EYIREEA

AEIE V77 oy B LIZEE, 77 L5 A D AUC KDY
Conax N Z VIR 72% K O 43%I800 L= BREADRGRED
AANEr hary—LEFRALIEEE, 77 I T A MO AUC KT
Cooax N ILFIVK 36% K O 5% M L7= (OFE A D)

AANE AN PUXRY— R EHHALIZEE, 77 LI T2 O AUC, 1T
0.7%. Conax 13 5% LTz GHEA DR

7. HARUEHOEE

AN % TMERE IR G- Lo & & AUC KUY Con (X B PERRERE & HE~

TENENB L Z 31%JM 8% M L7 UEADARE) .

KA @i (65~85m%) 125 Lz &, AUC KU Cou (T FER RS

(18~55 %) &L HA_TENEN 13% KT 6%HM L7 (FHEADRE)

(B BR AR

<EREGKREERRE >

BSA10%LL KON PAST A 227 12 Lh 0> FHEESE 7> B B O 3 Mz &
OBIFIEME 2 AR & LTI EA b~ T & A xt i Z s BRI TRER
BRBROMBRIILLTO LB THoT,

FEFMIEE Th %5 16 B D PASI75 M ORIREHEHEEH Th 5
sSPGA 73 0 (JHZ) T 1 (TR 2Rk L 7B oA IRV,
AHKI30mg 1 B 2B GHETT 7 RBEGH X THERICE NPT,

ENEIE 2 HRRICH 5185 16 BEEOEEKSE (mITT, LOCF)

I TR L ORBE
20mg B | 30mg Bt ;# [95% CI] p & >®
20mg B 30mg B
164 211
PASL-75 235 282 71
AT [58,270] [101,321]
R 085 | 485 | (634 o 002 00 0003
sPGA 239 296 88 151 208
%ﬁ;;? a7y | euiy | (68 [31,271] [82,333]
% (B%0)

a W A ZRIRE,
b Hochberg {52 & W £ B2 5,
¢ N—RT A UHFIZ sSPGA A7 8 3 LA EDOWERE & 515 & LI=fihfr,

<5 EERERSABRRLE > O >
BSA10%LL L, PASIA =7 1204k, sPGA A= 7 3 LA EOHFEEN G E
JiE O = B MR A M OB E MR A PR & LTz 2 DO IEAA(L T T 'R
PR T G R TRER LGSR (PSOR-008 55% K U PSOR-009 5-5%)

DOFERIILL T LERBY THhoT,
TEFHMEER CTh 5% 5 16 HFFD PASITS L OENKFHEER CTh 5

SPGA 723 0 (THZ) X 1 (TR ZiEk LB OFIA 1B\,

A 30mg 1 H 2 [EH 5T 77 B R B GRE L IR THEL

T 42%H8n L 7=,

GrEADRHE) .

BT,

SEFE SHEFERICE T 555 16 BRFOEEKSE (FAS, LOCF)

PSOR-008 B PSOR-009 3B
BHERE LA T 2 BEIH SFARAREHORNBG/ 5 A —4 Simg BF [ 77X 75 L EE | Simg B |75 |75 K
AR eGFR Crr tuax () tyx (h) AUCiur [95% CI] [95% CI]
(mL/min/1.73 m?) (ng/mL) max 12 (ng-h/mL) - % > %
e 265 (30) 30[20,40] | 84(19) 2,975 (21) ’ ’
(60=eGFR <90) ’ ’ PASLTS 11 53 278 288 538 230
%ﬁfﬁ 250 (17 30[20.41] | 314 3,464 (19) AR (186/562)| (15/282) [iié’of)%f] (79/274) | (8/137) [Lig’of)%lﬁ]
(30§c;;<6o) 182 (47) 35[05,80] | 105 (40) 3,466 (67) SPGA o o s 04 » o1
ﬁrw(%fﬁx‘%l'ﬁﬁ ) 208 (32) 20[10,60] 83(24) 2,838 (24) %‘;é{fi D (122/562)| (11/282) | [13 7,21 9] | (56/274) | (6/137) | [102,219]
% (eGFR<30 366 (35) 30[10,60] | 118(18) 5,425 (53) = _
R 255 (40) 30[20,40] | 94(18) 2,879 (18) % (BI%0)




a WA A ZIRME,

<HNEREKRHBRRE " 2 9>
FHREMIMERLY v~ F 3K (DMARD) (Z X DRIAK. XiTThblick?
IR b330 b T IEEME 2 /R T BIEEME R RS G ELL R JEIREI
RO 3 LI LD x5 & Uiz 3 >OEIEALT T LR xR
CHEMWATREM HEGRER (PSA-002 3ER. PSA-003 Bk, PSA-004 3
5) K OMKSy1- DMARD (T & 2 BiVRIEREE O 72\ BIEIAE MRS & 0t 5
L U724 ERBR (PSA-005 3R) OFRERIILLTO LB Thoto, b,
PSA-002 3Bk, PSA-003 3Bk, PSA-004 B2 TIIAA & A b b LFH—
k&2 & T4y T DMARD & OfF 3 ATRE & Sz,
FHEIFMER TH 55 16 WD ACR20 Z R L 72 BE DE&IZHB W
T, AABEERNL T 7 8 R BERICHRTHERIZE NS T,

SEE ISHERICHEIT51%5 16 AROBEIR (FAS. NRI)

PSA-002 38k * | PSA-003FRBR " | PSA-004 3B " | PSA-005 3k "
30mg B 7;3;2 30mg B 7;33; 30mg B 7;3;2 30mg B 7;3;2
ACR20 | 381 190 | 321 189 407 183 | 307 | 159
s | (64/168) | (32/168) | (52/162) | (30/159) | (68/167) |(31/169) | (54/176) |(28/176)
77
L DR
Rz 9 71,92% 3] 4 3,322 7 [13%)?331 6] 148(61,235)
[95% p=0 0001 p=0 0060 p<0 0001 p=00010
cl p
fiE

% (#1550

a DMARD OfEf (f5-#%) %J& & L7z Cochran-Mantel-Haenszel £ &,
b WA T RRRE,

¢ Hochberg {52 & W £ EME% %,

(FhFE]

1. #mEm H o
In vitro |2} 2 ZEIBEH

1) cAMP DK DRI L W IE LImAR AR Y= 25 5 —+F 4 (PDE4)
TEMEZ T 2 B A DD R e EER 278 Lz (ICs) = 74nM,
Ki=68nM ) , F£7-. PDE4A. PDE4B. PDE4C, PDE4D O\ LMD
YT E AT L CHEERZ R LT,

2) b hHSRER THIEIZB W T, IL-17 SO RIEMEY A S A > DpE
AEINEIER 2R U7z (IL-17 BEAE4H  1Cso=90nM)

3) b bR M EZERAARIZIB VT, INF-a D= K R Uik
DRIEVES A NI A OEAMGIER %77 Uiz (TNF-a EEAEIH] :
ICso=110nM) , —J7, PLRIET A M A L TH D IL-10 DPEAHN
TER &R LTz,

In vivo 2B 1T B EETFEM

1) b R/ WfE NK ARG A SRR A L 7 Beige- EIEE A0 R~
TAET BT, 77 LI T AL (Smgkg/day) 1375 DR
JEJS - 84 HRRER AT A, RAHRRICH) D TNF-a, b AR
$UR-DR (HLA-DR) . fflafi#ess/31-1 (ICAM-1) DFEHL% I
L7,

NP NMasS—4F o E ) 7aF—AHERL N a5 — 5 U RmEic kb
ER SNz~ U ZADOBEfiRET MZBWT, 7L I T AR

(Smg/kg/day KON 25mg/kg/day) (HIEIR A = 7 2 i L=,

2. EFE

AL, PDE4 % fLET 21K 1O 1 PDE4 FLEHKIT, AIEN TRIE
PERORIEA T 4 T—HF—DF v U —2 Zififii+ %, PDE4 L
cAMP [ZHE )72 PDE T, EICHRIEMEMBLIC MM LT\ 5, AFNE,
PDE4 #[HET 2 Z LI LV Il cAMP IR E % E5 S, IL-17,
TNF-0, IL-23, RO RIEVEYT A S I A > ORBEEHETHZ ik
D RAES S Z A3 5,

