At TAORARTE 150 mg o
At TAORETE 150 mg R
(R T 5EH

AEHICHRESN-FRICERHIEFIRVRNBTOEEIL, /N
WTAR 77— EHICTHYFET, B LDBEIEFER
UNDEFHMIZAEHEFIRT S LIETEEFTA,

INILTAR T7—HX &4
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g5 —%
W Bl L TWRWREL () B L TWIRWEE (B)
AIN457 Secukinumab IR X~wT
AS Ankylosing Spondylitis TR B HE R
ASAS Assessment of SpondyloArthritis International —
Society
ASQoL Ankylosing Spondylitis Quality of Life —
BASDAI Bath Ankylosing Spondylitis Disease Activity —
Index
BASFI Bath Ankylosing Spondylitis Functional Index —
BASMI Bath Ankylosing Spondylitis Metrology Index —
CRP C-reactive protein C-IRISHEE R
DMARD Disease modifying anti-rheumatic drug PHEERRMERT Y ¥~ T 3K
EMA European Medicines Agency I 122 S 5 7

FACIT-fatigue

HLA-B27
IL

v

MRI
mSASSS

NSAID
Pbo
PCS
PK
PoC
QoL
SC
SF-36

TNF-a

Functional Assessment of Chronic Illness Therapy-
fatigue

human leukocyte antigen B-27
interleukin

intravenous

magnetic resonance imaging

modified Stoke Ankylosing Spondylitis Spinal
Score

non-steroidal anti-inflammatory drug
placebo

physical component summary
pharmacokinetics

proof of concept

quality of life

subcutaneous

Medical Outcome Short Form 36-Item Health
Survey

tumor necrosis factor-o

P2 =P
H R
RSB TR

AT v A RUEHLRIESK
7R

B RMIMIE D QOL <~V —RA=a 7
EEhRE (%F)

ARG

KT

AR IR F--0
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RENEE—E
F#E %
HRBOKRTLHE  BREMHEES L, RBRES TORLE,
1)
CAIN457H1301 3Bk —H1301 35k
CAIN457F2310 3B —F2310 35k
iﬁﬁ@ﬁﬂﬁ o F2310 WBRL O HI301 SRS AL 5134 FH G (SCHE) , F2305 DB AL .

EEARNIR G IV #5) THLH T &b, MERRGRO & L IR CRERII T O
Lol L,

e F2310 7Bk : SC-75 mg #f, SC-150 mg &

e HI1301 3Bk : SC-150 mg

e F2305 7R : IV-75 mg #, IV-150 mg &

F2310 REA Tk 7 F X~ TG S iE 206 L, BFE LIEBEHZLTo X
IR LT,

o Ay BV XX<TH B XX TR HETHRE SN RS ER

o Any7Smglf: B/ XX~T 15mg B —ETHRE Sh- g £

o Anyl50mgff: £/ ¥ X <7 150mg N —E THIG SN lBREHEM
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1 ERFEFLIEIRROEE

R (HEI—F . AINGST) &, /7007 AP AR L bA ¥ —o A &
17A (IL-17A) 2xt4 A 8EEF#H#E L M /) 7o —F ARETHY, £ FEEFT I v
L= h U —O—8 &2 FTABEFUE T A (HuMab®~v 7 A, Medarex Inc.) 72670 K
—wHEMMZ Lo TERENTZ, B X7 ITREEYA A o THD IL-17A IZHE&L, 1L-
17A @ IL-17 ZEEA~OESFAETAZ LI Z0EMEEZ PR L, FOE, TROKED
AR — NN L7257 & TR ZFBEET S,

7 ring g Ak L Y BESEEROBREL L TEY ¥ XY 7 OMBL DTV,
EWN T, TBEFERE CORAHoaS ik CEAVEME &R 28s & LT 2014 47 12 A
(CELERGEAGEA B L, 2015 48 12 BiC [ PERCRE) OmES 2B L7z, AAETIE, 2018 F
10 B8, TEEmE) o [metERIEi &) (OMA T, FREHRBORISIE CH S [HREMEHEL )
(Rt LTHECRZ &7 88 » B TARGE, BRESNTWA, ZHhLIEMAT, X B EOFREZEHES
R A ) ORIGERE S BAY S L EERLRE 0 AR HAEER S TH S,

2 MEMEHRICDLT
2.1 EE PHEERUVBEH

SRE M HEA (ankylosing spondylitis, AS) (2, £< OHFE 40 LT TRIEL, FHEIUER
Hi % OET-PHE M S B E A 22T, M HERE R C oSN S EMEREREREE TS
%, AS OFEES e FEIIREEOESAE TH 5, BOFER, S5 EHECEENICERB
Z0, #ITT A L EHENE CCTREAEREN D, FOME, FHOBSENRESS ER S
o, EEEE O TENES IR 2 h, HEEEMETTAREEE 25, AS SEBOEITHERT,
BHELNIRVWHIBICDEABEERESNE L SNAT2D, BHFITRENOL2 6T, LEAY - 1T
SHNCLE L AEOE (quality of life, QoL) & T4 5,

AS OBMIZEENA L DIKFT = a—a—7 I (1984 ) (HRY 7 ~FF2 2010) 23H
WHRTEY, BREERLE LT (1) ##ClET 58, D§CIEUE L WIEEROERE T
ZhIEVA 3 p HUARFRE, (2 EMoWENRHIE, Q) MEoiEERBEO 95, 1ol ko
FTRZEED S, 20 X# Tl 2 ELL b, FE R 03 ELL EoIEBE&HE SRS oh=5E
(T AS LTEEBMI SN,

HEDBAED AS BEHUITN 4500 ALEESNTBY (EARFEES 2015 , B4l
3:1 & BECEy (MT 2013) . BAEAD AS OFJREIL 0.0065% (Hukuda et al. 2001) THY,
B TOHERFE 0.03%~026% (Deanetal 2014) & Hhle L TS TV, AS OFEIZHFE ST
WA, b FEMmMEREURE TH S HLA-B27 & OO BEEESTREO DT Y, AS BE O HLA-
B27 EMERIT 00%HB - N5 (Bowness 2015) , HLA-B27 [BHESRTHUC A X > TRAY,
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— XA RCK DA AN TIER 10% THDDIZH L, HAATIE 1% THY (Khan 1995) , ZDFEN
AS DEFRHRDENI TOENIIKEEINTND EEZ LTS,

2.2 MEMEEMHRICT HAROEIK

AS DOIRIEREITR L, BROERBE, BEHICIIRAL ZDIED Lo itk & RAED
Ay br—)b, REIIIFHEOREHHRE OS], I ONS S ARERE & 4L SN & #ERr T IE R
k322 L2k, BIEOEEZRERMEFFT L2 TH D, BEOBKIERSCEEBOETEIZINT
CHEERE, BEREE, SRR, EWREOTN G, BMSUIOFREEN RIS D (van der
Heijde et al. 2017, JEAEFEHHS 2015)

AS ORI 25— P, IERAT v A FEHFIRIES (non-steroidal anti-inflammatory
drug, NSAID) Tdb 5, NSAID (FRIEMRAFIRIC LD AEBT 272D HWH 50, B
BHIZHEW, HEEREESCERERESEOREMICIVIREAP LTI 52520 EE LN

(Boers et al. 2007, Straube et al. 2009, Dougados et al. 2011) , HAR YV v~FEi%,  [BREMEHE
HEZR (AS) 1292 TNF BLEFRIEIT A FT A ) (20104F 10 AGTHD  (HAY v~ T+
£22010) T NSAID (ZZMRA+47, XUE NSAID (2%t L AAMEAR R 78 AS IR LT, HlEgE
FEIKIF- (tumor necrosis factor, TNF) o BANZ L DTEEEZHERE L T\ 5, BifE, ENTIET XU A
T LA T VXU TO2HID TBEFIRR TR 7370 AS) ZIIEICKR STV DA,
HU TNF-o 85255 L TH TR D N2 SUTRBEEAR R OBHED 20%~40%F1E L

(Dougados and Baeten 2011) , FAIHUARIC L 0 R NBET T2 BE B WD, HL TNF-a A TR
A3, MoHt TNF-a "HANZZERE LTS, +0ROERHBLNLRWEEEH D (Lie et al.
2011) . EFREoOMc, REEE &I L CTEMEEMSLY ¥~ F I (disease-modifying anti-
rheumatic drug, DMARD) T&H 25 A b hLFH— sH T 207 7 ) Dy, NIRETHHREAR
F 3G E TR REAT v A RORPHEG 7oL, WTiLh AS XU &3 Rk
FHEBIEI R AR 2 AT RESL STV R0,

2.3 AE DABELOER (T

A Gl ~_7218 Y, ENTEICHEH SN TS AS JAHEEKIEL NSAID & UL TNF-a B DT
b0, HREORIREN DI, ZTD7), NSAID THRA+TSBE, BAMEARARIZLDY
NSAID TOVEHREANEEZBE, HU TNF-o 8512 VT b 2R A0 SUTABMEAR R 72 8 12t
LT, FRIERET 2R SEAINRD STV 5,

AS 1TRBENEERIEMEEE DO —>THY (Dougados and Baeten 2011, Lories and McInnes
2012) , EOFRIEICIXIL-17A BEET LY A M A URENRTFEH LT\ 5 (Gaffenetal 2014)
¥ X~71E, b b IL-17TA OEYIEEEZTRT 52 L1250, AS 123 L TH AR RIREIIC
mHEMEEIND,

Bk T 2 ENIOBERRBOFER D, B X X~TOHEEIZLY, NSAID TRHEA+SHE L
UFRAEMEAR R 72 AS B ORFRIRTER « #fx, FIERBEEA D QoL 377 B RIZHA~ATHEEL, £
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DONENEINCOI- 0L, BZEMELRETHL ZENHLMN LRS-, £72, HT TNF-o A
Kié%ﬁf%%$+ﬁﬁAs%%ﬁ% INHDORRT 4 MRIELND Z &R SN,
UEXY, 7% X~70%, HEPUE (NSAID) TRIRAR 072 BE KT D, #riz/pipias
L2015,

3 BFEDERE

AS DOERGBINC®H =0, Fri- 72 WANIOBFRITIT > TWewy, FEERRREBRIZEI L TIE, B MR
HEFAMRARIE BRI b~ N w7 A X Zu T a7 7 —8-3 EAMGER 2R3 55 %,
Y I XX~ T O BB T AR E U CH7ICFE N L7 LSNT, de &GRSR (S LR,
%%Eﬁ%ﬁ,%@ﬁ%ﬁ)K%mbtgﬂmﬁm¢éﬁ&m&wo%®tw,ﬁﬁ?ﬁﬁﬁm
BT 2B ORED LT,

3.1 7)) bl oYk

7 2V T 4 AL 2009 4E &0 Bk A B AS ISR B BRFEICE T L, EE T EE O SME
NDOIEEME AS B3 30 £ ZXf5 & L7z proof-of-concept (PoC) 7Bk (A2209 BR) % 2009 4F3 A
~2011 4= 5 AICHENE L=, A2209 SREROFER, AS BETHLEZ I X~ 7 OFMENHRE T
Zenn, B AHRBRAGE Lz, I ARBRO BIEAEL, RIOESHEE ) v~ FREL
e L EsEaiR (F2201 3B OfER, ROWRELE OFEWENRE (pharmacokinetics, PK)
T — & % AT RHER] PK AT OfE R a2 B EITRE LTz,

BN ARRER & LT3 L7z, BARLG R OHERHR GO ML - HERRLR D 2 DSORGB
(F2305 7Bk, F2310 #klR) OFREBEERICHK-S X, F2310 RBRO Mk - AEZERL, BN T
2015 4F 11 A, SKETIZ 2016 4F 1 JICLL N ORIHE « W R OHE - HEIC TORREZIG L, 72
B, KETIE, ®7FX~TEARLGOFEE LK U2 E AR (F2320 3E) % 2015
S5 ARVERL, BAKER L CHRFHRGOLOME - HELEKREINATWD, £, M7
WK W TV 5RO L7 40 R ) o PIFIERWEZE T (SC) HEHOF —4 28
595 HAO TSR I ARRER (F2314 3ABR) & i L7,

Fa

o NEENIIAR : BEAFIAIE CRURA A5 72 i N OVE B MR B HE R

o MENOHE:: BAZHLELELTEZFX~7 150mg Z0)E], 18%, 28%, 3%, 48#
W FH ., TR UBRIIMER RS & LT 7 ¥ X~7 150 mg % 4 MR TR TS

XKE :

o ZNEENUIZNAE ¢ B DTEEHVETRE PEFHER

o HERUHH :
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o WAREHY AL LLTEZFX~T 150mg AH)E, 1 8%, 2 B%, 3H%, 4
BN TG, BRI G L L TEZ7FX~7 150mg % 41 uf'ﬁ'ﬁﬁrﬂfﬁ—l\—&%{
o HMAKLARL B FRX~T 150 mg % 4 WM TR TS

341 SMEFE N AREIRER (F2310 SABR) A& (IR5 156 EHF)

F2310 &ML, ZhusxdkE, 7% b, ZHEER, WATHMELBERR TS S, ARBROEH
M, #4516 % D ASAS20 SULEEFRIEIZ, 7 FX~7 75mg X 150 mg @ SC £ 5K D
HBokaE 7 7R L, EEEEZRGET 52 L Th D, REBRBIRIL 5 M TAKGRHFER A
bkt T 0, AHFEECIIERE 156 BEToOF—X ZiMli L7z, Ak - A&, EARL
ELTEZHFX~T 75mg, 150mg, XiX7T7®R%E2~—AF7 14 (Dayl) , Week 1, 2, 3, 4
12 SC #&45-L, Tl HMEFFEEG L L TR XFX~7 75mg, 150mg, X7 7AR% 4 HH
AT SC &5 L7,

NSAID (Zxf U THRAF54 L <ITAEMEARR T, DMARD X(i3$t TNF-o R4 oA
Z MO HEE T EIEOIEEMED AS BF 253 AN A7 U —=2 78, 20955219475 SC-
75mgff (734) , SC-150mg it (724) , XIET 78RR (744) ([ZT7 X bEni, 77
AR (74 4) OO BHEL 16 BETICHIELE 8 £ %FR< 66 437 FX~7 75mg B (LA
T, Pbo-75 mg#f, 324) XiX150 mght (LLF, Pbo-150 mght, 344) 27 ¥ MbShiz,
F72, SC-7T5mg B 734D 95 H 24, Pbo-75mg HE 324D 55 3 4708 Week 52 LU 150 mg (28]
L7z, Week 156 £ TIofe b ik L7 OFIG1E, SC-75 mg BE (150 mg (28 & L 7= 95k
FHEte) 2 SC-150 mg BEIZ A~ THE D 272 (SC-75 mg #f 31.5%, SC-150 mg #£ 20.8%) . 77
TAREENSH T X 2L S 172 Pbo-75 mg B (150 mg (ZHE & L 7= 908 E © & de) M O Pbo-150 mg
BEC, G2 LgBRE OB ITENTII188% (6/324) , 14.7% (5/344) THY, #h
FER TR E ZREWT R o T,

HWEICR L C, TEEEH TH 5% 5 16 D ASAS20 53R 1E SC-75 mg BE T 41.1%, SC-
150 mg B£T 61.1%, 77 EAREET 284% Th o7z, BYUAT 4 v 7 EUFHIHTIC X 2 BER LB OfE
H, SC-150 mg #ED ASAS 20 SUGHRIZT 7 B RBHZ L THEIZHE < (FREEHT p < 0.0001, 7R
#% p=0.0001) , SC-150 mg #£ D AS DEFIRIEIR - BUROBCEZIRILT 7 BRI TERLTWY
HIZEWRENT, —J, SC-T5mghElX, 7T BAREELE DFEEIIALN - T- GHEET, T
BT L p=0.0967) ., SC-150 mg BED ASAS 20 SRILT 7 B REEIC T 30%LL E& <,
BRARMICEROH HE (FEMZE 10%LL E) BRo bivlz, £7-, SC-150 mg ##i% SC-75 mg BT
T 20%2L i<, HEOEINIEWEEI L7z [2.5-4 HH],

HEPEIZB LT, SC-75mg T 24 (LpfEZE, FERASIEA 144) KROVSC-150 mg FET 1 4
(g, IER, OIEIE) ORLENED LN, FHERITWT IS IRERIE - O E L2 S E I,
Be b 156 ORI T —% B v NA TR TOERERAEFRORKIFIL, Any75mg BET
19.0% (20/1054) , Anyl50 mg BT 13.5% (15/1114) TH Y, 1GERHE L OR#E NG E R0

|
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ST ERIE, AnyTSmg BOBEPRAMRVBESETHER, BMEREBR, 7o—20H, BREVR
FHEEMBRERIRE, FRABE, Y4 LARMES, 70— FPEEE (&1 4) ,
Anyl50mg BEDOITEER L&, BWMREE (& 14) Thotl, ZHEDS L, 27 n—EEREE
PIAME, B LEREYRE, RREORSTE, FRECLIVERLE, £5 156 BodR]
BT —FH s b AT7RATOFEESHEBERT, Any7T5mg ## T 88.6% (93/105 £ )
AnylSomgRET84.7% (94/1114) THV, FEFZFRBE L HEBICEHELA N2>, Any
I/ RRXR2TEHTCRLEN T EEERIIAMBL (24.6%, 527211 &) T, ROCLEERE
(11.4%) , [EXKREVUTH (%109 ThH-of [2.5-5TH].

3.2 BERIcEITMROER
ERLAAETOEI F*XT70 AS iCHTL2HBERELRE 2, BETD AS OFELIIHT
BB EHE - EH L. AS OESENICEH 2B ORKER % Figure 3-1 12T,

Figure 3-1 pStDERE

2009 2010 2011 2012 2013 2014 2015 2016 2017 2018
sHERIAR (H21} [H22) [H23) [H24) [H25) (H26) [(H2T) (H28) (H29) (H30)
e e ————, 0 ]
B AR 518 EWEEERFER  |AE A0 178 1
SHEazz0esEE i ok
E/F2310578 »
FHEF2I10EEE 10w e
SHIE B PHEIF230551EE 108 +|1
B Fe HEIF2320588% 5 .,
AHEFza148EE 1 12
FHEIA2209E15H5R e oliz
Elpo b
EFH1301575% ERg 5

BAANEAEAT AS OEFREFIZIEVZS L0000, BEMEF, SHEE, ROEEREICE
RATENERY, £, BAA AS BELAEA AS EFTEHBRE PK) PR ELDT
BefEid ek E L LN [27.2-3.66 TH], FO7H, SEBRIERBCRELCHEERE - BE
EAFAAS BEICER LSS, AEASBELRAGROFRESB LN LEX, BFAASE
BB St A7 OFMERVESEORER > BE & T 2ERE M EERARE (H1301 3
B &EE LT,

ERND AS BEENDL O, HREBENECh AL, BT VA 13, ZHiKER, ESH,
FEREERL L, AEREERLOBRECELUGEMET 2 bz, HBBE, HRAEE
MR AT S, F2310 BMERR N F230s BB L FLERE 2R E L, 28, 2B
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(7 A T R S et - Y - - 7=t |, ([ ——
G - > T4 A (1132 insia ks 2.

AHINCBITH AS ORBHBELXHMWE LIZBET — %Sy =Y % Table 3-1 (03, EHW
H1301 38, AAGEHFEOMEEREIC L0 EHE L-2AE F2310 388, KR UH1301 HEEO Rk - H
BEORERMO —>TH HAEF2305 REATFMER & Uiz, Zoft2 >OfERIERE (F2320,
F2314 3B#) . PoC R UNEOEERER (A2200, A2209E1 3B KUV I HRBRE T2MHRUE
(AR TH I EM L B B ERAREE (A2110 35 22F8E L Ui, B HI1301 #ERLC
OUVNVTEE, 24 R SREORIEREEOME R DU 52 BESROBEREELFEEHMTICE
MEHLE, BB, BET—# Ny r—VIlEEh2HBO 5 5 F2310 BB A G TH 5

(2018 4F- 10 HEER) o

Table 3-1 BEERT—4 /83—
& HIFEEoBITD L, g e o . #=i B'E
S R ONESH wEE O EEE BT HERHIR W X4
B AR SRS
Pso ZE#mta A IEH A2110 1T #E  FEgm, B LReEES AWREE =T BE
(24 FHRE*
B EbIE B OV M A BT L dEE
AS  EERATOEZME, HI30L I B SHEIILE, ESH, FEFR 1= =T B
e (52 7"
IR 58 F2310 I #AE #hERdeRE, 77575, 5& AbEE 3
M B EE “HEMR, 7 ERHE (156 78 **)
IVIRECEAKRS  F2305 1 # = ZHizR LR, 714 4Lk, 24 =T P
LB gahiE, &% THER, I EAHE
X
ARG AEYOAE F21320 M 4E  #HtE, 77410, 24 =T BE
T, A TEEfE F7EARHE (16 1E**)
EREREROGT F2314 M 4#FE  #EEdE, 72451, 3E =T BE
T, Zek TEEE T ERAER (52 1 **)
PoC #5 A22090 11 AE  EEEHEE, 74 41, WREE =T BE
THER, I EAHE (3IEE
PoC REEOfxETHER A209EL 11 4 E  £kigdLE, 3E5H, 3ERB,  64®EHE =T BE
A2200 flkmE g (52 R

Pso ;: S F g (plaque psoriasis)
* o EE5HM
o FLMAIR (Er T T — % 2y b 7R

3.2.1 ERIEX L (H1301 3H8%) Rk#f (5 52 AR

H1301 3ERiL, xR, e FEdRERTH 2, HBHEZ 1 £C, &5 16 8O
ASAS20 WISEZIEEID, HAEA AS BETORZ X7 OEMER B ESEEF#HETAZ &
FERE Lz, HEHER, FRI0EBRLFEL, EAREL L TR/ XX 150mg & 3— 2R
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74 (Day 1) , Week 1, 2, 3, 412 SC &5 L, TNnUURE, #MFERGLLTEZFXT
150 mg % 4 [k T SC #&5- L7,

NSAID (Zx} U THEARFE L IEABMEARR T, DMARD X iI#it TNF-o BA|OMH O A
Z W0 W AE )T EIE OVEEIE H AR N AS B3 30 4 AN O, 25 A0 E S2 AT L
Too AMEICBI LT, TEEFMEER THHEE 16 D ASAS20 UG=HRIL 70% (21/30) TH Y,
F2310 #BRD 150 mg BEHFEORER (61.1%) & REREWIIRD - 72[2.5-4 ], ZEMEIZEL T,
HI1301 RBRICE T D OWE I RnoTz, HESRBEOT—2 0y N4 TR CORERAER
LOFBIFEIL 10% (3/30 4) T, WaIF3E, TESEHE, d8iAZETHY, wWInbih
4 DT —HF NAT ETITHEL LTz, 3B KO- S S 1R & OB A2 G E S v
o1, WIS Y SUIIERWIRE CIHR Lz, &5 52 R COREEGIHRIIEIT 86.7%

(26/30 4) T, &b L ADNIAEFRIE, EWHEEKD 50.0% (1530 4) , RWTHWNEN
233% (7/304) , A > 7B 16.7% (5304) Thoiz, HI301 REBOLZEMET a7 7 A
X, SNERBRCTALNELREN T a7 7 ANV ERESERLT, HARAN AS BE THIZ2RLE
M EOREITRS b d-72[2.5-5 H],

4 HERUERYE

U FXTTIAS EEOBRKER - BIBEEECHIO+HITHET S

AS DREFFIEWR « il O, ZhIiIEV5%E) OFeRWHEL, BEDOT Re 7 7 &0 ki
2727 % (Montgomery et al. 2012, Murphy and Bender 2009, Home et al. 2000) ,

F2310 #ABR D SC-150 mg #EIZIBW T, FEFHMAHTH D ASAS20 UL E, EMA A T A
VT AS DORFRIEIR K OB IC kT 2 SGER R O FEFIM AR L T 2 LA HRInLTWD
ASAS40 SUGERIT, BEHBAME 1 gD 77 BRI THRNICERO 585 (10%LL F)
o LTz, F£70, ASAS20 SUSEITE G 3 HEE, ASAS40 S (IH& G 4 BTG 16 HIE & [F)
FREETEALTEY, BEHRRBEEZDDHECORERER - MEOSEN A LI,

F2310 5BR D SC-150 mg BEDOH G- 16 #HKFD ASAS 20 SIGHIL T 7 v RBZH~T 30%LL L,
ASAS 40 FUSHIL 25%LL B, ENENAEEDRA LI, MA T, ASAS 20 SSHFEIZITE E
NIRWEBIRHMBTE E (CRP, BASMI) % & e ASAS 5/6 UG, AS OEGAAEIR A 1338
IRV Z & EIRT ASAS E TS, AS OFETIEIRNR—R T A AT 50%LL FikE L
72 Z & %73 BASDAI 50 S DWW T HUTIBNT S, SC-150 mg BEX 7 7 B ARBEZ L~ T 10%L4
EmL, AEENA LI, 77 BRI TENERIER - #iEOSE RGO b7,

HAN AS BF 235 L L7z HI301 SBRCTH, &5 16 RO ASAS20 SUSHE KUY ASAS40 [
IR, WONCE GBS 16 1 £ TORINEOHERIL, F2310 B SC-150 mg FEDFER & KX
IREWTA SR o T [2.5-4.3.4.1 TH],
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IVFXTTIEAS EEDOSFMELZHET S

F2310 552D SC-150 mg AEIZH VT, (R O (AR QoL fHMIZiE/A < i & T2 SF-
36 PCS A a7 L, EHRN—ZAT A0 R (H58) L, 54 EFNLERMNICEROD D
A (N=R T A ATHART25 U LD ER) Ao, &5 16 BRTIETY 7 B ARREIZH T
AEICES (B68) L7, £, AS OERAIERICEE L CTEREE L 5 B FENED SR 2 Hfh
L 72 BASFI J ONABRHE Y EERR 23] E U 7 R oo rT 8k 2 57fi L 72 BASMI linear (22T $,
F2310 #kBR D SC-150 mg #EZ VTG 7T B RBECHA_RTRELL SEFE L, BAN AS BEE %)
G L2 HI30 RBR T, RO RN RSN [2.5-4.3.4.2 1H],

I FXTTIZAS BED QoL Z2HET S

AS OHEITITRER T, FAF L2 ROWHIMICOIZAIRERLEL SNDHTD, RO R
59, LB - S HEE O QoL 133 L <K N3 2, F2310 #ERD SC-150 mg HEIZIBWT,
AS BH O ERF A 72t RSE# QoL Td 5 ASQoL (X, #5454 BRI DEFKMICEROH HE
b (R=2 T A NZHARTI8 U EDIKT) ARHbi, HFE5 16 BRFON—2F A b D& LRI
TIEREHEBE L THERICKT (&#) Lz, £/, BEEERFICBT2EFICL D B EIED
SOMERE ~ D B A 31§ 5 542 T d 5 FACIT-Fatigue (2O T %, F2310 #ABRD SC-150 mg #E(Z
BWT, &5 16 HFFZIIN—Z2F 14 000 B (838) L, X—=AT7A o0 EITT T
EARBEL L TREN-To, BARANAS BEZZXIRE L2 HI301 sBRTH, REROR R0 R
STz [2.5-43.4.3 1],

VXX ITOMRERAICHI-YEFEHKT S

AS ITEMERIEMRBTH Y, RMICO VIR REAMER T 5 Z LITHEETH S, F2310 ilBR
D SC-150 mg FEIZBWT, #HhH 16 MR ROt 7 ¥ X~ T HHIZ LD AS ORI - #dE, FiK
PRRE M OMA rT B, 37 ONT QoL (k4 2 BN SRS AKGR H R IR AR Tl R 3 RIS D72 V) MEFF &
iz [2.5-4.5 1H],

I FXTTIH TNF-o0 HETHRL TLHRF O REBEUFBR LG EEOH - EARER
&7 d

BTE, ENT, BEFEIRE CHIRAR 507 AS BFICXIT D E LA L TV 2 Y i iis)ix
2O0HTINF-a A (o7 VFx~7, THILYT) OHTHY, Hl TNF-o BANZZHRE AR
IRRF KT DA ORME, ASIRIELEDOT U Ay NAT A IN=—AD—DTh b,

7 X X~T71E, IL-17A O IL-17 ZEE~OFREG ZAET 5 2 & T IL-17A OEYTEMEZ IR
BN HFN LR A ET 5, FHUWERET O AW FrRAITHh 5, F2310 SEROHT TNF-o #LANC
K DRI CRRAA 0 ATREMEAR R BE DR T — 2 TH, HLTNF-o A THRIGEDO L
FHEMEFRIC, B2 XX~ T ORGICED, BRER - BEOEIN K ORI UE, FiK
BEREDOUGE, W ONTEBESH O QoL DB EN /RS-, HARAN AS BEZXI5% L Lz HI1301 B
Th, [FEEROERDHER S72[2.5-4.4.2 HH],
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EIVFXTTFASICHLTE, BEMEE BNECEE BAMEEBLEAKROTET, T2
[CERATZES

F2310 3B K& O HI301 RBROFE R 2 e, = ot ERER (F2305 3Bk, F2320 #A5r, F2314
AbR) KOTIRE T — & 2 A0 L7 /5 5R, AS BBFICE 7 ¥ X~ 7 150 mg & TH 5L
e DORAEMETBAFTH Y [2.5-5.4 1], BUKRZIRE (S rEcfie, BAFEMERIRE, IR tEazfE)
TINETIHEINTEIXIXT DY AT 707 7 A4 MTHTIGBNXIEE S RE Y 27
TN 2 E DR I NT2[2.5-6.2 TH], L7=23»> T, MVEZ b TFR CLeEEH L TERI
fEfCcx %,

IV FXTTE, AS BEOHFHRUIGETORELZHRET S

AS BE T, HFHE IO RIS CHMIENE 2V, #1752 & FHEORIERRE 5]
TS, FHENEET S (Lories 2011) . B OMEEBREIZ R TH Y, HIEF TITEHT
IZ K DO, B ARSEHERN TE RV, F L QoL AE T &5, F2305 ARBRICHLA
NOENTWERED 5B, P TNF-o K| TRIGED AS B X512 MRI Z 3l L7245 %R, &7 %
X< 7N L HAIUAGBAET K OFHEDO RIED BN S5 2 & AR &7z, F2305 SBROE AL G 1T IV
L TIThiL TR Y, F2310 B &K O HI301 R OE AL (SC#xh) L HE7257%, F2305 R
T 7B REEDN DR 16 BLIREIZ SC-150 mg 235 SN 724k #F TH MRI O A a7 MK T35
ERNRALNTND Z E0D, BARGEOENIKST, 7 FX~7 SC-150mg #H 5325 2
&C, GBI R OFHED RIEDO MBI N WIFFCX 5 & B 2 5, T OGRS 0 J80E % Jil 5
52 LT, FHEORENREOMHIC RN D LB DLND, AKRHAFERSTENEZR LIZE
IRT =T EE20 B 00, F2305 SR T 7 X~ 7 WG SNTZHBRE D 80% T, &5 104
HWEFO mSASSS 3N—2 T A L BEIIET, X ETOFHEOHIENREDOEITI RO S
Mo 72[2.5-4.3.4.4 TH],

5 =E&H

AS DIEEOE72 BIUX, BEHIRIZITREASL I DIXD LW ook &L RIEEOSGE, EHIMICI
FHEOREIERHRE O], W O H RHERE & 2B AR UTEFR(L T2 2 &I2 k0, AJED
BrmMFTo2LThsd, AS ORIBFIEIIELS, ENTEIHEHAIN TS AS H#HE
(NSAID K UL TNF-a A TEHERAH UIBEEREOBE K LT, Bz /2iRRaEiRk
LR DIFMRKD BN TND,

7R X=T1EL, AS ORI L LTI IL-17A ZFEH) &35 W riiE <& %, F2310
AR K OV H1301 SRBROFER, NSAID THIRA+F5HE L ITRBMERRZ AS FBEIZH L, 7%
X~ 7 SC-150 mg DEFRIER DBGEN R R ENT, 7 F X~ 7 OBRAIER « BlEizxt3 5%
BRROFBUIEG-B4E 1 81% &l T, AKRHGER A TR G546 3 1% £ TR HERF S
Nic, £z, &ERE 4 BENOERMICERDOH 5 L~ E THIREERE K ORBICEET 5
QoL ZigE L7 Z &b, NSAID (T V@I E LTI TE 2 &B 2 bz, 72, i
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TNF-a AN X DI CHRA+ 50 BE T L TH, B2 F X< 7 SC-150 mg D512 X
BHEM & RO T 0w EBF LN &0, B TNF-a #AITHEA+5 Riﬁﬁﬁfﬁ
DERFIK L THHATE 525, &5HIT, F2305 RBRICH T D MRIIZ X 2 FHE R OilA5GES
BIORIEDFHE T, &7 FX~ T L DRIEMIGEOLEIN/RE S T,

AHND AS BEIZBITLEEMIRGTHY, Mt SN AEFFRIT, AAIOBEEGE O ISAE
Th D e, BIEUEVERCRE RS R BB TAHAONI R EFRET, Bl A7 I3EE S
Niehoto, EERY A71X, BAROMEIGE L R CEBEMELY 352 8T, VA7 ZH/MeT
HTENTZDHEEZD,

L7ei3oT, B % XTOWMHEINDIIET v MEITFHEND ) A7 ITH_RTEL, H—
BPETH 5 NSAID 1T K D1EHE TRV AR +53 72 AS I OIEMIEIRITAE T 7, ERR LEFEO
BMWHEAITH L EE 2, UTOLBYIRGREFEH - MATRKBHFELITI Z & & LT,

[FF&EmH]
a7 47 AR 150mg U Y
a7 4 7 AT 150 mg <2

[ZhRESCITAR () ]
WEAAIR IR TR RAA3 70 FRER IR
i VEROlE, BIEVEMERORE, MREVERORE, SRIEVEFHER

[FHEROHE (%) ]
= i VERCHE, BIRTREPEERE, RIR I e
WE, KA ¥ X~7 (Barffiz) & LT, 1\300mgZ, #E, 1#E%, 2%,
3 ML, 4 ERICE TR L, L, 4 BAROMB TR FRE5T 5, £, KEICLY, 1 [
150 mg 245952 LB TE D,
SR EL MR HE AR
WE, AN R X~T EEFHEfz) & LT 1E150mg %, #IE], 1E%, 2%,
3%, 4TI TG L, DI, 4 BEOMBE TR T#&HET 5,

6 S5 3R

[Boers M, Tangelder MJ, van Ingen H, et al. (2007)] The rate of NSAID-induced endoscopic ulcers
increases linearly but not exponentially with age: a pooled analysis of 12 randomised trials. Ann Rheum
Dis; 66(3):417-8.

[Bowness P (2015)] HLA-B27. Annu Rev Immunol; 33:29-48.
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[Dean LE, Jones GT, MacDonald AG, et al. (2014)] Global prevalence of ankylosing spondylitis.
Rheumatology (Oxford); 53(4):650-7.

[Dougados M and Baeten D (2011)] Spondyloarthritis. Lancet; 377(9783):2127-37.

[Dougados M, Simon P, Braun J, et al. (2011)] ASAS recommendations for collecting, analysing and
reporting NSAID intake in clinical trials/epidemiological studies in axial spondyloarthritis. Ann Rheum
Dis; 70(2):249-51.

[Gaffen SL, Jain R, Garg AV, et al. (2014)] The IL-23-IL-17 immune axis: from mechanisms to therapeutic
testing. Nat Rev Immunol; 14(9):585-600.

[Home PD, Lindholm A, Riis A, et al. (2000)] Insulin aspart vs. human insulin in the management of long-
term blood glucose control in Type 1 diabetes mellitus: a randomized controlled trial. Diabet Med;
17(11):762-70.

[Hukuda S, Minami M, Saito T, et al. (2001)] Spondyloarthropathies in Japan: nationwide questionnaire
survey performed by the Japan Ankylosing Spondylitis Society. J Rheumatol; 28(3):554-9.

[Khan MA (1995)] HLA-B27 and its subtypes in world populations. Curr Opin Rheumatol; 7(4):263-9.

[Lie E, van der Heijde D, Uhlig T, et al. (2011)] Effectiveness of switching between TNF inhibitors in
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18(7):1018-9.

[Montgomery W, Treuer T, Karagianis J, et al (2012)] Orally disintegrating olanzapine review:
effectiveness, patient preference, adherence, and other properties. Patient Prefer Adherence; 6:109-25.

[Murphy KR and Bender BG (2009)] Treatment of moderate to severe asthma: patient perspectives on
combination inhaler therapy and implications for adherence. J Asthma Aller; 2:63-72.

