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H nopeia twv Ogpaneutikwv cTOXWV HECA O 2 SEKAETIEC

PASI 50 PASI 75 PASI 90 PASI 100
KAWLKA onpovTiki TNUOVTLIKA ovTamoKpLon? 2xebov mAnpng MAApng Opeon?
avtanokplon®t Udeon?
MPIN
AMNOTO 2015 KAI
2004 2004 2009 META
YEXX XY KXY XXX XY KXX X
SUMBATIKEG CUOTNHOTIKEG s AvacoTtoAn Tng
Bepaneieg Avaotoln Tou TNF-o IL-12/23 Avaotoln tng IL-17A
B
(r.x. peBotpetatn) (r.x. etanercept)

(r.x. ustekinumab)Pf
9EAdyiom avtamokpion = PASI 255, PH nuepounvia avtimpooweUel To £70G TG £YKPIGNG TOU TIPLITOU QAPHAKOU TS KaTnyopiag yia Tnv wwpiaon atig HMA.
IL = Ivtepheukivn, PASI = Aciktng Extaong kai Bapumrtag g Ywpiaong, TNF = Mapdyovrag Nékpwang Tou Oykou.

1. Carlin CS, et al. JAm Acad Dermatol. 2004;50:859-866. 2. Leonardi CL, et al. N Eng/ J Med. 2003;349:2014-2022. 3. Papp KA, et al. Lancet. 2008;371:1675-1684.
4. Leonardi CL, et al. N Eng/ J Med. 2012;366:1190-1199. 5. Heydendael VMR, et al. N Eng/ J Med. 2003;349:658-665.



H npoodoc¢ otnv katavonon tng maboduotoAoyiag tnc Ywpioong
NoLPEXEL SLadpopouc oToxXouC yia OeparmeuTtikn mapeupoon

Innate immunity —— > Adaptive immunity —— > Innate immunity
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H Osparmevtiki otOXEVON CNHEPQ

TARGETING TNF a

Adalimumab, Infliximab, Etanercept
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TARGETING IL-23
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H MAgwovotnta twv AcBevwv Emttuyxdavouv MAnpn i 2xedov NARpn Ydeon pe
AvaotoAn tng Apaong tng IL-17A12

PASI 75 PASI 90 PASI 100

Q) /10 o’ (10 [ 10

AoBeveic AobBeveic AobBeveic

IL = Ivtepheukivn, PASI = Aciktng Extaong ka1 Bapumrag g Ywpiaong.
1. Griffiths CEM, et al. Lancet2015;386:541-551. 2. Langley RG, et al. N Eng/ J Med. 2014;371:326-338.



Mnyxaviopoc dpaonc tnG 1EEKI{OVUAUING KOl TWV UTTOAOLTTWV OVOLGTOAEWV TNC IL-17

Ta AavTICWHATA OTOXEUOUV THV
KUTTOPOKIiVN
W

To avTiocwpa oToXeUEI
TOV UTTOOOXEO

Y
AXY :‘—"\, nSs
"=z T IL-17F IL-17E IL-17C
O " e D e e —— e
IL-17A 7 =< IL-17F H/—/ \/—/ \\//
IL-17A-IL-17F == Naz= Saz=

" IL-17RC 1 IL-17RB 1! IL-17RE
IL-17RC IL-17RA IL-17RA IL-17RA
00000000008 b DOOOOOSSSOOS! D DOOOOOSSO00E ( /00000000

00000000000006( DOOOSSS00000000000000000040 )00000000000004 1000000000 0000 0000000000,

IEexiCoupdpuTmn /

MTTPOVTOAOUMAUTTN

2 EKOUKIVOUMAUTTN
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Tu eival n I€ekllovpapnn;

Elvaw éva e€avBpwromotnpevo 1gG4 povokAwVIKO avticwpa

Tiou ouvdéetal pe uPnAn cuyyévela (< 3 pM) kat

EKAEKTIKOTNTA OTNV WVTEPAEUKivNn 17A
(IL-17A and IL-17A/F).

* O xpovog nuioslag wng eivat ~13 nuEpe.
* AlatiBeToL o€ MPOYEULOPEVN TTEVA ML XPriong Twv 80 mg o 1-mL

Krueger JG, et al. J Allergy Clin Immunol. 2012; 130: 145-54
XM IgekiICoupapTNG.



Ixekizumab- AocoAoyiko oxnpa Ywetaone

Adon évapéng

—

Nepiodog emaywyng

Adon Evapéng pe
6uo gvéoelg (2 x 80mg)

I
I
\_

EBSopadec 2—12: 80 mg ava 600 eBSONASEC

H cuviotwpevn 60on tou Ixekizumab eivat:

* 160 mg péow unodoplac eveong (duo evéoelg 80 mg) tnv efdouada 0
* akoAouBoUpuevn amod 80 mg (Ha €veon) tng efdouadec 2, 4, 6, 8, 10, kat 12

* Kol otn ouvexela Sooohoyia cuvtipnong pe 80 mg (pLa €veon) kaOe 4 eBdopadec.

Adon Zuvtipnong
)

——

) 4

et

. 80 mg ava técoeplg eBSopadeg

MNXn Ixekizumab



I€EEKL{OU AT - OEPATIEVTIKEC EVOELEELC

Wwplaon KoTa TAAKOLC

v’ Oeparneia ¢ HETPLAC EwC ooBaprc Pwplaong katd MAAKAC o eVAALKEC, ot ortoiot ivat urtoPridlot yla cuotnpatiky Bspaneia.

v’ Oeparneia ¢ HETPLAC EwC ooBapnic Pwpiaong katd MAAKAG o atdLd amo tnv NAKIO Twv 6 ETWV Kol VW KoL LE CWHATIKO BAPOC

Touldylotov 25 kg kat og edprBouc mou eivat umtoPridlol yia cuotnuatikn Beparmeia.

YwpLaokn ApBpitida

v’ Oeparneia ¢ evepyol Pwplaotkng apOpitidag, we povobepaneia j o€ cuvduaouod pe pebotpefdtn, o eVAAKEC aoBeveic mou €xouv
eudavioel avemapkr avianokpion N ducavetia o pia r mepLoooTepeg BePATELEC UE TPOTIOTIOLNTLKO TNC VOOOU OVTILPPEUUATLKO PpAPHOKO
(DMARD)

Afovikn ortovdulapBpitda

V' Aykuldomontikn ormovbulitida (aktivoypapikd sriBeBatwuévn aovikr orovéulapdpitidba) Oepareia evnAikwv aoOsvwyv pe evepyd

aykuAormountikn ormovSuAitida ou £xouv epdavioel avemapkn avtanokplon os cupPatikr) Bepamneia.