(BRSBTS EIEEMAER]
T7VIZ AR (JAN)
Apremilast (JAN)

—ix4

b4 N-{2-[1S]-1-(3-Ethoxy-4-methoxyphenyl)-2-

(methyllsulfonyl)ethyl] -1,3-dioxo -2,3-dihydro -1H-isoindol-

4-yl}acetamide
5K CH2N,0-8
N 460.50
e
HEER o, //O

0 \
S
¢~ " TCHj
i gH
N
/_CH3
HsC TNH o ©
o O—CHjs

PE R HENOEEADOMRTH D, KIZIZLALETT, =

Z )= MIEIFICS LK, T FUACRRBETRT WV, 7

TVITANMIS-=F U FA—T, 20mgmL DT & b

=FUAPTHET D L&, HIEEEIT+281° Th

Do
A #9156.1°C

(8 ]
F T RIEEAL — K=,y 7 2T8E ( (10mg X4 8E, 20mg X 4 5E,
30mgX 19 §E) X1/3v7)
F7 X746 30mg : 568 (1452 (PTP) X431 —h)

(EEXEE U SXIEAERE]

< FFEICHK >
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TFLVITAR
1.8 IRASCE () Y= R

2. 3hiE - R (B) RUZEOFRERHAL
2.1. ZhEE - R ()

JRETHRIE TRVRA 53 7053 W PR HLRE
BB WA

2.2. ZhEE « ZHERORERIL
= PERIRE IS 5H9 D A sk

77 ANk T B i R C S S - [E NS 2 AHEER  (CC-10004-PSOR-011 #R) (254
4) T, AFNE, RBETRIESANE XL RITRE T o BB E Do 1o B A NS R
FIZXT D2H MR VRN S, £, METHEGE SN 7 7 B A EE MG
B CIh S 724N EB IS 2 FAFRER  (CC-10004-PSOR-005-E-LTE #BR)  (35244) K2 SD4H
% 3 R (CC-10004-PSOR-008 75k & 18 CC-10004-PSOR-009 #&5ER)  (12504) T, AHNEL. &
B PRIE DRI 3 5 TPEEE ~ BIE O W RLRE D B E (1250 4) 1263 2 FhM e OV2 &R
R I iz,

55 3 FHERER Tl ARFNTHEIE ~ FEAE O = F MERREO A TR L TR R S v, EEEHb
IHH T& 5 16 #HKFD PASI-75 (Psoriasis Area and Severity Index [PASI|A = 7 3B G-RINZ LT 75%
VLB 2 R LT OFIE (PASITS BUSER) 13X, AH30mg 1 A 2EERE T T vRiks
ICHARTHEICE < . HEIRE~EIE O35 LR 53 2 AN R &7z, CC-10004-PSOR-008
REATIL, 77 BAREG (53%) 1Tk L TARA 5Tl 33.1% (p<0.0001) THYH, £/, CC-

10004-PSOR-009 #BR T, 77 AR L (5.8%) (ZxF L TAH 5Tk 28.8% (p<0.0001) TH
Sfz, ERBEIKEHEEE CTH 5. 16 BRFICERIC X 2 52 (SPGA) 227280 (JHK) X
F1 (ZFWHEK) TR=RF A 005 2 88 B L7ogpE oFlE (SPGA RUGHE) b, miak &
H, AFI30mg 1 H 205 T 7 v RE G THEICHE 7=, CC-10004-PSOR-008 &5k T
X778 REE (3.9%) (k8 L TAAFIES TIE21.7% (p<0.0001) THYH. £7-. CC-10004-PSOR-
009 RERTH 7' 7 B AREE (4.4%) (23 L TAHFIE G Tl 204% (p<0.0001) Tholo,

D OFEERHMIE B &K OEIRAFHEE B OfERIE, T REEE Uiz & F S EMT R & i
MrEERNC X 2B OREE ST CHMGES L. AFOFIES RIS N, S 612, BEERAET.
HZREC B EI % O FEIR AR & W o T2 BRIR I 70 6 RS SURFMELC X 2 SR FIMRAT DS R, S F S E i
Sy T 16 I PASI-75 2 OY sPGA TAFIDO A RIMEN R STz,

ENZ A 2 tHEER (CC-10004-PSOR-011 3XER) Tl 16 KD PASI-75 IUGHIL, 77 R &S
(7.1%) (26 LCAAI 30mg 1 H 2 [E#ETIX28.1%& . BEARADIMEZ R LEZ (p=0.0003)

SPGA S TH . 7R EE (8.8%) I3t L CAKITIZ2.6%THY . HELEIMEL R LT
(p=0.0020) ., Z DOFEFRIL, ERBHE 2HRBRO T Y v 2 IR RBRTH HANER LI 2 A1
BROFERLFIRECTH -T2, FT2. 2 2ORBROM CTAFOL MR OEYBREICB VT HH LR
FREIX A DAL o 7o 2 & h | AMEARBAGEZ W T HARNIZI T 2820 a4 3 h L T
FHRE 2 &R L7,

AL D DEFIRFBR TIX, AAIOMFER 512 LV VR OFRRe A R S Tn5d, SESE 3 FEER T,
PASI 2 Y sPGA T 5 16 HRFE TSR DI R &7 | 2WIGFE TRt L7, 72, TOH LA
Fll 2 ke e - L T2 gBRE Ci, 32 RELARE S 52 HIF & T PASI BUGZR DN Fffe L T e, 7z,

Confidential and Proprietary 7




TFLVITAR
1.8 IRASCE () Y= R

ENEWIE 2 IR C b, ki 5 S -9 Tk, B85 16 LIRS 40 I £ T PASI KO}
SPGA TAKNZ X2 HIMENFE L TV D Z LR ST,

Fo, AFI30mg 1 H 2 [EERG1E, £ < ORIRADMEFEAGEE T 16 BRI 7 A EGIZHAT
RHHNCH B OERIKICEROH LA N RYGEEZ R L TR Y | REIE G X 2 BHE QOL RJER
EET X FE S ERHEEOMmE I T DR bR S LT,

PLEIZE Y RENL, 2FFEOIREEICY S S, b6, RFTEEN A #E XL RETEE T+
PRANFDG DI DR R ISR AIERIE L LTARITH D LB, R ERE LT,

A A 2R | et 3~ % A I

B3 1 U AEW 2] DMARD (2 X BRI b 030 vb & TIREIWED BIFI JSE IR &2 A3 2 BAE M RL e
DEE Z %G L UT-AMES 3 FH3BR  (CC-10004-PSA-002 7k, CC-10004-PSA-003 35k M Y CC-
10004-PSA-004 iR5R) (1493 4) THZIER NN MR Sz, EEFHMIEE Cho# 5 16
RFIZ modified ACR20 % 2Rk L 7-#BRE OEIS (ACR20 SULE) 13, 77 BREL (18.3%~19.0%)
[ZHE_T, AAI20mg 1 H 2[014%5-& 30mg 1 H 2 [R5 TliX, T, 28.4%~37.4%

(p<0.0295) & T32.1%~40.7% (p<0.0060) TH VY, 3kERT X TT, KA GILT 7 RS
IZHANTHEICE . BSEMETZREOEUE RO & 0372t (ACR20 A 27 D) BNRS 1
T7o ARG 16 HIHZERD N AERDRIT 24 B THE LT\, 72, AANT. HEm
HXI3ES3 - DMARD & OfFHEG-OWTThH, BHREIMEEZ R LT, 2 b ORBOEERE
1L, 1HIBL EDOARSy 1 ST EY) 70 DMARD ICAE ., 8REZ=ZIT 5 Z N TE i holz, 16K
AT, I RERTDTH-T-Z L2 BT 2D L. AR TRENZADIEIBERNERDOH D
RThrLEZOLND,