[Straube S, Tramér MR, Moore RA, et al. (2009)] Mortality with upper gastrointestinal bleeding and
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JEARERRS (2015) [RARHFRHRSOF IS EERmG LB S (G5 10 [[) & 2015
3 4 9 H (Internet) Available from:
<http://www.mhlw.go.jp/file/05-Shingikai-10601000-Daijinkanboukouseikagakuka-
Kouseikagakuka/0000077094.pdf> (Accessed 11 December 2017) (available upon request)

AT (2013) FHERAEIZ%. In: LU E GfF) BIRIR - U U~ T2 3 IR R HRAS A 7 o
J1 v E 2 —*1t, p.438-62. (available upon request)
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1 NEIZH T HERKRE
2018 4F 10 HBIE, AFNE EU RUSKEZIZIU D 88 » [ETHEE I TWD, EU LUSKETO
SRR A, Table 1-1 1287,

Table 1-1 EU R UCKETORERR
E4 KREH B ZHHE - BhE
EU (FFoeggdr =) 2015461 H 15 8 2HEEOXNG LR FEENDEEORANO REMNEZEHT 5
WA
20154511 A 19 B HEREMMETY U~ FETHoRRDZE LRV A OTEEIMERL
TErE B E 2
2015411 A 19 B BEFAIRIE ClE o 2 b B35 B 72 WO R OTE B SR B R HES
K[ 2015451 A 21 H  E&EEEUIERIELEORG L 78 B FEE N b EIED KA O Ry
5 %3 Dl

201641 A 15 H A OTEE Rz ERE B Fidk
201641 A 15 H  ARAOTEENETRENER HER

2 NEDFMXEEDOHE
KEOTASCE (2018 4 6 HikET) KON EU @O RA CE (2018 4E 10 HikET) DOFER OHE
W& % #3241 Table 2-1, Table 2-2 127”77,

Table 2-1 KEDHALEDIBRE

akbryTF 47 AM™ (v FX<7) EFK, KTRSH

ek B aEL T 4 7 2™ (27 %X~7) , L FR
HESHE - V5T Sensoready®~2 > *H1 150 mg/mL K
W VT L7 L R U o2 150 mg/mL R
AR - BESH - ERRRAMEWEE TS TILAY 150 mg BRI R  (EWRAEEH O HHMEH FT6E)

* Sensoready®|L 7 L 7 /b R DRGHE, JRICIE Sensoready® & Fhak S LTV 5 A, ZZ T
L7 gy UL RE#T 5,

BEFEUTIHIIE DR GR L 72 D PERED O FIED KA O RS 24 % Wl
BNRE « AR | BRADTEBIIERCEE I 2
BN OTEBYPEIRELPEFFHER

RERR S & % o

300mg O FHG- 28G5 & LT oM, 13, 2@& O3 MICHEM L, 48UEIZMEH 300mg
EHEFFR 595 2 & 2R T 5, 300mg 25355, 150mg ODREE 2 BIE F&E5T 5,
—ERD B ICHK L CIE 150mg DS LAl &35,
FOREMERE R A
HEERE D> b EAE O JR AL E 2 A 9 2 ol 2 OF 58 2 Mol BIE R BB IOk L i, RS
AT HEBEOHEEHRE V5,
FNLSOERIEBIEI R BT LT, UToHRAECat T 47 A2 BT 5,
HEDEH &

o BARLGHYVOBS, B/ FX~7 150mg Z4E], 1iE%, 2%, 3HEE, 4BEZICK

TG L, UMBITHER®RE L LT 7 X ~7 150mg & 4 W TR T#H 515,
o HARGMLDOBE, BV XX~ 150mg & 4 B TR N5 5,

M - A

il
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— Tt T 47 A™ (B X X~T) R, ETHEGH

It

HERHAav T4 7 2™ (v XxX~<7) |, KT#HER

o IEENMEORUEEERIMISR ORI AT A BEITIE, B F X~ 7 300mg D5 ARG

%
akvrT 47 RFA MM — MEHOAFREZMOTEREIND,
RIEMFHER
UTFoHEMETCaky T 4 7 25 HET 5
HEDEH &

o HMAKSHYOEAE, B FX~<T 150mg ZHIE, 1%, 2 W%, 3%, 4 \BICK
THEL, BT RE L LT 7 FX~7 150mg % 4 BER TR FHRS5T 5,
o WBAKRLGMELOEA, Br/FX <7 150mg & 4 BRI TR THRET 5,
ok T 4 7 ARG HERTOFAME
ST 4 7 AORG BRI O W THER T 5 2 &,
BEICEAT2EERER
ST 4 7 ADERIIIFED D (LT 4Ry, FLT ARV D, WAL T
VAOEREERER) , 2T 4 7 AKFO ERICET /R 21X, 28747 A0
FRARL O 512 B9 2 X 0 3R il s T b,
akv T 4 7 RAFEMOYE R OERETCHERHT S, L7 4V RXUET V7 4 R Y v
CEAWTE TR FEICET 2@ A, EMASEE &l L BT R G LT
b LW, IERAEECED RIIEENEFEOLNMER TE 5, R, FilEl & 13587 2 M5 20
Az (ERE, KBRS, SUINEERD 4 DOXGOWTI) ([CBE L, B, FTE4E, B, @)
RO BID XTI DO BN S 5 B EHANITHEE L, ERAMUI~O R 5130 #E T EE
WEFEHEDIT D,
ST A ALV T ANV ERVERF VLT 4N FV Y U OERDO- DO
BWHANZ, BT A AT LT 4RI a T4 2 AL T 4N RV o P BEE
MHHL, #t vy v TEMITZEEa T 4 7 ANKRIRICRDETELS (15~304%) .
AT U T AT VLT 4NV R NEav T4 VAT VLT 4 RV P ORY 4 LAlHEZR
Y SINIRARITLT T v 7 ANEENDT2D, TT v 7 AEZMEOEWE T o> TlE7e
SR,
BERNC, KRNV ARERT S, 3T o 7 AEFKIT, EH~bFICRE L
7, EE~EEAOWRETH D, AIRTRZ DR TFREEN TS, BETEY D554
EEA LRV, T 4 7 AZEBEAIZE TR Cnianizd, 77 40 R E 7 L7
SV R DL, WIERED O L2 1 RERBINIC 535, R X3 U v DIciE - 72 Al
BT 5,
T T 4 7 ARFEEIR R OB K OFRR
ST 7 AFFEIEMRIT, FIEE S T EEAEEE DS, MR ERE TR ISR R
K CHBE ONAFRT D, ISR EBIT T DRI 5 £ TOFREEMIZ T 20 3 TH Y,
90 NEBRIRNT L,
a) BT 4 T ABHREGIF KD NA TV EBEENOH L, |EIZR 5 E T 15~30 ofE
<o, EHABEKL=IRIZTDHZ &,
b) FEHRABEEK ImL %2, 2t 7 ¢ 7 ABFELIEH R AL TP - WEAT D, 2Dk
=, ERABEKEHRE EICEEERE T 5,
c) NATIVEKAS EET, K1 0MPo< ) EEETRERESE S, SATIAERE S LIEY K
BRSHEZD LTIER B2V,
d) RNATNERRICH 10 0MBE, ERSED, ANECDAREEND D Z EICERT D,
e) NATIVEK 45 FEET, 15DV EIRETHEIRS TS, "M TAERE I LYK
HRSH7-0 LT RS R0,
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[engs

abUTF A A™ (B XX~<T) WS, K TG M
ERHat T4 7 2™ (7 %xX<7) , R TFHEEH

) NATNEZOEEERITNS SRR, BMLIZavyT 4 7 ABIKIY, RARARTHRZ
LRI, BH~DLTNCRE L, BO~EAORK CH D, HHRETIERE K O R
DARFER, WEPIZIRICAZ 2072352, XITKIRITE Y LEAR S 556 13- Lk
AN

g) MEREDONAAL T VEEET S (150mg BE5OHA 1K, 300mg HE5DHE2A) ,

h) IV T 47 AEK ImL HIcE 7 £ X~ 713 150 mg G EN TV 5, ik, EHICHEA
T 57, 2°C~8°C (36°F~46°F) THMMAFT D (e 24 FFf) . WEUL LRV,

i) 2°C~8°C (36°F~46°F) TIRMFEL 7%, WHANCERNERICAR D ETELS (15~30
53 o AR UT 4 7 ATBBRNTE EN TR, 2°C~8°C (36°F~46°F) DIRIESAT
MNHH L72%iE 1 R LAINIC G35,

A LR

AR
ANy

AT 47 AE, IR T UTHEM O NT NI D HE B BUESUS OBEED & %
BEIIER LTS,

BERUER

JEYE

AT 7 ATEGRED ) A7 R IEDAEEEN S D, FEIEN D EIED RE LB E AT
HURERE ZXR L LI-RRRRICBWN T, 7RGt TatkrT 4 7 AFEH D)
IEYE D RBIR N E D o T2, 77 B R RERARBRICE T, — RS YYE DR BRI 2 &
YT 4 7 AREF DTN T T v R ERGHN R TE L, SIHTERIT 11.4%%F 8.6%, LAGERYLT
2.5%%F 0.7%, FIGREMET o 2 FZHEIF 1.2%%F 0.3% T o7, HREEREEI 2 BB K ONRE MEEHES
BEERNRE L7 72 RAERBRIZB N T, BYYED Y A 72OV THgiEBE L [FEEOE [\ A3
Rz, WERBRICBWT, —HORBYYEDRERTIARKTENTH 7=,

IBMRYIE 2 A 5 BE I EREOMEN S D BEI v T 0 7 AR A2 55
HEETDHIE,

JEYLH RIB T AR DA U2 AICITEMORE 225 L o, BEICRET S, HEER
JRYYE 2 3 LT B IOV I F R BIEZ1TV, BYYENEEAT L ETa vy T 47 22K
HL7ZpnwzZ &y

FERZIZBE 4 % # 5-miaEl

av T 7 ARG BRI COWTHRE 2GS 5 2 &, IR B o
YT 4 I RAERG LW b, avrT 4 7 ABREENCEELEEEOIRIEEZBIG T2 &,
TEMERER XATIEEMEREEOMER H Y, o RIRENPHER TERWERIZat T 4 7 2A0ES
ZEBMAT HENCIE, PUEEIBEARI T L, av T 4 7 225 5 BT, BEHRGD
KOPEHA%IZ, TR O OERE + 2Bl 5 2 &,

RIEPER R

FIEMVERGIRBBRFICH L TCak T 4 7 AT AR TR&E TH D, REESs2H9
DHELE, WOREVEBAEISE, KR UBREMFHER IS T ARRBRICBWCatr T 7 X2 REIN
723 T, RIEMEEEOMBEENTED b, EEIRBEENE 2 o 7254150, HTRORIEM R R
DORBEERDTF L H T, FEEZ o — 957D 59 HOBE ISR L L ERABRIZB W,
T, 7RG L Tatr T 0 7 AEGHT, 70— WORBIGEMENE - FEF
LOEMMP RN, 3® T 4 7 A5 SN BEORIEMEIGRBOER & #MiEE2 8245
Z Lk,

I BOE S i

BRRRBRICBWT, ak T4 7 AREBRETT 74 TR —ROFEREN IR LTZ, 77
4 THR IS XNIFDOMDOEELRT LAX— SN ECTSE, BEbilatktrT o7 A0S
ZHIEL, @UIRIEEERAETHZ &,

TT v I ABZMEOHHEICB T HIBBIED Y A
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abUTF A A™ (B XX~<T) WS, K TG M
ERHat T4 7 2™ (7 %xX<7) , R TFHEEH

AT AT ATV T 4NV KRR Rak T A VAT LT 4V R o PORD S LR EEZ R
¥y TN RRI LT T v I ANEEND, ZNETT v 7 RUEZMEOH HEH B WTT Lb
X E E-THREERS D, 7T v 7 AEZNEOBIEICB T a7 7 A LT 4
R PRI VT 40 KU o D ORI E STV,

U U F BT

AT 7 ABGRGANC, RO TR A 8T A > THRIE Ll T X ToO T
BN TE T LTV DN aeldfT 5, 3T 47 ARG SNEEHFITEY 7 Frakhb LT
72BN,

a7 o 7 ARG PICHEEY 7 F 2 2B LT8G E, RETVIS 3 2 R ROSHER S
IRV ATREED B 5

AR
RO BIETIZ DU T RIS R
. R

. SRR

. BRI

IZERINTND

Bk iR O

PRIRFRBR 1 IME O TR R T CTHEMT 2729, H 2FEA ORI ST 2 IEM ORI Rz

B OFAN O FGFFFRER CORIR L EHELET 2 Z SI3TE, BHER CORHARL KT 5D
FTHR,

REEIRE AT 5 G

KRR O RIS R BBR IS BT, § 3,430 o Rl iR E lc a7 4 7 A2 &5 L,

2D HH 1,641 BN 1AL LEREE STz,
R ERE AR E L 4 07 7 BRI N AHRBREZ G L, 381, 2, 3 K4 T
BEHE 12 8% E O T 4 7 ADLRENE T TR L HEGEHE L7z, & 2077 Bz
T Z1T>7- (=2&'> T ¢ 7 A 300mg BELZ 691 fil, 2227 ¢ 7 2 150mg BEIZ 692 i, 7
B AREEZ 694 B1)

7' Z AR REER O 12 77 2 AR P ORBELREN 1%L EEXRatw T 4 7 AETT T

TARBELY bRARNEVEIER LR 1 ITENT D,
1 RER1, 2, 3RV4 012 BE ETICRHEELREE O 1% L cws Sh-BIfEA
77 R
Ik T TR (N=694)
BIEF n (%)
300mg 150mg
(N=691) (N=692)
n (%) n (%)
N GEEDS 79 (11.4) 85 (12.3) 60 (8.6)
TR 28 (4.1) 18 (2.6) 10 (1.4)
R 17 (2.5) 22 (3.2) 5(0.7)
B 10 (1.4) 10 (1.4) 5(0.7)
B~ 9(1.3) 1(0.1) 2(0.3)
WH5E 4 8(1.2) 7(1.0) 0 (0)
RS 4 (0.6) 8(1.2) 1(0.1)
R 8(1.2) 2(0.3) 1(0.1)
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abUTF A A™ (B XX~<T) WS, K TG M
ERHat T4 7 2™ (7 %xX<7) , R TFHEEH

B 1, 2, 3KRV4DOTTERABHM (12E£T) OFHARN %KM CTH - =RITEMAI,
Bl Epeds, BRI EEE RS, Rk, aleh O ANE, BiE, EE, SES%, RIEVEMRE
B, FFT7 A7 27— EF LU EREAIETH - 7=,

JEER

JOHEMNIREZ G L LTEBIRRBRO 7 7 2 R BYIE (2t 740 7 2 %5 138261, 77+
R 694 HllZEE 12 HEHRE) ITBWT, RYMEOHBRITT 7 R & 56Tl 18.9%Th >
7-DIZxt L, akrT 47 AFEHIT28.7% CTHoTz, EERBIIEORBRIY, VIR EkS
BFETIH03% ThoT=DIZxt L, It T 4 7 AREERFTIL014%Th 7=,

BEHM R (a7 4 7 2 %G 3,430 6o FRATREEE CBS, BS5HEIXEBEORLET
BES2HEM) T, abrT 7 ABEEFO 47.5% CRYYEN RS K7 GEMERAERIR O
NEHT=D 09) , EERBIYEL, 2T 07 AREEED 1.2%THRE Sz GBERGREELY
Mo ANEHTZY 0.015)
EUFERBROT—ZI2X b L, B7 %X~ 7 OMiEFEENING 2 & —E 0 YGLE A B hfE
MERLZ, 7 XX ~T7 OmMETRENENTS &h 0 DFREY, ~IV_RAT A VARG, 7
B o BR A B T8 R M ORI % B4 2 JEYSRE S0 L 7=,

R IRFRER TAE T ERIBAMENTRD BTz, & 7 %X~ TITHE D G ERIBME O KER A3 1 — Pk )so
A Cd o T2, I PERIBAE I BEE T 5 B A YME 1L e o T2,

IAEVERG R

AT 4 7 ADHEERBRIZEB W T, EELHMLEDRENIBPRBRORANBD bhl, &5
HMEE (atrT 47 A%E 3430 00REAKEZ 26T 5 BFICRE, BEHMIITRE 52
W, 2,725 ANF) T, 7 — OB 3 4] (100 NMEHZY 0.11) , {EEMERBROE(L
2526 (100 AMEHT=Y 0.08) , HizRiB&BMERIBRDIAEN 2 6] (100 AM4EDHT-D 0.08) ik
Ehic, RBAOTZwRABIAM G, 77 v 56 (793 4], 176 AFE) TlEInsoFESR
BT LR Do T2,

7 a—IROMEED 1§, RS %A 5 W& 6812 = T R AR R 0 I IR
M HE Sz,

TEEIESNS

FRRREBRICEBNT, v T 4 7 A ERETT T 7 4 T — R OERBS N LT,

o ) g

EREE R B 1,003 A RIS L2 2 2O 7 S eARRBEBAER S, 703 Fllcak T
4 7 AR, 300 BT TEARBRE SN, 2B T 47 ABREINT 7036105 B, 299 fi
2P LTI THEGIC L DEAR LN, 404 BIIxE L CIEEIRNEE 512 L 28 AR5 B3 1Thbh,
BALLE% ABEB T EICE TR ETat T 0 7 AR Sz, iptEBIEiR B 1ok 5 8
IKERERD 16 O T 7 B ARRRHIMF, AEFENAONEBFOLENREIA T GHEE CH
BT, a7 4 7 AREEETS59%, TR ARREGEET 8% Tholz, a2k T 4 7 AEERHET
TR REEREL D 2% ERBENE Do A EFGIL, BHEEAK, LROERYE, BUE, M
SAEOEaL AT o —LVIJETH o7, T v T 4 7 A5 EE SNt ESABEETRON
TR T T T 7 A VL, BREFICBITA 2T 4V AOREE TR T s A L ERI%ETH S
77

JEYE D RE OB, WBEZ R L LIZBRRREFET, a7 407 2BERT
(29%) TTZEREGREE (26%) XLV E»oT,

7 v — i L ONEIEE R R OB U ITHHHRBEDIRO NG b & o7, RIEMERGRE
Nat T4 7 2AeBREINE 2R OT T RERGE SN 1 HIOEE 3B TRONT,

TRIELMERHER
SRIEVEIFMER BBRE S0 2 %R & L2200 7 7 AR RN Ei S, 394flicatv T 47
AN, 1967 T v RG-Sz, 2T 407 ARG SN3940 D 5 B, 145612 %F L
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[engs

abUTF A A™ (B XX~<T) WS, K TG M
ERHat T4 7 2™ (7 %xX<7) , R TFHEEH

T FHREICE 2B AFKED, 24901%F U CIEFFIRNIR 512 L 28 AR G- MThh, BAK
HGHAAMZ IR TRETatr T o 7 AR Shi, MEETHERBE 5 L LTER
HEBRO16H O 7 7 B R%HBYR T, AEHFENRELONTZEFEOREKNREIEITT 7 e RN &5
(59%) L L Catktr T4 7 ARG TEN>T2 (66%) . T4 7 AFKEGHTT I
REEREL V2% ERBRNEH o A HFFRIL, BWEIEL, HE[KOERERETH -
oo TRUT 4 7 AEEE SNICREEEHERBE TR ONTLZEET 7 7 7 A )VITHEREF I
BIsavrs s 2an0Rehrarr AL ERETHoT,

BYSED BE OEIA 1T, WMBE 2R L LEBRRREFET, a7 g7 25T
(31%) TH RS (18%) LV E»-o7,

B MEFHEA 2t & LI-EBRRERICHB W T, at' T 4 7 AR BB IN57160F, %G1
M C8PIDRIEMIGIRE (7 v — 985558 (100 NFEH7=00.7) , TEEEKRIGRA3E (100 A4
H72004) BRONTZ, 16 OT T B ARRBHMT, a7 0 7 ARELEINZEETE
ERAEEG (7 a—RoBEN 26, BEERIBROFTRBEN ) NALNEN, Ik
ARG SNIBE TRERRAFEFRIALONR» o, BRRBR TERE =T 172
NG SNTHIR, 7 a— OB EN I, 7 a— mommE s 26, SRR O
JRFEL G, BB RGR OBEENFI TR Sz,

ahidN i

FTANTOWREMEAE L FRR, REFREO NN H 5, BXULFERALICESITY vV 7Ry
BT A 2N Tat T 4 7 ADREFEZFME LT, 28T 4 7 2AxkR 52 &G
SNTHERED DD, £ XX~ TITRHT 2P CTBRE X 1% R ThH -7z, 12721,
KT vEA TEE I I XTEETTOIE Y F X7 HUIEORBIZRARH D720, FilED3E
BRZ EREICHIE TE R T mREMEN H 5. FUEMBUADFEEL LI E © 5 HREETI3Th
FFURIZ S D HURDFED Hivlz, PRIGUKIZHE O ARIMED LI A LR T,
PURTEROBIIE, 7 v A OREERORREICRE KFELTWD, IHIL, 7TyiAIZBT
Ll (PR 2 Gte) BIEORERRIT, 7 vt A Gk, WO, BEERIuE, OfH
WIER OIEEREIR EVS ONOBERIC L 288 e T 5, LEOBEAND, a7 427 A
5 D HURDIEBER 2 I DOHEFN KT DHUROIEBLR L I35 LN E L 2800 H 5,

EYyrrEEEA

Tt T 4 7 ZAOEYRIF EAEHORBRITEM L TW72Ru,
O TF v

a T 4 7 AREBREIIET I F U EEE L,
FEET T

AT 4 I AEREESNTBEICH L CHET 7 F oA SR L TE LV, KETEARSLTY
RWTN—T C RIS T 7 F o R OKE TR SN TW R WA LRSS v 71T
YU F OB 2 BEIENC 22 T 4 7 A 150mg & HEEE S - @R E OBUAISE
%, VI FUHBRRNCa ey T 4 7 ARG INRho T RE ERIBRE Ch o1, kT 4
I A BGROREICBIT AHBEREY 7 F U R OA I N WU 7 F o OREEIIEZELEE
fli KTV,

CYP450 J2'E

BPERIETIZ, BrEDY A S A~ (f, IL-1, IL-6, IL-10, TNFa, IFN) O L~ L3045
L CYP450 FEE D AN E#IT5,

FESEN D BAED RE A Z 2 A T D BE BT 2 M EEHRBR O R, ¥/ ¥xXx~7
X CYP3A4 12 & 0 R S D 3EHI D PR AR EE#H D & 2 A2 I S o 72,

CYP450 #£8 (BRI OBRAN L 0) 20 L TCWABFIZa T 4 7 A0HK5 2B X
IR A, WBESEITEYEEDE=Z Y 7 R OWBEIZS U HETRE A2 B 5,
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. AT 47 A™ (vrFR~T) T, KTFRSM
. BHADELT 47 A™ (B2 % X~7) | KTFERGH
BRI EH A~ D
2R
Y X2 DY
HiFTOat T 4 7 ADMARBRIIELTREY, HANCBE LR ERED Y 27220 T
DEBIT T/ LN TR, TRV A% VTR « RV AERBRICR N T, R RS E
HED 3050t 7 %X~ 7 Z8BERRENCE TG LIoRER, BHEMHEEONE - BRI EICE
BT b h o7z, KEOWEHF OTEICEIT 2 HRERFO Y 2715 2-4%, WEDY 27
X 1520%CTH DN, 2T 47 RAE2HEE LIImICE T e RMEERE R OWED Y A 7 TR
HTH 5,
S0 777
I XXTTOH=T AP NERNTIR - BB AR E e L, SRV AL ERAWT, &
RHEREGE AR ((RERE TRE~O 5 BT 150 mgkg) ORKI0HEOL I F X~ T 2WE
RN | [ TG L7ofE R, BEBIER R - R IRREICEITRD bhieho Tz,
72, BRI O~ RS 0L — MEE RO AR DA O R AN BHAR AL
B9 2B & 0 L7=, ~ 7 A2 150 mg/kg/lBlF CORAR TR 6, 11 X 17 BT/ itk
4, 10 KUV 16 HICHE LR, RIROMERE (BREAREOAGERRE, AR & OB
RE) , JERESERURTAN & OV sE MR IS B BN ERR D bR o T,
=L
Y22 DY
X X~vT O MR A~OBAT, KORHLEZBIR% O R EHIER~ ORISR ILFEA ~D
AT 4 7 ADRBIIET T —Z i en, BAORXT 4 v ML, BEOaktryT 47 AD
BRRWLEEM:, a® T 4 7 A E TR HIROREN THHC G 2 DI(EN B BEZ 5F 2 C
BET~_&Th s,
/N~
INREBFICBT 52t 0T 1 7 20REM RO SMEEEHME ST,
T~ D A
FRARRBR Cat T 0 7 A% W S R LR 3,430 (5, 3230 45123 65 b - Th
0, 326108 75 RLL EThHoTn, R & FHERRE & O CRAEM R OEEIC TR0
B0 Tnd, 65 WL EOBRE OBIE, BEEEERE & ORIEDEE W BT R+ T
Hoim,
BERE
g R AR ER TIE 30 mg/kg (9 2000~3000 mg) £ TOHBEEFHARNEE LT L HERIREMIZA S
nTWRwy, WEEGOLEANE, RWEROBEEL BRI W TEEOBIZEEZITY, HOMNICHE
Bl e eHE L 21T 5 2 L A HERET 5,
KR A 201541 A 21 H
Table 2-2 EU B FH T XE DB
aw T 4 7 REREIA 150 mg BRI Rz R
WR7E4 AT A4 AT LT 4N RT Y P AY 150 mg EFHAR
AT 47 AT LT 4 R AD 150 mg FEFHAW
BENATNE, B2 F X7 *% 150mg BHT D, @R, | mL OBWIKICEZ X~ 71X
FIH .« g 150mg &ZEN5,
KTV T 4N RVY P I mL ORI 27 ¥ X~ 7 %% 150mg 5H T 5.
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KTV T 4 BT I mL OFERFE 7 ¥ X~ 7*% 150 mg &H T 5,

g XX TEA A —a A X NTAGEIR R 2 582 B/ 7 u—F PR TH D,
T XX TIETF v A =— AL A2AZ =PI (CHO) #Ml»SEASND 1gGl/k 7 T APUKRT
H5,

R R % A 2 Wik
BHPFIEDORIG L 72 5 PEIED b BIED A ORI E &6 T 2 ifitaE
AR B A

BRIBERIERT ) ¥~ F T RG5O B OIS EIVERCREME BT /8 (2 L, HAA
FFA M PLUFRY— R EHHTHEMAT S

FRE T HESE

BEAFIRIR ClL A0 22 R DT D 4172 W BN O TE B 58 [EL TR HE A AR

& - &

T 4 7 RAFBOBZE R NREORBREH T HEMOSE R OEE T THEHT 5,
&
ST S 7 TS B

T/ XX <7 300mg D THREAZYMHEEG L LToME, 138, 28, 3EICEHL, 4 BUKIT
mEAMR G2 2 L 2T 5, 300mg 259554, 150mg O &EZE 2 BIE FHR5T
%o

BB RS

HESEN O BIED REMEZ 2 H T Wi a2 F 8T 256, JUIH-TNF THORHR 1R G LN
RVWEBFIZHLTUE, 7% X~7300mg DR THREZMMKRESEE LTOME, 18, 28, 3
WERO4BICFERL, DRIEARERES T2 2 L2 #3525, 300mg 257 254613,
150 mg % 2 KR N RE5T 5,

FNLADEBEZE K LTIE, B FX~7 150 mg O FRG- 245 LCoH, 18, 2
W, 3K 4EICENE L, DIRRIIEAMERREG T 5 2 L2 HERT 5, BRRIERITGCT,
300 mg |ZHERETE B,

FRIESEBESR

IR X7 150mg DR THEGEZPHELE L LTOME, 18, 2, 3HELVD4BEIEML,
DABR I3 A HERF R 52 2 L 2 MR T 5,

EEROTNTOBEIEICHOWNT, BRT—Z XV, 150G H% 16 MLLNICED AR HD ST
%, mE16GABEE L THLREY LRWEZ IS L3RG oh ik 2 mad 5, WHICEs =%
NHONT-HETIE, 16 W22 TR ZMkT 5 L SWETIREND 5,

BB (65 L)

FAEFERIT LI 20,

B 2 b 2
INHOBRFEERICET S a7 4 7 AOEBRITER L TV, AEOHERITITE R,
e

18 AT O/NRIZRBIT D atk T 4 7 AL OFIIWEIIMES. STy, FIHTREZ:
T =TT,

ik

av T 47 KNI THREGT D, ATRETHIUE, WHEA RO D RGN ~D 5138 T 5, 15
TR AR5 2 &,

BT EFRACET 2@ R A2, EMAED & LRI CEELTL LV, =
72U, ERNIMGERICBED 7 e —T v 7 &2ITH5 2, BEHONNy r— U —7 Ly MIHE
W, EFEREEN RS SN LR EEZITIZ L,

A LR

AR
ANy
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AN SATEI DN IS % B OMBUE S & & 7o 1A
HRPRAOIC B R TR IR GYE (B PERSEZ 55

R LR s - 3R

JEGE

TRUT 47 AEIIED Y AT HER S L FREMES DS, TRICT YT 47 AEKES
NEBEITBNT, BERBRPENED SN TS, BHIEREZ A+ 5 BE IR EM LD
BERSLEE T 4 7 ADHEHEZRFTHEITEET L2 L,

JRYIE & 7R DI IR AN E U A IR BRI OB R 22 05 L ), BEICiRE TS, &E
TRIRYYE Z# RBL LI BE IO W TR+ RBR 2T, BYYENERTIECakr T4 7 A%
BE LN &,

FERRBRIZIBWNT, a7 4 7 ARG EE TRIHERREO LN TWD, b DORKERS 1T &I
SHRGOREN D FEE O FKERETH Y, 5 E2FIET 08I ehote, aBUT 47 A
OVERBEFICENE U C, Wit x5 & L-IRRBR T, EE TRVIEEREh v O ZREDWE
BEZ T 7 BRI AR TR X~ THOT N Eh-712 (7 F X~ 7 300 mg #ETIE 100 A
EHT-1 355 Tho=DIIR L, 7T BAREBETIZ 100 AMEHTZD 1.00) |

EERFRBR CIL, #ERZICxHT 2 OIS S o7z, 721, iEiEfsEoBEIca
YU T 4 7 AEFRG LW L, BREEEREICOWTL, T 4 7 ARG 2B 5l
W HUREREIRIR 2 Mt 5,

RAENERG IR FR

7 v — 5 R ONEIEYERIG R O BT RIE TE( L OREN H D, 71— ik BB RGR %
EUOREMRBOBEICaEY T 4 7 A% BT H5ATEEL, B5HHOICREBEET 2
Z Lk,

WBORE S

TFT 4 TR RIEXIEZEOMOEERT LA —RENE LSS, BEbicatyT 7 A
OFeH5ERIEL, @MYRIEEERBTLZ L,

FTT oI AEEZMEOHDEFICB T DBBYED Y A7 (FLT7 ANV EXVERT LT 4 )V K
VA DY)

AT AT AT VT ANV RN RO T AT AT VT A RV Y VOB S LATHEZR ¥
Y TINERRT LT T v 7 ANEEND, ZNETT v 7 REZMEOH L HIZBWTT Lb
F—EEE TR DD, 7T v 7 AEZEOHHFIBIT Dy T4 VAT LT 4
NV RRFT VT 4 R OB RO L ERIIRE S Tuheny,

U F B

U TFrokat T 07 A LRIRFICHER L Tz 6720,

AT 4 O A EWETHBREICRE LT 2 F o IHET 7 F o RRIFICESLTH LV, H
HZRBRIZBNT, BEIERED 7 F U R ORI bA VI N U 7 F oD%, £V 7 F UL
X3 2B 4 f5LL BN D E) e E RO A 1153 5 2 & 3T & TR E O FIE 1T,
I XX~7 150mg G5Bl & 77 R EGH L CRIRECTH ST, ZOT—40b, 2t T
S 7 AIRERE T 7 F oA TN WU I F AT DIRMERE RS 2 I Lan 2 &3
REXNBD,

S IR L O Of

ORI W T, AR L SR MEIAOERIE LA LI &E0akv T 1 7 2D
RN R OFZIWEIFFM L Tuhen,

fHAEEA
U TF ka7 07 A LRIRFICHER L Tl 6720,

REREEEE T AHMEE 2R E LR EEARBRICBN T, 273 X~7 1334V 7
L (CYP3A4 FE) @ PKITHWHELE RIF IV LIRSz,
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HEmEIE B 2 B R OVRE M HER BB OBRRBRICEB T, A M PUFH—MXiFarFax

TaA REDOHICEY, a7 4 7 ADOZEMITZBEITIA LN T,

ZHRRE, AIRR OMREL

PEBR T RE 72 Xt
TR FTREZR AP, &GP RO G# DR < &b 20 B A R REEEEZ VD 2 &,
35/

HEF~DY 7 X X~ 7 HEHICET 5077 — 27, BB, MR, IR RA,
ISR OB IR W CHEBEN SUIMBEN 2B TR LN TW Ry, TRHTEE L
T, WEYIIae T4 7 AOFRHERET A Z EMEE LU,

[N

/¥ X<T O NAHTFA~OBITIIAHTH D, E s/ a7 ) vide MAHTFICBITT DL D
O, EEREOE I XX~ T OEFWIUZSOWTIARATH S, FLRICBNTEZ7FX~TICk 3
BWEROTRREMEDRN B D, Z D=, FEBICE > TORILDOARELBHICE > Thakv T4
I ARHEDOFE{FMEEZE L LT, #EPEROEE#Z DR LS 2082 FIET S, X
a7 7 205 ERIET 5 EOHWTEITS,

ZMaHE

Y7 X X~T N FZIREICKIETREIIRME SN TRV, BB T, ZHREEICR L CE
B SO RN A M LIT A DT U R uy,

B - BIRRIE~ DR R
Y T 7 ADEER K OB I T TR BT O I ER T 2 RETH D,

BIfER

T a 7 7 A VOFELK

SE I EwE (REBIES AT 5k, WREERIEIZS, MEMEBTHERA L NZ oMo H A%
FERE) BT D ERK O EREERAER T 11,900 BlZ B2 5 BH I T 4 7 ABRKE S

M, BRFEIT 20,995 NMETH -T2, 2D H 7,100 BILL EOBREIT 1 ELL Eav T 1 7 ARG
7=,

RS & 9 5 iR 3T D EIVEA

RER B AT AUMERE A2 RNRE L 41D 7T v R ARG ML FRBRZ 06 L, 5B
REMHBECTCOaLLT 47 ADOREN,E T TR & HEEHE LTz, 2,076 iz >W TRl 2
1To7= (150 mg £ 692 5, 300 mg &£ 690 5, 77 &AREE 694 #l) .

WMEHEEOR L EVEIEMAIX EXERKYE ROEEOSWVEGITRMEEE, &%) Thol, K
5y DO FRITRE TP EETH -T2,

B E R IR ) B EIVER

gk T 4 7 AOWREEEESRBEE AR L LT T R RRRICBIT 5, 32,7540 (2k
VT4 7 AFEIRTLB, TR B) T, BERIL 4478 NFEThHoT, 2T 47 AD
R RAE R BB T AR T T A VL, RERS AR T O EERE LR TH -

72,

TRIEMERHER IR T D EITER

TREMEFHEREE 2R E L2 2 2O 7 7 v RAFHEEREE 590 6] (27 ¢ 7 ABE394 61, 7
FRAREE196 ) , 755 N (2T 4 7 RABERHF O FREIZZENENORER T 469 A L
460 H) Tatr 74 7 AQREMNFGiS Tz, 3t T 4 7 AOBEMFHEREEITHTS
LT 0T 7 AL, REREEE AT DR E L FEETH o T,

BWEHO—ER
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JRHBLR S B T DR, WOREVERIEN A, B L ITREMETHER xR L LIz 2NN OBERR
BRAF N TR ISR BL L 72RBIER (8 1) %2 MedDRA @ ERIRKDEZ LI—ETrd, £NLEN
DB RIRSENTRIEH ZHE DS WIEIOR LTW5S, FHEE 7 /L— 7N TRIVEH & BIEE O
EWIEIRY, £72, FEWEHOBEE DT ) —13k O & B VEITICRED - D TEMBEE (1/10
PLE) , &#EE (17100 BA L 1710 #0#) , AKSEE (1/1,000 AL 17100 Km) , F4v (1/10,000 LA
b 1/1,000 K505) , WHTEIL (1/10,000 A5) , HEEARE FIATRERT — 4 05 HERIR

Ll
He

#=1 ERARRER D K ORI HEWERHO—EZER
SOC 437#H i@E{ BlIVEH
BYUER & OE A BE o> T AR E&GERG
e AR~ L~ R
AR Al v 2
SR B
PANEE
N il KO g o O E (RED P F
fE& B Te)
MBI Y U REE | (EHE T ER R HiE
S R IEE EXa) TFT7 4 TG
RIEE AR MBS
FERER, MAERIS JOWERE | msEEE i
=
HIBEE T T
B L OB TSRS | FHIKZ

D RS A AT Do, SRR, AL ITMEMTHERBE AR L LR
N7 7 R IREE ARG RBR T 300 mg, 150mg, 75 mg Xix7' 7 ®R% 128K (R
B a B L0 XX 16 @M (ROerERIsiZc, SREMAFHEZ) F CIRE L7,

FEORIERIZEIT 5 5l

S

SRR R G & LTRIRRBR D 7 7 B Rt B (akr T 4 7 2%F 1382641, 77 &R
% 694 D BE | m%lbﬁﬁ&@) TBWT, BYEORIREY, 77 RELERETIT
189% THHT-DIZHKL, a2 T 47 AFGEETIL287% Th o7, BIYMEOKE 7, &E
B TIE 2V MIHEE AR S OB FE TP EE O ERGERE T, BS5 2P IET20EN RN, B
HEFPIC— B U TR U E O o P FIERHEM L7228, T SIIREIPEETHY, HEE
T, BEERRICKIEL, #E5E2PIET A2 HNENR T, EERBYYEDORKERRL, 77
TARTEGBRETIL03% TH DIk L, akrT 47 2% ERBETIZ0.14% TH o7,
BEMREER (2vrT 07 2% 3,430 fllcf s, BSHRIITAFORY:TRE S2HEM) <
X, 2T 47 ARG EE O 475% TRIGENHE SN2 GBFFRAEHMO N4EHTZ0

0.9) , EERBYYEX, 2T 4 7 ABREEED 1.2%THE Iz GEFRAEMMO ANEH
729 0.015) .

SEREPE B0 (B T OSBRI MR HE B T N E U B & L 72 BRI C Y O R SR
RIS % 475 5 BlERE 245 & L BB C O RBLR L A Th -1,
V2
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T HRERIBME DB L 7 T B RICHRTE Y X T OHFRENST2R, KEBSITRET, —i8
PR O TdH o 72, 1.0~0.5x10%L Ki#§ (CTCAE 7' L— K 3) OHHERBAIENR 7 2 X<
T EEBFE 3,430 B 18 i (0.5%) TG 4, 18 B 15 BT H BT TURYYE & ORFR]
RIBHE N 72 v o T2, K0 HEE 2R i P ERIBAE DA 1T 22 0v o 72, 780 O 3 BT, FEYERERICE
WORIEERL, a®rT 4 7 2052 IET20E N2, BEECTRWEMENRE SN

72,

Hr e AR 2 BE K OSRIEMEITHER BB 2B T D PRIV RE DS BBEE 1, Rmi ks 261
HEERE L RIETH D, 0.5x10%L K (CTCAE 7' L— N 4) DIFFEREAED FIATHE &
iz,

THEHE SIS

BRARICBWT, S, ROENCatrT 42 AT 3757 4 7% VU —UENED &
iz,

SERESFE

vy T 47 AR S2AEMKGENZEZEDOI D, B X XTI AHRNRE LA
FIX %R CTH o T2, HEBRIEH T CRUA LM TUROR AP RbA Th - 7228, A%
PO HELE TSR BNEE D B IR R Do T,

EIER OV OHE

EHLOBAZIC, BWERAORWERET L Z LIZEIETH D, XY, ERGLOFIEME
fERRME DN T o 2 G E =2 Y U 75 Z ENTTREE 72 5, BEOSRWAHE, Eo
WEVATLAEN LU THRET D L), EREEHFITKET S,

BERS
HRRAER I BV Tl R G OFFTHE ShTuhRwn,

e PR RRER CIE 30 mg/kg (§92,000~3,000 mg) £ TOAEZFHIRNES LT AERIREMETA
STV, BERGOHEE, BIEA OB CERIZOWTEEFEOBIEEITV, HNMIZ
Y2 HERIE T O 2 & R 5,

HRERAEH A

201541 H 15 A
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COSENTYX® ™ (secukinumab)

150 mg Powder for solution for injection
150 mg/mL Solution for injection in a pre-filled syringe or
pre-filled pen

Core Data Sheet (CDS)

7-40E Bl



HIGHLIGHTS OF PRESCRIBING INFORMATION

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

COSENTYX® (secukinumab) injection, for subcutaneous use

COSENTYX® (secukinumab) for injection, for subcutaneous use
Initial U.S. Approval: 2015

INDICATIONS AND USAGE-------------=memememeem

COSENTYX is a human interleukin-17A antagonist indicated for the

treatment of:

« moderate to severe plaque psoriasis in adult patients who are candidates for
systemic therapy or phototherapy (1.1)

« adults with active psoriatic arthritis (PsA) (1.2)

« adults with active ankylosing spondylitis (AS) (1.3)

Plaque Psoriasis

« Recommended dosage is 300 mg by subcutaneous injection at Weeks 0, 1,
2, 3, and 4 followed by 300 mg every 4 weeks. For some patients, a dose of
150 mg may be acceptable. (2.1)

Psoriatic Arthritis

« For psoriatic arthritis patients with coexistent moderate to severe plaque
psoriasis, use the dosage and administration for plaque psoriasis. (2.1)

« For other psoriatic arthritis patients administer with or without a loading
dosage. The recommended dosage:

0  With a loading dosage is 150 mg at weeks 0, 1, 2, 3, and 4 and every
4 weeks thereafter

o  Without a loading dosage is 150 mg every 4 weeks

0 Ifapatient continues to have active psoriatic arthritis, consider a
dosage of 300 mg. (2.2)

Ankylosing Spondylitis
« Administer with or without a loading dosage. The recommended dosage:

o0  With a loading dosage is 150 mg at weeks 0, 1, 2, 3, and 4 and every
4 weeks thereafter

o0  Without a loading dosage is 150 mg every 4 weeks (2.3)

« Injection: 150 mg/mL solution in a single-use Sensoready® pen (3)

« Injection: 150 mg/mL solution in a single-use prefilled syringe (3)

« For Injection: 150 mg, lyophilized powder in a single-use vial for
reconstitution for healthcare professional use only (3)

CONTRAINDICATIONS
Serious hypersensitivity reaction to secukinumab or to any of the excipients.

4)

« Infections: Serious infections have occurred. Caution should be exercised
when considering the use of COSENTY X in patients with a chronic
infection or a history of recurrent infection. If a serious infection develops,
discontinue COSENTY X until the infection resolves. (5.1)

¢ Tuberculosis (TB): Prior to initiating treatment with COSENTY X, evaluate
for TB. (5.2)

« Inflammatory Bowel Disease: Cases of inflammatory bowel disease were
observed in clinical trials. Caution should be exercised when prescribing
COSENTYX to patients with inflammatory bowel disease. (5.3)

« Hypersensitivity Reactions: If an anaphylactic reaction or other serious
allergic reaction occurs, discontinue COSENTY X immediately and initiate
appropriate therapy. (5.4)

ADVERSE REACTIONS
Most common adverse reactions (greater than 1%) are nasopharyngitis,
diarrhea, and upper respiratory tract infection. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact Novartis
Pharmaceuticals Corporation at 1-888-669-6682 or FDA at 1-800-FDA-
1088 or www.fda.gov/medwatch.

DRUG INTERACTIONS
¢ Live Vaccines: Live vaccines should not be given with COSENTYX (5.6,
7.1)

See 17 for PATIENT COUNSELING INFORMATION and Medication
Guide.
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FULL PRESCRIBING INFORMATION
1 INDICATIONS AND USAGE
11 Plaque Psoriasis

COSENTYX® is indicated for the treatment of moderate to severe plaque psoriasis in adult patients who are candidates for
systemic therapy or phototherapy.

1.2 Psoriatic Arthritis

COSENTYX is indicated for the treatment of adult patients with active psoriatic arthritis.

13 Ankylosing Spondylitis

COSENTYX is indicated for the treatment of adult patients with active ankylosing spondylitis.
2 DOSAGE AND ADMINISTRATION

2.1 Plaque Psoriasis

The recommended dosage is 300 mg by subcutaneous injection at Weeks 0, 1, 2, 3, and 4 followed by 300 mg every 4
weeks. Each 300 mg dosage is given as 2 subcutaneous injections of 150 mg.