V' Mn aktwvoypapika entBeBaiwugvn aéovikn onovéulappitidba Evbeikvutat yia tn Oepareia evnAikwv aocOsvwv pe evepyo, un
aktwvoypadika emBeBatwpevn, afovikn ormovoulapOpitida e AVTLIKELUEVIKA onUeila dAEYHOVC, OTIWCS UTTOOELKVUETAL Ao auénueva
entimeda C-avtidpwoog npwteivne (CRP) /kat amod supnipata o topoypadia poyvntikou cuvtoviopoU (MRI), ot omtoiot £€xouv spdavioet

QVETIOPKI) OVTATIOKPLON O€ PN otePoeldn aviipAeypovwdn ddapupaka (MIAD)



KAwwko Mpoypoppa I€EEKW{OVUAUTTING

UNCOVER -1,-2,-3
IXORA-S

IXORA-R

SPIRIT H2H



Response Rate (%)

Yniepoxn tn¢ Iekilovpapunnc otnv enitevén PASI 100 o€ 4 H2H KALWVIKEG MEAETEC

Evavtl AAAwWV BLOAOYLKWV TAPAYOVTWV

100 -

60 -

« 39.0

40 -

x 36.0

20 -

Week 12 Week 12

UNCOVER-2 IXORA-S®
UNCOVER-3

P <.001 vs. comparator.

ADA=adalimumab; ETN=Etanercept; GUS=Guselkumab; IXE= Ixekizumab, Starting dose of 160 mg, then IXE Q2W up to and including
Week 12, followed by IXE Q4W thereafter; PASI=Psoriasis Area and Severity Index; UST=UST=45 mg UST for patients <100 kg and
90 mg UST for patients >100 kg at Weeks 0 and 4, and every 12 weeks thereafter per label.

PASI 100, NRI

IXE

ETN
usT
ADA
GUS

x 60.1

* 41.3

eek 24 Wee

JIQITEE’ IXORA-R:

Gordon KB, et al. New Engl J Med. 2016;375(4):345-56; 2. Reich K, et al. Br J Dermatol. 2017;177(4):1014-1023; 3. Mease PJ, et
al. Ann Rheum Dis. 2019. 4.Blauvelt B, Papp K, Jarell A, et al. A head-to-head comparison of ixekizumab vs. guselkumabin patients
with moderate-to-severe plaque psoriasis: 12-week efficacy, safety and speed of response from arandomized, double-blinded
trial Br J Dermatol. 2019 Dec 30. doi: 10.1111/bjd.18851.



IXORA-R




2xedlaopoc peAetnc IXORA-R

160 mg IXE

Starting Dose 24-Week Double-Blind Treatment Period

1

IXE Q2W IXE Q4W

Screening

GUS 100 mg at Weeks 0, 4, then Q8W

Randomization 1

@ @ @
Week 0 Week 12 Week 24

1027 Patients Primary Endpoint:
Randomized PASI 100 at Week 12

H IXORA-R eivat pia HeAETN TTOAUKEVTIPLKE , TUXALOTIOLNUEVT , SUTAA TUDAL TTapAAANAWY OUASWV ,Ttou aLOAOYEL TNV OMOTEAEOUATIKOTNTA Kot TV aodAAELa TG
ekulovpapmng (n=520) ocuykpLtika pe to guselkumab (n=507) oe acBeveic pe pétpla £éwg cofapn Ywpiaon mou dev eixav AdBel dA\o avaotoléa IL-23

To ouvioTtwpevo ocoloyikd oxnua tng ekl{oupaunng sivat 160 mg (2 evéoelg twv 80 mg unodopiwg) otnv eBdopdda 0, mou akohouBeital and 80 mg kabe 2
eBSopadeg amo tnv 2n €wg tn 12n gBdoudda. Metd tn 12n eBdouada, n 66on cuvtipnong sivat 80 mg kabe 4 eBSouddecl.

To ouviotwpevo Socoloyikd oxnua yia to Guzelkumab eival pia apykn 86on twv 100mg untodopiwg otnv eBdoudda 0, tou akoAouBeital amnod pia §6on twv 100 mg
v 4n gBdoudda, kat akoAoUBwg kABe 8 BSOUASEG

Blauvelt B, Papp K, Jarell A, et al. A head-to-head comparison of ixekizumab vs. guselkumabin patients
with moderate-to-severe plaque psoriasis: 12-week efficacy, safety and speed of response from a
randomized, double-blinded trial Br J Dermatol. 2019 Dec 30. doi: 10.1111/bjd.18851.



TeAKA onNMELA LEAETNC

Mpwtelov KATAANKTLKO onMEio:
Yriepoxn tou Ixekizumab €vavti tou Guzelkumab w¢ npog tnv eniteuén PASI 100 tnv efdopada 12

Agutepelovta KATAANKTIKA onUEiaL:

Yriepoxn tou Ixekizumab évavtl tou Guzelkumab wg mpog tnv emnitevén

v PASI 75 tnv eBdopada 2

v PASI 90 tnv eBdopada 4

v PASI 100 tnv eBdopada 4

v PASI 90 tnv eBdopada 8

v sPGA (0) tnv eBdopada 12

v PASI 50 tnv eBdopada 1

v PASI 100 tnv eBdopdda 8

v PASI 100 tnv eBdopada 24



KpLtinpla évragnc kot arnokAELopoU

KUpLa kpLtipLa evtaéng

= Xpovia, petpla-coBapn Pwplaon Katd MAAKAS
pe emBefatwpévn dLayvwaon xpoviog KOWAG
Jwplaong = 6 PAVEG amo tnv Tuxalomoinon

=  Ynoyndlotl yia pwroBeparmeia r/kat
cuoTtnuatikn Beparmeia

= sPGA >3 and PASI 212 katd tn Stadoyn KoL tnv
Tuxalomnoinon

= [lpocoBoAn 210% BSA kata tn dtadoyn Kot tnv
Tuxalomnoinon

1Etanercept <28 nuépeg; infliximab, adalimumab, certolizumab pegol, or alefacept <60 nuépeg, golimumab <90
nuépepeg,secukinumab <5 prveg, rituximab <12 prjveg, 6Aot ot urtoAourol BLoALyLkol mapdyovteg (m.x
ustekinumab) <5 xpovol nuioslag {wng.

Blauvelt B, Papp K, Jarell A, et al. A head-to-head comparison of ixekizumab vs. guselkumabin patients
with moderate-to-severe plaque psoriasis: 12-week efficacy, safety and speed of response from a
randomized, double-blinded trial Br J Dermatol. 2019 Dec 30. doi: 10.1111/bjd.18851.

KUpla kpttipLa amokAeLlopou

OAukTavwsdng, epuBpodepuiLkn, /Kol CTAYOVOELSNC LOPPEC
Ywpiaong
lotopkd Ywpiaong mpokaloUevVNng ano tn xpron apudakwy

KAWLk onpavtikn é€apaon tng vooou Katd tn SLApKELA TwV
tedevtaiwv 12 efdouddwv mplv amnod tnv evraln.

Yuvebpleg texvnTol dwtog yia touAaxiotov 4 efdouddeg npv ano
NV évtaén Kal Katd tn SLapkeLla tnNG LEAETNG.

Yodilotapevn N npoéodatn xprion omotoudnmote BLoAoykou
TIAPAYOVTA YLOL CUYKEKPLUEVN XPOVLKN TtEpiodo TpLy amod tnv évraén?

Mponyoupevn xprion avactoAéwv IL-23p19 kabw¢ kal omoladAmote
Katdotaon i avtévdel&n tou guselkumab mou amoteAei Adyo
QTOKAELOMOU €VOG 0loBeVOUG amo T MEAETN.