DMARD |2 £ 2 IR¥EE D 7 W IEBIE BRI AR 2 9 2 BIRE MR O BT 2 k15 & LT 4MEE 3
FRFBR (CC-10004-PSA-005 3kR) (527 44) THARMEN LS R STz, TEFHMEEA T
B 5 16 WEFD ACR20 SZHIE, 7 78R EE (15.9%) ([ZHATAA 20mg 1 H 2 [FIEE & 30 mg
1 H2[E#E T, LI, 28.0% (p=0.0062) KTN30.7% (p=0.0010) THEIZHE . BIHENE
HERE O - R DB 5 2372k (ACR20 A 2 7 D) MRSz, AAIE G 16 BERFIZFED Hiv
72 ACR20 IZB1F 2 HE/RZFE, 24 BRFTH L L Tz,

I DOFERORIRHIFHEIE B IR 1T 2RI, 7 — 2 REZHE Lo & F SEMRITRM & Rt
LN X DI DEE T T HRAESIL, AFIOFIENHER SN, S5, BEEMERRE O
BT R IR, RTARERIEIC X D BT ORE R, & F SEREAEH T HAANL 16 HFFO
ACR20 {52 K OV HAQ-DI (Health Assessment Questionnaire Disability Index ) THZhMEZR L, HIH
AR 72 & O BERHESCARy F XUTEW ) DMARD ORHEEIEIZED 59, AKFIOREN—E L T
RS T & DR S AT

INHO—EHORBRTIL, AKI30mg 1 H 2 [B#EEHI1X, FiRHERE. B OER GoRE, BAHE
e, PR R OMEERME QOLFHETH 16 M T 7 F B R G LR THIKRNICERZRD H 5
LW RELE R LT,

HARN O E VLR 2t G & LT [ENE B 2 #8585 (CC-10004-PSOR-011 7R) Tlx, 254
L SHINA T Y —= 2 ZHEIZ CASPAR FEHEIZ L 0 BIEEMEZRE S P S n-, TD o H 24 (20
mgl H2EFESH L 30mg 1 B 2EEHOK 14) Tid, _X—R T A WO T BRI OVERR A
BT ETHY, ACR20 DRl ATRE T o7, 30mg 1 H 2 [A#% 500 144 Tlk, 24 KT ACR20
ZIER L7TZ, 20mg 1 H 2[4 50 1 4 Tk, 16 # R T BIEIEY 20%0L FekdE L, 24 Bl C/E
I BE IO OV HAQ-DI 3 20% % #8 2 Cok#E L7,
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TV I T A
1.8 WACE () U — RSt

LLEX D AAHNL, BAEEVERCRECS T DIGREE L TAITH L L EX. IR ZBIE LI,

ZepE

THVETITEEN L7258 2 K OGS 3 AHRRER CARIN R G- 7240894 (Z D H 5B 2177 415 1 LU
ST, BIREIL 69274 NE) OF —Z S22 Uiz, AFNL. SR A1
Bif T, EMEREGECHLHRRERLEMTa 7 vy A VE R LT,

ROEZEALZAFFRIT, MR, Bo, R (BRMETEZ2E0) KO EXIERETH T,
FEA LT BEITHFLEORRT, AFZEE - KREST L2 &< EE L,

BELMHEFELORRESIZ4%RETHY, 7T R KRG LRABRECH-T-, £7-. BELM
(NFF) H7=b TiE, BEEIEREICHEV, BEERAEERROBBLENEINT 5 Z LidknnoT,

AFNOEGHES, EHRRT=2 ) I PNBERBRRAEB IR0 T, £lo, AN Z v A
YEODEMT 2 Th, BEMEPBREEND X5 RERREFELEHITRD bRl

EIN# A% 2 #H3BR  (CC-10004-PSOR-011 #kBR) Tik, AHFID 16 W& GHARI Iz, 22T £
170 49 434 (25.3%) ICRWERDRR D bivlz, WG SN EREWERIZX. TH (74, 41%) . &
AP (644, 3.5%) . KM (44, 2.4%) EIREER (4. 1.8%) Th-oT-.

IEED | BELLEAREROFEBTIE, AARGICED2ZEMIBETHLEER D,

3. A AR (B) RUZORERIL
3.1. fE - AE ()

W, RACIET 7L I T A ME LTUTOEBYRAOKEL, 6 HEURIZT LI T AREL
T30mg# 1 A2ME, PAICRAKET D,

1EH 2HH 3HH 4 HH 5HH 6 H B LI

i i 24 il 5 il 5 il 5 i 5
10mg 10mg 10mg 10mg 20mg 20mg 20mg 20mg 30mg 30mg 30mg

3.2. HE - HEORERIL

T MR A XS S S AL AMNESS 2 FHERER (CC-10004-PSOR-003 #5#%) Tid, 20 mg % 1
H1EEG L-EZ20 RBEFFTOMRIFRENTH-7-, 20mg 1 H 2 [BIFE5-TlT 12 HF#E 5 TIE
BRI RGO N2, EICEHAETH D 30mg 1 H 2035212 72 2 AR TR IS 2 iR
T;%ﬁmbf;o

PR & ) B S ST AME R IS 2 fHEBR  (CC-10004-PSOR-005-E-LTE #Bk) Tl
16 RED PASI-75 SSZRIT, 77 B AREE T 5.7%., A& 10mg 1 H 2 B 5T 11.2%, 20mg1 H 2
[A]$% 5T 28.7%. 30mg 1 H 2 [R5 T40.9% TH Y, O HERISHER A DI, 10mg1 H 2
[B]$¢ 5. TIX 77 8 A GIT AT PASI-TS SOGRIZA B2 ZITRO bR o 7z (p=0.1846) 73,
20mg 1 H 2[E#% 5 (p<0.0001) %U30mgl H 2[E#ESE (p<0.0001) CTIEAEICEWIGRE R
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TV I T A
1.8 WACE () U — RSt

L7z, £72, 20mg 1 H2[EHF 5K UN30mg 1 H 2[RFRE5Tlx, Bife@zattrae 7 A VERL,
WTNOHETHERR EOREMICERAREEL RIETT L0 2T AIERRD binoT,

[FIREIC . =5 PRI R & 56 512 Ei X AU 72[EIPN CC-10004-PSOR-011 :ABR T . 16 #EFD PASI-75
FOGEIE, 20mg 1 B 2 [R5 XN 30mg 1 H 2 5T, TE1 23.5% (p=0.0032) KT 28.2%
(p=0.0003) T, Wb T TERKE (7.1%) ICHXTHRICEWRIGEREZ R LT,

¥, T OB 2 HRBRIIARKID 2 SO HEREO SR E M FHIC T 53 8T 1 T
2o Tz, WENORERTH 20mg 1 A 2[EIFGIZH~T30mg 1 B 2 B 5-25 X Y & PASI-
75 RS E R~ LT,

55 3MRAER TIE, SRR N O BRI EME RO RS 2 xR & LT, A & A 30mg 1 A 2 AR5
& L CTHBMWEZIREE L 72,

B WEEOTRIE SN 8 D PEIE~ FE O S E MO RS (12504) ZRRICEH L 7-4MEF 3
FHFRBR (CC-10004-PSOR-008 75k Kz (8 CC-10004-PSOR-009 7BR) Tlid. miakbr & &, LEEHEEH
Toh 5 16 HIF PASI-75 FUGEEIE, 30mg 1 H 2[RI E CTF 7 2R EICHTHEICE S, PHIE
~ HE O Jry i AR 2 o3 D ARE DA Zh M ASRRGE S v T,

FBIEEM RO BE (2019 4) Z5tScEhe L7-4MEE 3 AHiAER  (CC-10004-PSA-002 #5R

CC-10004-PSA-003 55k K T8 CC-10004-PSA-004 i85k, CC-10004-PSA-005 3&Ek) TH. WIT DRk
H FEFMIE H Tdh D ACR20 FUGRIZ, 30mg 1 H 2[R ECTF 7 v RKEGICHATHEIZEL .
REEHEVERLE (2503 D AK| OF I IMERSFREE S vz,