For some patients, a dosage of 150 mg may be acceptable.
2.2 Psoriatic Arthritis

For psoriatic arthritis patients with coexistent moderate to severe plagque psoriasis, use the dosing and administration
recommendations for plaque psoriasis [see Dosage and Administration (2.1)].

For other psoriatic arthritis patients, administer COSENTY X with or without a loading dosage by subcutaneous injection.
The recommended dosage:

» With a loading dosage is 150 mg at weeks 0, 1, 2, 3, and 4 and every 4 weeks thereafter

» Without a loading dosage is 150 mg every 4 weeks

» If a patient continues to have active psoriatic arthritis, consider a dosage of 300 mg.

COSENTYX may be administered with or without methotrexate.

2.3 Ankylosing Spondylitis

Administer COSENTY X with or without a loading dosage by subcutaneous injection. The recommended dosage:
» With a loading dosage is 150 mg at weeks 0, 1, 2, 3, and 4 and every 4 weeks thereafter

*  Without a loading dosage is 150 mg every 4 weeks.

2.4 Assessment Prior to Initiation of COSENTY X

Evaluate patients for tuberculosis (TB) infection prior to initiating treatment with COSENTY X [see Warnings and Precautions (5.2)].
25 Important Administration Instructions

There are three presentations for COSENTYX (i.e., Sensoready pen, prefilled syringe, and lyophilized powder in vial for
reconstitution). The COSENTY X “Instructions for Use” for each presentation contains more detailed instructions on the
preparation and administration of COSENTY X [see Instructions for Use].

COSENTYX is intended for use under the guidance and supervision of a physician. Patients may self-inject after proper
training in subcutaneous injection technique using the Sensoready pen or prefilled syringe and when deemed appropriate.
The lyophilized powder for reconstitution is for healthcare provider use only. Administer each injection at a different
anatomic location (such as upper arms, thighs, or any quadrant of abdomen) than the previous injection, and not into areas
where the skin is tender, bruised, erythematous, indurated, or affected by psoriasis. Administration of COSENTY X in the
upper, outer arm may be performed by a caregiver or healthcare provider.

2.6 Preparation for Use of COSENTY X Sensoready® Pen and Prefilled Syringe

Before injection, remove COSENTY X Sensoready pen or COSENTY X prefilled syringe from the refrigerator and allow
COSENTY X to reach room temperature (15 to 30 minutes) without removing the needle cap.



The removable cap of the COSENTY X Sensoready pen and the COSENTY X prefilled syringe contains natural rubber
latex and should not be handled by latex-sensitive individuals [see Warnings and Precautions (5.5)].

Inspect COSENTY X visually for particulate matter and discoloration prior to administration. COSENTY X injection is a
clear to slightly opalescent, colorless to slightly yellow solution. Do not use if the liquid contains visible particles, is
discolored or cloudy. COSENTY X does not contain preservatives; therefore, administer the Sensoready pen or prefilled
syringe within 1 hour after removal from the refrigerator. Discard any unused product remaining in the Sensoready pen or
prefilled syringe.

2.7 Reconstitution and Preparation of COSENTY X Lyophilized Powder

COSENTYX lyophilized powder should be prepared and reconstituted with Sterile Water for Injection by a trained
healthcare provider using aseptic technique and without interruption. The preparation time from piercing the stopper until
end of reconstitution on average takes 20 minutes and should not exceed 90 minutes.

a) Remove the vial of COSENTY X lyophilized powder from the refrigerator and allow to stand for 15 to 30 minutes to
reach room temperature. Ensure the Sterile Water for Injection is at room temperature.

b) Slowly inject 1 mL of Sterile Water for Injection into the vial containing COSENTY X lyophilized powder and direct
the stream of Sterile Water for Injection onto the lyophilized powder.

c) Tilt the vial at an angle of approximately 45 degrees and gently rotate between the fingertips for approximately 1
minute. Do not shake or invert the vial.

d) Allow the vial to stand for about 10 minutes at room temperature to allow for dissolution. Note that foaming may
occur.

e) Tilt the vial at an angle of approximately 45 degrees and gently rotate between the fingertips for approximately 1
minute. Do not shake or invert the vial.

) Allow the vial to stand undisturbed at room temperature for approximately 5 minutes. The reconstituted COSENTY X
solution should be essentially free of visible particles, clear to opalescent, and colorless to slightly yellow. Do not use if
the lyophilized powder has not fully dissolved or if the liquid contains visible particles, is cloudy or discolored.

g) Prepare the required number of vials (1 vial for the 150 mg dose or 2 vials for the 300 mg dose).

h) The COSENTY X reconstituted solution contains 150 mg of secukinumab in 1 mL of solution. After reconstitution, use
the solution immediately or store in the refrigerator at 2°C to 8°C (36°F to 46°F) for up to 24 hours. Do not freeze.

i) If stored at 2°C to 8°C (36°F to 46°F), allow the reconstituted COSENTY X solution to reach room temperature (15 to 30
minutes) before administration. COSENTY X does not contain preservatives; therefore, administer within 1 hour after
removal from 2°C to 8°C (36°F to 46°F) storage.

3 DOSAGE FORMS AND STRENGTHS

Injection: 150 mg/mL solution in a single-use Sensoready pen

Injection: 150 mg/mL solution in a single-use prefilled syringe

For Injection: 150 mg, lyophilized powder in a single-use vial for reconstitution (for healthcare professional use only)
4 CONTRAINDICATIONS

COSENTYX is contraindicated in patients with a previous serious hypersensitivity reaction to secukinumab or to any of
the excipients [see Warnings and Precautions (5.4)].

5 WARNINGS AND PRECAUTIONS
5.1 Infections

COSENTY X may increase the risk of infections. In clinical trials, a higher rate of infections was observed in
COSENTY X treated subjects compared to placebo-treated subjects. In placebo-controlled clinical trials in patients with
moderate to severe plaque psoriasis, higher rates of common infections such as nasopharyngitis (11.4% versus 8.6%),
upper respiratory tract infection (2.5% versus 0.7%) and mucocutaneous infections with candida (1.2% versus 0.3%) were
observed with COSENTY X compared with placebo. A similar increase in risk of infection was seen in placebo-controlled
trials in patients with psoriatic arthritis and ankylosing spondylitis [see Adverse Reactions (6.1)]. The incidence of some
types of infections appeared to be dose-dependent in clinical studies [see Adverse Reactions (6.1)].



Exercise caution when considering the use of COSENTY X in patients with a chronic infection or a history of recurrent
infection.

Instruct patients to seek medical advice if signs or symptoms suggestive of an infection occur. If a patient develops a
serious infection, the patient should be closely monitored and COSENTY X should be discontinued until the infection
resolves.

5.2 Pre-treatment Evaluation for Tuberculosis

Evaluate patients for tuberculosis (TB) infection prior to initiating treatment with COSENTY X. Do not administer
COSENTY X to patients with active TB infection. Initiate treatment of latent TB prior to administering COSENTY X.
Consider anti-TB therapy prior to initiation of COSENTYX in patients with a past history of latent or active TB in whom
an adequate course of treatment cannot be confirmed. Patients receiving COSENTY X should be monitored closely for
signs and symptoms of active TB during and after treatment.

5.3 Inflammatory Bowel Disease

Caution should be used when prescribing COSENTYX to patients with inflammatory bowel disease. Exacerbations, in
some cases serious, occurred in COSENTY X treated patients during clinical trials in plaque psoriasis, psoriatic arthritis
and ankylosing spondylitis. In addition, new onset inflammatory bowel disease cases occurred in clinical trials with
COSENTYX. In an exploratory study in 59 patients with active Crohn’s disease, there were trends toward greater disease
activity and increased adverse events in the secukinumab group as compared to the placebo group. Patients who are
treated with COSENTY X should be monitored for signs and symptoms of inflammatory bowel disease [see Adverse
Reactions (6.1)].

5.4 Hypersensitivity Reactions

Anaphylaxis and cases of urticaria occurred in COSENTY X treated patients in clinical trials. If an anaphylactic or other
serious allergic reaction occurs, administration of COSENTY X should be discontinued immediately and appropriate
therapy initiated [see Adverse Reactions (6.1)].

5.5 Risk of Hypersensitivity in Latex-sensitive Individuals

The removable cap of the COSENTY X Sensoready pen and the COSENTY X prefilled syringe contains natural rubber
latex which may cause an allergic reaction in latex-sensitive individuals. The safe use of COSENTYX Sensoready pen or
prefilled syringe in latex-sensitive individuals has not been studied.

5.6 Vaccinations

Prior to initiating therapy with COSENTY X, consider completion of all age appropriate immunizations according to
current immunization guidelines. Patients treated with COSENTY X should not receive live vaccines.

Non-live vaccinations received during a course of COSENTY X may not elicit an immune response sufficient to prevent
disease.

6 ADVERSE REACTIONS

The following adverse reactions are discussed in greater detail elsewhere in the labeling:
o Infections [see Warnings and Precautions (5.1)]

¢ Inflammatory Bowel Disease [see Warnings and Precautions (5.3)]

e Hypersensitivity Reactions [see Warnings and Precautions (5.4)]

6.1 Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed in the clinical trials
of a drug cannot be directly compared to rates in the clinical trials of another drug and may not reflect the rates observed
in practice.

Plague Psoriasis

A total of 3430 plaque psoriasis subjects were treated with COSENTY X in controlled and uncontrolled clinical trials. Of
these, 1641 subjects were exposed for at least 1 year.

Four placebo-controlled phase 3 trials in plague psoriasis subjects were pooled to evaluate the safety of COSENTYX in
comparison to placebo up to 12 weeks after treatment initiation, in Trials 1, 2, 3, and 4. In total, 2077 subjects were



evaluated (691 to COSENTY X 300 mg group, 692 to COSENTY X 150 mg group, and 694 to placebo group) [see
Clinical Studies (14)].

Table 1 summarizes the adverse reactions that occurred at a rate of at least 1% and at a higher rate in the COSENTY X
groups than the placebo group during the 12-week placebo-controlled period of the placebo-controlled trials.

Table 1: Adverse Reactions Reported by Greater Than 1% of Subjects with Plaque Psoriasis Through Week 12 in
Trials 1, 2, 3, and 4

COSENTYX

300 mg 150 mg Placebo

Adverse Reactions
(N =691) (N =692) (N =694)

n (%) n (%) n (%)
Nasopharyngitis 79 (11.4) 85 (12.3) 60 (8.6)
Diarrhea 28 (4.1) 18 (2.6) 10 (1.4)
Upper respiratory tract infection 17 (2.5) 22 (3.2) 5(0.7)
Rhinitis 10 (1.4) 10 (1.4) 5(0.7)
Oral herpes 9(1.3) 1(0.1) 2(0.3)
Pharyngitis 8(1.2) 7 (1.0) 0 (0)
Urticaria 4 (0.6) 8(1.2) 1(0.1)
Rhinorrhea 8(1.2) 2(0.3) 1(0.1)

Adverse reactions that occurred at rates less than 1% in the placebo-controlled period of Trials 1, 2, 3, and 4 through
Week 12 included: sinusitis, tinea pedis, conjunctivitis, tonsillitis, oral candidiasis, impetigo, otitis media, otitis externa,
inflammatory bowel disease, increased liver transaminases, and neutropenia.

Infections

In the placebo-controlled period of the clinical trials in plague psoriasis (a total of 1382 subjects treated with COSENTY X
and 694 subjects treated with placebo up to 12 weeks), infections were reported in 28.7% of subjects treated with
COSENTYX compared with 18.9% of subjects treated with placebo. Serious infections occurred in 0.14% of patients
treated with COSENTY X and in 0.3% of patients treated with placebo [see Warnings and Precautions (5.1)].

Over the entire treatment period (a total of 3430 plaque psoriasis subjects treated with COSENTY X for up to 52 weeks for
the majority of subjects), infections were reported in 47.5% of subjects treated with COSENTY X (0.9 per patient-year of
follow-up). Serious infections were reported in 1.2% of subjects treated with COSENTY X (0.015 per patient-year of
follow-up).

Phase 3 data showed an increasing trend for some types of infection with increasing serum concentration of secukinumab.
Candida infections, herpes viral infections, staphylococcal skin infections, and infections requiring treatment increased as
serum concentration of secukinumab increased.

Neutropenia was observed in clinical trials. Most cases of secukinumab-associated neutropenia were transient and
reversible. No serious infections were associated with cases of neutropenia.

Inflammatory Bowel Disease

Cases of inflammatory bowel disease, in some cases serious, were observed in clinical trials with COSENTY X. In the
plague psoriasis program, with 3430 patients exposed to COSENTY X over the entire treatment period for up to 52 weeks
(2725 patient-years), there were 3 cases (0.11 per 100 patient-years) of exacerbation of Crohn’s disease, 2 cases (0.08 per
100 patient-years) of exacerbation of ulcerative colitis, and 2 cases (0.08 per 100 patient-years) of new onset ulcerative
colitis. There were no cases in placebo patients (N = 793; 176 patient-years) during the 12 week placebo-controlled
period.



One case of exacerbation of Crohn’s disease was reported from long-term non-controlled portions of ongoing clinical
trials in plaque psoriasis [see Warnings and Precautions (5.3)].

Hypersensitivity Reactions

Anaphylaxis and cases of urticaria occurred in COSENTY X treated patients in clinical trials [see Warnings and
Precautions (5.4)].

Psoriatic Arthritis

COSENTY X was studied in two placebo-controlled psoriatic arthritis trials with 1003 patients (703 patients on
COSENTYX and 300 patients on placebo). Of the 703 patients who received COSENTY X, 299 patients received a
subcutaneous loading dose of COSENTY X (PsAl) and 404 patients received an intravenous loading dose of secukinumab
(PsA2) followed by COSENTY X administered by subcutaneous injection every four weeks. During the 16-week placebo-
controlled period of the trials in patients with psoriatic arthritis, the overall proportion of patients with adverse events was
similar in the secukinumab and placebo-treatment groups (59% and 58%, respectively). The adverse events that occurred
at a proportion of at least 2% and at a higher proportion in the COSENTY X groups than the placebo groups during the 16-
week placebo-controlled period were nasopharyngitis, upper respiratory tract infection, headache, nausea, and
hypercholesterolemia. The safety profile observed in patients with psoriatic arthritis treated with COSENTYX is
consistent with the safety profile in psoriasis.

Similar to the clinical trials in patients with psoriasis, there was an increased proportion of patients with infections in the
COSENTYX groups (29%) compared to placebo group (26%) [see Warnings and Precautions (5.1)].

There were cases of Crohn’s disease and ulcerative colitis that include patients who experienced either exacerbations or
the development of new disease. There were three cases of inflammatory bowel disease, of which two patients received
secukinumab and one received placebo [see Warnings and Precautions (5.3)].

Ankylosing Spondylitis

COSENTY X was studied in two placebo controlled ankylosing spondylitis trials with 590 patients (394 patients on
COSENTYX and 196 patients on placebo). Of the 394 patients who received COSENTY X, 145 patients received a
subcutaneous load of COSENTY X (study AS1) and 249 received an intravenous loading dose of secukinumab (study
AS2) followed by COSENTY X administered by subcutaneous injection every four weeks. During the 16-week placebo-
controlled period of the trials in patients with ankylosing spondylitis, the overall proportion of patients with adverse
events was higher in the secukinumab groups than the placebo-treatment groups (66% and 59%, respectively). The
adverse events that occurred at a proportion of at least 2% and at a higher proportion in the COSENTY X groups than the
placebo groups during the 16-week placebo-controlled period were nasopharyngitis, nausea, and upper respiratory tract
infection. The safety profile observed in patients with ankylosing spondylitis treated with COSENTY X is consistent with
the safety profile in psoriasis.

Similar to clinical trials in patients with psoriasis, there was an increased proportion of patients with infections in the
COSENTYX groups (31%) compared to the placebo group (18%) [see Warnings and Precautions (5.1)].

In the ankylosing spondylitis program, with 571 patients exposed to COSENTY X there were 8 cases of inflammatory
bowel disease during the entire treatment period [5 Crohn’s (0.7 per 100 patient-years) and 3 ulcerative colitis (0.4 per
100 patient-years)]. During the placebo-controlled 16-week period, there were 2 Crohn’s disease exacerbations and 1 new
onset ulcerative colitis case that was a serious adverse event in patients treated with COSENTY X compared to none of the
patients treated with placebo. During the remainder of the study when all patients received COSENTYX, 1 patient
developed Crohn’s disease, 2 patients had Crohn’s exacerbations, 1 patient developed ulcerative colitis, and 1 patient had
an ulcerative colitis exacerbation [see Warnings and Precautions (5.3)].

6.2 Immunogenicity

As with all therapeutic proteins, there is the potential for immunogenicity. The immunogenicity of COSENTY X was
evaluated using an electrochemiluminescence-based bridging immunoassay. Less than 1% of subjects treated with
COSENTYX developed antibodies to secukinumab in up to 52 weeks of treatment. However, this assay has limitations in
detecting anti-secukinumab antibodies in the presence of secukinumab; therefore the incidence of antibody development
might not have been reliably determined. Of the subjects who developed antidrug antibodies, approximately one-half had
antibodies that were classified as neutralizing. Neutralizing antibodies were not associated with loss of efficacy.

The detection of antibody formation is highly dependent on the sensitivity and specificity of the assay. Additionally, the
observed incidence of antibody (including neutralizing antibody) positivity in an assay may be influenced by several
factors including assay methodology, sample handling, timing of sample collection, concomitant medications, and



underlying disease. For these reasons, comparison of incidence of antibodies to COSENTY X with the incidences of
antibodies to other products may be misleading.

7 DRUG INTERACTIONS

7.1 Live Vaccines

Patients treated with COSENTY X may not receive live vaccinations [see Warnings and Precautions (5.6)].
7.2 Non-Live Vaccines

Patients treated with COSENTY X may receive non-live vaccinations. Healthy individuals who received a single 150 mg
dose of COSENTY X 2 weeks prior to vaccination with a non-U.S. approved group C meningococcal polysaccharide
conjugate vaccine and a non-U.S. approved inactivated seasonal influenza vaccine had similar antibody responses
compared to individuals who did not receive COSENTY X prior to vaccination. The clinical effectiveness of
meningococcal and influenza vaccines has not been assessed in patients undergoing treatment with COSENTY X [see
Warnings and Precautions (5.6)].

7.3 CYP450 Substrates

The formation of CYP450 enzymes can be altered by increased levels of certain cytokines (e.g., IL-1, IL-6, IL-10, TNFa,
IFN) during chronic inflammation.

Results from a drug-drug interaction study in subjects with moderate to severe psoriasis showed no clinically relevant
interaction for drugs metabolized by CYP3A4.

Upon initiation or discontinuation of COSENTY X in patients who are receiving concomitant CYP450 substrates,
particularly those with a narrow therapeutic index, consider monitoring for therapeutic effect or drug concentration and
consider dosage adjustment as needed [see Clinical Pharmacology (12.3)].

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy

Risk Summary

Limited available human data with COSENTY X use in pregnant women are insufficient to inform a drug associated risk
of adverse developmental outcomes. In an embryo-fetal development study, no adverse developmental effects were
observed in infants born to pregnant monkeys after subcutaneous administration of secukinumab during organogenesis at
doses up to 30 times the maximum recommended human dose (MRHD) (see Data).

The background risk of major birth defects and miscarriage for the indicated population is unknown; however, the
background risk in the U.S. general population of major birth defects is 2%-4% and of miscarriage is 15%-20% of
clinically recognized pregnancies.

Data
Animal Data

An embryo-fetal development study was performed in cynomolgus monkeys with secukinumab. No malformations or
embryo-fetal toxicity were observed in fetuses from pregnant monkeys that were administered secukinumab weekly by
the subcutaneous route during the period of organogenesis at doses up to 30 times the MRHD (on a mg/kg basis at a
maternal dose of 150 mg/kg).

A pre- and post-natal development toxicity study was performed in mice with a murine analog of secukinumab. No
treatment related effects on functional, morphological or immunological development were observed in fetuses from
pregnant mice that were administered the murine analog of secukinumab on gestation days 6, 11, and 17 and on
postpartum days 4, 10, and 16 at doses up to 150 mg/kg/dose.

8.2 Lactation

Risk Summary

It is not known whether secukinumab is excreted in human milk or absorbed systemically after ingestion. There are no
data on the effects of COSENTY X on the breastfed child or the effects on milk production. The developmental and health
benefits of breastfeeding should be considered along with the mother’s clinical need for COSENTY X and any potential
adverse effects on the breastfed child from COSENTY X or from the underlying maternal condition.



8.4 Pediatric Use
Safety and effectiveness of COSENTY X in pediatric patients have not been evaluated.
8.5 Geriatric Use

Of the 3430 plaque psoriasis subjects exposed to COSENTY X in clinical trials, a total of 230 were 65 years or older, and
32 subjects were 75 years or older. Although no differences in safety or efficacy were observed between older and
younger subjects, the number of subjects aged 65 years and older was not sufficient to determine whether they responded
differently from younger subjects.

10 OVERDOSAGE

Doses up to 30 mg/kg intravenously have been administered in clinical trials without dose-limiting toxicity. In the event
of overdosage, it is recommended that the patient be monitored for any signs or symptoms of adverse reactions and
appropriate symptomatic treatment be instituted immediately.

11 DESCRIPTION

Secukinumab is a recombinant human monoclonal IgG1/k antibody that binds specifically to IL-17A. It is expressed in a
recombinant Chinese Hamster Ovary (CHO) cell line. Secukinumab has a molecular mass of approximately 151 kDa;
both heavy chains of secukinumab contain oligosaccharide chains.

COSENTYX Injection

COSENTYX injection is a sterile, preservative-free, clear to slightly opalescent, colorless to slightly yellow solution.
COSENTYX is supplied in a single-use Sensoready pen with a 27-gauge fixed ¥2-inch needle, or a single-use prefilled
syringe with a 27-gauge fixed %2-inch needle. The removable cap of the COSENTY X Sensoready pen or prefilled syringe
contains natural rubber latex.

Each COSENTYX Sensoready pen or prefilled syringe contains 150 mg of secukinumab formulated in: L-
histidine/histidine hydrochloride monohydrate (3.103 mg), L-methionine (0.746 mg), polysorbate 80 (0.2 mg), trehalose
dihydrate (75.67 mg), and Sterile Water for Injection, USP, at pH of 5.8.

COSENTYX for Injection

COSENTYX for injection is supplied as a sterile, preservative free, white to slightly yellow, lyophilized powder in single-
use vials. Each COSENTYX vial contains 150 mg of secukinumab formulated in L-histidine/histidine hydrochloride
monohydrate (4.656 mg), polysorbate 80 (0.6 mg), and sucrose (92.43 mg). Following reconstitution with 1 mL Sterile
Water for Injection, USP, the resulting pH is approximately 5.8.

12 CLINICAL PHARMACOLOGY
12.1  Mechanism of Action

Secukinumab is a human IgG1 monoclonal antibody that selectively binds to the interleukin-17A (IL-17A) cytokine and
inhibits its interaction with the IL-17 receptor. IL-17A is a naturally occurring cytokine that is involved in normal
inflammatory and immune responses. Secukinumab inhibits the release of proinflammatory cytokines and chemokines.

12.2  Pharmacodynamics

Elevated levels of IL-17A are found in psoriatic plaques. Treatment with COSENTYX may reduce epidermal neutrophils
and IL-17A levels in psoriatic plaques. Serum levels of total IL-17A (free and secukinumab-bound 1L-17A) measured at
Week 4 and Week 12 were increased following secukinumab treatment. These pharmacodynamic activities are based on
small exploratory studies. The relationship between these pharmacodynamic activities and the mechanism(s) by which
secukinumab exerts its clinical effects is unknown.

Increased numbers of IL-17A producing lymphocytes and innate immune cells and increased levels of IL-17A have been
found in the blood of patients with psoriatic arthritis and ankylosing spondylitis.

12.3  Pharmacokinetics

The PK properties of secukinumab observed in psoriatic arthritis and ankylosing spondylitis patients were similar to the
PK properties displayed in plaque psoriasis patients.



Absorption

Following a single subcutaneous dose of either 150 mg (one-half the recommended dose) or 300 mg in plaque psoriasis
patients, secukinumab reached peak mean (+ SD) serum concentrations (Cmax) 0f 13.7 + 4.8 mcg/mL and 27.3 £ 9.5
mcg/mL, respectively, by approximately 6 days post dose.

Following multiple subcutaneous doses of secukinumab, the mean (+ SD) serum trough concentrations of secukinumab
ranged from 22.8 + 10.2 mcg/mL (150 mg) to 45.4 £ 21.2 mcg/mL (300 mg) at Week 12. At the 300 mg dose at Week 4
and Week 12, the mean trough concentrations resulted from the Sensoready pen were 23% to 30% higher than those from
the lyophilized powder and 23% to 26% higher than those from the prefilled syringe based on cross-study comparisons.

Steady-state concentrations of secukinumab were achieved by Week 24 following the every 4 week dosing regimens. The
mean (x SD) steady-state trough concentrations ranged from 16.7 + 8.2 mcg/mL (150 mg) to 34.4 + 16.6 mcg/mL (300

mQ).

In healthy subjects and subjects with plaque psoriasis, secukinumab bioavailability ranged from 55% to 77% following
subcutaneous dose of 150 mg (one-half the recommended dose) or 300 mg.

Distribution

The mean volume of distribution during the terminal phase (Vz) following a single intravenous administration ranged
from 7.10 to 8.60 L in plaque psoriasis patients. Intravenous use is not recommended [see Dosage and Administration

)]

Secukinumab concentrations in interstitial fluid in lesional and non-lesional skin of plaque psoriasis patients ranged from
27% to 40% of those in serum at 1 and 2 weeks after a single subcutaneous dose of secukinumab 300 mg.

Elimination

The metabolic pathway of secukinumab has not been characterized. As a human IgG1x monoclonal antibody
secukinumab is expected to be degraded into small peptides and amino acids via catabolic pathways in the same manner
as endogenous IgG.

The mean systemic clearance (CL) ranged from 0.14 L/day to 0.22 L/day and the mean half-life ranged from 22 to 31
days in plaque psoriasis subjects following intravenous and subcutaneous administration across all psoriasis trials.
Intravenous use is not recommended [see Dosage and Administration (2)].

Dose Linearity

Secukinumab exhibited dose-proportional pharmacokinetics in subjects with psoriasis over a dose range from 25 mg
(approximately 0.083 times the recommended dose) to 300 mg following subcutaneous administrations.

Weight
Secukinumab clearance and volume of distribution increase as body weight increases.

Specific Populations

Hepatic or Renal Impairment:
No formal trial of the effect of hepatic or renal impairment on the pharmacokinetics of secukinumab was conducted.
Age: Geriatric Population:

Population pharmacokinetic analysis indicated that the clearance of secukinumab was not significantly influenced by age
in adult subjects with plaque psoriasis, psoriatic arthritis and ankylosing spondylitis. Subjects who are 65 years or older
had apparent clearance of secukinumab similar to subjects less than 65 years old.

Drug Interactions
Cytochrome P450 Substrates

In subjects with plaque psoriasis, midazolam (CYP3A4 substrate) pharmacokinetics was similar when administered alone,
or when administered following either a single or five weekly subcutaneous administrations of 300 mg secukinumab [see
Drug interactions (7.3)].




13 NONCLINICAL TOXICOLOGY
13.1  Carcinogenesis, Mutagenesis, Impairment of Fertility

Animal studies have not been conducted to evaluate the carcinogenic or mutagenic potential of COSENTYX. Some
published literature suggests that IL-17A directly promotes cancer cell invasion in vitro, whereas other reports indicate IL-
17A promotes T-cell mediated tumor rejection. Depletion of IL-17A with a neutralizing antibody inhibited tumor
development in mice. The relevance of experimental findings in mouse models for malignancy risk in humans is
unknown.

No effects on fertility were observed in male and female mice that were administered a murine analog of secukinumab at
subcutaneous doses up to 150 mg/kg once weekly prior to and during the mating period.

14 CLINICAL STUDIES
14.1  Plaque Psoriasis

Four multicenter, randomized, double-blind, placebo-controlled trials (Trials 1, 2, 3, and 4) enrolled 2403 subjects (691
randomized to COSENTY X 300 mg, 692 to COSENTYX 150 mg, 694 to placebo, and 323 to a biologic active control)
18 years of age and older with plague psoriasis who had a minimum body surface area involvement of 10%, and Psoriasis
Area and Severity Index (PASI) score greater than or equal to 12, and who were candidates for phototherapy or systemic
therapy.

e Trial 1 enrolled 738 subjects (245 randomized to COSENTY X 300 mg, 245 to COSENTY X 150 mg, and 248 to
placebo). Subjects received subcutaneous treatment at Weeks 0, 1, 2, 3, and 4 followed by dosing every 4 weeks.
Subjects randomized to COSENTY X received 300 mg or 150 mg doses at Weeks 0, 1, 2, 3, and 4 followed by the
same dose every 4 weeks. Subjects randomized to receive placebo that were non-responders at Week 12 were then
crossed over to receive COSENTYX (either 300 mg or 150 mg) at Weeks 12, 13, 14, 15, and 16 followed by the same
dose every 4 weeks. All subjects were followed for up to 52 weeks following first administration of study treatment.

e Trial 2 enrolled 1306 subjects (327 randomized to COSENTY X 300 mg, 327 to COSENTY X 150 mg, 326 to placebo,
and 323 to a biologic active control). COSENTY X and placebo data are described. Subjects received subcutaneous
treatment at Weeks 0, 1, 2, 3, and 4 followed by dosing every 4 weeks. Subjects randomized to COSENTY X received
300 mg or 150 mg doses at Weeks 0, 1, 2, 3, and 4 followed by the same dose every 4 weeks. Subjects randomized to
receive placebo that were non-responders at Week 12 then crossed over to receive COSENTY X (either 300 mg or 150
mg) at Weeks 12, 13, 14, 15, and 16 followed by the same dose every 4 weeks. All subjects were followed for up to
52 weeks following first administration of study treatment.

e Trial 3 enrolled 177 subjects (59 randomized to COSENTY X 300 mg, 59 to COSENTY X 150 mg, and 59 to placebo)
and assessed safety, tolerability, and usability of COSENTY X self-administration via prefilled syringe for 12 weeks.
Subjects received subcutaneous treatment at Weeks 0, 1, 2, 3, and 4, followed by the same dose every 4 weeks for up
to 12 weeks total.

e Trial 4 enrolled 182 subjects (60 randomized to COSENTY X 300 mg, 61 to COSENTY X 150 mg, and 61 to placebo)
and assessed safety, tolerability, and usability of COSENTY X self-administration via Sensoready pen for 12 weeks.
Subjects received subcutaneous treatment at Weeks 0, 1, 2, 3, and 4, followed by the same dose every 4 weeks for up
to 12 weeks total.

Endpoints

In all trials, the endpoints were the proportion of subjects who achieved a reduction in PASI score of at least 75% (PASI
75) from baseline to Week 12 and treatment success (clear or almost clear) on the Investigator’s Global Assessment
modified 2011 (IGA). Other evaluated outcomes included the proportion of subjects who achieved a reduction in PASI
score of at least 90% (PASI 90) from baseline at Week 12, maintenance of efficacy to Week 52, and improvements in
itching, pain, and scaling at Week 12 based on the Psoriasis Symptom Diary®.

The PASI is a composite score that takes into consideration both the percentage of body surface area affected and the
nature and severity of psoriatic changes within the affected regions (induration, erythema and scaling). The IGA is a 5-
category scale including “0 = clear”, “1 = almost clear”, “2 = mild”, “3 = moderate” or “4 = severe” indicating the
physician’s overall assessment of the psoriasis severity focusing on induration, erythema and scaling. Treatment success
of “clear” or “almost clear” consisted of no signs of psoriasis or normal to pink coloration of lesions, no thickening of the
plague, and none to minimal focal scaling.



Baseline Characteristics

Across all treatment groups the baseline PASI score ranged from 11 to 72 with a median of 20 and the baseline IGA score
ranged from “moderate” (62%) to “severe” (38%). Of the 2077 plaque psoriasis subjects who were included in the
placebo-controlled trials, 79% were biologic-naive (have never received a prior treatment with biologics) and 45% were
non-biologic failures (failed to respond to a prior treatment with non-biologics therapies). Of the patients who received a
prior treatment with biologics, over one-third were biologic failures. Approximately 15% to 25% of trial subjects had a
history of psoriatic arthritis.

Clinical Response

The results of Trials 1 and 2 are presented in Table 2.

Table 2: Clinical Outcomes at Week 12 in Adults with Plaque Psoriasis in Trials 1 and 2

Trial 1 Trial 2

COSENTYX | COSENTYX COSENTYX | COSENTYX

300 mg 150 mg Placebo 300 mg 150 mg Placebo

(N = 245) (N = 245) (N = 248) (N =327) (N =327) (N = 326)

n (%) n (%) n (%) n (%) n (%) n (%)
'rDeASSC')r?SE’e 200 (82) 174 (71) 11 (4) 249 (76) 219 (67) 16 (5)
IGA of
clear or 160 (65) 125 (51) 6(2) 202 (62) 167 (51) 9(3)
almost clear

The results of Trials 3 and 4 are presented in Table 3.

Table 3: Clinical Outcomes at Week 12 in Adults with Plaque Psoriasis in Trials 3 and 4

Trial 3 Trial 4
COSENTYX | COSENTYX COSENTYX | COSENTYX
300 mg 150 mg Placebo 300 mg 150 mg Placebo
(N =59) (N =59) (N =59) (N =60) (N=61) (N =61)
n (%) n (%) n (%) n (%) n (%) n (%)
feésgn?e 44 (75) 41 (69) 0(0) 52 (87) 43 (70) 2 (3)
IGA of clear
(c:)lrezlrmost 40 (68) 31 (53) 0(0) 44 (73) 32 (52) 0(0)

Examination of age, gender, and race subgroups did not identify differences in response to COSENTY X among these
subgroups. Based on post-hoc sub-group analyses in patients with moderate to severe psoriasis, patients with lower body
weight and lower disease severity may achieve an acceptable response with COSENTY X 150 mg.

PASI 90 response at Week 12 was achieved with COSENTY X 300 mg and 150 mg compared to placebo in 59%
(145/245) and 39% (95/245) versus 1% (3/248) of subjects, respectively (Trial 1) and 54% (175/327) and 42% (137/327)
versus 2% (5/326) of subjects, respectively (Trial 2). Similar results were seen in Trials 3 and 4.

With continued treatment over 52 weeks, subjects in Trial 1 who were PASI 75 responders at Week 12 maintained their
responses in 81% (161/200) of the subjects treated with COSENTY X 300 mg and in 72% (126/174) of subjects treated
with COSENTY X 150 mg. Trial 1 subjects who were clear or almost clear on the IGA at Week 12 also maintained their
responses in 74% (119/160) of subjects treated with COSENTY X 300 mg and in 59% (74/125) of subjects treated with
COSENTYX 150 mg. Similarly in Trial 2, PASI 75 responders maintained their responses in 84% (210/249) of subjects
treated with COSENTY X 300 mg and in 82% (180/219) of subjects treated with COSENTY X 150 mg. Trial 2 subjects
who were clear or almost clear on the IGA also maintained their responses in 80% (161/202) of subjects treated with
COSENTYX 300 mg and in 68% (113/167) of subjects treated with COSENTY X 150 mg.



Among the subjects who chose to participate (39%) in assessments of patient reported outcomes, improvements in signs
and symptoms related to itching, pain, and scaling, at Week 12 compared to placebo (Trials 1 and 2) were observed using
the Psoriasis Symptom Diary®.

Psoriasis Lesions of Scalp

A randomized, placebo-controlled study enrolled 102 subjects with moderate to severe psoriasis lesions of scalp, defined
as having a Psoriasis Scalp Severity Index (PSSI) score of greater than or equal to 12, an IGA scalp only score of 3 or
greater, and at least 30% of the scalp affected. In this study, 62% of subjects had at least 50% of scalp surface area
affected. The proportions of subjects achieving an IGA scalp only score of O or 1 (clear or almost clear) were 56.9% and
5.9% for the COSENTY X 300 mg and the placebo groups, respectively.

14.2  Psoriatic Arthritis

The safety and efficacy of COSENTY X were assessed in 1999 patients, in 3 randomized, double-blind, placebo-
controlled studies (PsA1, PsA2 and PsA3) in adult patients, age 18 years and older with active psoriatic arthritis (greater
than or equal to 3 swollen and greater than or equal to 3 tender joints) despite non-steroidal anti-inflammatory drug
(NSAID), corticosteroid or disease modifying anti-rheumatic drug (DMARD) therapy. Patients in these studies had a
diagnosis of PsA of at least 5 years across all studies. At baseline, over 61% and 42% of the patients had enthesitis and
dactylitis, respectively. Overall, 31% of patients discontinued previous treatment with anti-TNFa agents due to either lack
of efficacy or intolerance. In addition, approximately 53% of patients from both studies had concomitant methotrexate
(MTX) use. Patients with different subtypes of PsA were enrolled including polyarticular arthritis with no evidence of
rheumatoid nodules (80%), asymmetric peripheral arthritis (63%), distal interphalangeal involvement (58%), spondylitis
with peripheral arthritis (20%) and arthritis mutilans (7%).

PsAl Study (NCT 01752634) evaluated 397 patients, who were treated with COSENTY X 75 mg, 150 mg or 300 mg
subcutaneous treatment at Weeks 0, 1, 2, 3 and 4, followed by the same dose every 4 weeks. Patients receiving placebo
were re-randomized to receive COSENTY X (either 150 mg or 300 mg every 4 weeks) at Week 16 or Week 24 based on
responder status. The primary endpoint was the percentage of patients achieving an ACR20 response at Week 24.

PsA2 Study (NCT 01392326) evaluated 606 patients, who were treated with secukinumab 10 mg/kg, intravenous
treatment (or placebo) at Weeks 0, 2, and 4, followed by either 75 mg or 150 mg subcutaneous COSENTY X treatment (or
placebo) every 4 weeks. Patients receiving placebo were re-randomized to receive COSENTY X (either 75 mg or 150 mg
every 4 weeks) at Week 16 or Week 24 based on responder status.

PsA3 Study (NCT 02404350) evaluated 996 patients, who were treated with COSENTY X 150 mg or 300 mg
subcutaneous treatment at Weeks 0, 1, 2, 3 and 4 followed by the same dose every 4 weeks, or once every 4 weeks of
COSENTYX 150 mg. Patients treated with placebo received COSENTY X, either 150 mg or 300 mg, s.c., per baseline
randomization, at Week 16 or Week 24 based upon responder status. The primary endpoint was ACR20 response at Week
16 with the key secondary endpoint the change from baseline in modified Total Sharp Score (MTSS) at Week 24.

Clinical Response

In PsA1, patients treated with 150 mg or 300 mg COSENTY X demonstrated a greater clinical response including ACR20,
ACR50, and ACR70 compared to placebo at Week 24 (Table 4). Responses were similar in patients regardless of
concomitant methotrexate treatment. Responses were seen regardless of prior anti-TNFa exposure.

In patients with coexistent plaque psoriasis receiving COSENTY X (n = 99), the skin lesions of psoriasis improved with
treatment, relative to placebo, as measured by the Psoriasis Area Severity Index (PASI).

Table 4: Responses? in PsAl Study at Week 16 and Week 24

COSENTYX COSENTYX Placebo Difference from placebo (95% CI)
150 mg 300 mg COSENTYX COSENTYX
(N =100) (N =100) (N =98) 150 mg 300 mg
ACR20 response
42 38
Week 16 (%) 60 57 18 (30, 54) (26, 51)
36 39
Week 24 (%) 51 54 15 (24, 48) (27,51)
ACRS50 response
31 28
Week 16 (%) 37 35 6 (21, 42) (18, 39)
Week 24 (%) 35 35 7 28 28




| (18, 38) (17, 38)
ACRT70 response
15 13
Week 16 (%) 17 15 2 (7,23) (5, 20)
20 19
Week 24 (%) 21 20 1 (12, 28) (11, 27)

apatients who met escape criteria (less than 20% improvement in tender or swollen joint counts) at Week 16 were considered non-responders

The percentage of patients achieving ACR20 response by visit is shown in Figure 1. Patients on placebo who received
COSENTY X without a loading regimen achieved similar ACR20 responses over time (data not shown).

Figure 1: Percent of Patients Achieving ACR 20 Response? in PsAL1 Study Through Week 24
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8Patients who met escape criteria (less than 20% improvement in tender or swollen joint counts) at Week 16 were considered non-responders

The improvements in the components of the ACR response criteria are shown in Table 5.