MponyoUEVN CUUHETOXN TWV 0.0BEVWY O€ OTIOLAdATIOTE HEAETN UE
I€exillovpapumnn ) avaoctoAéa IL-23p19 ) mponyouuevn Beparmeia pe
IEexilloupaumn

Mponyoupevn Un EMAPKAG avtanokpLon o€ avaotoAéa IL-17, katd
TNV EKTLUNON TOU €peUVNTA



Anpoypadika dedopsva avadopac

IXE
N=520
Age (years), mean (SD)? 49.0 (13.9)
Male, n (%)* 338 (65)
White race, n (%)? 439 (85)
Weight (kg), mean (SD) 96.6 (24.9)
<100 kg, n (%)? 322 (62)
>100 kg, n (%)L 197 (38)
BMI (kg/m?), mean (SD)?! 32.9(7.9)
Country
Canada, n (%)! 103 (20)
United States, n (%)! 417 (80)

Note: Percentages are calculated for patients with nonmissing values.

Blauvelt B, Papp K, Jarell A, et al. A head-to-head comparison of ixekizumab vs. guselkumabin patients
with moderate-to-severe plaque psoriasis: 12-week efficacy, safety and speed of response from a
randomized, double-blinded trial Br J Dermatol. 2019 Dec 30. doi: 10.1111/bjd.18851.



KAwika xopaktnplotika avadopac

GUS IXE
N=507 N=520

PASI total score, mean (SD) 19.3 (7.1) 19.5 (7.9)

sPGA category, n (%)

=3 266 (51)
—4 224 (43)
=5 29 (5.6)
% BSA, mean (SD) 24.1 (16.1)
Duration of psoriasis (years), mean (SD) 17.5(13.8)
DLQI total score, mean (SD) 12.8 (6.9)
Itch NRS, mean (SD) 6.9 (2.4)
Skin pain VAS, mean (SD) 47.0(29.9)

Blauvelt B, Papp K, Jarell A, et al. A head-to-head comparison of ixekizumab vs. guselkumabin patients
with moderate-to-severe plaque psoriasis: 12-week efficacy, safety and speed of response from a
randomized, double-blinded trial Br J Dermatol. 2019 Dec 30. doi: 10.1111/bjd.18851.



MpwTtevov KataAnkTiko ocnpeio:Eniteuén PASI 100 tnv eBdopdda 12,NRI

m GUS (N=507) mIXE (N=520)
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Double-Blind Treatment Periods, ITT Population

Blauvelt B, Papp K, Jarell A, et al. A head-to-head comparison of ixekizumab vs. guselkumabin patients
with moderate-to-severe plaque psoriasis: 12-week efficacy, safety and speed of response from a
randomized, double-blinded trial Br J Dermatol. 2019 Dec 30. doi: 10.1111/bjd.18851.



Agutepeovta KOTOANKTLKA OnUELa

B GUS (N=507) mIXE (N=520)
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Double-Blind Treatment Periods, ITT Population

*p<.001 vs. GUS.

Blauvelt B, Papp K, Jarell A, et al. A head-to-head comparison of ixekizumab vs. guselkumabin patients
with moderate-to-severe plaque psoriasis: 12-week efficacy, safety and speed of response from a
randomized, double-blinded trial Br J Dermatol. 2019 Dec 30. doi: 10.1111/bjd.18851.



IXORA-R: Mocooto aacBevwv rtou ntetuyav PASI 75 tnv eBdopada 2, NRI
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*p<.001 vs. GUS; Tp<.01 vs. GUS.



Itch NRS (0):Mocooto avranokpiong tnv edoupdda 12, NRI

-9-GUS (N=495) -©-IXE (N=515)
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Double-Blind Treatment Periods, ITT Population Week

*p<.001 vs. GUS; Tp<.01 vs. GUS.

Blauvelt B, Papp K, Jarell A, et al. A head-to-head comparison of ixekizumab vs. guselkumabin patients
with moderate-to-severe plaque psoriasis: 12-week efficacy, safety and speed of response from a
randomized, double-blinded trial Br J Dermatol. 2019 Dec 30. doi: 10.1111/bjd.18851.



DLQI (0,1):Nocooto avtanokpiong tnv eféopada 12, NRI
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Double-Blind Treatment Periods, ITT Population Week

*p<.001 vs. GUS; #p<.05 vs. GUS.

Blauvelt B, Papp K, Jarell A, et al. A head-to-head comparison of ixekizumab vs. guselkumabin patients
with moderate-to-severe plaque psoriasis: 12-week efficacy, safety and speed of response from a
randomized, double-blinded trial Br J Dermatol. 2019 Dec 30. doi: 10.1111/bjd.18851.



MNpodil AchaAeiog

GUS
N=506
n (%)
TEAE overall 277 (55) 293 (56)
TEAE by severity?
Mild 175 (34)
Moderate 101 (20)
Severe 17 (3.3)
Deathb 0
Serious adverse event 16 (3.1)
TEAE related to study treatment 114 (22)
Discontinuation due to adverse events 12 (2.3)

aPatients with multiple occurrences of the same event are counted under the highest severity. PDeaths are also included as serious adverse events and discontinuations due to adverse events.

Note: A single patient may present with several events.
Note: Adverse Events are summarized for the Double-Blinded Treatment Period. All AEs reported up to the database lock date are included.



2uxvotepec AE (EBSopadecg 0-12)

Patients with 21 TEAE 277 (55) 293 (56)
Upper respiratory tract infection 36 (7) 36 (7)
Nasopharyngitis 25 (5) 31 (6)
Injection-site reaction® 5(1) 49 (9)
Headache 13 (3) 21 (4)
Diarrhea 16 (3) 15 (3)

aDefined as those that occurred at a frequency of 22% overall. PNumbers reported only include TEAEs with the MedDRA low-level term ‘injection-site reaction’. Note: All AEs reported up to the database lock date are included.
Blauvelt A, et al. Br J Dermatol. 2019; doi:10.1111/bjd.18851 (Ahead of print).



Entiteuén kataAnKTikwv onpueiwv peAeétng, NRI

NMoocooTd avatamrokpiong(%)

TeAIka onueia GUS IXE p-value Eiteuén

MpwTtelov KATAANKTIKO onuEio

PASI 100 at Week 12 25 41 <.001 9
Asutepevovta KATAANKTKA ONMEla

PASI 75 Tnv £RSopada 2 5 23 <.001 V]
PASI 90 Tnv eBdopdda 4 8 21 <.001 V]
PASI 100 Tnv eBdopdda 4 1 7 <.001 V]
PASI 90 Tv eBdoudda 8 36 58 <.001 V]
sPGA (0) Tnv eBdoudda 12 25 42 <.001 (V]
PASI 50 Tnv eBdoudda 1 9 28 <.001 (V)
PASI 100 Tnv eBSopada 8 14 30 <.001 V]
PASI 100 tnv eBdoudda 24 54 50 0-414) -

*Week 24 data: to be published.