PLEX Y S Mo X OB EEMERZRE 3 D AR OHELREH &% 30 mg 1 H 2 B 5-ERE LT,

728, PDEPLEEHAZ AT 28k, TR, B, W20 HBEREZRAT LI N D
EDRFBAILTND, £ 2T, RAITIE, @EFHERE 255 & LIANES 1 /HRER  (CC-10004-PK-007
ABR) TAHK 40mg 1 H 1 [RIEEE 14 EIF?@’E?Q%H#T@H%E%*@%E & B M AR L 7=,
ZOFER, BELORBEG I, AR EZITORN>T2EAIIL 18% ThHh - 722, HEEE kI X
é&ﬁTiM%T%oho_ﬂ%%izf\ﬁ%ﬁﬁﬁ%ﬁwT%MLt%zﬁuh®*é®ﬁﬁ
Tl BBLLLE TROELDITE A L3 ERLAR 2 BN ORBLTH v | B TR T %
FEC, REZABEUNICEE L-, £72, HEPIECESTFRIIERO 2% T Tho7-, X
0. AFBEGIZEE LTI, 10mgl B 1EIREGETERSGGL, £0% 6 HIFTIHREHAETH 5 30 mg
1 B 2 B G2 3 2 B 5 512 30E Lz,

4. FRLEOER (B) RUTZHh b ORERIL

[N K O E DO REIRRERARE . FERRIRERBR DR R, KETR L ¥ — AL TR S Ve AF DT
7 —4 v — K (CCDS: Company Core Data Sheet) . *.%fﬂ’j(i&()\ﬁk”@% WEZE (SmPC:
Summary of Product Characteristics) % 5% 2 T, Zliﬁl DI LEIZBIT DM OB ZRE LT,

DITICHEM EOER (B) kU OBRERNLE R,

R EOEE (R) B EARHL
[#£5 ROBETEIRE LN &] BEOLEEEE LT, A4 CCDS &%
ﬂxﬁlmﬂz W% LB mUE OBEEE D & 2 B ZITRRE LT,
RIS TIESR L T2 AT REtE o & 2 Aotk BEOLEMNE LR LT, ARAIKMN AT
EXBEBICRE LT,
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TFLIT AR
1.8 I E ()

=R

A LEOER ()

REARL

CRE:-FRCEET 2R LoER)

(1) HEBIHARHCHIE R G- 21T DR > 354, BL, TR, TR
HEORBRNEN EIRENTHDHD, THIE - H
| BT HZ L,

(2) EEOBWEERESRSE (Cockeroft-Gault iz k57 L7 F=
> U T T AEA 30mL/min AR Tix, AFIO M AP EE
B ERATAARENERSH D Z LD, AHl%E 30mgl H 1 [EEE
THE WELEEL, HEICRGTEIE, B, KA
30mg 1 B 1B G &3 5856, KGBABMRETEHOHED L&
Hypnz e, [ MEEEREL) [Epong) omESHR]

(3) AANC L AIEWEUSIE, WE RGNS 24 BUNIZE L
5. 24 ELUPITIRERIE N DR WAL, ARAIOIG#ERT
WOk A EEICHET L &,

(1) BEOEICTREND B IER 28
T D72 ARFKEGSA SCE T RN
W EESBICHRE LR,

Q) HEOBHBIERERBRE 258 L
ShEFEARRER T, 30 mg HEREO#S L
BT, ABIRFEEOBINMNIRD b
T Emh, BEOREMEEEREL
T, AHAICCDS #B&I1Z%E Lz,

3) AFIDIEWEZNEIG 55 F 5RO
HZz Ll LT, AAIKINRA CEESE
WZRRE LT,

(hee - ZhRICEET 2R LoER)

LT OWT &z 3 S5t isie O3 BEErE i g o 5

T5HZ &,

(1) RFaRECHRRDRPELNT, BN ERERERED 10%
DL Iz R S

(2) HEEMO R TR 2 A+ 5 B

(D) ENBHIE 2 R <, RFTRES R
UL RATRIE TR BN’ SR -o

7o BAR NS ML R L3 D A &

O EMEDNHER S AL, A 3 R OMA
NN, R—R T A VR HHHRZE O

FHEMEN 10%LL EThHo71- 2 L 2 BEIHR

E LT,

(2) BRI RS C W5 B ~ B OO =5 B PERZRE OO
B L ONETED O BIE R ER & A5 5 B

BHEMROBEEZNG L L2 L%

IR E LT,

[ EDEE]

1. HERES ROBEIIIERIIRET D L)

1) EHE OB ERERE (Cockeroft-Gault iz kLB L7 F=71
7 7 v A#ED 30mL/min Ki) Db HEF [iHREN R L,
BWERRHBR T BENRH D, THIE - HEICEET 564
rorE] TERpEiE] oESMK]

2) IEYMIE DB, JEYYE D B D U PR MEIYSE O BEAEE O
b HEE [BYYEL B IBEE LI B8ETNRH D, ]

3w [ [EinE ~o8h. | OESMH]

1) EEOBHERERE ER RS 2 xR & L4
[ERERRBR T, 30 mg HEEIRE 05 L7-FR
2, ABMRZEEOBEINNRD iz &)
b, BEOZREMEEE LT, AH CCDS
HEHBIRE L,

)N BEOLEMEEEE L ERE L,

2. BEERERNER
AFN D ¥ 5132 5 VERCHE K O BIFTAEVE RCBETR IR (2 00 70 sk + %
BaboEMOL L TTH Z L,

PBORE L, TREOZM IR L
Tz, ORI L R 2 b O BERT AN T
DIEDEELVWIENORELT

3. MEEA
PEREE (PFRIEETD L)
EEIRE BRERAEIK - I B A E B -RBIREF
CYPIAABRFHMAL | V7 Er LA | AANT CYP3A4 TR
HTBEA PHTAHAID AUC KT | &b 7=w, CYP3A4RE

(V7yrEvy, 7=
N H =)V TN
~PvEr, ZJz=hAfV
%)

Cooax DIV G ST
WHOT, HFHT %A
Wi, R OBINTIER
THZ L,

REER 2O L2356
(2o ARFIO MR R
e ARk A=Y (W

EFEHRREZ R E LT 77y ey
AR OG- L D BRI T 5
B Tl L - SMERG R RBR OAE H 2 B F %
T, BEOREMEZBE L T, A4 CCDS
EBEITHRE LI,

4. BER
FEINERARRBR Tid, AAIO 2GR Iz,
Bl 7141 (29.5%) (CRIMERM 2380 Tz,

A THRILE (4.6%)  BEEAPUE 961 (3.7%) |
Bl (3.3%) . #WAE 6l (2.5%) . S H (2.1%) .

(1.7%) Th-o1- KR

SHERGRAER (30mg 1 A 2 [EH SHEORS) Tt AFlo2&5H

2 EVEFEF] 2357 Bilth 1046 5] (44.4%) (CEITER D

LN

M RHIES] 241
WE S ERRIE

B 4 51

BOONT, MG SN EREEME, B 31046 (13.2%)

BHGE % 8

[E PN 155 2 FHRRIBR K OV R R
(30mg 1 H 2\ GHEDFS) TRILLE
ZREWER 2R L7,
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TV I T A
1.8 I E ()

=R

A LEOER ()

REARL

T 296 1 (12.6%) . FHTE 130 61 (5.5%)

(2.7%) . EXGERGE 64 1 (2.7%)

GA 56 B (2.4%) . VHEARE 5341 (22%) .