Table 5: Mean Change from Baseline in ACR Components at Week 162 (PsAL Study)

COSENTYX COSENTYX Placebo
150 mg 300 mg (N =98)
(N =100) (N =100)

No. of Swollen Joints
Baseline 12.0 11.2 12.1
Mean change at Week 16 -4.86 -5.83 -3.22
Number of Tender Joints
Baseline 24.1 20.2 23.5
Mean change at Week 16 -10.70 -10.01 -1.77
Patient’s assessment of Pain
Baseline 58.9 57.7 55.4
Mean change at Week 16 -22.91 -23.97 -7.98
Patient Global Assessment
Baseline 62.0 60.7 57.6
Mean change at Week 16 -25.47 -25.40 -8.25
Physician Global Assessment
Baseline 56.7 55.0 55.0
Mean change at Week 16 -29.24 -34.71 -14.95
Disability Index (HAQ)
Baseline 1.2200 1.2828 1.1684




Mean change at Week 16 -0.45 -0.55 -0.23
CRP (mg/L)

Baseline 14.15 10.88 7.87
Mean Change at Week 16° -8.41 -7.21 0.79

a\Week 16 rather than Week 24 data are displayed to provide comparison between arms prior to placebo escape to COSENTYX.
bMean Change based upon observed data

Improvements in enthesitis and dactylitis scores were observed in each COSENTYX group compared to placebo at Week
24,

Radiographic Response

In PsA3 Study, inhibition of progression of structural damage was assessed radiographically and expressed by the modified mTSS and
its components, the Erosion Score (ES) and Joint Space Narrowing Score (JSN), at Week 24 compared to baseline. Radiographs of
hands, wrists, and feet were obtained at baseline, Week 16 and/or Week 24 and scored independently by at least two readers who were
blinded to treatment group and visit number. COSENTY X 150 mg without load, 150 mg with load and 300 mg with load treatment
significantly inhibited progression of peripheral joint damage compared with placebo treatment as measured by change from baseline
in mTSS at Week 24. The percentage of patients with no disease progression (defined as a change from baseline in mTSS of less than
or equal to 0.0) from randomization to Week 24 was 75.7%, 70.9%, and 76.5% for COSENTY X 150 mg without load, 150 mg, 300
mg, respectively versus 68.2% for placebo.

Table 6: Rate of Change per 24 Weeks in Modified Total Sharp Score

Treatment N Rate of Change per 24 weeks Difference from Placebo

(95% CI)
COSENTYX 150 mg without load 210 -0.10 -0.61 (-0.95, -0.26)
COSENTYX 150 mg with load 213 0.14 -0.37 (-0.71, -0.03)
COSENTYX 300 mg with load 217 0.03 -0.48 (-0.82, -0.14)
Placebo 296 0.51

Results from a linear mixed effects model that excluded data after escape for placebo subjects who received escape therapy at week 16. The model assumes
approximately linear progression over time and estimates a difference in rates (slopes) of progression over 24 weeks to compare treatment arms.

Physical Function

Improvement in physical function as assessed by Health Assessment Questionnaire-Disability Index (HAQ-DI)
demonstrated that the proportion of patients who achieved at least -0.3 improvement in HAQ-DI score from baseline was
greater in the COSENTYX 150 mg and 300 mg groups compared to placebo at Week 16 and 24. At Week 16 in PsAl
study, estimated mean change from baseline was -0.23 in the placebo group compared with -0.45 in the COSENTY X 150
mg group and -0.55 in the COSENTY X 300 mg group.

14.3  Ankylosing Spondylitis

The safety and efficacy of COSENTY X were assessed in 590 patients in two randomized, double-blind, placebo-
controlled studies (AS1 and AS2) in adult patients 18 years of age and older with active ankylosing spondylitis. Patients
had active disease as defined by the Bath Ankylosing Spondylitis Disease Activity Index (BASDAI) greater or equal to 4
despite non-steroidal anti-inflammatory drug (NSAID), corticosteroid or disease modifying anti-rheumatic drug
(DMARD) therapy. At baseline, approximately 14% and 26% used concomitant methotrexate or sulfasalazine,
respectively. Overall, 33% of patients discontinued previous treatment with anti-TNFa agents due to either lack of
efficacy or intolerance.

AS1 Study evaluated 219 patients, who were treated with COSENTY X 75 mg or 150 mg subcutaneous treatment at
Weeks 0, 1, 2, 3 and 4, followed by the same dose every 4 weeks. At Week 16, patients receiving placebo were re-
randomized to either COSENTY X 75 mg or 150 mg every 4 weeks. The primary endpoint was the percentage of patients
achieving an ASAS20 response at Week 16.

AS2 Study evaluated 371 patients, who were treated with secukinumab 10 mg/kg intravenous treatment at Weeks 0, 2,
and 4 (for both treatment arms) or placebo, followed by either 75 mg or 150 mg subcutaneous COSENTYX treatment

every 4 weeks or placebo. Patients receiving placebo were re-randomized to receive COSENTYX (either 75 mg or 150
mg every 4 weeks) at Week 16 or Week 24 based on responder status.



Clinical Response

In AS1, patients treated with 150 mg COSENTY X demonstrated greater improvements in ASAS20 and ASAS40
responses compared to placebo at Week 16 (Table 7). Responses were similar in patients regardless of concomitant

therapies.

Table 7: ASAS20 and ASAS40 Responses in All AS Patients at Week 16 in Study AS1

COSENTYX Placebo Difference from placebo
150 mg (95% CI)
(n=72) (n=74)
33
ASAS20 response, % 61 28 (18, 48)
25
ASAS40 response, % 36 11 (12, 38)

The improvements in the main components of the ASAS20 response criteria and other measures of disease activity are

shown in Table 8.

Table 8: ASAS20 Components and Other Measures of Disease Activity at Week 16 (AS1 Study)

COSENTYX Placebo
150 mg
(N=172) (N =74)
Baseline Week 16 Baseline Week 16
change from baseline change from baseline
ASAS20 Response criteria
-Patient Global Assessment 67.5 -27.7 70.5 -12.9
of Disease Activity (0-100 mm)*
-Total spinal pain (0-100 66.2 -28.5 69.2 -10.9
mm)
-BASFI (0-10)? 6.2 2.2 6.1 0.7
-Inflammation (0-10)3 6.5 -2.5 6.5 -0.8
BASDAI Score* 6.6 -2.2 6.8 -0.9
BASMI® 3.6 -0.51 39 -0.22
hsCRP® (mg/L) Mean 27.0 -17.2 15.9 0.8
Change at Week 16

o0k~ whE

Percent of subjects with at least a 20% and 10 unit improvement measured on a Visual Analog Scale (VAS) with 0= none, 100= severe
Bath Ankylosing Spondylitis Functional Index
Inflammation is the mean of two patient-reported stiffness self-assessment in BASDAI
Bath Ankylosing Spondylitis Disease Activity Index
Bath Ankylosing Spondylitis Metrology Index

High sensitivity C-reactive protein / mean change based upon observed data

The percent of patients achieving ASAS20 responses by visit is shown in Figure 2. Patients on placebo who received
COSENTY X without a loading regimen achieved similar ASAS20 responses over time (data not shown).




Figure 2: ASAS20 Responses in all AS1 Study Patients Over Time Up to Week 16
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COSENTYX treated patients showed improvement compared to placebo-treated patients in health-related quality of life
as assessed by ASQoL at Week 16.

16 HOW SUPPLIED/STORAGE AND HANDLING

16.1  How Supplied

COSENTYX Sensoready pen:

* NDC 0078-0639-41: Carton of two 150 mg/mL (300 mg dose) Sensoready pens (injection)

* NDC 0078-0639-68: Carton of one 150 mg/mL single-use Sensoready pen (injection)

COSENTYX prefilled syringe:

* NDC 0078-0639-98: Carton of two 150 mg/mL (300 mg dose) single-use prefilled syringes (injection)
* NDC 0078-0639-97: Carton of one 150 mg/mL single-use prefilled syringe (injection)

The removable cap of the COSENTY X Sensoready pen and prefilled syringe contains natural rubber latex. Each
Sensoready pen and prefilled syringe is equipped with a needle safety guard.

COSENTYX vial (for healthcare professional use only):
* NDC 0078-0657-61: Carton of one 150 mg lyophilized powder in a single-use vial (for injection)
16.2  Storage and Handling

COSENTYX Sensoready pens, prefilled syringes and vials must be refrigerated at 2°C to 8°C (36°F to 46°F). Keep the
product in the original carton to protect from light until the time of use. Do not freeze. To avoid foaming do not shake.
COSENTY X does not contain a preservative; discard any unused portion.

17 PATIENT COUNSELING INFORMATION
Advise the patient to read FDA-approved patient labeling (Medication Guide and Instructions for Use).
Patient Counseling

Instruct patients to read the Medication Guide before starting COSENTY X therapy and to re-read the Medication Guide
each time the prescription is renewed.

Advise patients of the potential benefits and risks of COSENTYX.



Infections

Inform patients that COSENTY X may lower the ability of their immune system to fight infections. Instruct patients of the
importance of communicating any history of infections to the doctor and contacting their doctor if they develop any
symptoms of infection [see Warnings and Precautions (5.1)].

Hypersensitivity

Advise patients to seek immediate medical attention if they experience any symptoms of serious hypersensitivity reactions
[see Warnings and Precautions (5.4)].

Instruction on Injection Technique

Perform the first self-injection under the supervision of a qualified healthcare professional. If a patient or caregiver is to
administer COSENTY X, instruct him/her in injection techniques and assess their ability to inject subcutaneously to ensure
the proper administration of COSENTY X [see Medication Guide and Instructions for Use].

Instruct patients or caregivers in the technique of proper syringe and needle disposal, and advise them not to reuse these
items. Instruct patients to inject the full amount of COSENTY X (1 or 2 subcutaneous injections of 150 mg) according to
the directions provided in the Medication Guide and Instructions for Use. Dispose of needles, syringes and pens in a
puncture-resistant container.

Manufactured by:
Novartis Pharmaceuticals Corporation
East Hanover, New Jersey 07936

US License No. 1244
© Novartis
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MEDICATION GUIDE
COSENTYX® (koe-sen-tix)
(secukinumab) Injection

What is the most important information | should know about COSENTYX?

COSENTYX is a medicine that affects your immune system. COSENTYX may increase your risk of having serious
side effects such as:

Infections. COSENTYX may lower the ability of your immune system to fight infections and may increase your risk of
infections.

e Your healthcare provider should check you for tuberculosis (TB) before starting treatment with COSENTYX.

e If your healthcare provider feels that you are at risk for TB, you may be treated with medicine for TB before you
begin treatment with COSENTYX and during treatment with COSENTYX.

e Your healthcare provider should watch you closely for signs and symptoms of TB during treatment with
COSENTYX. Do not take COSENTYX if you have an active TB infection.

Before starting COSENTYX, tell your healthcare provider if you:

e are being treated for an infection

e have an infection that does not go away or that keeps coming back

e have TB or have been in close contact with someone with TB

e think you have an infection or have symptoms of an infection such as:

o fever, sweats, or chills 0 weight loss

0 muscle aches 0 warm, red, or painful skin or sores on your body

o0 cough o diarrhea or stomach pain

o0 shortness of breath 0 burning when you urinate or urinate more often than normal

0 blood in your phlegm

After starting COSENTYX, call your healthcare provider right away if you have any of the signs of infection
listed above. Do not use COSENTYX if you have any signs of infection unless you are instructed to by your
healthcare provider.

See “What are the possible side effects of COSENTYX?” for more information about side effects.

What is COSENTYX?
COSENTYX is a prescription medicine used to treat adults:

e with moderate to severe plaque psoriasis that involves large areas or many areas of the body, and who may
benefit from taking injections or pills (systemic therapy) or phototherapy (treatment using ultraviolet or UV light
alone or with systemic therapy)

e with active psoriatic arthritis
e with active ankylosing spondylitis

COSENTYX may improve your psoriasis, psoriatic arthritis and ankylosing spondylitis but it may also lower the ability
of your immune system to fight infections.

It is not known if COSENTYX is safe and effective in children.

Do not take COSENTYX:

Do not use COSENTYX if you have had a severe allergic reaction to secukinumab or any of the other ingredients in
COSENTYX. See the end of this Medication Guide for a complete list of ingredients in COSENTYX.

Before taking COSENTYX, tell your healthcare provider about all of your medical conditions, including if you:
have any of the conditions or symptoms listed in the section “What is the most important information | should
know about COSENTYX?”

¢ have inflammatory bowel disease (Crohn’s disease or ulcerative colitis)
e are allergic to latex. The needle cap on the COSENTYX Sensoready® pen and prefilled syringe contains latex.

e have recently received or are scheduled to receive an immunization (vaccine). People who take COSENTYX
should not receive live vaccines.

e have any other medical conditions

e are pregnant or plan to become pregnant. It is not known if COSENTYX can harm your unborn baby. You and your
healthcare provider should decide if you will use COSENTYX.

e are breastfeeding or plan to breastfeed. It is not known if COSENTYX passes into your breast milk.
Tell your healthcare provider about all the medicines you take, including prescription and over-the-counter medicines,
vitamins, and herbal supplements.

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




How should | use COSENTYX?

See the detailed “Instructions for Use” that comes with your COSENTYX for information on how to prepare

and inject a dose of COSENTYX, and how to properly throw away (dispose of) used COSENTYX Sensoready

pens and prefilled syringes.

e Use COSENTYX exactly as prescribed by your healthcare provider.

e If your healthcare provider decides that you or a caregiver may give your injections of COSENTYX at home, you
should receive training on the right way to prepare and inject COSENTYX. Do not try to inject COSENTYX
yourself, until you or your caregiver has been shown how to inject COSENTYX by your healthcare provider.

e COSENTYX comes in a Sensoready pen or prefilled syringe that you or your caregiver may use at home to give
injections. Your healthcare provider will decide which type of COSENTYX is best for you to use at home.

e Your healthcare provider will prescribe the dose of COSENTYX that is right for you.

o If your prescribed dose of COSENTYX is 150 mg, you must give 1 injection of COSENTYX for each dose.
o If your prescribed dose of COSENTYX is 300 mg, you must give 2 injections for each dose.

e COSENTYX is given as an injection under your skin (subcutaneous injection), in your upper legs (thighs) or
stomach-area (abdomen) by you or a caregiver. A caregiver may also give you an injection of COSENTYX in your
upper outer arm.

e Do not give an injection in an area of the skin that is tender, bruised, red or hard, or in an area of skin that is
affected by psoriasis.

e Each injection should be given at a different site. Do not use the 2-inch area around your navel (belly button).

e If you inject more COSENTYX than prescribed, call your healthcare provider or go to the nearest emergency room
right away.

What are the possible side effects of COSENTYX?

See “What is the most important information | should know about COSENTYX?”

e Inflammatory bowel disease. New cases of inflammatory bowel disease or “flare-ups” can happen with
COSENTYX, and can sometimes be serious. If you have inflammatory bowel disease (ulcerative colitis or Crohn’s
disease), tell your healthcare provider if you have worsening disease symptoms during treatment with COSENTYX
or develop new symptoms of stomach pain or diarrhea.

e Serious allergic reactions. Get emergency medical help right away if you get any of the following symptoms of a
serious allergic reaction:

feel faint

swelling of your face, eyelids, lips, mouth, tongue, or throat

trouble breathing or throat tightness

chest tightness
0o skinrash

If you have a severe allergic reaction, do not give another injection of COSENTYX.

The most common side effects of COSENTYX include:

e cold symptoms

e diarrhea

e upper respiratory infections

These are not all of the possible side effects of COSENTYX.

Call your doctor for medical advice about side effects. You may report side effects to FDA at 1-800-FDA-1088.

O O O O

How should | store COSENTYX?

e Store COSENTYX in a refrigerator, between 36°F to 46°F (2°C to 8°C).

e Keep COSENTYX in the original carton until ready for use to protect from light.
e Do not freeze COSENTYX.

¢ Do not shake COSENTYX.

Keep COSENTYX and all medicines out of the reach of children.

General information about the safe and effective use of COSENTYX.

Medicines are sometimes prescribed for purposes other than those listed in a Medication Guide. Do not use
COSENTYX for a condition for which it was not prescribed. Do not give COSENTYX to other people, even if they have
the same symptoms that you have. It may harm them.

You can ask your healthcare provider or pharmacist for information about COSENTYX that is written for health
professionals.

What are the ingredients in COSENTYX?
Active ingredient: secukinumab




Inactive ingredients: Sensoready pen and prefilled syringe: L-histidine/histidine hydrochloride monohydrate, L-
methionine, polysorbate 80, trehalose dihydrate, and sterile water for injection.

Vial: L-histidine/histidine hydrochloride monohydrate, polysorbate 80, and sucrose.
Manufactured by: Novartis Pharmaceuticals Corporation East Hanover, New Jersey 07936

T2018-06
For more information, call 1-888-669-6682 or go to www.COSENTYX.com

This Medication Guide has been approved by the U.S. Food and Drug Administration Revised: January 2018



INSTRUCTIONS FOR USE
COSENTY X® (koe-sen-tix)
(secukinumab)

For Injection
The following information is intended for medical or healthcare professionals only.

IMPORTANT:

e The single-use vial contains 150 mg of COSENTY X for reconstitution with Sterile Water for Injection (SWFI). Do not use the
vial after the expiry date shown on the outer box or vial. If it has expired, return the entire pack to the pharmacy.

e The preparation of the solution for subcutaneous injection shall be done without interruption ensuring that aseptic technique is
used. The preparation time from piercing the stopper until end of reconstitution on average takes 20 minutes and should not
exceed 90 minutes.

e Throw away (dispose of) the used syringe right away after use. Do not re-use a syringe. See “How should I dispose of a used
syringe?” at the end of this Instructions for Use.

How should I store COSENTYX?
e  Store the vial of COSENTY X in the refrigerator between 2°C to 8°C (36°F to 46°F).
To prepare COSENTY X 150 mg for injection, please adhere to the following instructions:

Instructions for reconstitution of COSENTY X 150 mg for injection:

Step 1. Remove the vial of COSENTY X 150 mg for injection from the refrigerator and allow to Figure A
stand for 15 to 30 minutes to reach room temperature. Ensure the Sterile Water for Injection
(SWFI) is at room temperature.

Step 2. Reconstitute the lyophilized powder by slowly injecting 1 mL of Sterile Water for
Injection (SWFI) into the vial. Direct the stream of SWFI onto the lyophilized powder (See
Figure A).

Step 3. Tilt the vial to an angle of approximately 45 degrees and gently rotate between the
fingertips for approximately 1 minute. Do not shake or invert the vial (See Figure B).

Step 4. Keep the vial standing at room temperature for a minimum of 10 minutes to allow for Figure B
dissolution. Note that foaming of the solution may occur.

Step 5. Tilt the vial to an angle of approximately 45 degrees and gently rotate between the
fingertips for approximately 1 minute. Do not shake or invert the vial (See Figure B).

Step 6. Allow the vial to stand undisturbed at room temperature for approximately 5 minutes.
The resulting solution should be clear. Its color may vary from colorless to slightly yellow. Do
not use if the lyophilized powder has not fully dissolved or if the liquid contains visible
particles, is cloudy or is discolored.

Step 7. Prepare the required number of vials (1 vial for the 150 mg dose or 2 vials for the 300
mg dose).



After preparation, use the solution for subcutaneous injection immediately or store at 2°C to 8 °C (36°F to 46°F) for up to 24 hours.
Do not freeze. After storage at 2°C to 8°C (36°F to 46°F), allow the reconstituted solution to come to room temperature (15 to 30
minutes) before administration. Administer the solution within 1 hour after removal from the 2°C to 8°C (36°F to 46°F) storage.

Instructions for administration of COSENTY X solution:

Step 1. Tilt the vial to an angle of approximately 45 degrees and position the needle tip at Figure C
the very bottom of the solution in the vial when drawing the solution into the syringe. DO

NOT invert the vial.

Step 2. Carefully withdraw slightly more than 1 mL of the solution for subcutaneous
injection from the vial into a 1 mL graduated disposable syringe using a suitable needle
(e.g., 21G x 2”) (See Figure C). This needle will only be used for withdrawing
COSENTY X into the disposable syringe. Prepare the required number of syringes (1 syringe
for the 150 mg dose or 2 syringes for the 300 mg dose).

Step 3. With the needle pointing upward, gently tap the syringe to move any air bubbles to
the top (See Figure D). l

: P \ ) \\\
//'/ 7| .\'\
Step 4. Replace the attached needle with a 27G x %2” needle (See Figure E). Figure E
Step 5. Expel the air bubbles and advance the plunger to the 1 mL mark. N
L3 ..
Step 6. Clean the injection site with an alcohol wipe. x \\
Y
N
Figure F

Step 7. Inject the COSENTY X solution subcutaneously into the front of thighs, lower

abdomen [but not the area 2 inches around the navel (belly button)] or outer upper arms (See

Figure F). Choose a different site each time an injection is administered. Do not inject into #
areas where the skin is tender, bruised, red, scaly or hard, or in an area of skin that is f |
affected by psoriasis. Avoid areas with scars or stretch marks. | B | &



How should I dispose of a used syringe?

Any remaining solution in the vial must not be used and must be discarded in accordance with local requirements. Vials are for single
use only.

Put the used syringes and needles in a FDA-cleared sharps disposal container right away after use. Do not throw away (dispose of)
the syringes and needles in your household trash.

If you do not have an FDA-cleared sharps disposal container, you may use a household container that is:

1. made of a heavy-duty plastic,

2. can be closed with a tight-fitting, puncture-resistant lid, without sharps being able to come out,
3. upright and stable during use,

4. leak-resistant, and

5. properly labeled to warn of hazardous waste inside the container.

When your sharps disposal container is almost full, you will need to follow your community guidelines for the right way to dispose of
your sharps disposal container. There may be state or local laws about how you should throw away used needles and syringes. For
more information about safe sharps disposal, and for specific information about sharps disposal in the state that you live in, go to the
FDA'’s website at: http://www.fda.gov/safesharpsdisposal.

This Instructions for Use has been approved by the U.S. Food and Drug Administration.

Manufactured by:

Novartis Pharmaceuticals Corporation
East Hanover, New Jersey 07936

US License Number 1244

Revised: January 2018

© Novartis

T2018-07



INSTRUCTIONS FOR USE
COSENTYX® (koe-sen-tix)
(secukinumab)
Injection
Prefilled Syringe
Be sure that you read, understand, and follow this Instructions for Use before injecting COSENTYX. Your healthcare
provider should show you how to prepare and inject COSENTYX properly using the prefilled syringe before you use it for
the first time. Talk to your healthcare provider if you have any questions.
Important:
e Do not use the COSENTYX prefilled syringe if either the seal on the outside carton or the seal of the blister are
broken. Keep the COSENTYX prefilled syringe in the sealed carton until you are ready to use it.

e Inject COSENTYX within 1 hour after taking it out of the refrigerator.
e Do not shake the COSENTYX prefilled syringe.

e The needle caps of the prefilled syringes contain latex. Do not handle the prefilled syringes if you are
sensitive to latex.

e The prefilled syringe has a needle guard that will be activated to cover the needle after the injection is finished. The
needle guard will help to prevent needle stick injuries to anyone who handles the prefilled syringe.

e Do not remove the needle cap until just before you give the injection.
e Avoid touching the syringe guard wings before use. Touching them may cause the syringe guard to be activated too
early.

e Throw away (dispose of) the used COSENTYX prefilled syringe right away after use. Do not re-use a COSENTYX
prefilled syringe. See “How should | dispose of used COSENTYX prefilled syringes?” at the end of this
Instructions for Use.

How should | store COSENTYX?

e Store your carton of COSENTYX prefilled syringes in a refrigerator, between 36°F to 46°F (2°C to 8°C).
o Keep COSENTYX prefilled syringes in the original carton until ready to use to protect from light.

e Do not freeze COSENTYX prefilled syringes.

Keep COSENTYX and all medicines out of the reach of children.

COSENTYX prefilled syringe parts (see Figure A):

Figure A
Syringe Guard Finger grips Plunger
Needle cap Viewing window Syringe Plunger
Label & guard wings head

expiration date

= |

. im—— —_—

What you need for your injection:

Included in the carton:

A new COSENTYX prefilled syringe.

Each COSENTYX prefilled syringe contains 150 mg of COSENTYX.

e If your prescribed dose of COSENTYX is 150 mg, you must give 1 injection.

e If your prescribed dose of COSENTYX is 300 mg, you must give 2 injections.

Not included in the carton (see Figure B):

e 1 Alcohol wipe Figure B
e 1 Cotton ball or gauze

e Sharps disposal container



See “How should | dispose of used COSENTYX prefilled syringes?” at the
end of this Instructions for Use.

Prepare the COSENTYX prefilled syringe

Step 1.
Step 2.

Step 3.
Step 4.
Step 5.

Step 6.

Step 7.

Find a clean, well-lit, flat work surface.

Take the carton containing the COSENTYX prefilled syringe out of the refrigerator and leave it unopened on your
work surface for about 15 to 30 minutes so that it reaches room temperature.

Wash your hands well with soap and water.
Remove the COSENTYX prefilled syringe from the outer carton and take it out of the blister.

Look through the viewing window on the COSENTYX prefilled syringe. The liquid inside should be clear. The color
may be colorless to slightly yellow. You may see a small air bubble in the liquid. This is normal. Do not use the
prefilled syringe if the liquid contains visible particles, or if the liquid is cloudy or discolored.

Do not use the COSENTYX prefilled syringe if it is broken. Return the prefilled syringe and the package it came in
to the pharmacy.

Do not use the COSENTYX prefilled syringe if the expiration date has passed.

Choose and clean the injection site
e Areas of your body that you may use as injection sites include: Figure C

¢ Choose a different site for each injection of COSENTYX.

¢ Do not inject into areas where the skin is tender, bruised, red, scaly, or hard,
or in an area of skin that is affected by psoriasis. Avoid areas with scars or
stretch marks.

Step 8.

the front of your thighs (see Figure C)

the lower stomach-area (abdomen), but not the area 2 inches around
your navel (belly button) (see Figure C)

your upper outer arms, if a caregiver is giving you the injection (see
Figure D)

Using a circular motion, clean the injection site with the alcohol wipe. .-"i
Leave it to dry before injecting. Do not touch the cleaned area again
before injecting.

Giving your injection

Step 9. Carefully remove the needle cap from the COSENTYX prefilled syringe Figure E

(see Figure E). Throw away the needle cap. You may see a drop of liquid
at the end of the needle. This is normal.




Step 10. With one hand gently pinch the skin at the injection site. With your other
hand insert the needle into your skin as shown (see Figure F). Push the
needle all the way in to make sure that you inject your full dose.

Step 11. Hold the COSENTYX prefilled syringe finger grips as shown (see Figure
G). Slowly press down on the plunger as far as it will go, so that the
plunger head is completely between the syringe guard wings.

Step 12. Continue to press fully on the plunger for an additional 5 seconds. Hold
the syringe in place for the full 5 seconds.

Step 13. Keep the plunger fully depressed while you carefully pull the needle
straight out from the injection site (see Figure H).

Step 14. Slowly release the plunger and allow the syringe guard to automatically
cover the exposed needle (see Figure I).

Step 15. There may be a small amount of blood at the injection site. You can
press a cotton ball or gauze over the injection site and hold it for 10
seconds. Do not rub the injection site. You may cover the injection site
with a small adhesive bandage, if needed.

Figure F

If your prescribed dose of COSENTYX is 300 mg, repeat steps 4 through 15 with a new COSENTYX prefilled

syringe.



How should | dispose of used COSENTYX prefilled syringes?

Step 16. Put your used prefilled syringes in a FDA-cleared sharps disposal Figure J
container right away after use (see Figure J). Do not throw away p—
(dispose of) prefilled syringes in your household trash. gﬁ@ﬁéﬂ\
If you do not have an FDA-cleared sharps disposal container, you may E 'I\
use a household container that is: \ \'“
E::I,I
0 madeofa heav*—duty.plast.m., | | | |W||
0 can be closed with a tight-fitting, puncture-resistant lid, without |
sharps being able to come out, | J|
L

0 upright and stable during use,
0 leak-resistant, and
o properly labeled to warn of hazardous waste inside the container.

When your sharps disposal container is almost full, you will need to
follow your community guidelines for the right way to dispose of your
sharps disposal container. There may be state or local laws about how
you should throw away used needles, syringes and prefilled syringes.
For more information about safe sharps disposal, and for specific
information about sharps disposal in the state that you live in, go to the
FDA's website at: http://www.fda.gov/safesharpsdisposal.

This Instructions for Use has been approved by the U.S. Food and Drug Administration.

Manufactured by:

Novartis Pharmaceuticals Corporation
East Hanover, New Jersey 07936

US License Number 1244

Revised: January 2018

© Novartis
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INSTRUCTIONS FOR USE
COSENTYX® (koe-sen-tix)
(secukinumab)
Injection
Sensoready® Pen

Be sure that you read, understand, and follow this Instructions for Use before injecting COSENTYX. Your healthcare
provider should show you how to prepare and inject COSENTYX properly using the Sensoready Pen before you use it for
the first time. Talk to your healthcare provider if you have any questions.

Important:

Do not use the COSENTYX Sensoready Pen if either the seal on the outer carton or the seal on the pen is broken.
Keep the COSENTYX Sensoready Pen in the sealed outer carton until you are ready to use it.

Inject COSENTYX within 1 hour after taking it out of the refrigerator.
Do not shake the COSENTYX Sensoready Pen.
The caps of the Sensoready Pens contain latex. Do not handle the Sensoready Pens if you are sensitive to latex.

If you drop your COSENTYX Sensoready Pen, do not use it if the Sensoready Pen looks damaged, or if you dropped
it with the cap removed.

Throw away (dispose of) the used COSENTYX Sensoready Pen right away after use. Do not re-use a COSENTYX
Sensoready Pen. See “How should | dispose of used COSENTYX Sensoready Pens?” at the end of this Instructions
for Use.

How should | store COSENTYX?

Store your carton of COSENTYX Sensoready Pen in a refrigerator, between 36°F to 46°F (2°C to 8°C).

Keep COSENTYX Sensoready Pen in the original carton until ready to use to protect from light.
Do not freeze COSENTYX Sensoready Pen.

Keep COSENTYX and all medicines out of the reach of children.

COSENTYX Sensoready Pen parts (see Figure A):

Figure A

Needle
Needle guard

Cap
Viewing window

Internal needle cover

The COSENTYX Sensoready Pen is shown above with the cap removed. Do not remove the cap until you are ready to
inject.

What you need for your injection:

Included in the carton:

A new COSENTYX Sensoready Pen (see Figure B). Figure B

Each COSENTYX Sensoready Pen contains 150 mg of COSENTYX.

If your prescribed dose of COSENTYX is 150 mg,
you must give 1 injection.

If your prescribed dose of COSENTYX is 300 mg,
you must give 2 injections.




Not included in the carton (see Figure C):

1 Alcohol wipe
1 Cotton ball or gauze

Sharps disposal container.

See “How should | dispose of used COSENTYX Sensoready Pen?” at the end
of this Instructions for Use.

Before your injection:

Figure C

Take the COSENTYX Sensoready Pen out of the refrigerator 15 to 30 minutes before injecting to allow it to reach room
temperature.

Step 1. Important safety checks before you inject (see Figure D):

Look through the viewing window. The liquid should be clear. Its color may
vary from colorless to slightly yellow.

Do not use if the liquid contains visible particles, is cloudy or is discolored.
You may see a small air bubble, which is normal.

Look at the expiration date (EXP) on your Sensoready Pen. Do not use your
COSENTYX Sensoready Pen if the expiration date has passed.

Contact your pharmacist if the COSENTYX Sensoready Pen fails any of these
checks.

Step 2. Choose your injection site:

The recommended site is the front of the thighs. You may also use the lower
abdomen, but not the area 2 inches around your navel (belly button) (see
Figure E).

Choose a different site each time you give yourself an injection.

Do not inject into areas where the skin is tender, bruised, red, scaly or hard,
or in an area of skin that is affected by psoriasis. Avoid areas with scars or
stretch marks.

If a caregiver or healthcare provider is giving you your injection, they may
also inject into your outer upper arm (see Figure F).

Figure D

Viewing window

Figure E

5

Figure F




Step 3. Cleaning your injection site: Figure G

e Wash your hands well with soap and water.

e Using a circular motion, clean the injection site with the alcohol wipe. Leave it
to dry before injecting (see Figure G).

¢ Do not touch the cleaned area again before injecting.

Your injection:

Step 4. Removing the cap: Figure H

e Only remove the cap when you are ready to use the COSENTYX Sensoready
Pen.

o Twist off the cap in the direction of the arrow (see Figure H).
o Throw away the cap. Do not try to re-attach the cap.

e Use the COSENTYX Sensoready Pen within 5 minutes of removing the cap.

Step 5. Holding your COSENTYX Sensoready Pen:

e Hold the COSENTYX Sensoready Pen at 90 degrees to the cleaned injection
site (see Figure I).

X

Correct Incorrect

Important: During the injection you will hear 2 loud clicks:
e The 15t click indicates that the injection has started.
e Several seconds later a 2" click will indicate that the injection is almost finished.

You must keep holding the COSENTYX Sensoready Pen firmly against your skin until you see a green indicator fill the
window and stop moving.

Step 6. Starting your injection: Figure J

e Press the COSENTYX Sensoready Pen firmly against the skin to start the
injection (see Figure J).

e The 15 click indicates the injection has started.
e Keep holding the COSENTYX Sensoready Pen firmly against your skin.

e The green indicator shows the progress of the injection.




Step 7. Completing your injection: Figure K

e Listen for the 29 click. This indicates the injection is almost complete.

e Check the green indicator fills the window and has stopped moving (see
Figure K).

e The COSENTYX Sensoready Pen can now be removed.

After your injection:

Step 8. Check the green indicator fills the window (see Figure L):

e This means the medicine has been delivered. Contact your healthcare
provider if the green indicator is not visible.

e There may be a small amount of blood at the injection site. You can press a
cotton ball or gauze over the injection site and hold it for 10 seconds. Do not
rub the injection site. You may cover the injection site with a small adhesive
bandage, if needed.

If your prescribed dose of COSENTYX is 300 mg, repeat steps 1 through 8
with a new COSENTYX Sensoready Pen.

How should | dispose of used COSENTYX Sensoready Pens?

Figure M
Step 9. Put your used Sensoready Pens in a FDA-cleared sharps disposal -
container right away after use (see Figure M). Do not throw away
(dispose of) Sensoready Pens in your household trash. —
If you do not have an FDA-cleared sharps disposal container, you may ' ’
use a household container that is:
0 made of a heavy-duty plastic,
0 can be closed with a tight-fitting, puncture-resistant lid, without
sharps being able to come out,

0 upright and stable during use,

0 leak-resistant, and
o properly labeled to warn of hazardous waste inside the container.

When your sharps disposal container is almost full, you will need to follow
your community guidelines for the right way to dispose of your sharps
disposal container. There may be state or local laws about how you
should throw away used needles, syringes, and Sensoready Pens. For
more information about safe sharps disposal, and for specific information
about sharps disposal in the state that you live in, go to the FDA'’s website
at: http://www.fda.gov/safesharpsdisposal.

This Instructions for Use has been approved by the U.S. Food and Drug Administration.

Manufactured by:

Novartis Pharmaceuticals Corporation
East Hanover, New Jersey 07936

US License Number 1244

Revised: January 2018



© Novartis
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ANNEX 1

SUMMARY OF PRODUCT CHARACTERISTICS



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

1. NAME OF THE MEDICINAL PRODUCT

Cosentyx 150 mg powder for solution for injection

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Each vial of powder contains 150 mg secukinumab*. After reconstitution, 1 ml of solution contains
150 mg secukinumab.

*Secukinumab is a recombinant fully human monoclonal antibody selective for interleukin-17A.
Secukinumab is of the IgG1/k-class produced in Chinese Hamster Ovary (CHO) cells.

For the full list of excipients, see section 6.1.

3.  PHARMACEUTICAL FORM
Powder for solution for injection

The powder is a white solid lyophilisate.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

Plaque psoriasis

Cosentyx is indicated for the treatment of moderate to severe plaque psoriasis in adults who are
candidates for systemic therapy.

Psoriatic arthritis

Cosentyx, alone or in combination with methotrexate (MTX), is indicated for the treatment of active
psoriatic arthritis in adult patients when the response to previous disease-modifying anti-rheumatic
drug (DMARD) therapy has been inadequate (see section 5.1).

Ankylosing spondylitis

Cosentyx is indicated for the treatment of active ankylosing spondylitis in adults who have responded
inadequately to conventional therapy.

4.2 Posology and method of administration

Cosentyx is intended for use under the guidance and supervision of a physician experienced in the
diagnosis and treatment of conditions for which Cosentyx is indicated.



Posology

Plague psoriasis

The recommended dose is 300 mg of secukinumab by subcutaneous injection with initial dosing at
Weeks 0, 1, 2, 3 and 4, followed by monthly maintenance dosing. Each 300 mg dose is given as two
subcutaneous injections of 150 mg.

Psoriatic arthritis

For patients with concomitant moderate to severe plaque psoriasis or who are anti-TNFa inadequate
responders (IR), the recommended dose is 300 mg by subcutaneous injection with initial dosing at
Weeks 0, 1, 2, 3 and 4, followed by monthly maintenance dosing. Each 300 mg dose is given as two
subcutaneous injections of 150 mg.

For other patients, the recommended dose is 150 mg by subcutaneous injection with initial dosing at
Weeks 0, 1, 2, 3 and 4, followed by monthly maintenance dosing. Based on clinical response, the dose
can be increased to 300 mg.

Ankylosing spondylitis
The recommended dose is 150 mg by subcutaneous injection with initial dosing at Weeks 0, 1, 2, 3
and 4, followed by monthly maintenance dosing.

For all of the above indications, available data suggest that a clinical response is usually achieved
within 16 weeks of treatment. Consideration should be given to discontinuing treatment in patients
who have shown no response by 16 weeks of treatment. Some patients with an initial partial response
may subsequently improve with continued treatment beyond 16 weeks.

Special populations

Elderly patients (aged 65 years and over)
No dose adjustment is required (see section 5.2).

Renal impairment / hepatic impairment
Cosentyx has not been studied in these patient populations. No dose recommendations can be made.

Paediatric population
The safety and efficacy of Cosentyx in children below the age of 18 years have not yet been
established. No data are available.

Method of administration

Cosentyx is to be administered by subcutaneous injection. If possible, areas of the skin that show
psoriasis should be avoided as injection sites. The powder for solution for injection must be
reconstituted before use. For instructions on reconstitution of the medicinal product before
administration, see section 6.6 and the Instructions for Use in the package leaflet.

4.3 Contraindications

Severe hypersensitivity reactions to the active substance or to any of the excipients listed in
section 6.1.

Clinically important, active infection (e.g. active tuberculosis; see section 4.4).



4.4 Special warnings and precautions for use
Infections

Cosentyx has the potential to increase the risk of infections. Serious infections have been observed in
patients receiving Cosentyx in the post-marketing setting. Caution should be exercised when
considering the use of Cosentyx in patients with a chronic infection or a history of recurrent infection.

Patients should be instructed to seek medical advice if signs or symptoms suggestive of an infection
occur. If a patient develops a serious infection, the patient should be closely monitored and Cosentyx
should not be administered until the infection resolves.

In clinical studies, infections have been observed in patients receiving Cosentyx (see section 4.8).
Most of these were mild or moderate upper respiratory tract infections such as nasopharyngitis and did
not require treatment discontinuation.

Related to the mechanism of action of Cosentyx, non-serious mucocutaneous candida infections were
more frequently reported for secukinumab than placebo in the psoriasis clinical studies (3.55 per

100 patient years for secukinumab 300 mg versus 1.00 per 100 patient years for placebo) (see

section 4.8).

No increased susceptibility to tuberculosis was reported from clinical studies. However, Cosentyx
should not be given to patients with active tuberculosis. Anti-tuberculosis therapy should be

considered prior to initiation of Cosentyx in patients with latent tuberculosis.

Inflammatory bowel disease

Cases of new or exacerbations of Crohn’s disease and ulcerative colitis have been reported. Caution
should be exercised when prescribing Cosentyx to patients with inflammatory bowel disease,
including Crohn’s disease and ulcerative colitis. Patients should be closely monitored.

Hypersensitivity reactions

In clinical studies, rare cases of anaphylactic reactions have been observed in patients receiving
Cosentyx. If an anaphylactic or other serious allergic reactions occur, administration of Cosentyx
should be discontinued immediately and appropriate therapy initiated.

Vaccinations
Live vaccines should not be given concurrently with Cosentyx.

Patients receiving Cosentyx may receive concurrent inactivated or non-live vaccinations. In a study,
after meningococcal and inactivated influenza vaccinations, a similar proportion of healthy volunteers
treated with 150 mg of secukinumab and those treated with placebo were able to mount an adequate
immune response of at least a 4-fold increase in antibody titres to meningococcal and influenza
vaccines. The data suggest that Cosentyx does not suppress the humoral immune response to the
meningococcal or influenza vaccines.