Blauvelt B, Papp K, Jarell A, et al. A head-to-head comparison of ixekizumab vs. guselkumabin patients
with moderate-to-severe plaque psoriasis: 12-week efficacy, safety and speed of response from a
randomized, double-blinded trial Br J Dermatol. 2019 Dec 30. doi: 10.1111/bjd.18851.



SPIRIT H2H




SPIRIT-H2H Study Design

IXE (N=283)

Follow-Up

Period
ADA (N=283)

Screening (n=684)
Randomization 1:1

@ ®—F—0

Week 0 Week 24 Week 52 LTV +
(Primary Endpoint) 24 Weeks

*  HSPIRIT H2H eival piot LeAETn TOAUKEVTPLKY , TUXALOTIOLNUEVN ,avoLXTOU oXeSLAOOU, TApAAANAWY OUAS WY ,EAEYXOUEVN LE EVEPYO TIOPAYOVTA, TIOU ALOAOYEL TNV AMOTEAECUATIKOTATA KoL TNV oo AAELD TOU
ixekizumab (n=283) cuykpttikd pe to adalimumab (n=283) oe aoBeveig pe pétpla £wg coBapn Ywplaon kat evepyd Pwplacikn apBpitida.

*  EPSopadeg0-52:

*  Avolxtol oxebdlaopol , Baoel tng BaputnTog TNG VOOOU:

* ixekizumab 160 mg (2 evéoelg Twv 80 mg unodopiwg) otnv eBdopudda 0, mou akohouBeital and 80 mg k&Oe 2 efSouddeg and tnv 2n £wg tn 12n efdopdda. Metd tn 12n eBdopndda, n 86on cuvtipnong sivatl 80 mg
KaBe 4 eBSopadeg.

* Adalimumab 80mg unodopiwg otnv eBdoudda 0, mou akolouBeitat and 40 mg kdbe 2 eBSOUASES .
*  OMAot oL umoAounot:
* ixekizumab 160 mg (2 evéoelg twv 80 mg untodopiwg) otnv eBdoudda 0, mou akoloubeital arnd 80 mg k&Oe 4 eBSouddeg Eekvwvtag amno tnv edoudda 4.

* Adalimumab 40mg unodopiwg otnv eBdoudda 0, mou akolouBeital and 40 mg kdbe 2 eBSoAdEeS EekvwvTag amd thy eBSopdda 2 .

ADA=Adalimumab; BSA=Body Surface Area; csDMARD=Conventional Synthetic Disease-Modifying Antirheumatic Drugs; IXE=Ixekizumab; PASI=Psoriasis Area and Severity Index; PsA=Psoriatic Arthritis; PsO=Psoriasis;
Smolen J et al. presented at American College of Rheumatology (ACR), Atlanta, USA; November 8th—13th, 2019



TeAKA ONMELA HEAETNC

MpwTtelov KATAANKTLKO ONnHELO

Yriepoyxn tou Ixekizumab €vavtt tou Adalimumab w¢ mpog tnv tautoxpovn emnitevén

ACR50 kot PASI 100 tnv eBéopada 24

Acvutepelovta KOTAANKTIKA CnUELo

Mn katwtepotnta tou Ixekizumab €vavti tou Adalimumab otnv entiteuén ACR50 tnv eBdouada 24.

Yriepoxn tou Ixekizumab €vavti tou Adalimumab otnv emntiteuén PASI 100 tnv efdopada 24.

AAAa deutepeliovta KATAANKTIKA ONUELO

Napapetpol €kBaonc PsA tnv efdoudda 52

ADA, adalimumab; bDMARD, biologic disease-modifying antirheumatic drug; IXE, ixekizumab; PsA, psoriatic arthritis
Mease PJ, et al. Ann Rheum Dis 2019



KpLtinpla évtagnc kot arnmokAELoHOU

KOpla kpttripla Evtaéng KOpla kpttipLa amokAeLlopol

*  AcBeveic nAwiag 218 etwv * Yorotapevn i mpéodatn xprion bDMARD or tsDMARD yia
* PsA Slayvwopévn 26 pnveg pe Baon ta kpuerpla CASPAR Bepameia e hwpiaonc n g Ppuwptactkng apBpiridac.

* Evepyodc PsA (>3/68 tender and 23/66 swollen joints katd tn dtaAoyn
KalL TNV TuXalomoinon)

* Evepyog pwplaon katd mAakag(BSA 23% katd tn dtadoyn Kol thv
Tualomnoinon)

*  Mn enapkng avtamnokplon o€ neplocotepa ano 1 csDMARD

* Evepyogvooo tou Crohn, eAkwdng koAitda A payoetditida

bDMARD, biologic disease-modifying antirheumatic drug; BSA, body surface area; CASPAR, Classification Criteria for Psoriatic Arthritis; csDMARD, conventional synthetic disease-modifying
antirheumatic drug; PsA, psoriatic arthritis; tSDMARD, targeted synthetic disease-modifying antirheumatic drug
Smolen J et al. presented at American College of Rheumatology (ACR), Atlanta, USA; November 8th—13th, 2019



Anpoypadika dedopeva Kot KALVIKA XOLPOLKTNPLOTIKA avoidopag

),{3 ADA
N=283 N=283

Age, years (mean = SD) 47.5+12.0 48.3+12.3
Female, n (%) 121 (43) 133 (47)
BMI, kg/m? (mean + SD) 30.0+6.9 29.7+8.3
Duration of symptoms since PsA diagnosis, years
(mean + SD) 6.6t7.4 59+6.4
Duration of symptoms since psoriasis diagnosis, years
(mean + SD) 16.1+13.1 14.7+12.6
Concomitant csDMARD use, n (%) 193 (68) 199 (70)

Concomitant MTX use, n (%) 167 (59) 169 (60)

Data are for the intent-to-treat population. Values are mean + SD unless otherwise indicated
ADA, adalimumab; BMI, body mass index; csDMARD, conventional synthetic disease-modifying anti-rheumatic drug; IXE, ixekizumab; MTX, methotrexate; PsA, psoriatic arthritis; SD, standard deviation
Smolen J et al. presented at American College of Rheumatology (ACR), Atlanta, USA; November 8th—13th, 2019



Evepyotnta tng Nocou Katd tnv €vioén otn HEAETN

Tender joint count (mean £ SD) 19.1+12.7 21.3+154
Swollen joint count (mean % SD) 10.1+7.5 10.7 £ 8.1
Patient pain VAS, mm (mean £ SD) 59.7+21.9 62.4+21.1
Patient’s global assessment of disease activity VAS, mm 62.4+20.3 65.2 £ 20.7
(mean £ SD)

Physician’s global assessment of disease activity VAS, mm (mean £ SD) 58.9+17.5 59.4 +18.2
HAQ-DI (mean £ SD) 1.2+0.6 1.3+0.7
CRP, mg/L (mean % SD) (ULN = 10 mg/L) 9.8 +13.7 10.5+19.3
Leeds Enthesitis Index (LEI) >0, n (%) 159 (56.4) 147 (51.9)
SPARCC Enthesitis Index >0, n (%) 189 (67) 171 (60)
LDI-B >0, n (%) 42 (15) 58 (21)
DAPSA (mean % SD) 42.7 +20.6 45.8 +23.5
Moderate-to-severe psoriasis, n (%)* 49 (17) 51 (18)
PASI (mean £ SD) 7.9+8.7 7.7+7.3
NAPSI fingernail score >0, n (%) 191 (68) 177 (63)