(2.0%) ThHotz UKFREE)

1) ERZ2RIMEH

(D) EERBIE (0.7%) : VA VA, I, ER#
@@%fﬁ%%bhé ENRHDHDOT, BiEk

EXORMEERYE 64 1
ME: 61 1 (2.6%) . L0
R ERYE 46.41

FILOEE
& I,

JERYEN OB AT MY B 24T 5 = &
(@E%@ﬁﬂﬁ(M%*%) T T4 TR @@@ﬁﬁ
%%bﬂé EMHDHOT, BEE DT, ZENRD

HR72RIEM
BEOREMEER LT, SHERRRR
(30mg 1 A 2\ GREOFE) THIBL LA
TEM R L7,

LNTEHAICITEBICESETIE L, EYRAEEIT) 2
L,
2) & OO ENEH SMERERRER 30mgl A 2 BIFEREAEES) T

UFD &5 2BHWER D & & b i
SERIZIN U Tl 2 i 2175 2 &

BT, EEPILT 2%,

0.7%LL FIZHBL L 7-RITER. KON CCDS 2
L SN TV BEIER ZRHE L=,

5% E 1%uts%*ﬁ 1%K i

RBPER & FRGEREY, PREERRY, WHIE %
UHERE MHEHZE . SR X

%a%%&
BERES Tl A [N S e i

(NI NN

e . PEE R

SN, AR

N B S TER LA

PR, R
HRREE | FW BRORMETE . TR | RIRE. 5O
S REEE P E N, A

BEE]
R#B LUV BEBEGR, KE
FEEE 152
Z D W7 Wil %741[“ U

. IRBUE, TEE
ﬁ? e I e
S EEGR AR (30mgl B 2 [F#GREDFE) OBk

5. HEE~OEE — IR E RS TR FRSEE MR T LTV S

—MRIZ @ CIIAEBBEREME T LT\ D72, RYWES D REIE

TEBRZNT ED, HEEMELO T OFRE

HAORBUCHEE L, BEORELHSICBE LR s, EEICR | Lk,

545z Lk,

6. Mg, ERE. BULBE~OEL D AFNL, <7 AT B TR E

AFNL, GEPEM, BILIRICRT B LML LT, PEFERD SN TRV, =7 AR L

1) W SUTER L C WD ATREME O B D &bz G5 LianZ &y, IR DIMEEEGTR - JRIEEFE, ~ U A
[~ 7 A CERKRHARED 2.3 FI2/H %3 2 &8 TR RIS & TR B IRIRIRE O K OVE LR IE D

ORGSR OB, B IRAEEOWD
TEERHED 2.1 IS 5 2 & THED
Do |

2) BAPOLMIZIIREGE LRV ENEE LY, R a5 &
B35 a i3l ehibses 2L, [(KHloe MIkiT5
ﬂ%m®%ﬁiT%T%é#\ﬁﬂ%&%bt%%ﬁ%(??
) THI~OBATHRES N TN D, ]

BALIELE DS
D HIL TV

%

KAELYVEHETRDLNATWD Z &
b, BEOREMEBE LT, EEMES
DIZDITRETE LTz,
) AHFITIE, ~ 7 A THH~OBIT RS
INTNDHZ Enn, BEOLEEEBE
LC, HEEBET D0 E LR,

7. MRE~DEE

FANE, R B B R TERA < .

IRHAERER, FrAalR, $LIR, SIREOVNRICRH T 222 | BB L THRNI Enb, TR
SEL TV, ET 270 E LT,

8. WA LOBER AAIDEENCIRA SN D X o, KAIOEE
KRN A AHF PTP ¥ — b O ER W K& OSERI IR R O B B

FW@%@%%@PWV—%m%@D&LTW%ﬁéiﬁﬁﬁﬁ
5oL, [PTP I — hDFAAKIC o BB AR A AN A R R~
AL, BIZITZaER Lfﬁ%m%%ﬁi%& PRAE & OF 39

ZHRE L,
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TTVUITAR

18 IENIE (R) AT AR
FHEOEE (R) B AL

LT ENHEINTND, ]

AR R R

FER B AN T2 | EloTm ) LignZ &,

9. ZOMDOER BEDRAME R EE LT, A% CCDS 22

ENERAER (254 41) IZBWT, DR O EBRBEFSITRE SR | BICRE L, A EEFRR (3omgl H 2 [A#

Motz HROES) OB U-RIMER % ik L7z,

SMEEEARRER (FS) O 7B R5BIICE T, 5 Ofix, 77 B RE
1411 7 8 61 (0.6%) . AHI 30mg 1 A 2 [A35-5E 1668 i 17 45

(1.0%) TP LI, ZOI BT T EREE 246 (0.1%) . AAIRED 4 41
(02%) 1ZOWTIEAR & ORFEBRITIEE S edotz, £ AREEE
FHUL, TR 41 BF 16 (0.1% @ BB . AAI30mg1 H 2
[ 51 1668 B 2 61 (0.1% : BA&AEK, BRSES 1F) 285
o WFNHAA E ORRBRIIEE S LTV D,

SMERERER (DFG) OARAIEEGHIZIBWT, 5 O%FiE. AAI 30mg 1
H 2[5 Sz 23576 6361 (2.7%) IZ@RHBIL, ZDHH 1041
(0.4%) 1ZOWTITAK & OREBRIIEE SN hofz, F7- ARME
TR, AHI30mg 1 A 2 BEG-S 07z 2357 Gl 361 (0.1% @ B 2
B, BEEE 16 ISR B, Wb AHK & DOREBRITEE ST
W5,
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TFLIT AR
1.9 — AL FRITFHR D 3E LY — RSt

1. —fRAHRITRDCE
JAN

l.
T o E s T o & S ciE S, PR 284E 3 7 SR
FAE 0307 55 3 ST L W @m S iz,

JAN :

(AA%) 7T7LIT AL
(¥=4) Apremilast
{b5%4

(HARL) N-{2-[(18)-1-(3-= hF 2 -4- A FF T = =)1)2+( A F IV ALK =) T F)L]-13-0F
¥V23-Vk Ru-1lHA VA Y R—=NA4- AW} TERTIR

(F4) N-{2-[(1S)-1-(3-Ethoxy-4-methoxypheny1)-2-(methylsulfonyl)ethyl]-1,3-dioxo-2,3-dihydro-1H-
isoindol-4-yl}acetamide

2. INN
INN : apremilast
[r-INN List 59, WHO Drug Information, Vol.22, No.1, 2008]

b4 © N-{2-[(15)-1-(3-ethoxy-4-methoxyphenyl)-2-(methanesulfonyl)ethyl]-1,3-dioxo-2,3-dihydro-
1 H-isoindol-4-yl}acetamide

Confidential and Proprietary 2



HAERAR I 0307 5 3 &
Rk 28 £ 3 H 7 H

HAERREATE (7)) & OB

JEA B RS - AR R AR AR R
( N El &) S )

=K 5L O — R AL FMZ DWW T

FRLICOWTIE, TEEFO—RAAFROBIANZOWT CEAL 18 423 H 31 A3
BHRE 0331001 FEAIEE EERL L FEEN) IFICLVRVF->TNEHEIAT
OO, A, BAEICE T D EEL —RAFR (LT TJAN] &0 9H,) 1220,
BB O LBV EDTZOT, MO L, & FBEMREZRICEMG LA L i
JEFAVNTZ U,

(=)

HAES S — %4 7 — % ~X— 2 : URL http://jpdb.nihs.go.jp/jan/Default.aspx
GURDIFHRD 5 B JAN USNDOEFOFHRIT, Ui%T —F X—ZDIFHRTHIGT
HZEELTHET,)



Bl s
(B1#& 1) INN L DEEMHENRR OGN AA[EEHEOH D H D
(ERk 18 4E 3 A 31 HEARERSE 0331001 5 EAYFHEEEXELRABFESTHEREBMIRTIEL)

BExEE  27-1-A2

JAN (AA%) : 7<NVEBY AF )V
JAN (¥ 4) : Dimethyl Fumarate

(0] CH
HyC” NO/ 3

o}

CsHgO4

TIERY A F )V

Dimethyl fumarate



(IF 2) INN IZHLE#L S 7z in B OFENZIS T 2 EHdh— k4 B

(A% 18 453 A 31 HHEERARE 0331001 52 50@E ERA N RHEEE MR RMORTHIFE 2)