Concomitant immunosuppressive therapy

In psoriasis studies, the safety and efficacy of Cosentyx in combination with immunosuppressants,
including biologics, or phototherapy have not been evaluated (see also section 4.5).

4.5 Interaction with other medicinal products and other forms of interaction

Live vaccines should not be given concurrently with Cosentyx (see also section 4.4).



In a study in subjects with plaque psoriasis, no interaction was observed between secukinumab and
midazolam (CYP3A4 substrate).

No interaction was seen when Cosentyx was administered concomitantly with methotrexate (MTX)
and/or corticosteroids in arthritis studies (including in patients with psoriatic arthritis and ankylosing
spondylitis).

4.6 Fertility, pregnancy and lactation

Women of childbearing potential

Women of childbearing potential should use an effective method of contraception during treatment
and for at least 20 weeks after treatment.

Pregnancy

There are no adequate data from the use of secukinumab in pregnant women. Animal studies do not
indicate direct or indirect harmful effects with respect to pregnancy, embryonic/foetal development,
parturition or postnatal development (see section 5.3). As a precautionary measure, it is preferable to
avoid the use of Cosentyx in pregnancy.

Breast-feeding

It is not known whether secukinumab is excreted in human milk. Immunoglobulins are excreted in
human milk and it is not known if secukinumab is absorbed systemically after ingestion. Because of
the potential for adverse reactions in nursing infants from secukinumab, a decision on whether to
discontinue breast-feeding during treatment and up to 20 weeks after treatment or to discontinue
therapy with Cosentyx must be made taking into account the benefit of breast-feeding to the child and
the benefit of Cosentyx therapy to the woman.

Fertility

The effect of secukinumab on human fertility has not been evaluated. Animal studies do not indicate
direct or indirect harmful effects with respect to fertility (see section 5.3).

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

Summary of the safety profile

Over 11,900 patients have been treated with Cosentyx in blinded and open-label clinical studies in
various indications (plaque psoriasis, psoriatic arthritis, ankylosing spondylitis and other autoimmune
conditions), representing 20,995 patient years of exposure. Of these, over 7,100 patients were exposed
to Cosentyx for at least one year.

Adverse reactions in plaque psoriasis

Four placebo-controlled phase I1I studies in plaque psoriasis were pooled to evaluate the safety of
Cosentyx in comparison to placebo up to 12 weeks after treatment initiation. In total, 2,076 patients
were evaluated (692 patients on 150 mg, 690 patients on 300 mg and 694 patients on placebo).

The most frequently reported adverse drug reactions (ADRs) were upper respiratory tract infections
(most frequently nasopharyngitis, rhinitis). Most of the reactions were mild or moderate in severity.



Adverse reactions in psoriatic arthritis

In Cosentyx placebo-controlled psoriatic arthritis studies, there were 2,754 patients (1,871 patients on
Cosentyx and 883 patients on placebo) with a total exposure of 4,478 patient-years of study exposure
on Cosentyx. The safety profile observed in patients with psoriatic arthritis treated with Cosentyx is
consistent with the safety profile in psoriasis.

Adverse reactions in ankylosing spondylitis

Cosentyx was studied in two placebo-controlled ankylosing spondylitis studies with 590 patients
(394 patients on Cosentyx and 196 patients on placebo) for a total of 755 patient-years of study
exposure (median duration of exposure for secukinumab-treated patients: 469 days in AS Study 1 and
460 days in AS Study 2). The safety profile observed in patients with ankylosing spondylitis treated
with Cosentyx is consistent with the safety profile in psoriasis.

Tabulated list of adverse reactions

ADRs from psoriasis, psoriatic arthritis and ankylosing spondylitis clinical studies as well as from
post-marketing experience (Table 1) are listed by MedDRA system organ class. Within each system
organ class, the ADRs are ranked by frequency, with the most frequent reactions first. Within each
frequency grouping, adverse drug reactions are presented in order of decreasing seriousness. In
addition, the corresponding frequency category for each adverse drug reaction is based on the
following convention: very common (>1/10); common (>1/100 to <1/10); uncommon (>1/1,000 to
<1/100); rare (=1/10,000 to <1/1,000); very rare (<1/10,000); and not known (cannot be estimated
from the available data).

Table 1 List of adverse reactions in clinical studies” and post-marketing experience
System Organ Class | Frequency Adverse reaction
Infections and Very common | Upper respiratory tract infections
infestations Common Oral herpes
Uncommon Oral candidiasis
Tinea pedis
Otitis externa
Not known Mucosal and cutaneous candidiasis (including

oesophageal candidiasis)
Blood and lymphatic Uncommon Neutropenia
system disorders
Immune system Rare Anaphylactic reactions
disorders
Eye disorders Uncommon Conjunctivitis
Respiratory, thoracic Common Rhinorrhoea
and mediastinal
disorders
Gastrointestinal Common Diarrhoea
disorders
Skin and subcutaneous | Uncommon Urticaria
disorders

! Placebo-controlled clinical studies (phase I1I) in plaque psoriasis, PsA and AS patients exposed to
300 mg, 150 mg, 75 mg or placebo up to 12 weeks (psoriasis) or 16 weeks (PsA and AS) treatment
duration




Description of selected adverse reactions

Infections

In the placebo-controlled period of clinical studies in plaque psoriasis (a total of 1,382 patients treated
with Cosentyx and 694 patients treated with placebo for up to 12 weeks), infections were reported in
28.7% of patients treated with Cosentyx compared with 18.9% of patients treated with placebo. The
majority of infections consisted of non-serious and mild to moderate upper respiratory tract infections,
such as nasopharyngitis, which did not necessitate treatment discontinuation. There was an increase in
mucosal or cutaneous candidiasis, consistent with the mechanism of action, but the cases were mild or
moderate in severity, non-serious, responsive to standard treatment and did not necessitate treatment
discontinuation. Serious infections occurred in 0.14% of patients treated with Cosentyx and in 0.3% of
patients treated with placebo (see section 4.4).

Over the entire treatment period (a total of 3,430 patients treated with Cosentyx for up to 52 weeks for
the majority of patients), infections were reported in 47.5% of patients treated with Cosentyx (0.9 per

patient-year of follow-up). Serious infections were reported in 1.2% of patients treated with Cosentyx

(0.015 per patient-year of follow-up).

Infection rates observed in psoriatic arthritis and ankylosing spondylitis clinical studies were similar to
those observed in the psoriasis studies.

Neutropenia

In psoriasis phase 3 clinical studies, neutropenia was more frequently observed with secukinumab than
with placebo, but most cases were mild, transient and reversible. Neutropenia <1.0-0.5x10°/1 (CTCAE
Grade 3) was reported in 18 out of 3,430 (0.5%) patients on secukinumab, with no dose dependence
and no temporal relationship to infections in 15 out of 18 cases. There were no reported cases of more
severe neutropenia. Non-serious infections with usual response to standard care and not requiring
discontinuation of Cosentyx were reported in the remaining 3 cases.

The frequency of neutropenia in psoriatic arthritis and ankylosing spondylitis is similar to psoriasis.
Rare cases of neutropenia <0.5x10%/1 (CTCAE Grade 4) were reported.

Hypersensitivity reactions
In clinical studies, urticaria and rare cases of anaphylactic reaction to Cosentyx were observed (see
also section 4.4).

Immunogenicity

In psoriasis, psoriatic arthritis and ankylosing spondylitis clinical studies, less than 1% of patients
treated with Cosentyx developed antibodies to secukinumab up to 52 weeks of treatment. About half
of the treatment-emergent anti-drug antibodies were neutralising, but this was not associated with loss
of efficacy or pharmacokinetic abnormalities.

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

No cases of overdose have been reported in clinical studies.

Doses up to 30 mg/kg (approximately 2000 to 3000 mg) have been administered intravenously in
clinical studies without dose-limiting toxicity. In the event of overdose, it is recommended that the
patient be monitored for any signs or symptoms of adverse reactions and appropriate symptomatic
treatment be instituted immediately.

5.  PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Immunosuppressants, interleukin inhibitors, ATC code: LO4AC10

Mechanism of action

Secukinumab is a fully human IgG1/x monoclonal antibody that selectively binds to and neutralises
the proinflammatory cytokine interleukin-17A (IL-17A). Secukinumab works by targeting IL-17A and
inhibiting its interaction with the IL-17 receptor, which is expressed on various cell types including
keratinocytes. As a result, secukinumab inhibits the release of proinflammatory cytokines, chemokines
and mediators of tissue damage and reduces IL-17A-mediated contributions to autoimmune and
inflammatory diseases. Clinically relevant levels of secukinumab reach the skin and reduce local
inflammatory markers. As a direct consequence treatment with secukinumab reduces erythema,
induration and desquamation present in plaque psoriasis lesions.

IL-17A is a naturally occurring cytokine that is involved in normal inflammatory and immune
responses. IL-17A plays a key role in the pathogenesis of plaque psoriasis, psoriatic arthritis and
ankylosing spondylitis and is up-regulated in lesional skin in contrast to non-lesional skin of plaque
psoriasis patients and in synovial tissue of psoriatic arthritis patients. The frequency of
IL-17-producing cells was also significantly higher in the subchondral bone marrow of facet joints
from patients with ankylosing spondylitis.

Pharmacodynamic effects

Serum levels of total IL-17A (free and secukinumab-bound IL-17A) are initially increased in patients
receiving secukinumab. This is followed by a slow decrease due to reduced clearance of
secukinumab-bound IL-17A, indicating that secukinumab selectively captures free IL-17A, which
plays a key role in the pathogenesis of plaque psoriasis.

In a study with secukinumab, infiltrating epidermal neutrophils and various neutrophil-associated
markers that are increased in lesional skin of plaque psoriasis patients were significantly reduced after
one to two weeks of treatment.

Secukinumab has been shown to lower (within 1 to 2 weeks of treatment) levels of C-reactive protein,
which is a marker of inflammation.



Clinical efficacy and safety

Plague psoriasis

The safety and efficacy of Cosentyx were assessed in four randomised, double-blind,
placebo-controlled phase III studies in patients with moderate to severe plaque psoriasis who were
candidates for phototherapy or systemic therapy [ERASURE, FIXTURE, FEATURE, JUNCTURE].
The efficacy and safety of Cosentyx 150 mg and 300 mg were evaluated versus either placebo or
etanercept. In addition, one study assessed a chronic treatment regimen versus a “retreatment as
needed” regimen [SCULPTURE].

Of the 2,403 patients who were included in the placebo-controlled studies, 79% were biologic-naive,
45% were non-biologic failures and 8% were biologic failures (6% were anti-TNF failures, and 2%
were anti-p40 failures). Approximately 15 to 25% of patients in phase III studies had psoriatic arthritis
(PsA) at baseline.

Psoriasis Study 1 (ERASURE) evaluated 738 patients. Patients randomised to Cosentyx received

150 mg or 300 mg doses at Weeks 0, 1, 2, 3 and 4, followed by the same dose every month. Psoriasis
Study 2 (FIXTURE) evaluated 1,306 patients. Patients randomised to Cosentyx received 150 mg or
300 mg doses at Weeks 0, 1, 2, 3 and 4, followed by the same dose every month. Patients randomised
to etanercept received 50 mg doses twice per week for 12 weeks followed by 50 mg every week. In
both Study 1 and Study 2, patients randomised to receive placebo who were non-responders at

Week 12 then crossed over to receive Cosentyx (either 150 mg or 300 mg) at Weeks 12, 13, 14, and
15, followed by the same dose every month starting at Week 16. All patients were followed for up to
52 weeks following first administration of study treatment.

Psoriasis Study 3 (FEATURE) evaluated 177 patients using a pre-filled syringe compared with
placebo after 12 weeks of treatment to assess the safety, tolerability, and usability of Cosentyx
self-administration via the pre-filled syringe. Psoriasis Study 4 (JUNCTURE) evaluated 182 patients
using a pre-filled pen compared with placebo after 12 weeks of treatment to assess the safety,
tolerability, and usability of Cosentyx self-administration via the pre-filled pen. In both Study 3 and
Study 4, patients randomised to Cosentyx received 150 mg or 300 mg doses at Weeks 0, 1, 2, 3 and 4,
followed by the same dose every month. Patients were also randomised to receive placebo at Weeks 0,
1, 2, 3 and 4, followed by the same dose every month.

Psoriasis Study 5 (SCULPTURE) evaluated 966 patients. All patients received Cosentyx 150 mg or
300 mg doses at Weeks 0, 1, 2, 3, 4, 8 and 12 and then were randomised to receive either a
maintenance regimen of the same dose every month starting at Week 12 or a “retreatment as needed”
regimen of the same dose. Patients randomised to “retreatment as needed” did not achieve adequate
maintenance of response and therefore a fixed monthly maintenance regimen is recommended.

The co-primary endpoints in the placebo and active-controlled studies were the proportion of patients
who achieved a PASI 75 response and IGA mod 2011 “clear” or “almost clear” response versus
placebo at Week 12 (see Tables 2 and 3). The 300 mg dose provided improved skin clearance
particularly for “clear” or “almost clear” skin across the efficacy endpoints of PASI 90, PASI 100, and
IGA mod 2011 0 or 1 response across all studies with peak effects seen at Week 16, therefore this dose
is recommended.



Table 2 Summary of PASI 50/75/90/100 & IGA*mod 2011 “clear” or “almost clear” clinical
response in Psoriasis Studies 1, 3 and 4 (ERASURE, FEATURE and JUNCTURE)

Week 12 Week 16 Week 52
Placebo 150 mg 300 mg 150mg 300mg 150 mg 300 mg
Study 1
Number of patients 246 244 245 244 245 244 245
PASI 50 response n (%) 22 203 222 212 224 187 207
(8.9%)  (83.5%)  (90.6%)  (87.2%)  (91.4%)  (77%) (84.5%)
PASI 75 response n (%) 11 174 200 188 211 146 182
(4.5%)  (TL6%)** (81.6%)** (77.4%) (86.1%)  (60.1%)  (74.3%)
PASI 90 response n (%) 3(1.2%) 95 145 130 171 88 147
(39.1%)**  (59.2%)** (53.5%)  (69.8%)  (36.2%)  (60.0%)
PASI 100 response n (%) 2 (0.8%) 31 70 51 102 49 96
(12.8%) (28.6%) (21.0%) (41.6%) (20.2%) (39.2%)
IGA mod 2011 “clear” or 6 125 160 142 180 101 148

“almost clear” response  (240%)  (512%)** (653%)** (58.2%)  (73.5%)  (41.4%)  (60.4%)
n (%)

Study 3

Number of patients 59 59 58 - - - -

PASI 50 response n (%) 3 (5.1%) 51 51 - - - -
(86.4%)  (87.9%)

PASI 75 response n (%)  0(0.0%) 41 44 - - - -
(69.5%)**  (75.9%)**

PASI 90 response n (%)  0(0.0%) 27 35 - - - -
(458%)  (60.3%)

PASI 100 response n (%) 0(0.0%) 5 25 - - - -
(8.5%) (43.1%)

IGA mod 2011 “clear” or 0(0.0%) 31 40 - - - -

“almost clear” response (52.5%)**  (69.0%)**

n (%)

Study 4

Number of patients 61 60 60 - - - -

PASI 50 response n (%)  5(8.2%) 48 58 - - - -
(80.0%)  (96.7%)

PASI 75 response n (%)  2(3.3%) 43 52 - - - -
(T1.7%)**  (86.7%)**

PASI 90 response n (%)  0(0.0%) 24 33 - - - -
(40.0%)  (55.0%)

PASI 100 response n(%)  0(0.0%) 10 16 - - - -
(16.7%)  (26.7%)

IGA mod 2011 “clear” or 0(0.0%) 32 44 - - - -

“almost clear” response (53.3%)**  (73.3%)**

n (%)

* The IGA mod 2011 is a 5-category scale including “0 = clear”, “1 = almost clear”, “2 = mild”, “3 =
moderate” or “4 = severe”, indicating the physician’s overall assessment of the psoriasis severity focusing
on induration, erythema and scaling. Treatment success of “clear” or “almost clear” consisted of no signs of
psoriasis or normal to pink colouration of lesions, no thickening of the plaque and none to minimal focal
scaling.

** p values versus placebo and adjusted for multiplicity: p<0.0001.
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Table 3 Summary of clinical response on Psoriasis Study 2 (FIXTURE)

Week 12 Week 16 Week 52

Placebo 150 mg 300 mg Etanercept 150 mg 300 mg Etanercept 150 mg 300 mg Etanercept
Number of 324 327 323 323 327 323 323 327 323 323
patients
PASI 50 49 266 296 226 290 302 257 (79.6%) 249 274 234 (72.4%)
response (15.1%) (81.3%) (91.6%) (70.0%) (88.7%) (93.5%) (76.1%) (84.8%)
n (%)
PASI 75 16 219 249 142 247 280 189 (58.5%) 215 254 179 (55.4%)
response (4.9%) (67.0%) (77.1%) (44.0%) (75.5%) (86.7%) (65.7%) (78.6%)
n (%) sk skk
PASI 90 5(1.5%) 137 175 67 (20.7%) 176 234 101 (31.3%) 147 210 108 (33.4%)
response (41.9%) (54.2%) (53.8%) (72.4%) (45.0%) (65.0%)
n (%)
PASI 100 0 (0%) 47 78 14 (4.3%) 84 119 24 (7.4%) 65 117 32 (9.9%)
response (14.4%) (24.1%) (25.7%) (36.8%) (19.9%) (36.2%)
n (%)
IGA mod 9(2.8%) 167 202 88(27.2%) 200 244 127 (39.3%) 168 219 120 (37.2%)
2011 “clear” (51.1%) (62.5%) (61.2%) (75.5%) (51.4%) (67.8%)
or “almost *x **
clear”
response
n (%)

** p values versus etanercept: p=0.0250

In an additional psoriasis study (CLEAR) 676 patients were evaluated. Secukinumab 300 mg met the
primary and secondary endpoints by showing superiority to ustekinumab based on PASI 90 response
at Week 16 (primary endpoint), speed of onset of PASI 75 response at Week 4, and long-term PASI 90
response at Week 52. Greater efficacy of secukinumab compared to ustekinumab for the endpoints
PASI 75/90/100 and IGA mod 2011 0 or 1 response (“clear” or “almost clear”’) was observed early
and continued through to Week 52.

Table 4 Summary of clinical response on CLEAR Study

Week 4 Week 16 Week 52
Secukinumab  Ustekinumab*  Secukinumab  Ustekinumab* Secukinumab  Ustekinumab*
300 mg 300 mg 300 mg
Number of 334 335 334 335 334 335
patients
PASI 75 166 (49.7%)** 69 (20.6%) 311 (93.1%) 276 (82.4%) 306 (91.6%) 262 (78.2%)
response n (%)
PASI 90 70 (21.0%) 18 (5.4%) 264 (79.0%)** 192 (57.3%) 250 203 (60.6%)
response n (%) (74.9%)***
PASI 100 14 (4.2%) 3 (0.9%) 148 (44.3%) 95 (28.4%) 150 (44.9%) 123 (36.7%)
response n (%)
IGA mod 2011 128 (38.3%) 41 (12.2%) 278 (83.2%) 226 (67.5%) 261 (78.1%) 213 (63.6%)
“clear” or

“almost clear”
response n (%)

* Patients treated with secukinumab received 300 mg doses at Weeks 0, 1, 2, 3 and 4, followed by the same dose
every 4 weeks until Week 52. Patients treated with ustekinumab received 45 mg or 90 mg at Weeks 0 and 4, then

every 12 weeks until Week 52 (dosed by weight as per approved posology)

** p values versus ustekinumab: p<0.0001 for primary endpoint of PASI 90 at Week 16 and secondary endpoint of PASI 75
at Week 4

**% p values versus ustekinumab: p=0.0001 for secondary endpoint of PASI 90 at Week 52

Cosentyx was efficacious in systemic treatment-naive, biologic-naive, biologic/anti-TNF-exposed and
biologic/anti-TNF-failure patients. Improvements in PASI 75 in patients with concurrent psoriatic

arthritis at baseline were similar to those in the overall plaque psoriasis population.

Cosentyx was associated with a fast onset of efficacy with a 50% reduction in mean PASI by Week 3
for the 300 mg dose.
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Figure1  Time course of percentage change from baseline of mean PASI score in Study 1
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Specific locations/forms of plaque psoriasis

In two additional placebo-controlled studies, improvement was seen in both nail psoriasis
(TRANSFIGURE, 198 patients) and palmoplantar plaque psoriasis (GESTURE, 205 patients). In the
TRANSFIGURE Study, secukinumab was superior to placebo at Week 16 (46.1% for 300 mg, 38.4%
for 150 mg and 11.7% for placebo) as assessed by significant improvement from baseline in the Nail
Psoriasis Severity Index (NAPSI %) for patients with moderate to severe plaque psoriasis with nail
involvement. In the GESTURE Study, secukinumab was superior to placebo at Week 16 (33.3% for
300 mg, 22.1% for 150 mg, and 1.5% for placebo) as assessed by significant improvement of ppIGA 0
or 1 response (“clear” or “almost clear”) for patients with moderate to severe palmoplantar plaque
psoriasis.

A placebo-controlled study evaluated 102 patients with moderate to severe scalp psoriasis, defined as
having a Psoriasis Scalp Severity Index (PSSI) score of >12, an IGA mod 2011 scalp only score of 3
or greater and at least 30% of the scalp surface area affected. Secukinumab 300 mg was superior to
placebo at Week 12 as assessed by significant improvement from baseline in both the PSSI 90
response (52.9% versus 2.0%) and IGA mod 2011 0 or 1 scalp only response (56.9% versus 5.9%).
Improvement in both endpoints was sustained for secukinumab patients who continued treatment
through to Week 24.

Quality of life/patient-reported outcomes

Statistically significant improvements at Week 12 (Studies 1-4) from baseline compared to placebo
were demonstrated in the DLQI (Dermatology Life Quality Index). Mean decreases (improvements) in
DLQI from baseline ranged from -10.4 to -11.6 with secukinumab 300 mg, from -7.7 to -10.1 with
secukinumab 150 mg, versus -1.1 to -1.9 for placebo at Week 12. These improvements were
maintained for 52 weeks (Studies 1 and 2).

Forty percent of the participants in Studies 1 and 2 completed the Psoriasis Symptom Diary®. For the
participants completing the diary in each of these studies, statistically significant improvements at
Week 12 from baseline compared to placebo in patient-reported signs and symptoms of itching, pain
and scaling were demonstrated.

Statistically significant improvements at Week 4 from baseline in patients treated with secukinumab

compared to patients treated with ustekinumab (CLEAR) were demonstrated in the DLQI and these
improvements were maintained for up to 52 weeks.
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Statistically significant improvements in patient-reported signs and symptoms of itching, pain and
scaling at Week 16 and Week 52 (CLEAR) were demonstrated in the Psoriasis Symptom Diary® in
patients treated with secukinumab compared to patients treated with ustekinumab.

Statistically significant improvements (decreases) at Week 12 from baseline in the scalp psoriasis
study were demonstrated in patient reported signs and symptoms of scalp itching, pain and scaling
compared to placebo.

Psoriatic arthritis

The safety and efficacy of Cosentyx were assessed in 1,999 patients in three randomised,
double-blind, placebo-controlled phase III studies in patients with active psoriatic arthritis (=3 swollen
and >3 tender joints) despite non-steroidal anti-inflammatory drug (NSAID), corticosteroid or
disease-modifying anti-rheumatic drug (DMARD) therapy. Patients with each subtype of PsA were
enrolled in these studies, including polyarticular arthritis with no evidence of rheumatoid nodules,
spondylitis with peripheral arthritis, asymmetric peripheral arthritis, distal interphalangeal
involvement and arthritis mutilans. Patients in these studies had a diagnosis of PsA of at least five
years. The majority of patients also had active psoriasis skin lesions or a documented history of
psoriasis. Over 61% and 42% of the PsA patients had enthesitis and dactylitis at baseline, respectively.
For all studies, the primary endpoint was American College of Rheumatology (ACR) 20 response. For
Psoriatic Arthritis Study 1 (PsA Study 1) and Psoriatic Arthritis Study 2 (PsA Study 2), the primary
endpoint was at Week 24. For Psoriatic Arthritis Study 3 (PsA Study 3), the primary endpoint was at
Week 16 with the key secondary endpoint, the change from baseline in modified Total Sharp Score
(mTSS), at Week 24.

In PsA Study 1, PsA Study 2 and PsA Study 3, 29%, 35% and 30% of patients, respectively, were
previously treated with an anti-TNFa agent and discontinued the anti-TNFa agent for either lack of
efficacy or intolerance (anti-TNFa-IR patients).

PsA Study 1 (FUTURE 1) evaluated 606 patients, of whom 60.7% had concomitant MTX. Patients
randomised to Cosentyx received 10 mg/kg intravenously at Weeks 0, 2, and 4, followed by either

75 mg or 150 mg subcutaneously every month starting at Week 8. Patients randomised to placebo who
were non-responders at Week 16 (early rescue) and other placebo patients at Week 24 were crossed
over to receive Cosentyx (either 75 mg or 150 mg subcutaneously) followed by the same dose every
month.

PsA Study 2 (FUTURE 2) evaluated 397 patients, of whom 46.6% had concomitant MTX. Patients
randomised to Cosentyx received 75 mg, 150 mg or 300 mg subcutaneously at Weeks 0, 1, 2, 3 and 4,
followed by the same dose every month. Patients randomised to receive placebo who were
non-responders at Week 16 (early rescue) were crossed over to receive Cosentyx (either 150 mg or
300 mg subcutaneously) at Week 16 followed by the same dose every month. Patients randomised to
receive placebo who were responders at Week 16 were crossed over to receive Cosentyx (either

150 mg or 300 mg subcutaneously) at Week 24 followed by the same dose every month.

PsA Study 3 (FUTURE 5) evaluated 996 patients, of whom 50.1% had concomitant MTX. Patients
were randomised to receive Cosentyx 150 mg, 300 mg or placebo subcutaneously at Weeks 0, 1, 2, 3
and 4, followed by the same dose every month, or a once monthly injection of Cosentyx 150 mg
(without loading). Patients randomised to receive placebo who were non-responders at Week 16 (early
rescue) were then crossed over to receive Cosentyx (either 150 mg or 300 mg subcutaneously) at
Week 16 followed by the same dose every month. Patients randomised to receive placebo who were
responders at Week 16 were crossed over to receive Cosentyx (either 150 mg or 300 mg
subcutaneously) at Week 24 followed by the same dose every month.

Signs and symptoms

Treatment with Cosentyx resulted in significant improvement in measures of disease activity
compared to placebo at Weeks 16 and 24 (see Table 5).
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Table 5 Clinical response in PsA Study 2 and PsA Study 3 at Week 16 and Week 24
PsA Study 2 PsA Study 3
Placebo 150 mg! 300 mg! Placebo 150 mg! 300 mg!
Number of patients | 98 100 100 332 220 222
randomised
ACR20 response
n (%)
Week 16 18 60 57 91° 122° 139°
(18.4%)  (60.0%***)  (57.0%***) | (27.4%)  (55.5%***) (62.6%***)
Week 24 15° 51° 54° 78 117 141
(15.3%)  (51.0%***)  (54.0%***) | (23.5%)  (53.2%***) (63.5%***)
ACRS0 response
n (%)
Week 16 6 37 35 27 79 88
(6.1%) (37.0%***)  (35.0%***) | (8.1%) (35.9%%) (39.6%%*)
Week 24 7 35 35 29 86 97
(7.1%) (35.0%) (35.0%**) | (8.7%) (39.1%***)  (43.7%***)
ACR70 response
n (%)
Week 16 2 17 15 14 40 45
(2.0%) (17.0%**)  (15.0%**) | (4.2%) (18.2%***)  (20.3%***)
Week 24 1 21 20 13 53 57
(1.0%) (21.0%**)  (20.0%**) | (3.9%) (24.1%***)  (25.7%***)
DAS28-CRP
Week 16 -0.50 -1.45%%* -1.51%%* -0.63 -1.29* -1.49*
Week 24 -0.96 -1.58** -1.61%* -0.84 -1 57%** -1.68%**
Number of patients | 43 58 41 162 125 110
with >3% BSA (43.9%)  (58.0%) (41.0%) (48.8%)  (56.8%) (49.5%)
psoriasis skin
involvement at
baseline
PASI 75 response
n (%)
Week 16 3 33 27 20 75 77
(7.0%) (56.9%***)  (65.9%***) | (12.3%)  (60.0%%*) (70.0%%*)
Week 24 7 28 26 29 80 78
(16.3%)  (48.3%**)  (63.4%***) | (17.9%)  (64.0%***) (70.9%***)
PASI 90 response
n (%)
Week 16 3 22 18 15 46 59
(7.0%) (37.9%***)  (43.9%***) | (9.3%) (36.8%%) (53.6%%*)
Week 24 4 19 20 19 51 60
(9.3%) (32.8%**)  (48.8%***) | (11.7%)  (40.8%***) (54.5%***)
Dactylitis
resolution n (%) ¥
Week 16 10 21 26 40 46 54
(37%) (65.6%%) (56.5%) (32.3%)  (57.5%%) (65.9%%)
Week 24 4 16 26 42 51 52
(14.8%)  (50.0%**)  (56.5%**) | (33.9%) (63.8%***) (63.4%***)
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Enthesitis
resolution n (%) 1
Week 16 17 32 32 68 77 78
(26.2%)  (50.0%**)  (57.1%***) | (35.4%)  (54.6%%) (55.7%%)
Week 24 14 27 27 66 77 86
(21.5%)  (42.2%%) (48.2%**) | (34.4%)  (54.6%***) (61.4%***)

* p<0.05, ** p<0.01, *** p<0.001; versus placebo

All p-values are adjusted for multiplicity of testing based on pre-defined hierarchy at Week 24 for PsA
Study 2, except for ACR70, Dactylitis and Enthesitis, which were exploratory endpoints and all
endpoints at Week 16.

All p-values are adjusted for multiplicity of testing based on pre-defined hierarchy at Week 16 for PsA
Study 3, except for ACR70 which was an exploratory endpoint and all endpoints at Week 24.
Non-responder imputation used for missing binary endpoint.

ACR: American College of Rheumatology; PASI: Psoriasis Area and Severity Index; DAS: Disease
Activity Score; BSA: Body Surface Area

®Primary Endpoint

'Cosentyx 150 mg or 300 mg s.c. at Weeks 0, 1, 2, 3, and 4 followed by the same dose every month

+In patients with dactylitis at baseline (n=27, 32, 46, respectively for PsA Study 2 and n=124, 80, 82,
respectively for PsA Study 3)

tIn patients with enthesitis at baseline (n=65, 64, 56, respectively for PsA Study 2 and n=192, 141, 140,
respectively for PsA Study 3)

The onset of action of Cosentyx occurred as early as Week 2. Statistically significant difference in
ACR 20 versus placebo was reached at Week 3.

The percentage of patients achieving ACR 20 response by visit is shown in Figure 2.

Figure2  ACR20 response in PsA Study 2 over time up to Week 52
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Similar responses for primary and key secondary endpoints were seen in PsA patients regardless of
whether they were on concomitant MTX treatment or not. In PsA Study 2, at Week 24, Cosentyx-
treated patients with concomitant MTX use had a higher ACR 20 response (47.7% and 54.4% for
150 mg and 300 mg, respectively, compared to placebo 20.0%) and ACR 50 response (31.8% and
38.6% for 150 mg and 300 mg, respectively, compared to placebo 8.0%). Cosentyx-treated patients
without concomitant MTX use had a higher ACR 20 response (53.6% and 53.6% for 150 mg and
300 mg, respectively, compared to placebo 10.4%) and ACR 50 response (37.5% and 32.1% for
150 mg and 300 mg, respectively, compared to placebo 6.3%).

In PsA Study 2, both anti-TNFa-naive and anti-TNFa-IR Cosentyx-treated patients had a significantly
higher ACR 20 response compared to placebo at Week 24, with a slightly higher response in the
anti-TNFa-naive group (anti-TNFa-naive: 64% and 58% for 150 mg and 300 mg, respectively,
compared to placebo 15.9%; anti-TNFa-IR: 30% and 46% for 150 mg and 300 mg, respectively,
compared to placebo 14.3%). In the anti-TNFa-IR patients subgroup, only the 300 mg dose showed
significantly higher response rate for ACR 20 compared to placebo (p<0.05) and demonstrated clinical
meaningful benefit over 150 mg on multiple secondary endpoints. Improvements in the PASI 75
response were seen in both subgroups and the 300 mg dose showed statistically significant benefit in
the anti-TNFa-IR patients.

The number of PsA patients with axial involvement was too small to allow meaningful assessment.

Improvements were shown in all components of the ACR scores, including patient assessment of pain.
In PsA Study 2, the proportion of patients achieving a modified PsA Response Criteria (PsARC)
response was greater in the Cosentyx-treated patients (59.0% and 61.0% for 150 mg and 300 mg,
respectively) compared to placebo (26.5%) at Week 24.

In PsA Study 1 and PsA Study 2, efficacy was maintained up to Week 104. In PsA Study 2, among
200 patients initially randomised to Cosentyx 150 mg and 300 mg, 178 (89%) patients were still on
treatment at Week 52. Of the 100 patients randomised to Cosentyx 150 mg, 64, 39 and 20 had an
ACR 20/50/70 response, respectively. Of the 100 patients randomised to Cosentyx 300 mg, 64, 44 and
24 had an ACR 20/50/70 response, respectively.

Radiographic response

In PsA Study 3, inhibition of progression of structural damage was assessed radiographically and
expressed by the modified Total Sharp Score (mTSS) and its components, the Erosion Score (ES) and
the Joint Space Narrowing Score (JSN). Radiographs of hands, wrists, and feet were obtained at
baseline, Week 16 and/or Week 24 and scored independently by at least two readers who were blinded
to treatment group and visit number. Cosentyx 150 mg and 300 mg treatment significantly inhibited
the rate of progression of peripheral joint damage compared with placebo treatment as measured by
change from baseline in mTSS at Week 24 (Table 6).

Inhibition of progression of structural damage was also assessed in PsA Study 1 at Weeks 24 and 52,
compared to baseline. Week 24 data are presented in Table 6.
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Table 6

Change in modified Total Sharp Score in psoriatic arthritis

PsA Study 3 PsA Study 1

Placebo  Cosentyx 150 mg! Cosentyx 300 mg' | Placebo  Cosentyx 150 mg>
n=296 n=213 n=217 n=179 n=185

Total score

Baseline 15.0 13.5 12.9 28.4 22.3

(SD) (382)  (25.6) (23.8) (63.5)  (48.0)

Mean 0.50 0.13* 0.02* 0.57 0.13*

change at

Week 24

*p<0.05 based on nominal, but non adjusted, p-value
!Cosentyx 150 mg or 300 mg s.c. at Weeks 0, 1, 2, 3, and 4 followed by the same dose every month
10 mg/kg at Weeks 0, 2 and 4 followed by subcutaneous doses of 75 mg or 150 mg

In PsA Study 1, inhibition of structural damage was maintained with Cosentyx treatment up to
Week 52.

In PsA Study 3, the percentage of patients with no disease progression (defined as a change from
baseline in mTSS of <0.5) from randomisation to Week 24 was 80.3%, 88.5% and 73.6% for
secukinumab 150 mg, 300 mg and placebo, respectively. An effect of inhibition of structural damage
was observed in anti-TNFa-naive and anti-TNFa-IR patients and in patients treated with and without
concomitant MTX.

In PsA Study 1, the percentage of patients with no disease progression (defined as a change from
baseline in mTSS of <0.5) from randomisation to Week 24 was 82.3% in secukinumab 10 mg/kg
intravenous load — 150 mg subcutaneous maintenance and 75.7% in placebo. The percentage of
patients with no disease progression from Week 24 to Week 52 for secukinumab 10 mg/kg
intravenous load — followed by 150 mg subcutaneous maintenance and for placebo patients who
switched to 75 mg or 150 mg subcutaneous every 4 weeks at Week 16 or Week 24 was 85.7% and
86.8%, respectively.

Physical function and health-related quality of life

In PsA Study 2 and PsA Study 3, patients treated with Cosentyx 150 mg (p=0.0555 and p<0.0001) and
300 mg (p=0.0040 and p<0.0001) showed improvement in physical function compared to patients
treated with placebo as assessed by Health Assessment Questionnaire-Disability Index (HAQ-DI) at
Week 24 and Week 16, respectively. Improvements in HAQ-DI scores were seen regardless of
previous anti-TNFa exposure. Similar responses were seen in PsA Study 1.

Cosentyx-treated patients reported significant improvements in health-related quality of life as
measured by the Short Form-36 Health Survey Physical Component Summary (SF-36 PCS) score
(p<0.001). There were also statistically significant improvements demonstrated in exploratory
endpoints assessed by the Functional Assessment of Chronic Illness Therapy — Fatigue (FACIT-F)
scores for 150 mg and 300 mg compared to placebo (7.97, 5.97 versus 1.63, respectively) and these
improvements were maintained up to Week 104 in PsA Study 2.

Similar responses were seen in PsA Study 1 and efficacy was maintained up to Week 52.

Ankylosing spondylitis

The safety and efficacy of Cosentyx were assessed in 590 patients in two randomised, double-blind,
placebo-controlled phase III studies in patients with active ankylosing spondylitis (AS) with a Bath
Ankylosing Spondylitis Disease Activity Index (BASDAI) >4 despite non-steroidal anti-inflammatory
drug (NSAID), corticosteroid or disease-modifying anti-rheumatic drug (DMARD) therapy. Patients
in these studies had a diagnosis of AS for a median of 2.7 to 5.8 years. For both studies, the primary
endpoint was at least a 20% improvement in Assessment of Spondyloarthritis International Society
(ASAS 20) criteria at Week 16.
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In Ankylosing Spondylitis Study 1 (AS Study 1) and Ankylosing Spondylitis Study 2 (AS Study 2)
27.0% and 38.8% of patients, respectively, were previously treated with an anti-TNFa agent and
discontinued the anti-TNFa agent for either lack of efficacy or intolerance (anti-TNFa-IR patients).

AS Study 1 (MEASURE 1) evaluated 371 patients, of whom 14.8% and 33.4% used concomitant
MTX or sulfasalazine, respectively. Patients randomised to Cosentyx received 10 mg/kg intravenously
at Weeks 0, 2, and 4, followed by either 75 mg or 150 mg subcutaneously every month starting at
Week 8. Patients randomised to placebo who were non-responders at Week 16 (early rescue) and all
other placebo patients at Week 24 were crossed over to receive Cosentyx (either 75 mg or 150 mg
subcutaneously), followed by the same dose every month.

AS Study 2 (MEASURE 2) evaluated 219 patients, of whom 11.9% and 14.2% used concomitant
MTX or sulfasalazine, respectively. Patients randomised to Cosentyx received 75 mg or 150 mg
subcutaneously at Weeks 0, 1, 2, 3 and 4, followed by the same dose every month. At Week 16,
patients who were randomised to placebo at baseline were re-randomised to receive Cosentyx (either
75 mg or 150 mg subcutaneously) every month.

Signs and symptoms
In AS Study 2, treatment with Cosentyx 150 mg resulted in greater improvement in measures of

disease activity compared with placebo at Week 16 (see Table 7).

Table 7 Clinical response in AS Study 2 at Week 16

Placebo 75 mg 150 mg
Outcome (p-value versus placebo) (n=174) (n=173) (n=172)
ASAS 20 response, % 28.4 41.1 61.1%**
ASAS 40 response, % 10.8 26.0 36.1%**
hsCRP, (post-BSL/BSL ratio) 1.13 0.61 0.55%**
ASAS 5/6, % 8.1 34.2 43.1%%*
ASAS partial remission, % 4.1 15.1 13.9
BASDALI 50, % 10.8 24.7* 30.6%*
ASDAS-CRP major improvement 4.1 15.1% 25.0%**

* p<0.05, ** p<0.01, *** p<0.001; versus placebo

All p-values adjusted for multiplicity of testing based on pre-defined hierarchy, except BASDAI 50
and ASDAS-CRP

Non-responder imputation used for missing binary endpoint

ASAS: Assessment of SpondyloArthritis International Society Criteria; BASDAI: Bath Ankylosing
Spondylitis Disease Activity Index; hsCRP: high-sensitivity C-reactive protein; ASDAS: Ankylosing
Spondylitis Disease Activity Score; BSL: baseline

The onset of action of Cosentyx 150 mg occurred as early as Week 1 for ASAS 20 and Week 2 for
ASAS 40 (superior to placebo) in AS Study 2.