Data are for the intent-to-treat population. Values are mean + SD unless otherwise indicated

*Criteria for moderate-to-severe psoriasis were PASI 212, sPGA =3, BSA 210%

ADA, adalimumab; BSA, body surface area; DAPSA, Disease Activity for Psoriatic Arthritis; HAQ-DI, Health Assessment Questionnaire-Disability Index; IXE, ixekizumab; LDI-B, Leeds Dactylitis Index-basic;
NAPSI, Nail Psoriasis Severity Index; PASI, Psoriasis Area and Severity Index; SD, standard deviation; SPARCC, Spondyloarthritis Research Consortium of Canada; ULN; upper limit of normal; VAS, visual
analogue scale

Smolen J et al. presented at American College of Rheumatology (ACR), Atlanta, USA; November 8th-13th, 2019



Tavutoxpovn enitevén ACR 50 and PASI 100 ava eBdopada Oepaneiog, NRI

8 ADA (N=283) -A-IXE (N=283)
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*p<.01 vs. ADA; 1p<.05 vs. ADA; ¥p<.001 vs. ADA.
Smolen J, et al. Presented at: ACR 2019. Oral presentation L20.



Entiteuén PASI 100 ava eBdopada Bepanceiag, NRI

8 ADA (N=283) -A-IXE (N=283)
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*p<.001 vs. ADA.
Smolen J, et al. Presented at: ACR 2019. Oral presentation L20.



KAwika xopaktnplotika avadopac oe aacOeveic pe evepyOd PsA Kai pETpLa-

coBapn PsO kat PsO ovuxwv

¢ Baseline demographic and disease activity characteristics of patients with PsA and moderate-to-severe PsO with concomitant nail

involvement were similar in both treatment groups

ADA (N=41) IXE (N=37)

Age 47.0£12.0 45.4+11.3
Gender (% male) 68.3 59.5
BMI (kg/m?) 30.7% 9.2 28.7 £ 6.4
Duration of PsO 15.1+11.5 16.7+9.9
Duration of PsA 7.7+8.2 8.5+8.7
NAPSI score 23.3+18.5 26.1+21.6
NAPSI 216, n (%) 24 (58.5) 21 (56.8)
NAPSI 240, n (%) 7(17.1) 10 (27.0)
PASI score 21.2+7.5 22.1+10.1
sPGA score 3.6+0.70 3.5+0.73
Affected BSA (%) 31.3+19.4 39.2+235
TIC 25.7+16.0 25.8+149
SJC 14.0+11.8 12.8+8.4
Enthesitis (%) 53.7 45.9
Dactylitis (%)° 36.6 21.6
DLQI score 16.3+6.6 16.6+7.6
Concomitant MTX use 56.1 48.6
Mean dose for MTX treated patients (mg/week) 16.3 (5.3) 16.3 (4.2)

Values are mean = SD unless otherwise indicated.

Criteria for moderate-to-severe psoriasis: PASI 212, sPGA 23, BSA 210%. aMeasured using the Leeds Enthesitis Index. "Measured using the Leeds Dactylitis Index-Basic. Smith SD, et al

. Presented at: AAD 2020.




Moocooto acBevwv nov nEtuyav nARPn Vdpeon Pwpilacnc ovuxwvV £WE TNV
eBédopada 12

W Adalimumab (N=41) m Ixekizumab (N=37)
100 -

80.0

80 -

64.9

0

59.5

60 -

Proportion of patients with
NAPSI score
D
o

Week 12 Week 16 Week 24

**p<0.01 vs. ADA.
ADA=Adalimumab; IXE=Ixekizumab; NAPSI=Nail Psoriasis Severity Index.
Smith SD, et al. Presented at: AAD 2020.



Aodpalela

TEAEs
Mild
Moderate
Severe
SAEs
Deaths

Discontinuation due to AE

Mease PJ, et al. Ann Rheum Dis 2020;79:123-131.

173 (61)
87 (31)
71 (25)
15 (5.3)
24 (8.5)
0
13 (4.6)

197 (70)
97 (34)
91 (32)
9(3.2)

10 (3.5)
0
7 (2.5)



Juxvotepeg TEAEs

Nasopharyngitis 16 (5.7) 25 (8.8)
Upper respiratory tract infection 13 (4.6) 14 (4.9)
Diarrhoea 11 (3.9) 13 (4.6)
Injection-site reaction 4 (1.4) 16 (5.7)
Headache 9(3.2) 10 (3.5)
Back pain 7 (2.5) 11 (3.9)
Arthralgia 6(2.1) 11 (3.9)
Hypertension 4(1.4) 12 (4.2)
Urinary tract infection 8 (2.8) 8 (2.8)
Pharyngitis 8(2.8) 7 (2.5)
Pruritus 9(3.2) 5(1.8)
Fatigue 3(1.1) 9(3.2)
Pyrexia 7 (2.5) 5(1.8)

Mease PJ, et al. Ann Rheum Dis 2020,;79:123-131.



IXORA-S




2xedlaopoc peAetnc IXORA-S

(®)
ks
Qo é‘? N T
§  § 2%
& § --------------- Ixekizumab 80 mg every 2 weeks Ixekizumab 80 mg every 4 weeks
S A =
"3 % Post Treatment Follow-up

& D Ustekinumab 45 mg/90 mg at weeks O, 4 and then every 12 weeks
A
$

| 1 | 5
—>

l T I T

& WEEK O WEEK 12 WEEK 24 WEEK 52 WEEK 64

IMpooapuoyr armé Reich K et al., British Journal of Dermatology;2017:(10.1111/bjd.15666)
H IXORA-S givai pia @aaong lllb TTOAUKEVTPIKK, TuXaIOTTOINKEVN, DITTAR TUPAR, TTAPAAANAN JEAETN TTOU AgIOAOYEI TNV ATTOTEAECUATIKOTNTA TNG
IEekiCoupduTng (n=136) CUYKPITIK& PE TNV OUCTEKIVOUPAWUTIN (N=166).
To CUVIOTWHEVO BOCOAOYIKO GXMKA YIO TNV OUCTEKIVOUPAKTIN ATAV Hia apXIkr 06on Twv 45 mg tnv ¢Bdouada 0 pe utrodopia

XopAynon,akoAouBouuevn atrd pia 06an Twv 45 mg tnv eBOouada 4, kal JeTd KaBe 12 efdouadeg. MNa aoBeveig pe cwuatiko Bapog > 100
kg, n docoloyia fiTav 90mg xopnyouuevn uTTodopiwg, TNV eRdopada 0, kal atrd Tnv efdoudda 4 kal HeTd KABe 12 fOouAdES.