BirE T 26-1-B13
JAN (AA&4)  7uXn~7 (85 HH#z)
JAN (& #44) : Brodalumab (Genetical Recombination)

73 BRGNS AT 4 RS

L#H

EIVMTQSPAT
ASTRATGVPA
GTKVEIKRTV
DNALQSGNSQ

LSSPVTKSEN

QVQLVQSGAE
ISTYSGNTNY
LYFDYWGQGT
EPVTVSWNSG
VDHKPSNTKV
TPEVTCVVVD
LTVVHQDWLN
EEMTKNQVSL

LYSKLTVDKS

LSVSPGERAT
RESGSGSGTD
AAPSVFIFPP
ESVTEQDSKD

RGEC

VKKPGASVKV
AQKLOGRVTM
LVTVSSASTK
ALTSGVHTEP
DKTVERKCCV
VSHEDPEVQF
GKEYKCKVSN
TCLVKGEYPS

RWQOGNVESC

LSCRASQSVS
FTLTISSLQS
SDEQLKSGTA

STYSLSSTLT

SCKASGYTET
TTDTSTSTAY
GPSVEFPLAPC
AVLQSSGLYS
ECPPCPAPPV
NWYVDGVEVH
KGLPAPIEKT
DIAVEWESNG

SVMHEALHNH

SNLAWFQQKP
EDFAVYYCQQ
SVVCLLNNEY

LSKADYEKHK

RYGISWVROA
MELRSLRSDD
SRSTSESTAA
LSSVVTVPSS
AGPSVFLEPP
NAKTKPREEQ
ISKTKGQPRE
QPENNYKTTP

YTOKSLSLSP

GOAPRPLIYD
YDNWPLTFGG
PREAKVQWKV

VYACEVTHQG

PGOGLEWMGW
TAVYYCARROQ
LGCLVKDYEFP
NEGTQTYTCN
KPKDTLMISR
FNSTFRVVSV
POVYTLPPSR
PMLDSDGSEFEF

GK

HE#Ql : B m 7% I [ HEIN292 - FESHAS G HEH K442« fimmy 7 et 7
L#{C23-L#1C88, L& Cl34—L #C194, H #4 C22 — H #4 C96, H #1 C143 — H #4 C199, H #4 C256 — H #4
C316, H $4 C362 — H 4 C420 : 84N A7 ¢ RiEd ; LE4 C214 - H 84 C130, H 4 C218 — H #4 C218, H £
C219—H $4 C219, H $4 C222 — H $1 C222, H ${ C225 - H 4 C225 : $HH v A /L7 1 RHEA,
L#C23-L#4C88, L& Cl34—L #4C194, H #4 C22 — H #4 C96, H #1 C143 — H #4 C199, H #4 C256 —H #4
C316, H ${ C362 —H 1 C420 : 1N A/L 7 ¢ R ; L ${ C214 —H ${ C130, L #{ C214 - H ${ C218, H 8
C130—H $4 C218, H 4 C219 — H #4 C219, H #4 C222 — H #4 C222, H #4 C225 — H #4 C225 : $HM A7 ¢
R &,

L#{C23—L#1C88, L& Cl34—L #C194, H #4 C22 — H #4 C96, H #1 C143 — H #4 C199, H #4 C256 — H #4
C316, H $5 C362 —H $4 C420 : 5N A7 ¢ RilA ; L84 C214 —H 84 C218, H 4 C130 —H #4 C219, H #4
C222 — H #4 €222, H $1 C225 — H #4 C225 : S AL 7 ¢ FHEA,

EJ e



L& C23-L#4C88, LI CI34—L & C194, HH{C22—H #4 C96, H # C143 —H $4 C199, H #4 C222 — H #4
C225,H #4 C256 —H $4 C316, H 4 C362 — H $4 C420 : #5127 ¢ FfEA ; L84 C214—H 81 C218, H #4
C130-H #4 C219 : $Hff> AV 7 ¢ FiES

TR BESH OHE EAE I

Fuc(a1-6)

(B1-4)GIcNAc(B1-2) Man(a1-6)\ |
Galo, 1 Man(B1-4)GIcNAc(B1-4)GIcNAc
(B1-4)GIcNAc(B1-2) Man(a1-3),”

Ce360Hos10N170601996Ss2 (5 > /X7 B ER Gy, 4 AREH)
H#H  Cai60H3338N5760665520
L84 Cio20H1585N2770333S6

TagNeTlE, B b v —a A, X T ZRIRAICKT S FIgG2 € Z u—FAHIKRTHY, F
XA == ANLAX—IRRMATHEAE SRS, Tudi~TE, 442 [BO7 2 ) BEENS2 5 HEH

(Y2 88) 2 AR O 214 HOT 2V BREEN LR D L () 2 A NSRS N DY V08 (OF
&K 147,0000 TH 5.

Brodalumab is a recombinant human IgG2 monoclonal antibody against human interleukin-17 receptor A
monoclonal antibody. Brodalumab is produced in Chinese hamster ovary cells. Brodalumab is a glycoprotein
(molecular weight: ca. 147,000) composed of 2 H-chains (y2-chains) consisting of 442 amino acid residues each and

2 L-chains (k-chains) consisting of 214 amino acid residues each.



BEE
JAN (HAA%)
JAN (3 %)

26-5-B8
DYV =T (BIETHBRZ)

: Sirukumab (Genetical Recombination)

T2 BRI Y AV T 4 REES

L#H

»

EIVLTQSPAT

SNLASGIPAR

TKVEIKRTVA

NALQSGNSQE

SSPVTKSFEFNR

HEH
EVQLVESGGG

ISPGGSWTYY

WGYYALDIWG

LSLSPGERAT

FSGSGSGTDF

APSVFIFPPS

SVTEQDSKDS

GEC

LVOPGGSLRL

SDTVTGRETI

QOGTTVTVSSA

LSCSASISVS YMYWYQQKPG QAPRLLIYDM

TLTISSLEPE DFAVYYCMQW SGYPYTEGGG

DEQLKSGTAS VVCLLNNEYP REAKVQWKVD

TYSLSSTLTL SKADYEKHKV YACEVTHQGL

SCAASGFTF'S
I

PFAMSWVRQA

PGKGLEWVAK

SRDNAKNSLY

STKGPSVFPL

LOMNSLRAED

APSSKSTSGG

I
TAVYYCARQL

TAALGCLVKD
|

YFPEPVTVSW

ICNVNHKPSN

DTLMISRTPE

TYRVVSVLTV

YTLPPSRDEL

DSDGSFFLYS

NSGALTSGVH

TKVDKKVEPK

VTCVVVDVSH
I

TFPAVLQSSG

SCDKTHTCPP

EDPEVKENWY

LHODWLNGKE

I
YKCKVSNKAL

TKNQVSLTCL VKGFYPSDIA

L_______T

KLTVDKSRWQ QGNVESCSVM

LYSLSSVVTV

CPAPELLGGP

VDGVEVHNAK

PAPIEKTISK

VEWESNGQPE

HEALHNHYTOQ

HE4N299 : BESHAE S ; HEHK449 : o 7T aty o/
LEYC213—HE4C222, HEHC228 —HEHC228, HAHC231 —HEHC231 :

PSSSLGTQTY

SVFLFPPKPK

TKPREEQYNS

AKGQPREPQV

NNYKTTPPVL

KSLSLSPGK

AT 4 FiES



LR OHEE IS

Fuc
GIcNAc-Man \

|
Galg., Man-GIlcNAc-GIcNAc
GlcNAc-Man /

Ce450H0926N 160001908846 (5 > 737 EER Gy, 4 AREH)
H 8 : C21903H3383N5700668S15
L 85 : Cio32H1584N2660331Ss

NI TE, B MU Z—a A F 6 1T DB E b [gGl £/ VT r—TF AHRTH D, v
NI =T, v AIxTr—~ (NSO) Mlic KV EASND. PV T <TI0, 49 HOT I BERENS
B HE (Y1) 2ARKKRO 213 BEOT X BREEN S5 L (« 80 2 R TR S DY Vo878 (4
1B 1 £9147,000) THD.