ASAS 20 responses were improved at Week 16 in both anti-TNFa-naive patients (68.2% versus

31.1%; p<0.05) and anti-TNFo-IR patients (50.0% versus 24.1%; p<0.05) for Cosentyx 150 mg
compared with placebo, respectively.
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In both AS studies, Cosentyx-treated patients (150 mg in AS Study 2 and both regimens in AS
Study 1) demonstrated significantly improved signs and symptoms at Week 16, with comparable
magnitude of response and efficacy maintained up to Week 52 in both anti-TNFa-naive and
anti-TNFa-IR patients. In AS Study 2, among 72 patients initially randomised to Cosentyx 150 mg,
61 (84.7%) patients were still on treatment at Week 52. Of the 72 patients randomised to Cosentyx
150 mg, 45 and 35 had an ASAS 20/40 response, respectively.

Spinal mobility

Patients treated with Cosentyx 150 mg showed improvements in spinal mobility as measured by
change from baseline in BASMI at Week 16 for both AS Study 1 (-0.40 versus -0.12 for placebo;
p=0.0114) and AS Study 2 (-0.51 versus -0.22 for placebo; p=0.0533). These improvements were
sustained up to Week 52.

Physical function and health-related quality of life

In AS Study 1 and Study 2, patients treated with Cosentyx 150 mg showed improvements in health-
related quality of life as measured by AS Quality of Life Questionnaire (ASQoL) (p=0.001) and SF-36
Physical Component Summary (SF-36PCS) (p<0.001). Patients treated with Cosentyx 150 mg also
showed statistically significant improvements on exploratory endpoints in physical function as
assessed by the Bath Ankylosing Spondylitis Functional Index (BASFI) compared to placebo (-2.15
versus -0.68), and in fatigue as assessed by the Functional Assessment of Chronic Illness Therapy-
Fatigue (FACIT-Fatigue) scale compared to placebo (8.10 versus 3.30). These improvements were
sustained up to Week 52.

Paediatric population

The European Medicines Agency has waived the obligation to submit the results of studies with
Cosentyx in plaque psoriasis in paediatric patients aged from birth to less than 6 years and in chronic
idiopathic arthritis for paediatric patients aged from birth to less than 2 years (see section 4.2 for
information on paediatric use).

The European Medicines Agency has deferred the obligation to submit the results of studies with
Cosentyx in plaque psoriasis in paediatric patients aged from 6 years to less than 18 years and in
chronic idiopathic arthritis for paediatric patients aged from 2 years to less than 18 years (see
section 4.2 for information on paediatric use).

5.2 Pharmacokinetic properties

Plaque psoriasis

Absorption
Following a single subcutaneous dose of 300 mg as a liquid formulation in healthy volunteers,

secukinumab reached peak serum concentrations of 43.2+10.4 ug/ml between 2 and 14 days post dose.

Based on population pharmacokinetic analysis, following a single subcutaneous dose of either 150 mg
or 300 mg in plaque psoriasis patients, secukinumab reached peak serum concentrations of
13.7+£4.8 pg/ml or 27.3+£9.5 pg/ml, respectively, between 5 and 6 days post dose.

After initial weekly dosing during the first month, time to reach the maximum concentration was
between 31 and 34 days based on population pharmacokinetic analysis.

On the basis of simulated data, peak concentrations at steady-state (Cmaxss) following subcutaneous
administration of 150 mg or 300 mg were 27.6 ug/ml and 55.2 pg/ml, respectively. Population
pharmacokinetic analysis suggests that steady-state is reached after 20 weeks with monthly dosing
regimens.

19



Compared with exposure after a single dose, the population pharmacokinetic analysis showed that
patients exhibited a 2-fold increase in peak serum concentrations and area under the curve (AUC)
following repeated monthly dosing during maintenance.

Population pharmacokinetic analysis showed that secukinumab was absorbed with an average absolute
bioavailability of 73% in patients with plaque psoriasis. Across studies, absolute bioavailabilities in
the range between 60 and 77% were calculated.

Distribution

The mean volume of distribution during the terminal phase (V) following single intravenous
administration ranged from 7.10 to 8.60 litres in plaque psoriasis patients, suggesting that
secukinumab undergoes limited distribution to peripheral compartments.

Biotransformation
The majority of IgG elimination occurs via intracellular catabolism, following fluid-phase or receptor
mediated endocytosis.

Elimination

Mean systemic clearance (CL) following a single intravenous administration to patients with plaque
psoriasis ranged from 0.13 to 0.36 1/day. In a population pharmacokinetic analysis, the mean systemic
clearance (CL) was 0.19 I/day in plaque psoriasis patients. The CL was not impacted by gender.
Clearance was dose- and time-independent.

The mean elimination half-life, as estimated from population pharmacokinetic analysis, was 27 days in
plaque psoriasis patients, ranging from 18 to 46 days across psoriasis studies with intravenous
administration.

Linearity/non-linearity

The single and multiple dose pharmacokinetics of secukinumab in plaque psoriasis patients were
determined in several studies with intravenous doses ranging from 1x 0.3 mg/kg to 3x 10 mg/kg and
with subcutaneous doses ranging from 1x 25 mg to multiple doses of 300 mg. Exposure was dose
proportional across all dosing regimens.

Psoriatic arthritis

The pharmacokinetic properties of secukinumab observed in psoriatic arthritis patients were similar to
those displayed in plaque psoriasis patients. The bioavailability of secukinumab in PsA patients was
85% on the basis of the population pharmacokinetic model.

Ankylosing spondylitis

The pharmacokinetic properties of secukinumab observed in ankylosing spondylitis patients were
similar to those displayed in plaque psoriasis patients.

Special populations

Elderly patients
Of the 3,430 plaque psoriasis patients exposed to Cosentyx in clinical studies, a total of 230 patients

were 65 years of age or older and 32 patients were 75 years of age or older.

Of the 2,536 psoriatic arthritis patients exposed to Cosentyx in clinical studies, a total of 236 patients
were 65 years of age or older and 25 patients were 75 years of age or older.

Of the 571 ankylosing spondylitis patients exposed to Cosentyx in clinical studies, a total of
24 patients were 65 years of age or older and 3 patients were 75 years of age or older.
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Based on population pharmacokinetic analysis with a limited number of elderly patients (n=71 for age
>65 years and n=7 for age >75 years), clearance in elderly patients and patients less than 65 years of
age was similar.

Patients with renal or hepatic impairment

No pharmacokinetic data are available in patients with renal or hepatic impairment. The renal
elimination of intact Cosentyx, an [gG monoclonal antibody, is expected to be low and of minor
importance. IgGs are mainly eliminated via catabolism and hepatic impairment is not expected to
influence clearance of Cosentyx.

Effect of weight on pharmacokinetics
Secukinumab clearance and volume of distribution increase as body weight increases.

5.3  Preclinical safety data

Non-clinical data revealed no special risks for humans based on tissue cross-reactivity testing, safety
pharmacology, repeated dose and reproductive toxicity studies performed with secukinumab or a
murine anti-murine IL-17A antibody.

Since secukinumab binds to cynomolgus monkey and human IL-17A, its safety was studied in the
cynomolgus monkey. No undesirable effects of secukinumab were seen following subcutaneous
administration to cynomolgus monkeys for up to 13 weeks and intravenous administration up to

26 weeks (including pharmacokinetic, pharmacodynamic, immunogenicity and immunotoxicity (e.g.
T-cell dependent antibody response and NK cell activity) evaluations). The average serum
concentrations observed in monkeys after 13 weekly subcutaneous doses of 150 mg/kg were
considerably higher than the predicted average serum concentration expected in psoriatic patients at
the highest clinical dose. Antibodies to secukinumab were detected in only one of the exposed
animals. No non-specific tissue cross-reactivity was observed when secukinumab was applied to
normal human tissue.

Animal studies have not been conducted to evaluate the carcinogenic potential of secukinumab.

In an embryofoetal development study in cynomolgus monkeys, secukinumab showed no maternal
toxicity, embryotoxicity or teratogenicity when administered throughout organogenesis and late
gestation.

No undesirable effects of a murine anti-murine IL-17A antibody were seen in fertility and early
embryonic development and pre-and postnatal development studies in mice. The high dose used in
these studies was in excess of the maximum effective dose in terms of IL-17A suppression and activity
(see section 4.6).

6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Sucrose

L-histidine

L-histidine hydrochloride monohydrate

Polysorbate 80

6.2 Incompatibilities

This medicinal product must not be mixed with other medicinal products except those mentioned in
section 6.6.
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6.3  Shelf life
3 years

After reconstitution

Chemical and physical in-use stability has been demonstrated for 24 hours at 2°C to 8°C.

From a microbiological point of view, unless the method of reconstitution precludes the risk of
microbial contamination, the product should be used immediately.

If not used immediately, in-use storage times and conditions are the responsibility of the user.
6.4 Special precautions for storage

Store in a refrigerator (2°C - §°C).
For storage conditions after reconstitution of the medicinal product, see section 6.3

6.5 Nature and contents of container

Cosentyx is supplied in a colourless glass vial with a grey coated rubber stopper and aluminium cap
with a white flip-off component containing 150 mg of secukinumab.

Cosentyx is available in packs containing one vial.

6.6  Special precautions for disposal and other handling

The single-use vial contains 150 mg secukinumab for reconstitution with sterile water for injections.
The resulting solution should be clear and colourless to slightly yellow. Do not use if the lyophilised
powder has not fully dissolved or if the liquid contains easily visible particles, is cloudy or is distinctly
brown. Detailed instructions for use are provided in the package leaflet.

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

7. MARKETING AUTHORISATION HOLDER

Novartis Europharm Limited

Vista Building

Elm Park, Merrion Road

Dublin 4

Ireland

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/14/980/001
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9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

15.01.2015

10. DATE OF REVISION OF THE TEXT

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

23



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

1. NAME OF THE MEDICINAL PRODUCT

Cosentyx 150 mg solution for injection in pre-filled syringe

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each pre-filled syringe contains 150 mg secukinumab® in 1 ml.

*Secukinumab is a recombinant fully human monoclonal antibody selective for interleukin-17A.
Secukinumab is of the IgG1/k-class produced in Chinese Hamster Ovary (CHO) cells.

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Solution for injection in pre-filled syringe (injection)

The solution is clear and colourless to slightly yellow.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

Plaque psoriasis

Cosentyx is indicated for the treatment of moderate to severe plaque psoriasis in adults who are
candidates for systemic therapy.

Psoriatic arthritis

Cosentyx, alone or in combination with methotrexate (MTX), is indicated for the treatment of active
psoriatic arthritis in adult patients when the response to previous disease-modifying anti-rheumatic
drug (DMARD) therapy has been inadequate (see section 5.1).

Ankylosing spondylitis

Cosentyx is indicated for the treatment of active ankylosing spondylitis in adults who have responded
inadequately to conventional therapy.

4.2 Posology and method of administration

Cosentyx is intended for use under the guidance and supervision of a physician experienced in the
diagnosis and treatment of conditions for which Cosentyx is indicated.
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Posology

Plague psoriasis

The recommended dose is 300 mg of secukinumab by subcutaneous injection with initial dosing at
Weeks 0, 1, 2, 3 and 4, followed by monthly maintenance dosing. Each 300 mg dose is given as two
subcutaneous injections of 150 mg.

Psoriatic arthritis

For patients with concomitant moderate to severe plaque psoriasis or who are anti-TNFa inadequate
responders (IR), the recommended dose is 300 mg by subcutaneous injection with initial dosing at
Weeks 0, 1, 2, 3 and 4, followed by monthly maintenance dosing. Each 300 mg dose is given as two
subcutaneous injections of 150 mg.

For other patients, the recommended dose is 150 mg by subcutaneous injection with initial dosing at
Weeks 0, 1, 2, 3 and 4, followed by monthly maintenance dosing. Based on clinical response, the dose
can be increased to 300 mg.

Ankylosing spondylitis
The recommended dose is 150 mg by subcutaneous injection with initial dosing at Weeks 0, 1, 2, 3
and 4, followed by monthly maintenance dosing.

For all of the above indications, available data suggest that a clinical response is usually achieved
within 16 weeks of treatment. Consideration should be given to discontinuing treatment in patients
who have shown no response by 16 weeks of treatment. Some patients with an initial partial response
may subsequently improve with continued treatment beyond 16 weeks.

Special populations

Elderly patients (aged 65 years and over)
No dose adjustment is required (see section 5.2).

Renal impairment / hepatic impairment
Cosentyx has not been studied in these patient populations. No dose recommendations can be made.

Paediatric population
The safety and efficacy of Cosentyx in children below the age of 18 years have not yet been
established. No data are available.

Method of administration

Cosentyx is to be administered by subcutaneous injection. If possible, areas of the skin that show
psoriasis should be avoided as injection sites.

After proper training in subcutaneous injection technique, patients may self-inject Cosentyx if a
physician determines that this is appropriate. However, the physician should ensure appropriate
follow-up of patients. Patients should be instructed to inject the full amount of Cosentyx according to
the instructions provided in the package leaflet. Comprehensive instructions for administration are
given in the package leaflet.

4.3 Contraindications

Severe hypersensitivity reactions to the active substance or to any of the excipients listed in
section 6.1.

Clinically important, active infection (e.g. active tuberculosis; see section 4.4).
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4.4 Special warnings and precautions for use
Infections

Cosentyx has the potential to increase the risk of infections. Serious infections have been observed in
patients receiving Cosentyx in the post-marketing setting. Caution should be exercised when
considering the use of Cosentyx in patients with a chronic infection or a history of recurrent infection.

Patients should be instructed to seek medical advice if signs or symptoms suggestive of an infection
occur. If a patient develops a serious infection, the patient should be closely monitored and Cosentyx
should not be administered until the infection resolves.

In clinical studies, infections have been observed in patients receiving Cosentyx (see section 4.8).
Most of these were mild or moderate upper respiratory tract infections such as nasopharyngitis and did
not require treatment discontinuation.

Related to the mechanism of action of Cosentyx, non-serious mucocutaneous candida infections were
more frequently reported for secukinumab than placebo in the psoriasis clinical studies (3.55 per

100 patient years for secukinumab 300 mg versus 1.00 per 100 patient years for placebo) (see

section 4.8).

No increased susceptibility to tuberculosis was reported from clinical studies. However, Cosentyx
should not be given to patients with active tuberculosis. Anti-tuberculosis therapy should be

considered prior to initiation of Cosentyx in patients with latent tuberculosis.

Inflammatory bowel disease

Cases of new or exacerbations of Crohn’s disease and ulcerative colitis have been reported. Caution
should be exercised when prescribing Cosentyx to patients with inflammatory bowel disease,
including Crohn’s disease and ulcerative colitis. Patients should be closely monitored.

Hypersensitivity reactions

In clinical studies, rare cases of anaphylactic reactions have been observed in patients receiving
Cosentyx. If an anaphylactic or other serious allergic reactions occur, administration of Cosentyx
should be discontinued immediately and appropriate therapy initiated.

Latex-sensitive individuals

The removable needle cap of the Cosentyx pre-filled syringe contains a derivative of natural rubber
latex. No natural rubber latex has to date been detected in the removable needle cap. Nevertheless, the
use of Cosentyx pre-filled syringes in latex-sensitive individuals has not been studied and there is
therefore a potential risk of hypersensitivity reactions which cannot be completely ruled out.

Vaccinations
Live vaccines should not be given concurrently with Cosentyx.

Patients receiving Cosentyx may receive concurrent inactivated or non-live vaccinations. In a study,
after meningococcal and inactivated influenza vaccinations, a similar proportion of healthy volunteers
treated with 150 mg of secukinumab and those treated with placebo were able to mount an adequate
immune response of at least a 4-fold increase in antibody titres to meningococcal and influenza
vaccines. The data suggest that Cosentyx does not suppress the humoral immune response to the
meningococcal or influenza vaccines.
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Concomitant immunosuppressive therapy

In psoriasis studies, the safety and efficacy of Cosentyx in combination with immunosuppressants,
including biologics, or phototherapy have not been evaluated (see also section 4.5).

4.5 Interaction with other medicinal products and other forms of interaction
Live vaccines should not be given concurrently with Cosentyx (see also section 4.4).

In a study in subjects with plaque psoriasis, no interaction was observed between secukinumab and
midazolam (CYP3A4 substrate).

No interaction was seen when Cosentyx was administered concomitantly with methotrexate (MTX)
and/or corticosteroids in arthritis studies (including in patients with psoriatic arthritis and ankylosing
spondylitis).

4.6 Fertility, pregnancy and lactation

Women of childbearing potential

Women of childbearing potential should use an effective method of contraception during treatment
and for at least 20 weeks after treatment.

Pregnancy

There are no adequate data from the use of secukinumab in pregnant women. Animal studies do not
indicate direct or indirect harmful effects with respect to pregnancy, embryonic/foetal development,
parturition or postnatal development (see section 5.3). As a precautionary measure, it is preferable to
avoid the use of Cosentyx in pregnancy.

Breast-feeding

It is not known whether secukinumab is excreted in human milk. Immunoglobulins are excreted in
human milk and it is not known if secukinumab is absorbed systemically after ingestion. Because of
the potential for adverse reactions in nursing infants from secukinumab, a decision on whether to
discontinue breast-feeding during treatment and up to 20 weeks after treatment or to discontinue
therapy with Cosentyx must be made taking into account the benefit of breast-feeding to the child and
the benefit of Cosentyx therapy to the woman.

Fertility

The effect of secukinumab on human fertility has not been evaluated. Animal studies do not indicate
direct or indirect harmful effects with respect to fertility (see section 5.3).

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

Summary of the safety profile

Over 11,900 patients have been treated with Cosentyx in blinded and open-label clinical studies in
various indications (plaque psoriasis, psoriatic arthritis, ankylosing spondylitis and other autoimmune
conditions), representing 20,995 patient years of exposure. Of these, over 7,100 patients were exposed
to Cosentyx for at least one year.

27



Adverse reactions in plague psoriasis

Four placebo-controlled phase I1I studies in plaque psoriasis were pooled to evaluate the safety of
Cosentyx in comparison to placebo up to 12 weeks after treatment initiation. In total, 2,076 patients
were evaluated (692 patients on 150 mg, 690 patients on 300 mg and 694 patients on placebo).

The most frequently reported adverse drug reactions (ADRs) were upper respiratory tract infections
(most frequently nasopharyngitis, rhinitis). Most of the reactions were mild or moderate in severity.

Adverse reactions in psoriatic arthritis

In Cosentyx placebo-controlled psoriatic arthritis studies, there were 2,754 patients (1,871 patients on
Cosentyx and 883 patients on placebo) with a total exposure of 4,478 patient-years of study exposure
on Cosentyx. The safety profile observed in patients with psoriatic arthritis treated with Cosentyx is
consistent with the safety profile in psoriasis.

Adverse reactions in ankylosing spondylitis

Cosentyx was studied in two placebo-controlled ankylosing spondylitis studies with 590 patients
(394 patients on Cosentyx and 196 patients on placebo) for a total of 755 patient-years of study
exposure (median duration of exposure for secukinumab-treated patients: 469 days in AS Study 1 and
460 days in AS Study 2). The safety profile observed in patients with ankylosing spondylitis treated
with Cosentyx is consistent with the safety profile in psoriasis.

Tabulated list of adverse reactions

ADRs from psoriasis, psoriatic arthritis and ankylosing spondylitis clinical studies as well as from
post-marketing experience (Table 1) are listed by MedDRA system organ class. Within each system
organ class, the ADRs are ranked by frequency, with the most frequent reactions first. Within each
frequency grouping, adverse drug reactions are presented in order of decreasing seriousness. In
addition, the corresponding frequency category for each adverse drug reaction is based on the
following convention: very common (>1/10); common (>1/100 to <1/10); uncommon (>1/1,000 to
<1/100); rare (=1/10,000 to <1/1,000); very rare (<1/10,000); and not known (cannot be estimated
from the available data).
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Table 1 List of adverse reactions in clinical studies” and post-marketing experience

System Organ Class | Frequency Adverse reaction
Infections and Very common | Upper respiratory tract infections
infestations Common Oral herpes
Uncommon Oral candidiasis
Tinea pedis
Otitis externa
Not known Mucosal and cutaneous candidiasis (including

oesophageal candidiasis)
Blood and lymphatic Uncommon Neutropenia
system disorders
Immune system Rare Anaphylactic reactions
disorders
Eye disorders Uncommon Conjunctivitis
Respiratory, thoracic Common Rhinorrhoea
and mediastinal
disorders
Gastrointestinal Common Diarrhoea
disorders
Skin and subcutaneous | Uncommon Urticaria
disorders

! Placebo-controlled clinical studies (phase III) in plaque psoriasis, PsA and AS patients exposed to
300 mg, 150 mg, 75 mg or placebo up to 12 weeks (psoriasis) or 16 weeks (PsA and AS) treatment
duration

Description of selected adverse reactions

Infections

In the placebo-controlled period of clinical studies in plaque psoriasis (a total of 1,382 patients treated
with Cosentyx and 694 patients treated with placebo for up to 12 weeks), infections were reported in
28.7% of patients treated with Cosentyx compared with 18.9% of patients treated with placebo. The
majority of infections consisted of non-serious and mild to moderate upper respiratory tract infections,
such as nasopharyngitis, which did not necessitate treatment discontinuation. There was an increase in
mucosal or cutaneous candidiasis, consistent with the mechanism of action, but the cases were mild or
moderate in severity, non-serious, responsive to standard treatment and did not necessitate treatment
discontinuation. Serious infections occurred in 0.14% of patients treated with Cosentyx and in 0.3% of
patients treated with placebo (see section 4.4).

Over the entire treatment period (a total of 3,430 patients treated with Cosentyx for up to 52 weeks for
the majority of patients), infections were reported in 47.5% of patients treated with Cosentyx (0.9 per

patient-year of follow-up). Serious infections were reported in 1.2% of patients treated with Cosentyx

(0.015 per patient-year of follow-up).

Infection rates observed in psoriatic arthritis and ankylosing spondylitis clinical studies were similar to
those observed in the psoriasis studies.

Neutropenia

In psoriasis phase 3 clinical studies, neutropenia was more frequently observed with secukinumab than
with placebo, but most cases were mild, transient and reversible. Neutropenia <1.0-0.5x10°/1 (CTCAE
Grade 3) was reported in 18 out of 3,430 (0.5%) patients on secukinumab, with no dose dependence
and no temporal relationship to infections in 15 out of 18 cases. There were no reported cases of more
severe neutropenia. Non-serious infections with usual response to standard care and not requiring
discontinuation of Cosentyx were reported in the remaining 3 cases.
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The frequency of neutropenia in psoriatic arthritis and ankylosing spondylitis is similar to psoriasis.
Rare cases of neutropenia <0.5x10°/1 (CTCAE Grade 4) were reported.

Hypersensitivity reactions
In clinical studies, urticaria and rare cases of anaphylactic reaction to Cosentyx were observed (see
also section 4.4).

Immunogenicity

In psoriasis, psoriatic arthritis and ankylosing spondylitis clinical studies, less than 1% of patients
treated with Cosentyx developed antibodies to secukinumab up to 52 weeks of treatment. About half
of the treatment-emergent anti-drug antibodies were neutralising, but this was not associated with loss
of efficacy or pharmacokinetic abnormalities.

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

No cases of overdose have been reported in clinical studies.

Doses up to 30 mg/kg (approximately 2000 to 3000 mg) have been administered intravenously in
clinical studies without dose-limiting toxicity. In the event of overdose, it is recommended that the
patient be monitored for any signs or symptoms of adverse reactions and appropriate symptomatic
treatment be instituted immediately.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Immunosuppressants, interleukin inhibitors, ATC code: LO4AC10

Mechanism of action

Secukinumab is a fully human IgG1/k monoclonal antibody that selectively binds to and neutralises
the proinflammatory cytokine interleukin-17A (IL-17A). Secukinumab works by targeting IL-17A and
inhibiting its interaction with the IL-17 receptor, which is expressed on various cell types including
keratinocytes. As a result, secukinumab inhibits the release of proinflammatory cytokines, chemokines
and mediators of tissue damage and reduces IL-17A-mediated contributions to autoimmune and
inflammatory diseases. Clinically relevant levels of secukinumab reach the skin and reduce local
inflammatory markers. As a direct consequence treatment with secukinumab reduces erythema,
induration and desquamation present in plaque psoriasis lesions.

IL-17A is a naturally occurring cytokine that is involved in normal inflammatory and immune
responses. [L-17A plays a key role in the pathogenesis of plaque psoriasis, psoriatic arthritis and
ankylosing spondylitis and is up-regulated in lesional skin in contrast to non-lesional skin of plaque
psoriasis patients and in synovial tissue of psoriatic arthritis patients. The frequency of
IL-17-producing cells was also significantly higher in the subchondral bone marrow of facet joints
from patients with ankylosing spondylitis.
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Pharmacodynamic effects

Serum levels of total IL-17A (free and secukinumab-bound IL-17A) are initially increased in patients
receiving secukinumab. This is followed by a slow decrease due to reduced clearance of
secukinumab-bound IL-17A, indicating that secukinumab selectively captures free [L-17A, which
plays a key role in the pathogenesis of plaque psoriasis.

In a study with secukinumab, infiltrating epidermal neutrophils and various neutrophil-associated
markers that are increased in lesional skin of plaque psoriasis patients were significantly reduced after

one to two weeks of treatment.

Secukinumab has been shown to lower (within 1 to 2 weeks of treatment) levels of C-reactive protein,
which is a marker of inflammation.

Clinical efficacy and safety

Plague psoriasis

The safety and efficacy of Cosentyx were assessed in four randomised, double-blind,
placebo-controlled phase 111 studies in patients with moderate to severe plaque psoriasis who were
candidates for phototherapy or systemic therapy [ERASURE, FIXTURE, FEATURE, JUNCTURE].
The efficacy and safety of Cosentyx 150 mg and 300 mg were evaluated versus either placebo or
etanercept. In addition, one study assessed a chronic treatment regimen versus a “retreatment as
needed” regimen [SCULPTURE].

Of the 2,403 patients who were included in the placebo-controlled studies, 79% were biologic-naive,
45% were non-biologic failures and 8% were biologic failures (6% were anti-TNF failures, and 2%
were anti-p40 failures). Approximately 15 to 25% of patients in phase III studies had psoriatic arthritis
(PsA) at baseline.

Psoriasis Study 1 (ERASURE) evaluated 738 patients. Patients randomised to Cosentyx received

150 mg or 300 mg doses at Weeks 0, 1, 2, 3 and 4, followed by the same dose every month. Psoriasis
Study 2 (FIXTURE) evaluated 1,306 patients. Patients randomised to Cosentyx received 150 mg or
300 mg doses at Weeks 0, 1, 2, 3 and 4, followed by the same dose every month. Patients randomised
to etanercept received 50 mg doses twice per week for 12 weeks followed by 50 mg every week. In
both Study 1 and Study 2, patients randomised to receive placebo who were non-responders at

Week 12 then crossed over to receive Cosentyx (either 150 mg or 300 mg) at Weeks 12, 13, 14, and
15, followed by the same dose every month starting at Week 16. All patients were followed for up to
52 weeks following first administration of study treatment.

Psoriasis Study 3 (FEATURE) evaluated 177 patients using a pre-filled syringe compared with
placebo after 12 weeks of treatment to assess the safety, tolerability, and usability of Cosentyx
self-administration via the pre-filled syringe. Psoriasis Study 4 (JUNCTURE) evaluated 182 patients
using a pre-filled pen compared with placebo after 12 weeks of treatment to assess the safety,
tolerability, and usability of Cosentyx self-administration via the pre-filled pen. In both Study 3 and
Study 4, patients randomised to Cosentyx received 150 mg or 300 mg doses at Weeks 0, 1, 2, 3 and 4,
followed by the same dose every month. Patients were also randomised to receive placebo at Weeks 0,
1, 2, 3 and 4, followed by the same dose every month.

Psoriasis Study 5 (SCULPTURE) evaluated 966 patients. All patients received Cosentyx 150 mg or
300 mg doses at Weeks 0, 1, 2, 3, 4, 8 and 12 and then were randomised to receive either a
maintenance regimen of the same dose every month starting at Week 12 or a “retreatment as needed”
regimen of the same dose. Patients randomised to “retreatment as needed” did not achieve adequate
maintenance of response and therefore a fixed monthly maintenance regimen is recommended.
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The co-primary endpoints in the placebo and active-controlled studies were the proportion of patients
who achieved a PASI 75 response and IGA mod 2011 “clear” or “almost clear” response versus
placebo at Week 12 (see Tables 2 and 3). The 300 mg dose provided improved skin clearance
particularly for “clear” or “almost clear” skin across the efficacy endpoints of PASI 90, PASI 100, and
IGA mod 2011 0 or 1 response across all studies with peak effects seen at Week 16, therefore this dose
is recommended.

Table 2 Summary of PASI 50/75/90/100 & IGA*mod 2011 “clear” or “almost clear” clinical
response in Psoriasis Studies 1, 3 and 4 (ERASURE, FEATURE and JUNCTURE)

Week 12 Week 16 Week 52
Placebo 150 mg 300 mg 150mg 300mg 150mg 300 mg
Study 1
Number of patients 246 244 245 244 245 244 245
PASI 50 response n (%) 22 203 222 212 224 187 207
(8.9%)  (83.5%)  (90.6%)  (87.2%)  (91.4%)  (77%) (84.5%)
PASI 75 response n (%) 11 174 200 188 211 146 182
(45%)  (71.6%)** (81.6%)** (77.4%)  (86.1%)  (60.1%)  (74.3%)
PASI 90 response n (%) 3 (1.2%) 95 145 130 171 88 147
(39.1%)**  (59.2%)** (53.5%)  (69.8%)  (362%)  (60.0%)
PASI 100 response n (%) 2(0.8%) 31 70 51 102 49 96
(12.8%)  (28.6%)  (21.0%) (41.6%)  (202%)  (39.2%)
IGA mod 2011 “clear” or 6 125 160 142 180 101 148

“almost clear” response  (240%)  (512%)** (653%)** (582%)  (73.5%)  (41.4%)  (60.4%)
n (%)

Study 3

Number of patients 59 59 58 - - - -

PASI 50 response n (%)  3(5.1%) 51 51 - - - -
(86.4%)  (87.9%)

PASI 75 response n (%)  0(0.0%) 41 44 - - - -
(69.5%)**  (75.9%)**

PASI 90 response n (%)  0(0.0%) 27 35 - - - -
(45.8%)  (60.3%)

PASI 100 response n (%)  0(0.0%) 5 25 - - - -
(8.5%) (43.1%)

IGA mod 2011 “clear” or 0(0.0%) 31 40 - - - -

“almost clear” response (52.5%)**  (69.0%)**

n (%)

Study 4

Number of patients 61 60 60 - - - -

PASI 50 response n (%)  5(8.2%) 48 58 - - - -
(80.0%)  (96.7%)

PASI 75 response n (%)  2(3.3%) 43 52 - - - -
(71.7%)**  (86.7%)**

PASI 90 response n (%)  0(0.0%) 24 33 - - - -
(40.0%)  (55.0%)

PASI 100 response n(%)  0(0.0%) 10 16 - - - -
(167%)  (26.7%)

IGA mod 2011 “clear” or 0(0.0%) 32 44 - - - -

“almost clear” response (53.3%)**  (73.3%)**

n (%)

* The IGA mod 2011 is a 5-category scale including “0 = clear”, “1 = almost clear”, “2 = mild”, “3 =
moderate” or “4 = severe”, indicating the physician’s overall assessment of the psoriasis severity focusing
on induration, erythema and scaling. Treatment success of “clear” or “almost clear” consisted of no signs of
psoriasis or normal to pink colouration of lesions, no thickening of the plaque and none to minimal focal
scaling.

** p values versus placebo and adjusted for multiplicity: p<0.0001.
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Table 3 Summary of clinical response on Psoriasis Study 2 (FIXTURE)

Week 12 Week 16 Week 52

Placebo 150 mg 300 mg Etanercept 150 mg 300 mg Etanercept 150 mg 300 mg Etanercept
Number of 324 327 323 323 327 323 323 327 323 323
patients
PASI 50 49 266 296 226 290 302 257 (79.6%) 249 274 234 (72.4%)
response (15.1%) (81.3%) (91.6%) (70.0%) (88.7%) (93.5%) (76.1%) (84.8%)
n (%)
PASI 75 16 219 249 142 247 280 189 (58.5%) 215 254 179 (55.4%)
response (4.9%) (67.0%) (77.1%) (44.0%) (75.5%) (86.7%) (65.7%) (78.6%)
n (%) sk skk
PASI 90 5(1.5%) 137 175 67 (20.7%) 176 234 101 (31.3%) 147 210 108 (33.4%)
response (41.9%) (54.2%) (53.8%) (72.4%) (45.0%) (65.0%)
n (%)
PASI 100 0 (0%) 47 78 14 (4.3%) 84 119 24 (7.4%) 65 117 32 (9.9%)
response (14.4%) (24.1%) (25.7%) (36.8%) (19.9%) (36.2%)
n (%)
IGA mod 9(2.8%) 167 202 88(27.2%) 200 244 127 (39.3%) 168 219 120 (37.2%)
2011 “clear” (51.1%) (62.5%) (61.2%) (75.5%) (51.4%) (67.8%)
or “almost *x **
clear”
response
n (%)

** p values versus etanercept: p=0.0250

In an additional psoriasis study (CLEAR) 676 patients were evaluated. Secukinumab 300 mg met the
primary and secondary endpoints by showing superiority to ustekinumab based on PASI 90 response
at Week 16 (primary endpoint), speed of onset of PASI 75 response at Week 4, and long-term PASI 90
response at Week 52. Greater efficacy of secukinumab compared to ustekinumab for the endpoints
PASI 75/90/100 and IGA mod 2011 0 or 1 response (“clear” or “almost clear”’) was observed early
and continued through to Week 52.

Table 4 Summary of clinical response on CLEAR Study

Week 4 Week 16 Week 52
Secukinumab  Ustekinumab*  Secukinumab  Ustekinumab* Secukinumab  Ustekinumab*
300 mg 300 mg 300 mg
Number of 334 335 334 335 334 335
patients
PASI 75 166 (49.7%)** 69 (20.6%) 311 (93.1%) 276 (82.4%) 306 (91.6%) 262 (78.2%)
response n (%)
PASI 90 70 (21.0%) 18 (5.4%) 264 (79.0%)** 192 (57.3%) 250 203 (60.6%)
response n (%) (74.9%)***
PASI 100 14 (4.2%) 3 (0.9%) 148 (44.3%) 95 (28.4%) 150 (44.9%) 123 (36.7%)
response n (%)
IGA mod 2011 128 (38.3%) 41 (12.2%) 278 (83.2%) 226 (67.5%) 261 (78.1%) 213 (63.6%)
“clear” or

“almost clear”
response n (%)

* Patients treated with secukinumab received 300 mg doses at Weeks 0, 1, 2 3 and 4, followed by the same dose
every 4 weeks until Week 52. Patients treated with ustekinumab received 45 mg or 90 mg at Weeks 0 and 4, then

every 12 weeks until Week 52 (dosed by weight as per approved posology)

** p values versus ustekinumab: p<0.0001 for primary endpoint of PASI 90 at Week 16 and secondary endpoint of PASI 75
at Week 4

**% p values versus ustekinumab: p=0.0001 for secondary endpoint of PASI 90 at Week 52

Cosentyx was efficacious in systemic treatment-naive, biologic-naive, biologic/anti-TNF-exposed and
biologic/anti-TNF-failure patients. Improvements in PASI 75 in patients with concurrent psoriatic

arthritis at baseline were similar to those in the overall plaque psoriasis population.

Cosentyx was associated with a fast onset of efficacy with a 50% reduction in mean PASI by Week 3
for the 300 mg dose.
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Figure 1  Time course of percentage change from baseline of mean PASI score in Study 1
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Specific locations/forms of plaque psoriasis

In two additional placebo-controlled studies, improvement was seen in both nail psoriasis
(TRANSFIGURE, 198 patients) and palmoplantar plaque psoriasis (GESTURE, 205 patients). In the
TRANSFIGURE Study, secukinumab was superior to placebo at Week 16 (46.1% for 300 mg, 38.4%
for 150 mg and 11.7% for placebo) as assessed by significant improvement from baseline in the Nail
Psoriasis Severity Index (NAPSI %) for patients with moderate to severe plaque psoriasis with nail
involvement. In the GESTURE Study, secukinumab was superior to placebo at Week 16 (33.3% for
300 mg, 22.1% for 150 mg, and 1.5% for placebo) as assessed by significant improvement of ppIGA 0
or 1 response (“clear” or “almost clear”) for patients with moderate to severe palmoplantar plaque
psoriasis.

A placebo-controlled study evaluated 102 patients with moderate to severe scalp psoriasis, defined as
having a Psoriasis Scalp Severity Index (PSSI) score of >12, an IGA mod 2011 scalp only score of 3
or greater and at least 30% of the scalp surface area affected. Secukinumab 300 mg was superior to
placebo at Week 12 as assessed by significant improvement from baseline in both the PSSI 90
response (52.9% versus 2.0%) and IGA mod 2011 0 or 1 scalp only response (56.9% versus 5.9%).
Improvement in both endpoints was sustained for secukinumab patients who continued treatment
through to Week 24.

Quality of life/patient-reported outcomes

Statistically significant improvements at Week 12 (Studies 1-4) from baseline compared to placebo
were demonstrated in the DLQI (Dermatology Life Quality Index). Mean decreases (improvements) in
DLQI from baseline ranged from -10.4 to -11.6 with secukinumab 300 mg, from -7.7 to -10.1 with
secukinumab 150 mg, versus -1.1 to -1.9 for placebo at Week 12. These improvements were
maintained for 52 weeks (Studies 1 and 2).

Forty percent of the participants in Studies 1 and 2 completed the Psoriasis Symptom Diary®. For the
participants completing the diary in each of these studies, statistically significant improvements at
Week 12 from baseline compared to placebo in patient-reported signs and symptoms of itching, pain
and scaling were demonstrated.

Statistically significant improvements at Week 4 from baseline in patients treated with secukinumab

compared to patients treated with ustekinumab (CLEAR) were demonstrated in the DLQI and these
improvements were maintained for up to 52 weeks.
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Statistically significant improvements in patient-reported signs and symptoms of itching, pain and
scaling at Week 16 and Week 52 (CLEAR) were demonstrated in the Psoriasis Symptom Diary® in
patients treated with secukinumab compared to patients treated with ustekinumab.

Statistically significant improvements (decreases) at Week 12 from baseline in the scalp psoriasis
study were demonstrated in patient reported signs and symptoms of scalp itching, pain and scaling
compared to placebo.

Psoriatic arthritis

The safety and efficacy of Cosentyx were assessed in 1,999 patients in three randomised,
double-blind, placebo-controlled phase III studies in patients with active psoriatic arthritis (=3 swollen
and >3 tender joints) despite non-steroidal anti-inflammatory drug (NSAID), corticosteroid or
disease-modifying anti-rheumatic drug (DMARD) therapy. Patients with each subtype of PsA were
enrolled in these studies, including polyarticular arthritis with no evidence of rheumatoid nodules,
spondylitis with peripheral arthritis, asymmetric peripheral arthritis, distal interphalangeal
involvement and arthritis mutilans. Patients in these studies had a diagnosis of PsA of at least five
years. The majority of patients also had active psoriasis skin lesions or a documented history of
psoriasis. Over 61% and 42% of the PsA patients had enthesitis and dactylitis at baseline, respectively.
For all studies, the primary endpoint was American College of Rheumatology (ACR) 20 response. For
Psoriatic Arthritis Study 1 (PsA Study 1) and Psoriatic Arthritis Study 2 (PsA Study 2), the primary
endpoint was at Week 24. For Psoriatic Arthritis Study 3 (PsA Study 3), the primary endpoint was at
Week 16 with the key secondary endpoint, the change from baseline in modified Total Sharp Score
(mTSS), at Week 24.

In PsA Study 1, PsA Study 2 and PsA Study 3, 29%, 35% and 30% of patients, respectively, were
previously treated with an anti-TNFa agent and discontinued the anti-TNFa agent for either lack of
efficacy or intolerance (anti-TNFa-IR patients).

PsA Study 1 (FUTURE 1) evaluated 606 patients, of whom 60.7% had concomitant MTX. Patients
randomised to Cosentyx received 10 mg/kg intravenously at Weeks 0, 2, and 4, followed by either

75 mg or 150 mg subcutaneously every month starting at Week 8. Patients randomised to placebo who
were non-responders at Week 16 (early rescue) and other placebo patients at Week 24 were crossed
over to receive Cosentyx (either 75 mg or 150 mg subcutaneously) followed by the same dose every
month.

PsA Study 2 (FUTURE 2) evaluated 397 patients, of whom 46.6% had concomitant MTX. Patients
randomised to Cosentyx received 75 mg, 150 mg or 300 mg subcutaneously at Weeks 0, 1, 2, 3 and 4,
followed by the same dose every month. Patients randomised to receive placebo who were
non-responders at Week 16 (early rescue) were crossed over to receive Cosentyx (either 150 mg or
300 mg subcutaneously) at Week 16 followed by the same dose every month. Patients randomised to
receive placebo who were responders at Week 16 were crossed over to receive Cosentyx (either

150 mg or 300 mg subcutaneously) at Week 24 followed by the same dose every month.