20. Reich K et al., British Journal of Dermatology;2017: (10.1111/bjd.15666)



H I€ekilovpaunn eMSEIKVUEL aVWTEPN KAOAPON TOU SEPUOTOC GUYKPLTLKA LE TNV
Ovotekwvoupaunn tnv edopada 12 (NRI)

B Ixekizumab (n=136)
100 -

° Bl Ustekinumab
88% 45 mg/90 mg (n=166)

80 ***P<.001 Ixekizumab vs Ustekinumab by Fishers Exact Test

60 -

*H BeAtiwon Tou PASI score = 90% (PASI 90) Atav
TO TTPWTEUOV KATAANKTIKO onpeio Tnv €Bdoudda 12

*H BeAtiwon Tou PASI score = 75%, kai 100%
(PASI 75, and PASI 100) tnv ¢Bdopdda 12 Atav
Kal Ta 800 SeuTEPEUOVTA KATAANKTIKA ONUEia TG

MEAETNG

40 -

20

PATIENTS ACHIEVING RESPONSE (%)

PASI 75 PASI 90 PASI 100

IMpooappoyr amé Reich K et al., British Journal of Dermatology;2017:(10.1111/bjd.15666)

*  To Socoloyikd oxnpa tng I€ekiloupaunng fAtav 160 mg, xopnyouuevn unodopiwg (Suo evéoelg twv 80 mg) tnv eBSoudda 0, akohouBoupevn ard 80 mg (pLa €veon) TLg
eBdouadeg 2, 4, 6, 8, 10, and 12, kaw 66on cuvtipnong 80 mg (uia éveon) kaBe 4 eBSoUAdEG.

* To doooloyikd oxrpa Tng OQuaTekivOURAUTING TTEPIAGUBave apyikh d6anl 45 mg Tnv eBoouada 0 xopnyouuevn uttodopIa, akoAouBolpevn atmé 45 mg Tnv

gBOouada 4, kai YeTd kGBe 12 eBdopades. MNa aoBeveig e cwuaTikd Bapog > 100 kg, n docoAoyia givar 90mg xopnyouuevn utrodopIa, TNV efOouada 0, Tnv
€BOouada 4 kal PHETA KABE 12 eBOOPADEG.

Aedopéva atod Reich K et al., British Journal of Dermatology;2017: (10.1111/bjd.15666)



H I€eki{loupaumnn eMSEIKVUEL AVWTEPN KAOAPON TOU SEPUOTOC GUYKPLTLKA LE TNV
Ovuotekivoupaunn tnv edoupdada 24 (NRI) [IXORA-S]

100

PATIENTS ACHIEVING RESPONSE (%)

80 -

60 -

40

20 -

B Ixekizumab (n=136)

91% B Ustekinumab
82% 83% 45 mg/90 mg (n=166)

PASI 75 PASI 90 PASI 100

*P<.05 Ixekizumab vs Ustekinumab by Fishers Exact Test
***P<.001 Ixekizumab vs Ustekinumab by Fishers Exact Test

*H BeAtiwon Tou PASI score = 90% (PASI 90) Atav
TO TTPWTEUOV KATAANKTIKO onueio TV €Bdoudda 12

*H BeAtiwon Tou PASI score = 75%, kai 100%
(PASI 75, and PASI 100) tnv ¢Bdopdda 12 Atav
Kal Ta 800 deuTEPEUOVTA KATAANKTIKA ONUEia TG

MEAETNG

IMpooappoyr} aré Reich K et al., British Journal of Dermatology;2017:
(10.1111/bjd.15666)

*  To docoloyikd oxnua tng I€ekillovpdunng Atav 160 mg, xopnyouuevn unodopiwg (Suo evéoelg twv 80 mg) tnv eBdopdda 0, akodouBoupevn aro 80 mg (uia
€veon) T¢ eBSouadeg 2, 4, 6, 8, 10, and 12, kat 86on cuvtripnong 80 mg (ua éveon) kabe 4 eBSOUASEG.

* To doooAoyikd axnua Tng OuaoTekivoupduTng TrepIAduBave apyiki d6on 45 mg Tnv efdoudada 0 xopnyouuevn utrodopIa, akoAouBoUpevn atrd 45
mg Tnv eROouada 4, kal eTa KABe 12 eBdopadeg. MNa aoBeveig e cwpaTikd Bapog > 100 kg, n docgoAoyia gival 90mg xopnyouuevn uTTod6PIq,
TNV £Bdopada 0, Tnv efOouada 4 kai PeTd KABe 12 eBdopGdES.

Mpooappoyn ammd Reich K et al., British Journal of Dermatology;2017: (10.1111/bjd.15666)



H otatiotikd onpavtikn avwtepotnta tnS IEEKW{OVMAMTNG WE TPOC TNV OITOTEAEGOTLKOTNTO
emdelKvUETOL Ao TNV eBdopada 4 £wc kat tnv efédopada 24 [IXORA-S]

Méxpi TNV €doONGdA 4, n [CEKICOUPAPTTN €iXE OTATIOTIKA ONUAVTIKO TTOO0OTO acBevwy TTou TTéETuxav PASI 90 , UuykpITIKA PE ThV
OuoTekivoupautn(P<0.05)
PASI 90 FROM BASELINE THROUGH WEEK 24 (NRI)

100 @ Ustekinumab
45 mg/90 mg (n=166)
9 %* 83%"
% of * 78%" ‘S_z./i — @ Ixekizumab 80 mg every
2 80 73% ——— 2 weeks up to 12 weeks
2 and then every 4 weeks
o ° (n=136)
S 6o ) 59%
z V
= 45%
g 40 l * p<0.05 IgekiCoupduTmn vs. OUCTEKIVOUPGUTIN
<<
(72]
|—
=
w 20
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o
0
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WEEK
*  To docoloyikd oxnua tng I€ekillovpudunng Atav 160 mg, xopnyouuevn unodopiwg (Suo evéoelg twv 80 mg) tnv eBdoudda 0, akodouBoupevn aro 80 mg (uia éveon) Tig eBdouadeg 2, 4, 6, 8,
10, and 12, kat §6on cuvtipnong 80 mg (uia éveon) kaBe 4 eBSouadeg.
*  To doooAoyikd axnua Tng OuoTeKIVOUPAUTING TrEPIAGUBave apyik d6on 45 mg Tnv eRdoudda 0 xopnyouuevn utroddpia, akoAouBouuevn atd 45 mg Tnv efoouada 4, kai
MET KGOe 12 eBdouades. MNa aobeveig pe owpaTikd Bapog > 100 kg, n docoAoyia gival 9I0mg xopnyouuevn uttodopIa, TNV EgOouada 0, Tnv efOouada 4 kal PeTd KGBe 12
€BOOuAdEG.

Mpocappoyn atéd Reich K et al., British Journal of Dermatology;2017: (10.1111/bjd.15666)



Entiteuén PASI 100 ava eBdopada Bepaneiag (NRI)
Mepilodoc emaywyng ko mepiodoc cuvtipnong, ITT MAnBucuog

Ixekizumab showed significant separation from ustekinumab therapy

as early as Week 4 in PASI 100 response

—9-UST (N=166)  -@-IXE Q2W/IXE Q4W (N=136)

Induction Period Maintenance Period
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< 80 -
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28 32 36 40 44 48 52

Week Aedopéva and Paul C, et al. J Am Acad Dermatol. 2019;80(1):70-79

*p<.001 vs. UST; tp<.01 vs. UST; ¥p<.05 vs. UST

Paul C, Griffiths CEM, van de Kerkhof PCM, et al. Ixekizumab provides
superior efficacy compared with ustekinumab over 52 weeks of treatment:
Results from IXORA-S, a phase 3 study. J Am Acad Dermatol. 2019;80(1):70-79.