Sirukumab is a recombinant human IgG1 monoclonal antibody against the human interleukin-6. Sirukumab is produced
in mouse myeloma (NSO) cells. Sirukumab is a glycoprotein (molecular weight: ca. 147,000) composed of 2 H-chains
(v1-chains) consisting of 449 amino acid residues each and 2 L-chains (k-chains) consisting of 213 amino acid residues

each.



BekF S 27-1-B3
JAN (H&4%4) :77VIF R
JAN (¥ 4) : Apremilast

O\ //O
O \

S

¢~ “CH,
-

N
/—CH3
HaC \n/NH S o
0 O—CH,

CxnH24N207S

N-{2-[(15)-1-3-= FF T 4-A FF T T 2 = N)2+( A F NV ANVK= V)T F)N]-13-UAF V-23-Uk Kr-1H-
AIA Y R—=N4- AN} TERTIF

N-{2-[(15)-1-(3-Ethoxy-4-methoxyphenyl)-2-(methylsulfonyl)ethyl]-1.3-dioxo-2.3-dihydro-1H-isoindol-

4-yl}acetamide
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albinterferonum alfa-2b*
a binterferon alfa-2b

a binterféron alfa-2b

a binterferén alfa 2b

anamorelinum
anamorelin

anamoréline

anamorelina

apremilastum
apremilast

aprémilast

apremilast

human serum albumin (585 residues) fusion protein with human
interferon a-2b (165 residues)

protéine de fusion entre I'albumine sérique humaine (585
aminoacides) et l'interféron a-2b humain (165 aminoacides)

proteina de fusion entre la albumina sérica humana (585
aminoacidos) y el interferén a-2b humano (165 aminoacidos)

c;3796H5937N1015()1 143850

DAHKSEVAHR FKDLGEENFK ALVLIAFAQY LQQCPFEDHV KLVNEVTEFA
KTCVADESAE NCDKSLHTLF GDKLCTVATL RETYGEMADC CAKQEPERNE
CFLQHKDDNP NLPRLVRPEV DVMCTAFHDN EETFLKKYLY EIARRHPYFY
APELLFFAKR YKAAFTECCQ AADKAACLLP KLDELRDEGK ASSAKQRLKC
ASLQKFGERA FKAWAVARLS QRFPKAEFAE VSKLVTDLTK VHTECCHGDL
LECADDRADL AKYICENQDS ISSKLKECCE KPLLEKSHCI AEVENDEMPA
DLPSLAADFV ESKDVCKNYA EAKDVFLGMF LYEYARRHPD YSVVLLLRLA
KTYETTLEKC CAAADPHECY AKVFDEFKPL VEEPQNLIKQ NCELFEQLGE
YKFONALLVR YTKKVPQVST PTLVEVSRNL GKVGSKCCKH PEAKRMPCAE
DYLSVVLNQL CVLHEKTPVS DRVTKCCTES LVNRRPCFSA LEVDETYVPK
EFNAETFTFH ADICTLSEKE RQIKKQTALV ELVKHKPKAT KEQLKAVMDD
FAAFVEKCCK ADDKETCFAE EGKKLVAASQ AALGLCDLPQ THSLGSRRTL
MLLAQMRRIS LFSCLKDRHD FGFPQEEFGN QFQKAETIPV LHEMIQQIFN
LFSTKDSSAA WDETLLDKFY TELYQQLNDL EACVIQGVGV TETPLMKEDS
ILAVRKYFQR ITLYLKEKKY SPCAWEVVRA EIMRSFSLST NLQESLRSKE

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro

53-62 75-91 90-101  124-169 168-177 200-246 245-253 265-279
278-289 316-361 360-369 392-438 437-448 461-477 476-487 514-559
558-567 586-683 614-723

Glycosylation sites : N-318 T-691

(3R)-3-benzyl-N,N',N*-trimethyl-1-{2-methylalanyl-D-tryptophyl}=
piperidine-3-carbohydrazide

(3R)-3-benzyl-N,N',N*-triméthyl-1-(2-méthylalanyl-D-tryptophyl)=
pipéridine-3-carbohydrazide

(3R)-3-bencil-N,N',N"-trimetil-1-{2-metilalanil-D-triptofil}piperidina-
3-carbohidrazida

Cs1Hs2NgOs

o]
HyC, CHs
HZN&( p N
H

N

<N
o} CHs
HN

-

“CHj

50

100
150
200
250
300
350
400
450
500
550
600
650
700
750

N-{2-[(1S)-1-(3-ethoxy-4-methoxyphenyl)-2-(methanesulfonyl)ethyl]-

1,3-dioxo-2,3-dihydro-1H-isoindol-4-yl}acetamide

N-{2-[(1S)-1-(3-éthoxy-4-méthoxyphényl)-2-(méthanesulfonyl)éthyl]-

1,3-dioxo-2,3-dihydro-1H-isoindol-4-yl}acétamide

N-{2-[(1S)-1-(3-etoxi-4-metoxifenil)-2-(metansulfonil)etil]-1,3-dioxo-

2,3-dihidro-1H-isoindol-4-il}acetamida

43
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arbaclofenum placarbilum
arbaclofen placarbil

arbacloféne placarbil

arbaclofeno placarbilo

arterolanum
arterolane

artérolane

arterolano

azilsartanum medoxomilum
azilsartan medoxomil

azilsartan médoxomil

C22H24N207S
o 0
o) \\S//
¢ TCHs
i ,H
N
/_CH3
H3C\n/NH o ©
o) OCHs

(3R)-3-(4-chlorophenyl)-4-[({(1S)-2-methyl-1-[(2-methylpropanoyl)=
oxy]propoxy}carbonyl)amino]butanoic acid

acide (3R)-3-(4-chlorophényl)-4-[({(1S)-2-méthyl-
1-[(2-méthylpropanoyl)oxy]propoxy}carbonyl)amino]butanoique

acido (3R)-3-(4-clorofenil)-4-[({(1S)-2-metil-1-[(2-metilpropanoil)=
oxi]propoxi}carbonil)amino]butanoico

C19H26C|NOG

H3C CH3

Y%

O
H
H5;C
3 \HJ\OKO)J\N/v\/\COZH
Ho A

CHg

N-(2-amino-2-methylpropyl)-2-{cis-dispiro[adamantane-
2,3'-[1,2,4]trioxolane-5',1"-cyclohexan]-4"-yl}acetamide

N-(2-amino-2-methylpropyl)-2-{cis-dispiro[adamantane-
2,3'-[1,2,4]trioxolane-5',1"-cyclohexan]-4"-yl}acétamide

N-(2-amino-2-metilpropil)-2-{cis-dispiro[adamantano-
2,3'-[1,2,4]trioxolano-5',1"-ciclohexan]-4"-il}acetamida

C22H3GNZO4
o
o—C. _H
) < CHs
o N
H
HoN CH,

(5-methyl-2-oxo-1,3-dioxol-4-yl)methyl 2-ethoxy-1-{[2'-(5-0x0-
4,5-dihydro-1,2,4-oxadiazol-3-yl)-1,1'-biphenyl-4-ylJmethyl}-
1H-benzimidazol-7-carboxylate

2-éthoxy-1-{[2'-(5-0x0-4,5-dihydro-1,2,4-oxadiazol-3-yl)-
1,1'-biphényl-4-yllméthyl}-1H-benzimidazole-7-carboxylate de
(5-méthyl-2-oxo-1,3-dioxol-4-yl)méthyle