PsA Study 3 (FUTURE 5) evaluated 996 patients, of whom 50.1% had concomitant MTX. Patients
were randomised to receive Cosentyx 150 mg, 300 mg or placebo subcutaneously at Weeks 0, 1, 2, 3
and 4, followed by the same dose every month, or a once monthly injection of Cosentyx 150 mg
(without loading). Patients randomised to receive placebo who were non-responders at Week 16 (early
rescue) were then crossed over to receive Cosentyx (either 150 mg or 300 mg subcutaneously) at
Week 16 followed by the same dose every month. Patients randomised to receive placebo who were
responders at Week 16 were crossed over to receive Cosentyx (either 150 mg or 300 mg
subcutaneously) at Week 24 followed by the same dose every month.

Signs and symptoms

Treatment with Cosentyx resulted in significant improvement in measures of disease activity
compared to placebo at Weeks 16 and 24 (see Table 5).

35



Table 5 Clinical response in PsA Study 2 and PsA Study 3 at Week 16 and Week 24
PsA Study 2 PsA Study 3
Placebo 150 mg! 300 mg! Placebo 150 mg! 300 mg!
Number of patients | 98 100 100 332 220 222
randomised
ACR20 response
n (%)
Week 16 18 60 57 91° 122° 139°
(18.4%)  (60.0%***)  (57.0%***) | (27.4%)  (55.5%***) (62.6%***)
Week 24 15° 51° 54° 78 117 141
(15.3%)  (51.0%***)  (54.0%***) | (23.5%)  (53.2%***) (63.5%***)
ACRS0 response
n (%)
Week 16 6 37 35 27 79 88
(6.1%) (37.0%***)  (35.0%***) | (8.1%) (35.9%%) (39.6%%*)
Week 24 7 35 35 29 86 97
(7.1%) (35.0%) (35.0%**) | (8.7%) (39.1%***)  (43.7%***)
ACR70 response
n (%)
Week 16 2 17 15 14 40 45
(2.0%) (17.0%**)  (15.0%**) | (4.2%) (18.2%***)  (20.3%***)
Week 24 1 21 20 13 53 57
(1.0%) (21.0%**)  (20.0%**) | (3.9%) (24.1%***)  (25.7%***)
DAS28-CRP
Week 16 -0.50 -1.45%%* -1.51%%* -0.63 -1.29* -1.49*
Week 24 -0.96 -1.58** -1.61%* -0.84 -1 57%** -1.68%**
Number of patients | 43 58 41 162 125 110
with >3% BSA (43.9%)  (58.0%) (41.0%) (48.8%)  (56.8%) (49.5%)
psoriasis skin
involvement at
baseline
PASI 75 response
n (%)
Week 16 3 33 27 20 75 77
(7.0%) (56.9%***)  (65.9%***) | (12.3%)  (60.0%%*) (70.0%%*)
Week 24 7 28 26 29 80 78
(16.3%)  (48.3%**)  (63.4%***) | (17.9%)  (64.0%***) (70.9%***)
PASI 90 response
n (%)
Week 16 3 22 18 15 46 59
(7.0%) (37.9%***)  (43.9%***) | (9.3%) (36.8%%) (53.6%%*)
Week 24 4 19 20 19 51 60
(9.3%) (32.8%**)  (48.8%***) | (11.7%)  (40.8%***) (54.5%***)
Dactylitis
resolution n (%) ¥
Week 16 10 21 26 40 46 54
(37%) (65.6%%) (56.5%) (32.3%)  (57.5%%) (65.9%%)
Week 24 4 16 26 42 51 52
(14.8%)  (50.0%**)  (56.5%**) | (33.9%) (63.8%***) (63.4%***)
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Enthesitis
resolution n (%) 1
Week 16 17 32 32 68 77 78
(26.2%)  (50.0%**)  (57.1%***) | (35.4%)  (54.6%%) (55.7%%)
Week 24 14 27 27 66 77 86
(21.5%)  (42.2%%) (48.2%**) | (34.4%)  (54.6%***) (61.4%***)

* p<0.05, ** p<0.01, *** p<0.001; versus placebo

All p-values are adjusted for multiplicity of testing based on pre-defined hierarchy at Week 24 for PsA
Study 2, except for ACR70, Dactylitis and Enthesitis, which were exploratory endpoints and all
endpoints at Week 16.

All p-values are adjusted for multiplicity of testing based on pre-defined hierarchy at Week 16 for PsA
Study 3, except for ACR70 which was an exploratory endpoint and all endpoints at Week 24.
Non-responder imputation used for missing binary endpoint.

ACR: American College of Rheumatology; PASI: Psoriasis Area and Severity Index; DAS: Disease
Activity Score; BSA: Body Surface Area

®Primary Endpoint

'Cosentyx 150 mg or 300 mg s.c. at Weeks 0, 1, 2, 3, and 4 followed by the same dose every month

+In patients with dactylitis at baseline (n=27, 32, 46, respectively for PsA Study 2 and n=124, 80, 82,
respectively for PsA Study 3)

tIn patients with enthesitis at baseline (n=65, 64, 56, respectively for PsA Study 2 and n=192, 141, 140,
respectively for PsA Study 3)

The onset of action of Cosentyx occurred as early as Week 2. Statistically significant difference in
ACR 20 versus placebo was reached at Week 3.

The percentage of patients achieving ACR 20 response by visit is shown in Figure 2.

Figure2  ACR20 response in PsA Study 2 over time up to Week 52
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Similar responses for primary and key secondary endpoints were seen in PsA patients regardless of
whether they were on concomitant MTX treatment or not. In PsA Study 2, at Week 24, Cosentyx-
treated patients with concomitant MTX use had a higher ACR 20 response (47.7% and 54.4% for
150 mg and 300 mg, respectively, compared to placebo 20.0%) and ACR 50 response (31.8% and
38.6% for 150 mg and 300 mg, respectively, compared to placebo 8.0%). Cosentyx-treated patients
without concomitant MTX use had a higher ACR 20 response (53.6% and 53.6% for 150 mg and
300 mg, respectively, compared to placebo 10.4%) and ACR 50 response (37.5% and 32.1% for
150 mg and 300 mg, respectively, compared to placebo 6.3%).

In PsA Study 2, both anti-TNFa-naive and anti-TNFa-IR Cosentyx-treated patients had a significantly
higher ACR 20 response compared to placebo at Week 24, with a slightly higher response in the
anti-TNFa-naive group (anti-TNFa-naive: 64% and 58% for 150 mg and 300 mg, respectively,
compared to placebo 15.9%; anti-TNFa-IR: 30% and 46% for 150 mg and 300 mg, respectively,
compared to placebo 14.3%). In the anti-TNFa-IR patients subgroup, only the 300 mg dose showed
significantly higher response rate for ACR 20 compared to placebo (p<0.05) and demonstrated clinical
meaningful benefit over 150 mg on multiple secondary endpoints. Improvements in the PASI 75
response were seen in both subgroups and the 300 mg dose showed statistically significant benefit in
the anti-TNFa-IR patients.

The number of PsA patients with axial involvement was too small to allow meaningful assessment.

Improvements were shown in all components of the ACR scores, including patient assessment of pain.
In PsA Study 2, the proportion of patients achieving a modified PsA Response Criteria (PsARC)
response was greater in the Cosentyx-treated patients (59.0% and 61.0% for 150 mg and 300 mg,
respectively) compared to placebo (26.5%) at Week 24.

In PsA Study 1 and PsA Study 2, efficacy was maintained up to Week 104. In PsA Study 2, among
200 patients initially randomised to Cosentyx 150 mg and 300 mg, 178 (89%) patients were still on
treatment at Week 52. Of the 100 patients randomised to Cosentyx 150 mg, 64, 39 and 20 had an
ACR 20/50/70 response, respectively. Of the 100 patients randomised to Cosentyx 300 mg, 64, 44 and
24 had an ACR 20/50/70 response, respectively.

Radiographic response

In PsA Study 3, inhibition of progression of structural damage was assessed radiographically and
expressed by the modified Total Sharp Score (mTSS) and its components, the Erosion Score (ES) and
the Joint Space Narrowing Score (JSN). Radiographs of hands, wrists, and feet were obtained at
baseline, Week 16 and/or Week 24 and scored independently by at least two readers who were blinded
to treatment group and visit number. Cosentyx 150 mg and 300 mg treatment significantly inhibited
the rate of progression of peripheral joint damage compared with placebo treatment as measured by
change from baseline in mTSS at Week 24 (Table 6).

Inhibition of progression of structural damage was also assessed in PsA Study 1 at Weeks 24 and 52,
compared to baseline. Week 24 data are presented in Table 6.
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Table 6

Change in modified Total Sharp Score in psoriatic arthritis

PsA Study 3 PsA Study 1

Placebo  Cosentyx 150 mg! Cosentyx 300 mg' | Placebo  Cosentyx 150 mg>
n=296 n=213 n=217 n=179 n=185

Total score

Baseline 15.0 13.5 12.9 28.4 22.3

(SD) (382)  (25.6) (23.8) (63.5)  (48.0)

Mean 0.50 0.13* 0.02* 0.57 0.13*

change at

Week 24

*p<0.05 based on nominal, but non adjusted, p-value
!Cosentyx 150 mg or 300 mg s.c. at Weeks 0, 1, 2, 3, and 4 followed by the same dose every month
10 mg/kg at Weeks 0, 2 and 4 followed by subcutaneous doses of 75 mg or 150 mg

In PsA Study 1, inhibition of structural damage was maintained with Cosentyx treatment up to
Week 52.

In PsA Study 3, the percentage of patients with no disease progression (defined as a change from
baseline in mTSS of <0.5) from randomisation to Week 24 was 80.3%, 88.5% and 73.6% for
secukinumab 150 mg, 300 mg and placebo, respectively. An effect of inhibition of structural damage
was observed in anti-TNFa-naive and anti-TNFa-IR patients and in patients treated with and without
concomitant MTX.

In PsA Study 1, the percentage of patients with no disease progression (defined as a change from
baseline in mTSS of <0.5) from randomisation to Week 24 was 82.3% in secukinumab 10 mg/kg
intravenous load — 150 mg subcutaneous maintenance and 75.7% in placebo. The percentage of
patients with no disease progression from Week 24 to Week 52 for secukinumab 10 mg/kg
intravenous load — followed by 150 mg subcutaneous maintenance and for placebo patients who
switched to 75 mg or 150 mg subcutaneous every 4 weeks at Week 16 or Week 24 was 85.7% and
86.8%, respectively.

Physical function and health-related quality of life

In PsA Study 2 and PsA Study 3, patients treated with Cosentyx 150 mg (p=0.0555 and p<0.0001) and
300 mg (p=0.0040 and p<0.0001) showed improvement in physical function compared to patients
treated with placebo as assessed by Health Assessment Questionnaire-Disability Index (HAQ-DI) at
Week 24 and Week 16, respectively. Improvements in HAQ-DI scores were seen regardless of
previous anti-TNFa exposure. Similar responses were seen in PsA Study 1.

Cosentyx-treated patients reported significant improvements in health-related quality of life as
measured by the Short Form-36 Health Survey Physical Component Summary (SF-36 PCS) score
(p<0.001). There were also statistically significant improvements demonstrated in exploratory
endpoints assessed by the Functional Assessment of Chronic Illness Therapy — Fatigue (FACIT-F)
scores for 150 mg and 300 mg compared to placebo (7.97, 5.97 versus 1.63, respectively) and these
improvements were maintained up to Week 104 in PsA Study 2.

Similar responses were seen in PsA Study 1 and efficacy was maintained up to Week 52.

Ankylosing spondylitis

The safety and efficacy of Cosentyx were assessed in 590 patients in two randomised, double-blind,
placebo-controlled phase III studies in patients with active ankylosing spondylitis (AS) with a Bath
Ankylosing Spondylitis Disease Activity Index (BASDAI) >4 despite non-steroidal anti-inflammatory
drug (NSAID), corticosteroid or disease-modifying anti-rheumatic drug (DMARD) therapy. Patients
in these studies had a diagnosis of AS for a median of 2.7 to 5.8 years. For both studies, the primary
endpoint was at least a 20% improvement in Assessment of Spondyloarthritis International Society
(ASAS 20) criteria at Week 16.
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In Ankylosing Spondylitis Study 1 (AS Study 1) and Ankylosing Spondylitis Study 2 (AS Study 2)
27.0% and 38.8% of patients, respectively, were previously treated with an anti-TNFa agent and
discontinued the anti-TNFa agent for either lack of efficacy or intolerance (anti-TNFa-IR patients).

AS Study 1 (MEASURE 1) evaluated 371 patients, of whom 14.8% and 33.4% used concomitant
MTX or sulfasalazine, respectively. Patients randomised to Cosentyx received 10 mg/kg intravenously
at Weeks 0, 2, and 4, followed by either 75 mg or 150 mg subcutaneously every month starting at
Week 8. Patients randomised to placebo who were non-responders at Week 16 (early rescue) and all
other placebo patients at Week 24 were crossed over to receive Cosentyx (either 75 mg or 150 mg
subcutaneously), followed by the same dose every month.

AS Study 2 (MEASURE 2) evaluated 219 patients, of whom 11.9% and 14.2% used concomitant
MTX or sulfasalazine, respectively. Patients randomised to Cosentyx received 75 mg or 150 mg
subcutaneously at Weeks 0, 1, 2, 3 and 4, followed by the same dose every month. At Week 16,
patients who were randomised to placebo at baseline were re-randomised to receive Cosentyx (either
75 mg or 150 mg subcutaneously) every month.

Signs and symptoms
In AS Study 2, treatment with Cosentyx 150 mg resulted in greater improvement in measures of

disease activity compared with placebo at Week 16 (see Table 7).

Table 7 Clinical response in AS Study 2 at Week 16

Placebo 75 mg 150 mg
Outcome (p-value versus placebo) (n=174) (n=173) (n=172)
ASAS 20 response, % 28.4 41.1 61.1%**
ASAS 40 response, % 10.8 26.0 36.1%**
hsCRP, (post-BSL/BSL ratio) 1.13 0.61 0.55%**
ASAS 5/6, % 8.1 34.2 43.1%%*
ASAS partial remission, % 4.1 15.1 13.9
BASDALI 50, % 10.8 24.7* 30.6%*
ASDAS-CRP major improvement 4.1 15.1% 25.0%**

* p<0.05, ** p<0.01, *** p<0.001; versus placebo

All p-values adjusted for multiplicity of testing based on pre-defined hierarchy, except BASDAI 50
and ASDAS-CRP

Non-responder imputation used for missing binary endpoint

ASAS: Assessment of SpondyloArthritis International Society Criteria; BASDAI: Bath Ankylosing
Spondylitis Disease Activity Index; hsCRP: high-sensitivity C-reactive protein; ASDAS: Ankylosing
Spondylitis Disease Activity Score; BSL: baseline

The onset of action of Cosentyx 150 mg occurred as early as Week 1 for ASAS 20 and Week 2 for
ASAS 40 (superior to placebo) in AS Study 2.

ASAS 20 responses were improved at Week 16 in both anti-TNFa-naive patients (68.2% versus

31.1%; p<0.05) and anti-TNFo-IR patients (50.0% versus 24.1%; p<0.05) for Cosentyx 150 mg
compared with placebo, respectively.
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In both AS studies, Cosentyx-treated patients (150 mg in AS Study 2 and both regimens in AS
Study 1) demonstrated significantly improved signs and symptoms at Week 16, with comparable
magnitude of response and efficacy maintained up to Week 52 in both anti-TNFa-naive and
anti-TNFa-IR patients. In AS Study 2, among 72 patients initially randomised to Cosentyx 150 mg,
61 (84.7%) patients were still on treatment at Week 52. Of the 72 patients randomised to Cosentyx
150 mg, 45 and 35 had an ASAS 20/40 response, respectively.

Spinal mobility

Patients treated with Cosentyx 150 mg showed improvements in spinal mobility as measured by
change from baseline in BASMI at Week 16 for both AS Study 1 (-0.40 versus -0.12 for placebo;
p=0.0114) and AS Study 2 (-0.51 versus -0.22 for placebo; p=0.0533). These improvements were
sustained up to Week 52.

Physical function and health-related quality of life

In AS Study 1 and Study 2, patients treated with Cosentyx 150 mg showed improvements in health-
related quality of life as measured by AS Quality of Life Questionnaire (ASQoL) (p=0.001) and SF-36
Physical Component Summary (SF-36PCS) (p<0.001). Patients treated with Cosentyx 150 mg also
showed statistically significant improvements on exploratory endpoints in physical function as
assessed by the Bath Ankylosing Spondylitis Functional Index (BASFI) compared to placebo (-2.15
versus -0.68), and in fatigue as assessed by the Functional Assessment of Chronic Illness Therapy-
Fatigue (FACIT-Fatigue) scale compared to placebo (8.10 versus 3.30). These improvements were
sustained up to Week 52.

Paediatric population

The European Medicines Agency has waived the obligation to submit the results of studies with
Cosentyx in plaque psoriasis in paediatric patients aged from birth to less than 6 years and in chronic
idiopathic arthritis for paediatric patients aged from birth to less than 2 years (see section 4.2 for
information on paediatric use).

The European Medicines Agency has deferred the obligation to submit the results of studies with
Cosentyx in plaque psoriasis in paediatric patients aged from 6 years to less than 18 years and in
chronic idiopathic arthritis for paediatric patients aged from 2 years to less than 18 years (see
section 4.2 for information on paediatric use).

5.2 Pharmacokinetic properties

Plaque psoriasis

Absorption
Following a single subcutaneous dose of 300 mg as a liquid formulation in healthy volunteers,

secukinumab reached peak serum concentrations of 43.2+10.4 ug/ml between 2 and 14 days post dose.

Based on population pharmacokinetic analysis, following a single subcutaneous dose of either 150 mg
or 300 mg in plaque psoriasis patients, secukinumab reached peak serum concentrations of
13.7+£4.8 pg/ml or 27.3+£9.5 pg/ml, respectively, between 5 and 6 days post dose.

After initial weekly dosing during the first month, time to reach the maximum concentration was
between 31 and 34 days based on population pharmacokinetic analysis.

On the basis of simulated data, peak concentrations at steady-state (Cmaxss) following subcutaneous
administration of 150 mg or 300 mg were 27.6 ug/ml and 55.2 pg/ml, respectively. Population
pharmacokinetic analysis suggests that steady-state is reached after 20 weeks with monthly dosing
regimens.
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Compared with exposure after a single dose, the population pharmacokinetic analysis showed that
patients exhibited a 2-fold increase in peak serum concentrations and area under the curve (AUC)
following repeated monthly dosing during maintenance.

Population pharmacokinetic analysis showed that secukinumab was absorbed with an average absolute
bioavailability of 73% in patients with plaque psoriasis. Across studies, absolute bioavailabilities in
the range between 60 and 77% were calculated.

Distribution

The mean volume of distribution during the terminal phase (V) following single intravenous
administration ranged from 7.10 to 8.60 litres in plaque psoriasis patients, suggesting that
secukinumab undergoes limited distribution to peripheral compartments.

Biotransformation
The majority of IgG elimination occurs via intracellular catabolism, following fluid-phase or receptor
mediated endocytosis.

Elimination

Mean systemic clearance (CL) following a single intravenous administration to patients with plaque
psoriasis ranged from 0.13 to 0.36 1/day. In a population pharmacokinetic analysis, the mean systemic
clearance (CL) was 0.19 I/day in plaque psoriasis patients. The CL was not impacted by gender.
Clearance was dose- and time-independent.

The mean elimination half-life, as estimated from population pharmacokinetic analysis, was 27 days in
plaque psoriasis patients, ranging from 18 to 46 days across psoriasis studies with intravenous
administration.

Linearity/non-linearity

The single and multiple dose pharmacokinetics of secukinumab in plaque psoriasis patients were
determined in several studies with intravenous doses ranging from 1x 0.3 mg/kg to 3x 10 mg/kg and
with subcutaneous doses ranging from 1x 25 mg to multiple doses of 300 mg. Exposure was dose
proportional across all dosing regimens.

Psoriatic arthritis

The pharmacokinetic properties of secukinumab observed in psoriatic arthritis patients were similar to
those displayed in plaque psoriasis patients. The bioavailability of secukinumab in PsA patients was
85% on the basis of the population pharmacokinetic model.

Ankylosing spondylitis

The pharmacokinetic properties of secukinumab observed in ankylosing spondylitis patients were
similar to those displayed in plaque psoriasis patients.

Special populations

Elderly patients
Of the 3,430 plaque psoriasis patients exposed to Cosentyx in clinical studies, a total of 230 patients

were 65 years of age or older and 32 patients were 75 years of age or older.

Of the 2,536 psoriatic arthritis patients exposed to Cosentyx in clinical studies, a total of 236 patients
were 65 years of age or older and 25 patients were 75 years of age or older.

Of the 571 ankylosing spondylitis patients exposed to Cosentyx in clinical studies, a total of
24 patients were 65 years of age or older and 3 patients were 75 years of age or older.
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Based on population pharmacokinetic analysis with a limited number of elderly patients (n=71 for age
>65 years and n=7 for age >75 years), clearance in elderly patients and patients less than 65 years of
age was similar.

Patients with renal or hepatic impairment

No pharmacokinetic data are available in patients with renal or hepatic impairment. The renal
elimination of intact Cosentyx, an I[gG monoclonal antibody, is expected to be low and of minor
importance. IgGs are mainly eliminated via catabolism and hepatic impairment is not expected to
influence clearance of Cosentyx.

Effect of weight on pharmacokinetics
Secukinumab clearance and volume of distribution increase as body weight increases.

5.3  Preclinical safety data

Non-clinical data revealed no special risks for humans based on tissue cross-reactivity testing, safety
pharmacology, repeated dose and reproductive toxicity studies performed with secukinumab or a
murine anti-murine IL-17A antibody.

Since secukinumab binds to cynomolgus monkey and human IL-17A, its safety was studied in the
cynomolgus monkey. No undesirable effects of secukinumab were seen following subcutaneous
administration to cynomolgus monkeys for up to 13 weeks and intravenous administration up to

26 weeks (including pharmacokinetic, pharmacodynamic, immunogenicity and immunotoxicity (e.g.
T-cell dependent antibody response and NK cell activity) evaluations). The average serum
concentrations observed in monkeys after 13 weekly subcutaneous doses of 150 mg/kg were
considerably higher than the predicted average serum concentration expected in psoriatic patients at
the highest clinical dose. Antibodies to secukinumab were detected in only one of the exposed
animals. No non-specific tissue cross-reactivity was observed when secukinumab was applied to
normal human tissue.

Animal studies have not been conducted to evaluate the carcinogenic potential of secukinumab.

In an embryofoetal development study in cynomolgus monkeys, secukinumab showed no maternal
toxicity, embryotoxicity or teratogenicity when administered throughout organogenesis and late
gestation.

No undesirable effects of a murine anti-murine IL-17A antibody were seen in fertility and early
embryonic development and pre-and postnatal development studies in mice. The high dose used in
these studies was in excess of the maximum effective dose in terms of IL-17A suppression and activity
(see section 4.6).

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Trehalose dihydrate

L-histidine

L-histidine hydrochloride monohydrate
L-methionine

Polysorbate 80

Water for injections

6.2 Incompatibilities

In the absence of compatibility studies, this medicinal product must not be mixed with other medicinal
products.
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6.3  Shelf life
18 months
6.4 Special precautions for storage

Store in a refrigerator (2°C - 8°C). Do not freeze. If necessary, Cosentyx may be stored unrefrigerated
for a single period of up to 4 days at room temperature, not above 30°C.
Store the syringes in the original package in order to protect from light.

6.5 Nature and contents of container

Cosentyx is supplied in a pre-filled 1 ml glass syringe with a FluroTec-coated plunger stopper, staked
27G x 2" needle and rigid needle shield of styrene butadiene rubber assembled in a passive safety
device of polycarbonate.

Cosentyx is available in unit packs containing 1 or 2 pre-filled syringes and in multipacks containing
6 (3 packs of 2) pre-filled syringes.

Not all pack sizes may be marketed.
6.6  Special precautions for disposal and other handling

Cosentyx 150 mg solution for injection is supplied in a single-use pre-filled syringe for individual use.
Do not shake or freeze the syringe. The syringe should be taken out of the refrigerator 20 minutes
before injecting to allow it to reach room temperature.

Prior to use, a visual inspection of the pre-filled syringe is recommended. The liquid should be clear.
Its colour may vary from colourless to slightly yellow. You may see a small air bubble, which is
normal. Do not use if the liquid contains easily visible particles, is cloudy or is distinctly brown.
Detailed instructions for use are provided in the package leaflet.

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

7. MARKETING AUTHORISATION HOLDER

Novartis Europharm Limited
Vista Building

Elm Park, Merrion Road
Dublin 4

Ireland

8. MARKETING AUTHORISATION NUMBER(S)
EU/1/14/980/002

EU/1/14/980/003
EU/1/14/980/006
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9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

15.01.2015

10. DATE OF REVISION OF THE TEXT

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

1. NAME OF THE MEDICINAL PRODUCT

Cosentyx 150 mg solution for injection in pre-filled pen

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each pre-filled pen contains 150 mg secukinumab® in 1 ml.

*Secukinumab is a recombinant fully human monoclonal antibody selective for interleukin-17A.
Secukinumab is of the IgG1/k-class produced in Chinese Hamster Ovary (CHO) cells.

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Solution for injection in pre-filled pen (SensoReady pen)

The solution is clear and colourless to slightly yellow.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

Plaque psoriasis

Cosentyx is indicated for the treatment of moderate to severe plaque psoriasis in adults who are
candidates for systemic therapy.

Psoriatic arthritis

Cosentyx, alone or in combination with methotrexate (MTX), is indicated for the treatment of active
psoriatic arthritis in adult patients when the response to previous disease-modifying anti-rheumatic
drug (DMARD) therapy has been inadequate (see section 5.1).

Ankylosing spondylitis

Cosentyx is indicated for the treatment of active ankylosing spondylitis in adults who have responded
inadequately to conventional therapy.

4.2 Posology and method of administration

Cosentyx is intended for use under the guidance and supervision of a physician experienced in the
diagnosis and treatment of conditions for which Cosentyx is indicated.
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Posology

Plague psoriasis

The recommended dose is 300 mg of secukinumab by subcutaneous injection with initial dosing at
Weeks 0, 1, 2, 3 and 4, followed by monthly maintenance dosing. Each 300 mg dose is given as two
subcutaneous injections of 150 mg.

Psoriatic arthritis

For patients with concomitant moderate to severe plaque psoriasis or who are anti-TNFa inadequate
responders (IR), the recommended dose is 300 mg by subcutaneous injection with initial dosing at
Weeks 0, 1, 2, 3 and 4, followed by monthly maintenance dosing. Each 300 mg dose is given as two
subcutaneous injections of 150 mg.

For other patients, the recommended dose is 150 mg by subcutaneous injection with initial dosing at
Weeks 0, 1, 2, 3 and 4, followed by monthly maintenance dosing. Based on clinical response, the dose
can be increased to 300 mg.

Ankylosing spondylitis
The recommended dose is 150 mg by subcutaneous injection with initial dosing at Weeks 0, 1, 2, 3
and 4, followed by monthly maintenance dosing.

For all of the above indications, available data suggest that a clinical response is usually achieved
within 16 weeks of treatment. Consideration should be given to discontinuing treatment in patients
who have shown no response by 16 weeks of treatment. Some patients with an initial partial response
may subsequently improve with continued treatment beyond 16 weeks.

Special populations

Elderly patients (aged 65 years and over)
No dose adjustment is required (see section 5.2).

Renal impairment / hepatic impairment
Cosentyx has not been studied in these patient populations. No dose recommendations can be made.

Paediatric population
The safety and efficacy of Cosentyx in children below the age of 18 years have not yet been
established. No data are available.

Method of administration

Cosentyx is to be administered by subcutaneous injection. If possible, areas of the skin that show
psoriasis should be avoided as injection sites.

After proper training in subcutaneous injection technique, patients may self-inject Cosentyx if a
physician determines that this is appropriate. However, the physician should ensure appropriate
follow-up of patients. Patients should be instructed to inject the full amount of Cosentyx according to
the instructions provided in the package leaflet. Comprehensive instructions for administration are
given in the package leaflet.

4.3 Contraindications

Severe hypersensitivity reactions to the active substance or to any of the excipients listed in
section 6.1.

Clinically important, active infection (e.g. active tuberculosis; see section 4.4).
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4.4 Special warnings and precautions for use
Infections

Cosentyx has the potential to increase the risk of infections. Serious infections have been observed in
patients receiving Cosentyx in the post-marketing setting. Caution should be exercised when
considering the use of Cosentyx in patients with a chronic infection or a history of recurrent infection.

Patients should be instructed to seek medical advice if signs or symptoms suggestive of an infection
occur. If a patient develops a serious infection, the patient should be closely monitored and Cosentyx
should not be administered until the infection resolves.

In clinical studies, infections have been observed in patients receiving Cosentyx (see section 4.8).
Most of these were mild or moderate upper respiratory tract infections such as nasopharyngitis and did
not require treatment discontinuation.

Related to the mechanism of action of Cosentyx, non-serious mucocutaneous candida infections were
more frequently reported for secukinumab than placebo in the psoriasis clinical studies (3.55 per

100 patient years for secukinumab 300 mg versus 1.00 per 100 patient years for placebo) (see

section 4.8).

No increased susceptibility to tuberculosis was reported from clinical studies. However, Cosentyx
should not be given to patients with active tuberculosis. Anti-tuberculosis therapy should be

considered prior to initiation of Cosentyx in patients with latent tuberculosis.

Inflammatory bowel disease

Cases of new or exacerbations of Crohn’s disease and ulcerative colitis have been reported. Caution
should be exercised when prescribing Cosentyx to patients with inflammatory bowel disease,
including Crohn’s disease and ulcerative colitis. Patients should be closely monitored.

Hypersensitivity reactions

In clinical studies, rare cases of anaphylactic reactions have been observed in patients receiving
Cosentyx. If an anaphylactic or other serious allergic reactions occur, administration of Cosentyx
should be discontinued immediately and appropriate therapy initiated.

Latex-sensitive individuals

The removable cap of the Cosentyx pre-filled pen contains a derivative of natural rubber latex. No
natural rubber latex has to date been detected in the removable cap. Nevertheless, the use of Cosentyx
pre-filled pens in latex-sensitive individuals has not been studied and there is therefore a potential risk
for hypersensitivity reactions which cannot be completely ruled out.

Vaccinations
Live vaccines should not be given concurrently with Cosentyx.

Patients receiving Cosentyx may receive concurrent inactivated or non-live vaccinations. In a study,
after meningococcal and inactivated influenza vaccinations, a similar proportion of healthy volunteers
treated with 150 mg of secukinumab and those treated with placebo were able to mount an adequate
immune response of at least a 4-fold increase in antibody titres to meningococcal and influenza
vaccines. The data suggest that Cosentyx does not suppress the humoral immune response to the
meningococcal or influenza vaccines.
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Concomitant immunosuppressive therapy

In psoriasis studies, the safety and efficacy of Cosentyx in combination with immunosuppressants,
including biologics, or phototherapy have not been evaluated (see also section 4.5).

4.5 Interaction with other medicinal products and other forms of interaction
Live vaccines should not be given concurrently with Cosentyx (see also section 4.4).

In a study in subjects with plaque psoriasis, no interaction was observed between secukinumab and
midazolam (CYP3A4 substrate).

No interaction was seen when Cosentyx was administered concomitantly with methotrexate (MTX)
and/or corticosteroids in arthritis studies (including in patients with psoriatic arthritis and ankylosing
spondylitis).

4.6  Fertility, pregnancy and lactation

Women of childbearing potential

Women of childbearing potential should use an effective method of contraception during treatment
and for at least 20 weeks after treatment.

Pregnancy

There are no adequate data from the use of secukinumab in pregnant women. Animal studies do not
indicate direct or indirect harmful effects with respect to pregnancy, embryonic/foetal development,
parturition or postnatal development (see section 5.3). As a precautionary measure, it is preferable to
avoid the use of Cosentyx in pregnancy.

Breast-feeding

It is not known whether secukinumab is excreted in human milk. Immunoglobulins are excreted in
human milk and it is not known if secukinumab is absorbed systemically after ingestion. Because of
the potential for adverse reactions in nursing infants from secukinumab, a decision on whether to
discontinue breast-feeding during treatment and up to 20 weeks after treatment or to discontinue
therapy with Cosentyx must be made taking into account the benefit of breast-feeding to the child and
the benefit of Cosentyx therapy to the woman.

Fertility

The effect of secukinumab on human fertility has not been evaluated. Animal studies do not indicate
direct or indirect harmful effects with respect to fertility (see section 5.3).

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

Summary of the safety profile

Over 11,900 patients have been treated with Cosentyx in blinded and open-label clinical studies in
various indications (plaque psoriasis, psoriatic arthritis, ankylosing spondylitis and other autoimmune
conditions), representing 20,995 patient years of exposure. Of these, over 7,100 patients were exposed
to Cosentyx for at least one year.
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Adverse reactions in plague psoriasis

Four placebo-controlled phase I1I studies in plaque psoriasis were pooled to evaluate the safety of
Cosentyx in comparison to placebo up to 12 weeks after treatment initiation. In total, 2,076 patients
were evaluated (692 patients on 150 mg, 690 patients on 300 mg and 694 patients on placebo).

The most frequently reported adverse drug reactions (ADRs) were upper respiratory tract infections
(most frequently nasopharyngitis, rhinitis). Most of the reactions were mild or moderate in severity.

Adverse reactions in psoriatic arthritis

In Cosentyx placebo-controlled psoriatic arthritis studies, there were 2,754 patients (1,871 patients on
Cosentyx and 883 patients on placebo) with a total exposure of 4,478 patient-years of study exposure
on Cosentyx. The safety profile observed in patients with psoriatic arthritis treated with Cosentyx is
consistent with the safety profile in psoriasis.

Adverse reactions in ankylosing spondylitis

Cosentyx was studied in two placebo-controlled ankylosing spondylitis studies with 590 patients
(394 patients on Cosentyx and 196 patients on placebo) for a total of 755 patient-years of study
exposure (median duration of exposure for secukinumab-treated patients: 469 days in AS Study 1 and
460 days in AS Study 2). The safety profile observed in patients with ankylosing spondylitis treated
with Cosentyx is consistent with the safety profile in psoriasis.

Tabulated list of adverse reactions

ADRs from psoriasis, psoriatic arthritis and ankylosing spondylitis clinical studies as well as from
post-marketing experience (Table 1) are listed by MedDRA system organ class. Within each system
organ class, the ADRs are ranked by frequency, with the most frequent reactions first. Within each
frequency grouping, adverse drug reactions are presented in order of decreasing seriousness. In
addition, the corresponding frequency category for each adverse drug reaction is based on the
following convention: very common (>1/10); common (>1/100 to <1/10); uncommon (>1/1,000 to
<1/100); rare (=1/10,000 to <1/1,000); very rare (<1/10,000); and not known (cannot be estimated
from the available data).
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Table 1 List of adverse reactions in clinical studies” and post-marketing experience

System Organ Class | Frequency Adverse reaction
Infections and Very common | Upper respiratory tract infections
infestations Common Oral herpes
Uncommon Oral candidiasis
Tinea pedis
Otitis externa
Not known Mucosal and cutaneous candidiasis (including

oesophageal candidiasis)
Blood and lymphatic Uncommon Neutropenia
system disorders
Immune system Rare Anaphylactic reactions
disorders
Eye disorders Uncommon Conjunctivitis
Respiratory, thoracic Common Rhinorrhoea
and mediastinal
disorders
Gastrointestinal Common Diarrhoea
disorders
Skin and subcutaneous | Uncommon Urticaria
disorders

! Placebo-controlled clinical studies (phase III) in plaque psoriasis, PsA and AS patients exposed to
300 mg, 150 mg, 75 mg or placebo up to 12 weeks (psoriasis) or 16 weeks (PsA and AS) treatment
duration

Description of selected adverse reactions

Infections

In the placebo-controlled period of clinical studies in plaque psoriasis (a total of 1,382 patients treated
with Cosentyx and 694 patients treated with placebo for up to 12 weeks), infections were reported in
28.7% of patients treated with Cosentyx compared with 18.9% of patients treated with placebo. The
majority of infections consisted of non-serious and mild to moderate upper respiratory tract infections,
such as nasopharyngitis, which did not necessitate treatment discontinuation. There was an increase in
mucosal or cutaneous candidiasis, consistent with the mechanism of action, but the cases were mild or
moderate in severity, non-serious, responsive to standard treatment and did not necessitate treatment
discontinuation. Serious infections occurred in 0.14% of patients treated with Cosentyx and in 0.3% of
patients treated with placebo (see section 4.4).

Over the entire treatment period (a total of 3,430 patients treated with Cosentyx for up to 52 weeks for
the majority of patients), infections were reported in 47.5% of patients treated with Cosentyx (0.9 per

patient-year of follow-up). Serious infections were reported in 1.2% of patients treated with Cosentyx

(0.015 per patient-year of follow-up).

Infection rates observed in psoriatic arthritis and ankylosing spondylitis clinical studies were similar to
those observed in the psoriasis studies.

Neutropenia

In psoriasis phase 3 clinical studies, neutropenia was more frequently observed with secukinumab than
with placebo, but most cases were mild, transient and reversible. Neutropenia <1.0-0.5x10°/1 (CTCAE
Grade 3) was reported in 18 out of 3,430 (0.5%) patients on secukinumab, with no dose dependence
and no temporal relationship to infections in 15 out of 18 cases. There were no reported cases of more
severe neutropenia. Non-serious infections with usual response to standard care and not requiring
discontinuation of Cosentyx were reported in the remaining 3 cases.
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The frequency of neutropenia in psoriatic arthritis and ankylosing spondylitis is similar to psoriasis.
Rare cases of neutropenia <0.5x10°/1 (CTCAE Grade 4) were reported.

Hypersensitivity reactions
In clinical studies, urticaria and rare cases of anaphylactic reaction to Cosentyx were observed (see
also section 4.4).

Immunogenicity

In psoriasis, psoriatic arthritis and ankylosing spondylitis clinical studies, less than 1% of patients
treated with Cosentyx developed antibodies to secukinumab up to 52 weeks of treatment. About half
of the treatment-emergent anti-drug antibodies were neutralising, but this was not associated with loss
of efficacy or pharmacokinetic abnormalities.

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

No cases of overdose have been reported in clinical studies.

Doses up to 30 mg/kg (approximately 2000 to 3000 mg) have been administered intravenously in
clinical studies without dose-limiting toxicity. In the event of overdose, it is recommended that the
patient be monitored for any signs or symptoms of adverse reactions and appropriate symptomatic
treatment be instituted immediately.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Immunosuppressants, interleukin inhibitors, ATC code: LO4AC10

Mechanism of action

Secukinumab is a fully human IgG1/k monoclonal antibody that selectively binds to and neutralises
the proinflammatory cytokine interleukin-17A (IL-17A). Secukinumab works by targeting IL-17A and
inhibiting its interaction with the IL-17 receptor, which is expressed on various cell types including
keratinocytes. As a result, secukinumab inhibits the release of proinflammatory cytokines, chemokines
and mediators of tissue damage and reduces IL-17A-mediated contributions to autoimmune and
inflammatory diseases. Clinically relevant levels of secukinumab reach the skin and reduce local
inflammatory markers. As a direct consequence treatment with secukinumab reduces erythema,
induration and desquamation present in plaque psoriasis lesions.

IL-17A is a naturally occurring cytokine that is involved in normal inflammatory and immune
responses. [L-17A plays a key role in the pathogenesis of plaque psoriasis, psoriatic arthritis and
ankylosing spondylitis and is up-regulated in lesional skin in contrast to non-lesional skin of plaque
psoriasis patients and in synovial tissue of psoriatic arthritis patients. The frequency of
IL-17-producing cells was also significantly higher in the subchondral bone marrow of facet joints
from patients with ankylosing spondylitis.
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Pharmacodynamic effects

Serum levels of total IL-17A (free and secukinumab-bound IL-17A) are initially increased in patients
receiving secukinumab. This is followed by a slow decrease due to reduced clearance of
secukinumab-bound IL-17A, indicating that secukinumab selectively captures free IL-17A, which
plays a key role in the pathogenesis of plaque psoriasis.

In a study with secukinumab, infiltrating epidermal neutrophils and various neutrophil-associated
markers that are increased in lesional skin of plaque psoriasis patients were significantly reduced after

one to two weeks of treatment.

Secukinumab has been shown to lower (within 1 to 2 weeks of treatment) levels of C-reactive protein,
which is a marker of inflammation.