IXORA S : EmiAeypévec ouxveg AE Ewg tnv efdopada 24

The most common treatment-emergent adverse event is nasopharyngitis

IXE€
N=135, %

Nasopharyngitis 22 24
Headache 7.8 7.4
Arthralgia 6.0 4.4
Hypertension 4.8 3.0
Rhinitis 4.2 2.2
Back pain 4.2 0.7

aTEAEs with a frequency of 24% in either treatment arm during the 24-week treatment period. "Patients in the ITT Population who received at least 1 dose of assigned study
treatment. ¢IXE=80 mg of Ixekizumab Every 2 Weeks For Weeks 0-12, Then 80 mg of Ixekizumab Every 4 Weeks For Weeks 12-52

Note: There were no deaths reported.

AE=Adverse Event; AESI=AE of Special Interest; IXE=Ixekizumab; SAE=Serious AE; TEAE=Treatment-Emergent AE; UST=Ustekinumab.

Reich K, et al. Br J Dermatol. 2017;177(4):1014-1023.



UNCOVER -1,-2,-3




Mpoypappa KAwikwv peAetwv UNCOVER-1, -2, and -3

UNCOVER-1 (N=1296)
Weeks Baseline Week 12
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= AeOveig, MOAUKeVTPIKEG, Daong lll, TUXQUOTIOLNUEVEG EAEYXOUEVEG UEAETEG

. AVTUTPpOooWIeOUV TO MEYAAUTEPO £WG OEPA BLOAOYLKO KALVLKO
EPEUVNTIKO TtpOYpappa yia T Bepameia evnAikwy pe pétpla €éwg coPfapn Ywplaon katd mAAGKAC.

" ZUVOALKOC aplBuog TuxalomolnpEVwY aoBevwy kot otig 3 peAétec: N=3.866

ETN=etanercept; IXE Q2W=80 mg ixekizumab every 2 weeks; IXE Q4W=80 mg ixekizumab every 4 weeks; IXE Q12W=80 mg ixekizumab every 12 weeks; R=randomization.



Metafl twv tprwv pedetwv UNCOVER: 89% ,70% KAI 38% twv acOevwv o€
I€Eekillovpapunn engtuyav PASI 75, PASI 90 kaw PASI 100 avtiotowyal?
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UNCOVER-1,-2,-3: Week 12 efficacy

W PBO (n=792)
M ETN (n=740)
B IXE Q2W (n=1169)

PASI 75 PASI 90 PASI 100

*P<.001 vs placebo; vs etavapoémntng 50 mg dig nuepNoiwg

Missing data were imputed using non-responder imputation (NRI)

ETN=etavapoémTn; IXE Q2W=IEekICoupauTn KGBE 2 fO0ouadeg; PBO=€IKOVIKO QAPUAKO

1. Griffiths et al., Lancet 2015: 386: 541-551 2.Papp K, et al. Poster presented at: AAD 2016. Abstract 3031



Endavic anoteAEoHATIKOTNTA OO TNV NMPWTN KLOAOC efdopada Twv acOevwv pe
I€ekKil{oupapunn

* H BeAtiwon tou mPASI score tnv eBdoudda 1 ATavV CTATIOTIKA oNUAVTIKOTEPN oTNV opada tng I€ekillovpaunng, p<0.001 v cuykpioel pe placebo kal etavepoéntng

UNCOVER-2: Induction period

100 91%* ® PBO (n=168)
o/ *
85% —0 ® ETN (n=358)

® IXE Q2W (n=351)

59%

7%

AVERAGE IMPROVEMENT IN PASI (%)

12

WEEK

Avaluon dedopévwy pe mn péBodo LOCF (last observation carried forward)

*P<.001 vs placebo and vs etavepaémtng 50 mg dig efdopadiaiwg.

O1 ouykpioelg peTagu eTavePOETITNG Kal placebo fTav oTaTIKG oNUAvTIKEG o€ KABE xpovikd onueio (P<.05)
Mpooapuoyr amd Eikéva 1. MNXIM [EekiCoupdutng

ETN, etavepoétn; IXE Q2W: 80 mg IgekiCoupdutrn KaBe 2 eBdouddes; PBO: eikovikd @Apuako



Entiteuén PASI 75,90,100 ota 4 €tn, mNRI
(UNCOVER-3)

Induction Period
(Through Week 12)

100 - (N=385)

o o v s, L .=

== PASI 75 == PASI 90 PASI 100
Long-Term Extension Period

Response Rate (%)

0 12 24 36 48 60 72 84 96 108 120 132 144 156 168 180 192 204

PBO-Controlled and Long-Term Extension Period, ITT Population
Weeks

aRecommended ixekizumab dosing regimen: starting dose of 160 mg, then IXE Q2W up to and including Week 12, followed by IXE Q4W thereafter. Note: Data collected at visits with dose adjustment (IXE Q2W after Week 60 at
investigator’s discretion) were excluded before imputations were applied. Wu JJ, et al. Presented at: WCD 2019. Poster 2895.

Lebwohl MG, Gordon KB, Gallo G, Zhang L, Paul C. Ixekizumab sustains

high level of efficacy and favorable safety profile over 4 years in patients with
moderate psoriasis: Results from UNCOVER-3 study. J Eur Acad Dermatol
Venereol. 2020 Feb;34(2):301-309. doi: 10.1111/jdv.15921.
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IXORA-Q




2xedlaopoc peAétnc IXORA-Q

Blinded Treatment Period

IXE-treated patients received 160-mg starting dose?

149 patients
randomized 1:1

IXE Q2W

(N=75)

mo mg IXE every 2 weeks

a Given as 2 80 mg subcutaneous injections at Week 0. Patients assigned to placebo received 2 subcutaneous injections of placebo at Week 0
IXE=ixekizumab; R=randomization
Ryan C, et al. Br J Dermatol. 2018 (Ahead of print).



sPGA of Genitalia (0,1) :Mocooto avtanokpionc tnv efdonada 12, NRI

7 out of 10 ixekizumab-treated patients achieved clear or almost clear
genital skin at Week 12

100 -
m PBO (N=74) m IXE Q2W (N=75)
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sPGA of Genitalia (0,1)

Blinded Treatment Period, ITT Population

*p<.001 vs. PBO.
Ryan C, et al. Br J Dermatol. 2018 (Ahead of print).



sPGA of Genitalia (0) Nocooto avtanokpiong tnv eBéopada 12, NRI

Almost 6 out of 10 ixekizumab-treated patients achieved completely clear
genital skin at Week 12
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*p<.001 vs. PBO.
Ryan C, et al. Br J Dermatol. 2018 (Ahead of print).



sPGA of Genitalia (0,1) Response by Treatment Week, NRI

Percentage of patients achieving clear or almost clear genital skin was significantly greater for
ixekizumab as early as Week 1
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*p<.01 vs. PBO; Tp<.001 vs. PBO.
Ryan C, et al. Br J Dermatol. 2018 (Ahead of print).