44
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1. B - BREOREFEEROE LY

1b%4 - N-{2-[(18)-1-B-= b F T -4-A FF T T = =)L) 2(A TNV ALK = )T T )N]-13-UAF V-23-T R
B4 T-1H-A VA R=b A YT E R T IR
B 7TV IT AR
HEIE
0 \ /7
S
< " TCHy
i gH
N
/_CH3
H4C TNH 0o 0
O O_CH3
ZIHE - JRPTRRIE TN RAS A3 72 23 W M RLRE
2hA 38 S AE A TR
ik - BH, AT VI ZA L LTUTO LB EAKEG L, 6 HHUREET 7L I T AL LT
& 30mg Z 1 A 2E, #I&ITRAKEGT D,
1 HH 2AH 3AH 4 HH SAHA 6 H ALK
i L 5 L 5 L 5 L 5 L 5
10 mg 10 mg 10 mg 10 mg 20 mg 20 mg 20 mg 20 mg 30 mg 30 mg 30 mg
JIFRE D
fiiE

milkA Kk | JRIE: TSI T R b

R | ®AK . 4T AT 1omg (188, 77LVIT7AMELTI0mg 2 EH)
9 I T X8 20mg (1EEHFH, 7FVLITARELT20mg 2 5H)
AT X7 EE30mg (1EEF, 771V ITAMELT30mg 25 H)

ik A% G-
B D E SR (LD, (mg/kg) )
ELZL ROy RN 5
¢ A HE : LDro= 120,
U A MR HERE : LD1o> 2000 B - LDio= 120 ~ 200
- A H : LDLo= 2000, e
Z > N MERE i - LDy, — 300~700 HERE © 60 <LDpo, <75
B =7 A FIERE MEME © LDL>1000 ESyRcas
R R
@t ks RE kb ML R ESAGIT)
W B (mgkg/H)  (mgkg/H)
<Mt >
~7A 28H O 0,250, i i 250 mg/kg/ B UL EORE « IFPERE O EF., 7'n

600, 1500 250 Al T U O ERAROEIUCRET B4 oy
DEF, TATIVROAGHDKT, &
B, U B R OUTFIRCoOEmTTE, o
JE (250 mg/kg/ B LA_EOFEDOTER O 600 mg/kg/
AL EOREOME) RORTE OALTTHE, Ll
K Ol D {48 & 2\ I & B o 2 9iE
600 mg/kg/ H LA EOREDIE - MR, MEAL
B B THIE
1500 mg/kg/ HHEDME : 8 B M EkE D F 5
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600 mg/kg/ H LL - OREDTER O 1500 mg/kg/ H
FEDME : AR O I & 2\ Tl & 8 P O S8
~UA 4 O 0, 5. HES 5 mg/kg/ B LA EDOREDTERK O 150 mg/kg/ H#ED
25, 75, it 25 B U AR, T D\ TR A D%k
150 e (BOARIE . I & FH oD 2 iE)
75 mg/kg/ B LA EORED - il EH O AT
150 mg/kg/ BREDME : 77 2 U DIETF RO
v7 ) o EFRIFONT A/G O
~w A 4% ®gaooo0. 1. 2, HE 4 TTVITAMNEEICHEETSEEZLND
4 I 4 B & e IR IR A S R o 72,
<~ A 133 o0, 2, 4, 1 8 16 mg/kg/ H#E © REIIRAL b0 M OV B D 824
8. 16 i 8 PRENIRJE A TN i 0 1. 3% T3 P D R 4k 72 A SEE
IR
< B >
<A 90 H O 0. 100, HE 100 300 mg/kg/ H LA ORE « G ERER OB TN
300, 1000 It 100 TR OEE, D (L D2/
B, MR LR OREIRS 72 & i ORIE)
KO (% & BR & 5 W TS R B o %
JiE, I OZEME R O L)
1000 mg/kg/ H A - Mg, WSSO IAGRI Y >
BV L RERGRAEAE TS, AT & OV
DI JE B ORAE, KERILLAERIZ IS 1T 5 i
R BH O PRAE
7>k~ 9H o0, 30, <30 300 } U* 1000 mg/kg/ B #E O HELF TNT 30 mg/kg/
100, 300, Mt <30 HHEEDOME « (RN T A TS
1000 100 mg/kg/ B LA EOREO#EKR OY 10 mg/kg/ H LA
LOREDOME ;K B MERED DA B O
H 0
100 mg/kg/ A PL_EDOEED 1K TY 10 mg/kg/ A LL
EoBOM : TALTIVDOERTERYT a7
D LR AIGHOIKT
300 mg/kg/ B LL_EORED i J OY 10 mg/kg/ B LA
EoOBOME : T N e EDEH
=7 28H A 0.50, i TTLITAMNESICHEETDLEEZLND
AP 180, 650 650 B & e BBk BEIX A S R o 72,
=7 28H A 0.25, iy T7LITAMNESICHEETDLEEZLND
A P 85. 300 300 B & e B EIR IR R S R o 72,
~UA 6xH o o 0.10, B 100 mg/kg/ B L EOFE Ol CRBIARAL 4EER K
100, 1000 10 VLD EINR) | IR R OV Z 3517 5 1
BN E R ORIE, M OSLE IS
ELAE (REIRELAAET)
1000 mg/kg/ H O K& Y 100 mg/kg/ H LA EORE
DO FH LRI KRNI T Y oD ER
1000 mg/kg/ A BEDOMERE : A/G HLOIRT
h=7 12xH O 0,60, i i TTVITAMNEICHEET S EEZOND
A P 180. 600 600 B & BRIk T A S e o Tz,
EITEM 1. FEEEE (S5 EGE) (SR 2 ENEIEE 2 HEER (CC-10004-PSOR-011 #ER, 16 # K~
7 AR xR G
BIVEREHE © 43/170 1] (25.3%)
F72BIER GBI 1%L E) 1T ToEEY .
T 7 5 (4.1%)
AN PR S 6 il (3.5%)
LiC[d 4 151 (2.4%)
SLIRGE S 341 (1.8%)
L 2 5 (1.2%)
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iR AT 2 (1.2%)

g 2 (1.2%)

HAE TR 2 H (1.2%)

FFFgRE 2L 5 2 (1.2%)
ERERREMRT EHE 1% E) T LR

iR NS 52 D) | 2 51 (1.2%)

JomE AR (SRR 1SR A AMES 3 /B (CC-10004-PSOR-008 545k & T CC-10004-
PSOR-009 B DO AR, 16l 7 7 A% fR 51)

BIVEFSE LR - 330/832 51 (39.7%)

T72BIER GBI 1%LLE) 1T ToEEY !

GV 121 41 (14.5%)
T 110 41 (13.2%)
ERIR VLAY 35 13 (4.2%)
SR 33 43l (4.0%)
A 20 13 (2.4%)
R 20 1] (2.4%)
LR 19 41 (2.3%)
PE(E B N 18 3] (2.2%)
JEER A PR 18 431 (2.2%)
RARIRGE 17 #51) (2.0%)
g 15 (1.8%)
fE R 12 %51 (1.4%)
H BB PR B 10 31 (1.2%)
RGBT 10 31 (1.2%)
Jv 5 9 5 (1.1%)
FEED E 8 14l (1.0%)
it 8 il (1.0%)

FEHR 1%L EOBERRAEIER 13220 - T,

HEEBA S (BIETEMEEE) (3 D AMESE 3 /5B (CC-10004-PSA-002 35k, CC-10004-
PSA-003 4Bk, CC-10004-PSA-004 3Bk, CC-10004-PSA-005 kB OUFEEEF. 16 B 7 T & Rx%f
R 5-1)

BIVEFAZEBLER « 399/1348 {51 (29.6%)

EREIER GBEEFE 1%L FUTO LB

TR 137 41 (10.2%)
FEL 136 13 (10.1%)
SR 76 15l (5.6%)
i 21 43 (1.6%)
g 21 13 (1.6%)
g - 2141 (1.6%)
HERE 20 13 (1.5%)
AARIEGE 15 # (1.1%)
AGE Y 14 f31] (1.0%)
FEWED F 14 31 (1.0%)
HEEE R 13 41 (1.0%)
95T 13 3 (1.0%)

FEHLR 1%L, EORFRRAESR 1320 o 7,

Y= oA A A
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