Clinical efficacy and safety

Plague psoriasis

The safety and efficacy of Cosentyx were assessed in four randomised, double-blind,
placebo-controlled phase 111 studies in patients with moderate to severe plaque psoriasis who were
candidates for phototherapy or systemic therapy [ERASURE, FIXTURE, FEATURE, JUNCTURE].
The efficacy and safety of Cosentyx 150 mg and 300 mg were evaluated versus either placebo or
etanercept. In addition, one study assessed a chronic treatment regimen versus a “retreatment as
needed” regimen [SCULPTURE].

Of the 2,403 patients who were included in the placebo-controlled studies, 79% were biologic-naive,
45% were non-biologic failures and 8% were biologic failures (6% were anti-TNF failures, and 2%
were anti-p40 failures). Approximately 15 to 25% of patients in phase III studies had psoriatic arthritis
(PsA) at baseline.

Psoriasis Study 1 (ERASURE) evaluated 738 patients. Patients randomised to Cosentyx received

150 mg or 300 mg doses at Weeks 0, 1, 2, 3 and 4, followed by the same dose every month. Psoriasis
Study 2 (FIXTURE) evaluated 1,306 patients. Patients randomised to Cosentyx received 150 mg or
300 mg doses at Weeks 0, 1, 2, 3 and 4, followed by the same dose every month. Patients randomised
to etanercept received 50 mg doses twice per week for 12 weeks followed by 50 mg every week. In
both Study 1 and Study 2, patients randomised to receive placebo who were non-responders at

Week 12 then crossed over to receive Cosentyx (either 150 mg or 300 mg) at Weeks 12, 13, 14, and
15, followed by the same dose every month starting at Week 16. All patients were followed for up to
52 weeks following first administration of study treatment.

Psoriasis Study 3 (FEATURE) evaluated 177 patients using a pre-filled syringe compared with
placebo after 12 weeks of treatment to assess the safety, tolerability, and usability of Cosentyx
self-administration via the pre-filled syringe. Psoriasis Study 4 (JUNCTURE) evaluated 182 patients
using a pre-filled pen compared with placebo after 12 weeks of treatment to assess the safety,
tolerability, and usability of Cosentyx self-administration via the pre-filled pen. In both Study 3 and
Study 4, patients randomised to Cosentyx received 150 mg or 300 mg doses at Weeks 0, 1, 2, 3 and 4,
followed by the same dose every month. Patients were also randomised to receive placebo at Weeks 0,
1, 2, 3 and 4, followed by the same dose every month.

Psoriasis Study 5 (SCULPTURE) evaluated 966 patients. All patients received Cosentyx 150 mg or
300 mg doses at Weeks 0, 1, 2, 3, 4, 8 and 12 and then were randomised to receive either a
maintenance regimen of the same dose every month starting at Week 12 or a “retreatment as needed”
regimen of the same dose. Patients randomised to “retreatment as needed” did not achieve adequate
maintenance of response and therefore a fixed monthly maintenance regimen is recommended.
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The co-primary endpoints in the placebo and active-controlled studies were the proportion of patients
who achieved a PASI 75 response and IGA mod 2011 “clear” or “almost clear” response versus
placebo at Week 12 (see Tables 2 and 3). The 300 mg dose provided improved skin clearance
particularly for “clear” or “almost clear” skin across the efficacy endpoints of PASI 90, PASI 100, and
IGA mod 2011 0 or 1 response across all studies with peak effects seen at Week 16, therefore this dose
is recommended.

Table 2 Summary of PASI 50/75/90/100 & IGA*mod 2011 “clear” or “almost clear” clinical
response in Psoriasis Studies 1, 3 and 4 (ERASURE, FEATURE and JUNCTURE)

Week 12 Week 16 Week 52
Placebo 150 mg 300 mg 150mg 300mg 150mg 300 mg
Study 1
Number of patients 246 244 245 244 245 244 245
PASI 50 response n (%) 22 203 222 212 224 187 207
(8.9%)  (83.5%)  (90.6%)  (87.2%)  (91.4%)  (77%) (84.5%)
PASI 75 response n (%) 11 174 200 188 211 146 182
(45%)  (71.6%)** (81.6%)** (77.4%)  (86.1%)  (60.1%)  (74.3%)
PASI 90 response n (%) 3 (1.2%) 95 145 130 171 88 147
(39.1%)**  (59.2%)** (53.5%)  (69.8%)  (362%)  (60.0%)
PASI 100 response n (%) 2(0.8%) 31 70 51 102 49 96
(12.8%)  (28.6%)  (21.0%) (41.6%)  (202%)  (39.2%)
IGA mod 2011 “clear” or 6 125 160 142 180 101 148

“almost clear” response  (240%)  (512%)** (653%)** (58.2%)  (73.5%)  (41.4%)  (60.4%)
n (%)

Study 3

Number of patients 59 59 58 - - - -

PASI 50 response n (%)  3(5.1%) 51 51 - - - -
(86.4%)  (87.9%)

PASI 75 response n (%)  0(0.0%) 41 44 - - - -
(69.5%)**  (75.9%)**

PASI 90 response n (%)  0(0.0%) 27 35 - - - -
(45.8%)  (60.3%)

PASI 100 response n (%)  0(0.0%) 5 25 - - - -
(8.5%) (43.1%)

IGA mod 2011 “clear” or 0(0.0%) 31 40 - - - -

“almost clear” response (52.5%)**  (69.0%)**

n (%)

Study 4

Number of patients 61 60 60 - - - -

PASI 50 response n (%)  5(8.2%) 48 58 - - - -
(80.0%)  (96.7%)

PASI 75 response n (%)  2(3.3%) 43 52 - - - -
(71.7%)**  (86.7%)**

PASI 90 response n (%)  0(0.0%) 24 33 - - - -
(40.0%)  (55.0%)

PASI 100 response n(%)  0(0.0%) 10 16 - - - -
(167%)  (26.7%)

IGA mod 2011 “clear” or 0(0.0%) 32 44 - - - -

“almost clear” response (53.3%)**  (73.3%)**

n (%)

* The IGA mod 2011 is a 5-category scale including “0 = clear”, “1 = almost clear”, “2 = mild”, “3 =
moderate” or “4 = severe”, indicating the physician’s overall assessment of the psoriasis severity focusing
on induration, erythema and scaling. Treatment success of “clear” or “almost clear” consisted of no signs of
psoriasis or normal to pink colouration of lesions, no thickening of the plaque and none to minimal focal
scaling.

** p values versus placebo and adjusted for multiplicity: p<0.0001.
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Table 3 Summary of clinical response on Psoriasis Study 2 (FIXTURE)

Week 12 Week 16 Week 52

Placebo 150 mg 300 mg Etanercept 150 mg 300 mg Etanercept 150 mg 300 mg Etanercept
Number of 324 327 323 323 327 323 323 327 323 323
patients
PASI 50 49 266 296 226 290 302 257 (79.6%) 249 274 234 (72.4%)
response (15.1%) (81.3%) (91.6%) (70.0%) (88.7%) (93.5%) (76.1%) (84.8%)
n (%)
PASI 75 16 219 249 142 247 280 189 (58.5%) 215 254 179 (55.4%)
response (4.9%) (67.0%) (77.1%) (44.0%) (75.5%) (86.7%) (65.7%) (78.6%)
n (%) sk skk
PASI 90 5(1.5%) 137 175 67 (20.7%) 176 234 101 (31.3%) 147 210 108 (33.4%)
response (41.9%) (54.2%) (53.8%) (72.4%) (45.0%) (65.0%)
n (%)
PASI 100 0 (0%) 47 78 14 (4.3%) 84 119 24 (7.4%) 65 117 32 (9.9%)
response (14.4%) (24.1%) (25.7%) (36.8%) (19.9%) (36.2%)
n (%)
IGA mod 9(2.8%) 167 202 88(27.2%) 200 244 127 (39.3%) 168 219 120 (37.2%)
2011 “clear” (51.1%) (62.5%) (61.2%) (75.5%) (51.4%) (67.8%)
or “almost *x **
clear”
response
n (%)

** p values versus etanercept: p=0.0250

In an additional psoriasis study (CLEAR) 676 patients were evaluated. Secukinumab 300 mg met the
primary and secondary endpoints by showing superiority to ustekinumab based on PASI 90 response
at Week 16 (primary endpoint), speed of onset of PASI 75 response at Week 4, and long-term PASI 90
response at Week 52. Greater efficacy of secukinumab compared to ustekinumab for the endpoints
PASI 75/90/100 and IGA mod 2011 0 or 1 response (“clear” or “almost clear”’) was observed early
and continued through to Week 52.

Table 4 Summary of clinical response on CLEAR Study

Week 4 Week 16 Week 52
Secukinumab  Ustekinumab*  Secukinumab  Ustekinumab* Secukinumab  Ustekinumab*
300 mg 300 mg 300 mg
Number of 334 335 334 335 334 335
patients
PASI 75 166 (49.7%)** 69 (20.6%) 311 (93.1%) 276 (82.4%) 306 (91.6%) 262 (78.2%)
response n (%)
PASI 90 70 (21.0%) 18 (5.4%) 264 (79.0%)** 192 (57.3%) 250 203 (60.6%)
response n (%) (74.9%)***
PASI 100 14 (4.2%) 3 (0.9%) 148 (44.3%) 95 (28.4%) 150 (44.9%) 123 (36.7%)
response n (%)
IGA mod 2011 128 (38.3%) 41 (12.2%) 278 (83.2%) 226 (67.5%) 261 (78.1%) 213 (63.6%)
“clear” or

“almost clear”
response n (%)

* Patients treated with secukinumab received 300 mg doses at Weeks 0, 1, 2, 3 and 4, followed by the same dose
every 4 weeks until Week 52. Patients treated with ustekinumab received 45 mg or 90 mg at Weeks 0 and 4, then

every 12 weeks until Week 52 (dosed by weight as per approved posology)

** p values versus ustekinumab: p<0.0001 for primary endpoint of PASI 90 at Week 16 and secondary endpoint of PASI 75
at Week 4

**% p values versus ustekinumab: p=0.0001 for secondary endpoint of PASI 90 at Week 52

Cosentyx was efficacious in systemic treatment-naive, biologic-naive, biologic/anti-TNF-exposed and
biologic/anti-TNF-failure patients. Improvements in PASI 75 in patients with concurrent psoriatic

arthritis at baseline were similar to those in the overall plaque psoriasis population.

Cosentyx was associated with a fast onset of efficacy with a 50% reduction in mean PASI by Week 3
for the 300 mg dose.
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Figure1  Time course of percentage change from baseline of mean PASI score in Study 1
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Specific locations/forms of plaque psoriasis

In two additional placebo-controlled studies, improvement was seen in both nail psoriasis
(TRANSFIGURE, 198 patients) and palmoplantar plaque psoriasis (GESTURE, 205 patients). In the
TRANSFIGURE Study, secukinumab was superior to placebo at Week 16 (46.1% for 300 mg, 38.4%
for 150 mg and 11.7% for placebo) as assessed by significant improvement from baseline in the Nail
Psoriasis Severity Index (NAPSI %) for patients with moderate to severe plaque psoriasis with nail
involvement. In the GESTURE Study, secukinumab was superior to placebo at Week 16 (33.3% for
300 mg, 22.1% for 150 mg, and 1.5% for placebo) as assessed by significant improvement of ppIGA 0
or 1 response (“clear” or “almost clear”) for patients with moderate to severe palmoplantar plaque
psoriasis.

A placebo-controlled study evaluated 102 patients with moderate to severe scalp psoriasis, defined as
having a Psoriasis Scalp Severity Index (PSSI) score of >12, an IGA mod 2011 scalp only score of 3
or greater and at least 30% of the scalp surface area affected. Secukinumab 300 mg was superior to
placebo at Week 12 as assessed by significant improvement from baseline in both the PSSI 90
response (52.9% versus 2.0%) and IGA mod 2011 0 or 1 scalp only response (56.9% versus 5.9%).
Improvement in both endpoints was sustained for secukinumab patients who continued treatment
through to Week 24.

Quality of life/patient-reported outcomes

Statistically significant improvements at Week 12 (Studies 1-4) from baseline compared to placebo
were demonstrated in the DLQI (Dermatology Life Quality Index). Mean decreases (improvements) in
DLQI from baseline ranged from -10.4 to -11.6 with secukinumab 300 mg, from -7.7 to -10.1 with
secukinumab 150 mg, versus -1.1 to -1.9 for placebo at Week 12. These improvements were
maintained for 52 weeks (Studies 1 and 2).

Forty percent of the participants in Studies 1 and 2 completed the Psoriasis Symptom Diary®. For the
participants completing the diary in each of these studies, statistically significant improvements at
Week 12 from baseline compared to placebo in patient-reported signs and symptoms of itching, pain
and scaling were demonstrated.

Statistically significant improvements at Week 4 from baseline in patients treated with secukinumab

compared to patients treated with ustekinumab (CLEAR) were demonstrated in the DLQI and these
improvements were maintained for up to 52 weeks.
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Statistically significant improvements in patient-reported signs and symptoms of itching, pain and
scaling at Week 16 and Week 52 (CLEAR) were demonstrated in the Psoriasis Symptom Diary® in
patients treated with secukinumab compared to patients treated with ustekinumab.

Statistically significant improvements (decreases) at Week 12 from baseline in the scalp psoriasis
study were demonstrated in patient reported signs and symptoms of scalp itching, pain and scaling
compared to placebo.

Psoriatic arthritis

The safety and efficacy of Cosentyx were assessed in 1,999 patients in three randomised,
double-blind, placebo-controlled phase III studies in patients with active psoriatic arthritis (=3 swollen
and >3 tender joints) despite non-steroidal anti-inflammatory drug (NSAID), corticosteroid or
disease-modifying anti-rheumatic drug (DMARD) therapy. Patients with each subtype of PsA were
enrolled in these studies, including polyarticular arthritis with no evidence of rheumatoid nodules,
spondylitis with peripheral arthritis, asymmetric peripheral arthritis, distal interphalangeal
involvement and arthritis mutilans. Patients in these studies had a diagnosis of PsA of at least five
years. The majority of patients also had active psoriasis skin lesions or a documented history of
psoriasis. Over 61% and 42% of the PsA patients had enthesitis and dactylitis at baseline, respectively.
For all studies, the primary endpoint was American College of Rheumatology (ACR) 20 response. For
Psoriatic Arthritis Study 1 (PsA Study 1) and Psoriatic Arthritis Study 2 (PsA Study 2), the primary
endpoint was at Week 24. For Psoriatic Arthritis Study 3 (PsA Study 3), the primary endpoint was at
Week 16 with the key secondary endpoint, the change from baseline in modified Total Sharp Score
(mTSS), at Week 24.

In PsA Study 1, PsA Study 2 and PsA Study 3, 29%, 35% and 30% of patients, respectively, were
previously treated with an anti-TNFa agent and discontinued the anti-TNFa agent for either lack of
efficacy or intolerance (anti-TNFa-IR patients).

PsA Study 1 (FUTURE 1) evaluated 606 patients, of whom 60.7% had concomitant MTX. Patients
randomised to Cosentyx received 10 mg/kg intravenously at Weeks 0, 2, and 4, followed by either

75 mg or 150 mg subcutaneously every month starting at Week 8. Patients randomised to placebo who
were non-responders at Week 16 (early rescue) and other placebo patients at Week 24 were crossed
over to receive Cosentyx (either 75 mg or 150 mg subcutaneously) followed by the same dose every
month.

PsA Study 2 (FUTURE 2) evaluated 397 patients, of whom 46.6% had concomitant MTX. Patients
randomised to Cosentyx received 75 mg, 150 mg or 300 mg subcutaneously at Weeks 0, 1, 2, 3 and 4,
followed by the same dose every month. Patients randomised to receive placebo who were
non-responders at Week 16 (early rescue) were crossed over to receive Cosentyx (either 150 mg or
300 mg subcutaneously) at Week 16 followed by the same dose every month. Patients randomised to
receive placebo who were responders at Week 16 were crossed over to receive Cosentyx (either

150 mg or 300 mg subcutaneously) at Week 24 followed by the same dose every month.

PsA Study 3 (FUTURE 5) evaluated 996 patients, of whom 50.1% had concomitant MTX. Patients
were randomised to receive Cosentyx 150 mg, 300 mg or placebo subcutaneously at Weeks 0, 1, 2, 3
and 4, followed by the same dose every month, or a once monthly injection of Cosentyx 150 mg
(without loading). Patients randomised to receive placebo who were non-responders at Week 16 (early
rescue) were then crossed over to receive Cosentyx (either 150 mg or 300 mg subcutaneously) at
Week 16 followed by the same dose every month. Patients randomised to receive placebo who were
responders at Week 16 were crossed over to receive Cosentyx (either 150 mg or 300 mg
subcutaneously) at Week 24 followed by the same dose every month.

Signs and symptoms

Treatment with Cosentyx resulted in significant improvement in measures of disease activity
compared to placebo at Weeks 16 and 24 (see Table 5).
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Table 5 Clinical response in PsA Study 2 and PsA Study 3 at Week 16 and Week 24
PsA Study 2 PsA Study 3
Placebo 150 mg! 300 mg! Placebo 150 mg! 300 mg!
Number of patients | 98 100 100 332 220 222
randomised
ACR20 response
n (%)
Week 16 18 60 57 91° 122° 139°
(18.4%)  (60.0%***)  (57.0%***) | (27.4%)  (55.5%***) (62.6%***)
Week 24 15° 51° 54° 78 117 141
(15.3%)  (51.0%***)  (54.0%***) | (23.5%)  (53.2%***) (63.5%***)
ACRS0 response
n (%)
Week 16 6 37 35 27 79 88
(6.1%) (37.0%***)  (35.0%***) | (8.1%) (35.9%%) (39.6%%*)
Week 24 7 35 35 29 86 97
(7.1%) (35.0%) (35.0%**) | (8.7%) (39.1%***)  (43.7%***)
ACR70 response
n (%)
Week 16 2 17 15 14 40 45
(2.0%) (17.0%**)  (15.0%**) | (4.2%) (18.2%***)  (20.3%***)
Week 24 1 21 20 13 53 57
(1.0%) (21.0%**)  (20.0%**) | (3.9%) (24.1%***)  (25.7%***)
DAS28-CRP
Week 16 -0.50 -1.45%%* -1.51%%* -0.63 -1.29* -1.49*
Week 24 -0.96 -1.58** -1.61%* -0.84 -1 57%** -1.68%**
Number of patients | 43 58 41 162 125 110
with >3% BSA (43.9%)  (58.0%) (41.0%) (48.8%)  (56.8%) (49.5%)
psoriasis skin
involvement at
baseline
PASI 75 response
n (%)
Week 16 3 33 27 20 75 77
(7.0%) (56.9%***)  (65.9%***) | (12.3%)  (60.0%%*) (70.0%%*)
Week 24 7 28 26 29 80 78
(16.3%)  (48.3%**)  (63.4%***) | (17.9%)  (64.0%***) (70.9%***)
PASI 90 response
n (%)
Week 16 3 22 18 15 46 59
(7.0%) (37.9%***)  (43.9%***) | (9.3%) (36.8%%) (53.6%%*)
Week 24 4 19 20 19 51 60
(9.3%) (32.8%**)  (48.8%***) | (11.7%)  (40.8%***) (54.5%***)
Dactylitis
resolution n (%) ¥
Week 16 10 21 26 40 46 54
(37%) (65.6%%) (56.5%) (32.3%)  (57.5%%) (65.9%%)
Week 24 4 16 26 42 51 52
(14.8%)  (50.0%**)  (56.5%**) | (33.9%) (63.8%***) (63.4%***)
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Enthesitis
resolution n (%) 1

Week 16 17 32 32 68 77 78
(262%)  (50.0%**)  (57.1%***) | (35.4%)  (54.6%*)  (55.7%%)
Week 24 14 27 27 66 77 86

(21.5%)  (42.2%%)  (48.2%**) | (34.4%)  (54.6%***) (61.4%***)

* p<0.05, ** p<0.01, *** p<0.001; versus placebo

All p-values are adjusted for multiplicity of testing based on pre-defined hierarchy at Week 24 for PsA
Study 2, except for ACR70, Dactylitis and Enthesitis, which were exploratory endpoints and all
endpoints at Week 16.

All p-values are adjusted for multiplicity of testing based on pre-defined hierarchy at Week 16 for PsA
Study 3, except for ACR70 which was an exploratory endpoint and all endpoints at Week 24.
Non-responder imputation used for missing binary endpoint.

ACR: American College of Rheumatology; PASI: Psoriasis Area and Severity Index; DAS: Disease
Activity Score; BSA: Body Surface Area

®Primary Endpoint

'Cosentyx 150 mg or 300 mg s.c. at Weeks 0, 1, 2, 3, and 4 followed by the same dose every month

+In patients with dactylitis at baseline (n=27, 32, 46, respectively for PsA Study 2 and n=124, 80, 82,
respectively for PsA Study 3)

tIn patients with enthesitis at baseline (n=65, 64, 56, respectively for PsA Study 2 and n=192, 141, 140,
respectively for PsA Study 3)

The onset of action of Cosentyx occurred as early as Week 2. Statistically significant difference in
ACR 20 versus placebo was reached at Week 3.

The percentage of patients achieving ACR 20 response by visit is shown in Figure 2.

Figure2  ACR20 response in PsA Study 2 over time up to Week 52
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Similar responses for primary and key secondary endpoints were seen in PsA patients regardless of
whether they were on concomitant MTX treatment or not. In PsA Study 2, at Week 24, Cosentyx-
treated patients with concomitant MTX use had a higher ACR 20 response (47.7% and 54.4% for
150 mg and 300 mg, respectively, compared to placebo 20.0%) and ACR 50 response (31.8% and
38.6% for 150 mg and 300 mg, respectively, compared to placebo 8.0%). Cosentyx-treated patients
without concomitant MTX use had a higher ACR 20 response (53.6% and 53.6% for 150 mg and
300 mg, respectively, compared to placebo 10.4%) and ACR 50 response (37.5% and 32.1% for
150 mg and 300 mg, respectively, compared to placebo 6.3%).

In PsA Study 2, both anti-TNFa-naive and anti-TNFa-IR Cosentyx-treated patients had a significantly
higher ACR 20 response compared to placebo at Week 24, with a slightly higher response in the
anti-TNFa-naive group (anti-TNFa-naive: 64% and 58% for 150 mg and 300 mg, respectively,
compared to placebo 15.9%; anti-TNFa-IR: 30% and 46% for 150 mg and 300 mg, respectively,
compared to placebo 14.3%). In the anti-TNFa-IR patients subgroup, only the 300 mg dose showed
significantly higher response rate for ACR 20 compared to placebo (p<0.05) and demonstrated clinical
meaningful benefit over 150 mg on multiple secondary endpoints. Improvements in the PASI 75
response were seen in both subgroups and the 300 mg dose showed statistically significant benefit in
the anti-TNFa-IR patients.

The number of PsA patients with axial involvement was too small to allow meaningful assessment.

Improvements were shown in all components of the ACR scores, including patient assessment of pain.
In PsA Study 2, the proportion of patients achieving a modified PsA Response Criteria (PsARC)
response was greater in the Cosentyx-treated patients (59.0% and 61.0% for 150 mg and 300 mg,
respectively) compared to placebo (26.5%) at Week 24.

In PsA Study 1 and PsA Study 2, efficacy was maintained up to Week 104. In PsA Study 2, among
200 patients initially randomised to Cosentyx 150 mg and 300 mg, 178 (89%) patients were still on
treatment at Week 52. Of the 100 patients randomised to Cosentyx 150 mg, 64, 39 and 20 had an
ACR 20/50/70 response, respectively. Of the 100 patients randomised to Cosentyx 300 mg, 64, 44 and
24 had an ACR 20/50/70 response, respectively.

Radiographic response

In PsA Study 3, inhibition of progression of structural damage was assessed radiographically and
expressed by the modified Total Sharp Score (mTSS) and its components, the Erosion Score (ES) and
the Joint Space Narrowing Score (JSN). Radiographs of hands, wrists, and feet were obtained at
baseline, Week 16 and/or Week 24 and scored independently by at least two readers who were blinded
to treatment group and visit number. Cosentyx 150 mg and 300 mg treatment significantly inhibited
the rate of progression of peripheral joint damage compared with placebo treatment as measured by
change from baseline in mTSS at Week 24 (Table 6).

Inhibition of progression of structural damage was also assessed in PsA Study 1 at Weeks 24 and 52,
compared to baseline. Week 24 data are presented in Table 6.
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Table 6

Change in modified Total Sharp Score in psoriatic arthritis

PsA Study 3 PsA Study 1

Placebo  Cosentyx 150 mg! Cosentyx 300 mg' | Placebo  Cosentyx 150 mg>
n=296 n=213 n=217 n=179 n=185

Total score

Baseline 15.0 13.5 12.9 28.4 22.3

(SD) (382)  (25.6) (23.8) (63.5)  (48.0)

Mean 0.50 0.13* 0.02* 0.57 0.13*

change at

Week 24

*p<0.05 based on nominal, but non adjusted, p-value
!Cosentyx 150 mg or 300 mg s.c. at Weeks 0, 1, 2, 3, and 4 followed by the same dose every month
10 mg/kg at Weeks 0, 2 and 4 followed by subcutaneous doses of 75 mg or 150 mg

In PsA Study 1, inhibition of structural damage was maintained with Cosentyx treatment up to
Week 52.

In PsA Study 3, the percentage of patients with no disease progression (defined as a change from
baseline in mTSS of <0.5) from randomisation to Week 24 was 80.3%, 88.5% and 73.6% for
secukinumab 150 mg, 300 mg and placebo, respectively. An effect of inhibition of structural damage
was observed in anti-TNFa-naive and anti-TNFa-IR patients and in patients treated with and without
concomitant MTX.

In PsA Study 1, the percentage of patients with no disease progression (defined as a change from
baseline in mTSS of <0.5) from randomisation to Week 24 was 82.3% in secukinumab 10 mg/kg
intravenous load — 150 mg subcutaneous maintenance and 75.7% in placebo. The percentage of
patients with no disease progression from Week 24 to Week 52 for secukinumab 10 mg/kg
intravenous load — followed by 150 mg subcutaneous maintenance and for placebo patients who
switched to 75 mg or 150 mg subcutaneous every 4 weeks at Week 16 or Week 24 was 85.7% and
86.8%, respectively.

Physical function and health-related quality of life

In PsA Study 2 and PsA Study 3, patients treated with Cosentyx 150 mg (p=0.0555 and p<0.0001) and
300 mg (p=0.0040 and p<0.0001) showed improvement in physical function compared to patients
treated with placebo as assessed by Health Assessment Questionnaire-Disability Index (HAQ-DI) at
Week 24 and Week 16, respectively. Improvements in HAQ-DI scores were seen regardless of
previous anti-TNFa exposure. Similar responses were seen in PsA Study 1.

Cosentyx-treated patients reported significant improvements in health-related quality of life as
measured by the Short Form-36 Health Survey Physical Component Summary (SF-36 PCS) score
(p<0.001). There were also statistically significant improvements demonstrated in exploratory
endpoints assessed by the Functional Assessment of Chronic Illness Therapy — Fatigue (FACIT-F)
scores for 150 mg and 300 mg compared to placebo (7.97, 5.97 versus 1.63, respectively) and these
improvements were maintained up to Week 104 in PsA Study 2.

Similar responses were seen in PsA Study 1 and efficacy was maintained up to Week 52.

Ankylosing spondylitis

The safety and efficacy of Cosentyx were assessed in 590 patients in two randomised, double-blind,
placebo-controlled phase III studies in patients with active ankylosing spondylitis (AS) with a Bath
Ankylosing Spondylitis Disease Activity Index (BASDAI) >4 despite non-steroidal anti-inflammatory
drug (NSAID), corticosteroid or disease-modifying anti-rheumatic drug (DMARD) therapy. Patients
in these studies had a diagnosis of AS for a median of 2.7 to 5.8 years. For both studies, the primary
endpoint was at least a 20% improvement in Assessment of Spondyloarthritis International Society
(ASAS 20) criteria at Week 16.
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In Ankylosing Spondylitis Study 1 (AS Study 1) and Ankylosing Spondylitis Study 2 (AS Study 2)
27.0% and 38.8% of patients, respectively, were previously treated with an anti-TNFa agent and
discontinued the anti-TNFa agent for either lack of efficacy or intolerance (anti-TNFa-IR patients).

AS Study 1 (MEASURE 1) evaluated 371 patients, of whom 14.8% and 33.4% used concomitant
MTX or sulfasalazine, respectively. Patients randomised to Cosentyx received 10 mg/kg intravenously
at Weeks 0, 2, and 4, followed by either 75 mg or 150 mg subcutaneously every month starting at
Week 8. Patients randomised to placebo who were non-responders at Week 16 (early rescue) and all
other placebo patients at Week 24 were crossed over to receive Cosentyx (either 75 mg or 150 mg
subcutaneously), followed by the same dose every month.

AS Study 2 (MEASURE 2) evaluated 219 patients, of whom 11.9% and 14.2% used concomitant
MTX or sulfasalazine, respectively. Patients randomised to Cosentyx received 75 mg or 150 mg
subcutaneously at Weeks 0, 1, 2, 3 and 4, followed by the same dose every month. At Week 16,
patients who were randomised to placebo at baseline were re-randomised to receive Cosentyx (either
75 mg or 150 mg subcutaneously) every month.

Signs and symptoms
In AS Study 2, treatment with Cosentyx 150 mg resulted in greater improvement in measures of

disease activity compared with placebo at Week 16 (see Table 7).

Table 7 Clinical response in AS Study 2 at Week 16

Placebo 75 mg 150 mg
Outcome (p-value versus placebo) (n=174) (n=173) (n=172)
ASAS 20 response, % 28.4 41.1 61.1%**
ASAS 40 response, % 10.8 26.0 36.1%**
hsCRP, (post-BSL/BSL ratio) 1.13 0.61 0.55%**
ASAS 5/6, % 8.1 34.2 43.1%%*
ASAS partial remission, % 4.1 15.1 13.9
BASDALI 50, % 10.8 24.7* 30.6%*
ASDAS-CRP major improvement 4.1 15.1% 25.0%**

* p<0.05, ** p<0.01, *** p<0.001; versus placebo

All p-values adjusted for multiplicity of testing based on pre-defined hierarchy, except BASDAI 50
and ASDAS-CRP

Non-responder imputation used for missing binary endpoint

ASAS: Assessment of SpondyloArthritis International Society Criteria; BASDAI: Bath Ankylosing
Spondylitis Disease Activity Index; hsCRP: high-sensitivity C-reactive protein; ASDAS: Ankylosing
Spondylitis Disease Activity Score; BSL: baseline

The onset of action of Cosentyx 150 mg occurred as early as Week 1 for ASAS 20 and Week 2 for
ASAS 40 (superior to placebo) in AS Study 2.

ASAS 20 responses were improved at Week 16 in both anti-TNFa-naive patients (68.2% versus

31.1%; p<0.05) and anti-TNFo-IR patients (50.0% versus 24.1%; p<0.05) for Cosentyx 150 mg
compared with placebo, respectively.
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In both AS studies, Cosentyx-treated patients (150 mg in AS Study 2 and both regimens in AS
Study 1) demonstrated significantly improved signs and symptoms at Week 16, with comparable
magnitude of response and efficacy maintained up to Week 52 in both anti-TNFa-naive and
anti-TNFa-IR patients. In AS Study 2, among 72 patients initially randomised to Cosentyx 150 mg,
61 (84.7%) patients were still on treatment at Week 52. Of the 72 patients randomised to Cosentyx
150 mg, 45 and 35 had an ASAS 20/40 response, respectively.

Spinal mobility

Patients treated with Cosentyx 150 mg showed improvements in spinal mobility as measured by
change from baseline in BASMI at Week 16 for both AS Study 1 (-0.40 versus -0.12 for placebo;
p=0.0114) and AS Study 2 (-0.51 versus -0.22 for placebo; p=0.0533). These improvements were
sustained up to Week 52.

Physical function and health-related quality of life

In AS Study 1 and Study 2, patients treated with Cosentyx 150 mg showed improvements in health-
related quality of life as measured by AS Quality of Life Questionnaire (ASQoL) (p=0.001) and SF-36
Physical Component Summary (SF-36PCS) (p<0.001). Patients treated with Cosentyx 150 mg also
showed statistically significant improvements on exploratory endpoints in physical function as
assessed by the Bath Ankylosing Spondylitis Functional Index (BASFI) compared to placebo (-2.15
versus -0.68), and in fatigue as assessed by the Functional Assessment of Chronic Illness Therapy-
Fatigue (FACIT-Fatigue) scale compared to placebo (8.10 versus 3.30). These improvements were
sustained up to Week 52.

Paediatric population

The European Medicines Agency has waived the obligation to submit the results of studies with
Cosentyx in plaque psoriasis in paediatric patients aged from birth to less than 6 years and in chronic
idiopathic arthritis for paediatric patients aged from birth to less than 2 years (see section 4.2 for
information on paediatric use).

The European Medicines Agency has deferred the obligation to submit the results of studies with
Cosentyx in plaque psoriasis in paediatric patients aged from 6 years to less than 18 years and in
chronic idiopathic arthritis for paediatric patients aged from 2 years to less than 18 years (see
section 4.2 for information on paediatric use).

5.2 Pharmacokinetic properties

Plaque psoriasis

Absorption
Following a single subcutaneous dose of 300 mg as a liquid formulation in healthy volunteers,

secukinumab reached peak serum concentrations of 43.2+10.4 ug/ml between 2 and 14 days post dose.

Based on population pharmacokinetic analysis, following a single subcutaneous dose of either 150 mg
or 300 mg in plaque psoriasis patients, secukinumab reached peak serum concentrations of
13.7+£4.8 pg/ml or 27.3+£9.5 pg/ml, respectively, between 5 and 6 days post dose.

After initial weekly dosing during the first month, time to reach the maximum concentration was
between 31 and 34 days based on population pharmacokinetic analysis.

On the basis of simulated data, peak concentrations at steady-state (Cmaxss) following subcutaneous
administration of 150 mg or 300 mg were 27.6 ug/ml and 55.2 pg/ml, respectively. Population
pharmacokinetic analysis suggests that steady-state is reached after 20 weeks with monthly dosing
regimens.
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Compared with exposure after a single dose, the population pharmacokinetic analysis showed that
patients exhibited a 2-fold increase in peak serum concentrations and area under the curve (AUC)
following repeated monthly dosing during maintenance.

Population pharmacokinetic analysis showed that secukinumab was absorbed with an average absolute
bioavailability of 73% in patients with plaque psoriasis. Across studies, absolute bioavailabilities in
the range between 60 and 77% were calculated.

Distribution

The mean volume of distribution during the terminal phase (V) following single intravenous
administration ranged from 7.10 to 8.60 litres in plaque psoriasis patients, suggesting that
secukinumab undergoes limited distribution to peripheral compartments.

Biotransformation
The majority of IgG elimination occurs via intracellular catabolism, following fluid-phase or receptor
mediated endocytosis.

Elimination

Mean systemic clearance (CL) following a single intravenous administration to patients with plaque
psoriasis ranged from 0.13 to 0.36 1/day. In a population pharmacokinetic analysis, the mean systemic
clearance (CL) was 0.19 I/day in plaque psoriasis patients. The CL was not impacted by gender.
Clearance was dose- and time-independent.

The mean elimination half-life, as estimated from population pharmacokinetic analysis, was 27 days in
plaque psoriasis patients, ranging from 18 to 46 days across psoriasis studies with intravenous
administration.

Linearity/non-linearity

The single and multiple dose pharmacokinetics of secukinumab in plaque psoriasis patients were
determined in several studies with intravenous doses ranging from 1x 0.3 mg/kg to 3x 10 mg/kg and
with subcutaneous doses ranging from 1x 25 mg to multiple doses of 300 mg. Exposure was dose
proportional across all dosing regimens.

Psoriatic arthritis

The pharmacokinetic properties of secukinumab observed in psoriatic arthritis patients were similar to
those displayed in plaque psoriasis patients. The bioavailability of secukinumab in PsA patients was
85% on the basis of the population pharmacokinetic model.

Ankylosing spondylitis

The pharmacokinetic properties of secukinumab observed in ankylosing spondylitis patients were
similar to those displayed in plaque psoriasis patients.

Special populations

Elderly patients
Of the 3,430 plaque psoriasis patients exposed to Cosentyx in clinical studies, a total of 230 patients

were 65 years of age or older and 32 patients were 75 years of age or older.

Of the 2,536 psoriatic arthritis patients exposed to Cosentyx in clinical studies, a total of 236 patients
were 65 years of age or older and 25 patients were 75 years of age or older.

Of the 571 ankylosing spondylitis patients exposed to Cosentyx in clinical studies, a total of
24 patients were 65 years of age or older and 3 patients were 75 years of age or older.
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Based on population pharmacokinetic analysis with a limited number of elderly patients (n=71 for age
>65 years and n=7 for age >75 years), clearance in elderly patients and patients less than 65 years of
age was similar.

Patients with renal or hepatic impairment

No pharmacokinetic data are available in patients with renal or hepatic impairment. The renal
elimination of intact Cosentyx, an I[gG monoclonal antibody, is expected to be low and of minor
importance. IgGs are mainly eliminated via catabolism and hepatic impairment is not expected to
influence clearance of Cosentyx.

Effect of weight on pharmacokinetics
Secukinumab clearance and volume of distribution increase as body weight increases.

5.3  Preclinical safety data

Non-clinical data revealed no special risks for humans based on tissue cross-reactivity testing, safety
pharmacology, repeated dose and reproductive toxicity studies performed with secukinumab or a
murine anti-murine IL-17A antibody.

Since secukinumab binds to cynomolgus monkey and human IL-17A, its safety was studied in the
cynomolgus monkey. No undesirable effects of secukinumab were seen following subcutaneous
administration to cynomolgus monkeys for up to 13 weeks and intravenous administration up to

26 weeks (including pharmacokinetic, pharmacodynamic, immunogenicity and immunotoxicity (e.g.
T-cell dependent antibody response and NK cell activity) evaluations). The average serum
concentrations observed in monkeys after 13 weekly subcutaneous doses of 150 mg/kg were
considerably higher than the predicted average serum concentration expected in psoriatic patients at
the highest clinical dose. Antibodies to secukinumab were detected in only one of the exposed
animals. No non-specific tissue cross-reactivity was observed when secukinumab was applied to
normal human tissue.

Animal studies have not been conducted to evaluate the carcinogenic potential of secukinumab.

In an embryofoetal development study in cynomolgus monkeys, secukinumab showed no maternal
toxicity, embryotoxicity or teratogenicity when administered throughout organogenesis and late
gestation.

No undesirable effects of a murine anti-murine IL-17A antibody were seen in fertility and early
embryonic development and pre-and postnatal development studies in mice. The high dose used in
these studies was in excess of the maximum effective dose in terms of IL-17A suppression and activity
(see section 4.6).

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Trehalose dihydrate

L-histidine

L-histidine hydrochloride monohydrate
L-methionine

Polysorbate 80

Water for injections

6.2 Incompatibilities

In the absence of compatibility studies, this medicinal product must not be mixed with other medicinal
products.
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6.3  Shelf life
18 months
6.4 Special precautions for storage

Store in a refrigerator (2°C - 8°C). Do not freeze. If necessary, Cosentyx may be stored unrefrigerated
for a single period of up to 4 days at room temperature, not above 30°C.
Store the pens in the original package in order to protect from light.

6.5 Nature and contents of container

Cosentyx is supplied in a single-use pre-filled syringe assembled into a triangular-shaped pen with
transparent window and label (SensoReady pen). The pre-filled syringe inside the pen is a 1 ml glass
syringe with a FluroTec-coated plunger stopper, staked 27G x 2" needle and rigid needle shield of
styrene butadiene rubber.

Cosentyx is available in unit packs containing 1 or 2 pre-filled pens and in multipacks containing
6 (3 packs of 2) pre-filled pens.

Not all pack sizes may be marketed.
6.6  Special precautions for disposal and other handling

Cosentyx 150 mg solution for injection is supplied in a single-use pre-filled pen for individual use. Do
not shake or freeze the pen. The pen should be taken out of the refrigerator 20 minutes before injecting
to allow it to reach room temperature.

Prior to use, a visual inspection of the pre-filled pen is recommended. The liquid should be clear. Its
colour may vary from colourless to slightly yellow. You may see a small air bubble, which is normal.
Do not use if the liquid contains easily visible particles, is cloudy or is distinctly brown. Detailed
instructions for use are provided in the package leaflet.

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

7. MARKETING AUTHORISATION HOLDER

Novartis Europharm Limited
Vista Building

Elm Park, Merrion Road
Dublin 4

Ireland

8. MARKETING AUTHORISATION NUMBER(S)
EU/1/14/980/004

EU/1/14/980/005
EU/1/14/980/007
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9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

15.01.2015

10. DATE OF REVISION OF THE TEXT

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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