Gen-ltch NRS:Mocooto avtanokpionc, NRI
AcOeveic pe Gen-ltch NRS 23kata tnv évtaén

6 out of 10 ixekizumab-treated patients had clinically meaningful improvements?
in genital itch at Week 12
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*p<.001 vs. PBO.

@23 point improvement in gen-itch NRS

gen-itch NRS = Genital ltch Numeric Rating Scale
Ryan C, et al. Br J Dermatol. 2018 (Ahead of print).



UNCOVER-3

TpxwTto ™ KEDAAAC
NuyLa
NoAdpec-TtEApOTA



PSSI=0 ,ava edéopada Oepamneiac (Observed, MI, mNRI)
AocOeveic pe Pwpiaon tou TpYwToU TN KEPAARC Katd tTnv Evta&n(PSSI>0)

IXE Q2W/IXE Q4W (N=349)

Induction Period (Through ~0-Observed -#-M| —4-mNRlI

Week 12) Long-Term Extension Period
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0 12 24 36 48 60 72 84 96 108 120 132 144 156 168 180 192 204
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Nx= 332 306 279 225 201

Induction and Long-Term Extension Periods, ITT Population

aFor observed, percentages based on the number of observed patients with non-missing data (Nx). The Ml and mNRI results are based on the average response values across multiple imputed datasets from the corresponding ITT population.
MI=Multiple Imputation; mNRI=Modified Nonresponder Imputation; PSSI=Psoriasis Scalp Severity Index.

Lebwohl MG, et al. J Eur Acad Dermatol Venereol. 2019; doi: 10.1111/jdv.15921 (Ahead of print).



NAPSI=0:Mocooto avtanokpionc ava efdopada Bspamnciog, Observed, MI, mNRI
AocOeveic pe pwpiaon oviuxwv Kota TNV Evtaén

Response Rate (%)

IXE Q2W/IXE Q4W (N=229)
Observed -#--MI| -4-mNRI

Induction Period (Through

Week 12) Long-Term Extension Period
80 - 76
/.\I/. 75
—f— % A A A
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20 -
O T T T T T T T T T T T T T T T 1
0 12 24 36 48 60 72 84 96 108 120 132 144 156 168 180 192 204
Weeks
Nx= 221 211 190 156 145

Induction and Long-Term Extension Periods, ITT Population

aFor observed, percentages based on the number of observed patients with non-missing data (Nx). The Ml and mNRI results are based on the average response values across multiple imputed datasets from the corresponding ITT population.
MI=Multiple Imputation; mNRI=Modified Nonresponder Imputation; NAPSI=Nail Psoriasis Severity Index.

Lebwohl MG, et al. J Eur Acad Dermatol Venereol. 2019; doi: 10.1111/jdv.15921 (Ahead of print).



PPASI 100 ava eBéopada Oepancioc (Observed, MI, and mNRI)
AoOeveic pe noaAaponeApatiaia Ppwpiaon Kata tnv Eviaén

IXE Q2W/IXE Q4W (N=96)

~0-Observed M| -4-mNRI
Induction Period (Through Long-Term Extension Period
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0 12 24 36 48 60 72 84 96 108 120 132 144 156 168 180 192 204
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Nx= 92 82 73 58 48

Induction and Long-Term Extension Periods, ITT Population

aFor observed, percentages based on the number of observed patients with non-missing data (Nx). The Ml and mNRI results are based on the average response values across multiple imputed datasets from the corresponding ITT population.
MI=Multiple Imputation; mNRI=Modified Nonresponder Imputation; PPASI=Palmoplantar Psoriasis Area and Severity Index.

Lebwohl MG, et al. J Eur Acad Dermatol Venereol. 2019; doi: 10.1111/jdv.15921 (Ahead of print).



AodaAsla




zuxvotnta epdavionc A.E eldikou evoéLadEpovtoc

H ekllovpdpumnn mapouotdlel deSopéva pokpoxpoviag aoPaAELoG

OMot oL aoBeveic ou ektédnkav ot ixekizumab (Ewg 5 £tn) Baooueva oe >17.000 avBpwroetn ekBeong

Induction Period? All PO IXE®
Total IXE (N=5898)
(N=2328) -

. 181 (22.9) 633 (27.2) 3859 (65.4)

Infections [100.5] [118.4] [22.7]
. . . 26 (3.3) 346 (14.9) 892 (15.1)
Injection-site reactions (14.4] (64.7] (5.2]

. . _— 17 (2.1) 87 (3.7) 876 (14.9)
Allergic reactions/hypersensitivities (9.4] 16.3] (5.2]
Inflammatory bowel disease (specific; 0 4 (0.2) 26 (0.4)
unadjudicated) [0.7] [0.2]

. . 2 (0.3) 6 (0.3) 131 (2.2)
Malignancies (1.1] (1.1] 0.8]
- 1(0.1) 2(0.1) 84 (1.4)
MACE (adjudicated) (0.6] (0.4] (0.5]
. 5 (0.6) 9 (0.4) 201 (3.4)
Depression [2.8] [1.7] [1.2]

Most infections, injection-site reactions, and hypersensitivity events were mild or moderate in severity

anduction period included data up to Week 12 for UNCOVER -1, -2, and -3 only. bAll PsO represents data integrated across all trials for all patient exposures to IXE.
Note: Data are number (%) [IR] unless otherwise stated; IR per 100 PY considered exposure time as the entire time on ixekizumab.
IR=Incidence Rate; IXE=Ixekizumab; MACE=Major Adverse Cerebro-cardiovascular Events; PBO=Placebo; PsO=Psoriasis; PY=Patient-Years. Griffiths CEM, et al. Presented at: SPIN 2019. Poster P005.



2UMTTEPACHOTIKAL

v'H I&sKLZouuaurm glval eva e€avBpwronotnpuevo 18G4 LoVOKAWVLIKO avTiowpa tou cuvdEetal pe uPnAn
oUYVEVELA (< 3 pM) Kot EKAEKTIKOTNTA OTNV LVTEPAEUKivn 17A

v/ %€ 4 H2H peléteg n 1€eki{oupapurn €xeL erdeiEel
Yniepoxn otnv enitevén nAnpou¢ kabaponc (PASI 100)
-vs etanercept tnv eBéopada 12
-vs ustekinumab tic efdopadecg 12 ko 24
-vs guselkumab tnv efdopada 12
-vs adalimumab tnv efdouada 24
AnoteAeopatikotnta tov dLapkei yia tovAaxiotov 4 €tn (UNCOVER-3)
Yniepoxn otnv enitevén €vopénc dpaong
-vs etanercept
-vs ustekinumab
-vs guselkumab
v H uPnAr] anmoteAEOHATIKOTNTO CUVOSEVETOL LE VO KAAQ AVEKTO tPpodil acdAAELOC

v To Ixekizumab eival n povadikn Beparneia mov nepthappavel otn nepiAndPn XapaKTNPLOTIKWY TIPOTOVTOC
oTolXela ArmoTEAEOHATIKOTNTOC 0€ aoBeveic pe Pwpiaon yevvNTIKWY opyavwv
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