1IL12/23: O ouvOETIKOC Kplkoc avapeoa o€ Aepua,
MuookeAETKO Kot MEMTIKO
2ulntnon KAwwkwv MNeputtwogwv

KAwvikn Eurtelpia arto tn xpnon tov Ustekinumab otn
Ywpiaon

pnyopiou Ztapatng
Aepuatodoyoc — AppodiatoAoyoc,
Atevduvtnc EAIN (Epyaotnpioako Atdaktiko lNpoowrtiko) EKIIA

KAwvikn Appodioiwv kat Aspuatikwv Noowv, Noogokoueio «A. Zuyypog»



'pnyopiov Itopdatnc

Aepuatodoyoc — AppodialoAoyoc,

Ateuduvtnc EAIN (Epyaotnpioko Atdaktiko lMNpoowrtiko) EKIA
KAwvikn Appodioiwv kat Aspuatikwv Noowv, Noookouegio «A.

JUyypoc»

2UYKpouon GUUPEPOVTIWV

* Exw AaBeL anolnuwoelg TagdlwTikwy e£66wv, honorarium 1
aro{NULWOELG VLo CUMBOUAEUTIKEG UTINPECLEG Ta TEAEUTALO 2 XpOVLIOL ATTO
TLC KATWOL eTOULPELEC:

* Jannsen

* Abbvie

* LEO Pharma
* Novartis

e Menarini
* Pierre Fabre

* Johnson & Johnson
 BIANEX
* Frezyderm




KAINIKO MEPIZTATIKO

&' 39 etwv (105kg) pe wotopkd Ywploonc amod 15etiog

Ektetapevn coBopn pwpiaon
* PASI 13.8
* BSA 20%

Wwplaoikn ovuyia - NAPSI 32
MetaoAwko ocuvdpopo (uTtEptaon, urtepArtdatuia)
Karmviotnc

ANnn KukAoomnopivne npo 5 etiac 2 otaduAOKOKKLKN
nivevpovio =2 dlakorr) Bsparmneiag

2UVEXLON UOVO UE TOTILKO OKEUQOLLOTOL
DLQI 12
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EMIAOIH ©EPATEIA2

* Evapén Bepamneiac pe Ustekinumab peta tov anapaitnto
EPYQOTNPLAKO EAEYYO.

* Evapén pe 90mg tnv eBdopada 0, 4 otnv cuveEXELA KAOE
12 eBoopadeC

e Meta 28 eBoouadec

e Emiteuén PASI 90
* BSA: 5%
 NAPSI: O
 DLQI: 3












>nuavtik BeAtiwon otnv Wwpiaon Ovoxwv
Aebopeva amno tn pedétn PHOENIX 1

Awapeon mocootiaia BeAtiwon tou NAPSI ano to baseline otic
sBGouaqu 12 KoL 24

50,0 -
g; 4010 | s “ _' | *
-g %k * .
g 30,0 -
w
°
< 20,0

10,0 -

0,0

EBSopada 12
*p<0.001
Rich et al. BJD 2014;170(2):398-407 vs. placebo.



BeAtiwon otnv Ywplaon Ovuxwv
Aedopéva amnod tn pedétn PHOENIX 1

Median percent improvement in NAPSI at Week 52*
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M Placebo (n=48) m Ustekinumab 45mg (n=49)
Placebo (n=54) m Ustekinumab 90mg (n=61)

*Patients randomized at Week
40 with nail psoriasis present

Rich et al. BJD 2014;170(2):398-407
at Week 0.



BeAtiwon otnv Ywplaon Ovuxwv
Aebopéva amo tn peAétn PHOENIX 1

EBSopdada 0 EBSopdda 12 EBSopndda 52

Rich P, et al. Br J Dermatol. 2014,;170:398-407



Ustekinumab for Rapid Treatment Efstathios Rallis, MD, PhD
of Nail Psoriasis Stephanos Kintzoglou, MD
Constantinos Verros, MD

ARCH DERMATOL/VOL 146 (NO. 11), NOV 2010 WWW. ARCHDERMATOL.COM
1315

Ustekinumab in nail psoriasis: an open-label, uncontrolled,
nonrandomized study
Journal of Dermatological Treatment. 2011; Early Online, 1-5

AIKATERINI PATSATSI, AIKATERINI KYRIAKOU & DIMITRIOS SOTIRIADIS

Ustekinumab improves nail disease in patients with

moderate-to-severe psoriasis: results from PHOENIX 1

P. Rich,* M. Bourcier,” H. Sofen,?® S. Fakharzadeh,* Y. Wasfi,’ Y. Wang,® U. Kerkmann,® P.-D. Ghislain” and
¥. Poulin;® on behalf of the PHOEMNIX 1 investigators

Efficacy of Ustekinumab in Nail Psoriasisand  *”
Improvement in Nail-Associated Quality of

Life in a Population Treated with Ustekinumab

for Cutaneous Psoriasis: An Open Prospective
Unblinded Study Dermatology

D. Rigopoulos? S. Gregoriou® M. Makris? D. loannides®



Aebdopeva kaBnuepvnc KAvikng MNpoakTikng
2nuavtikn BeAtiwon tou NAPSI

Noocootiaia aAAayn) oto NAPSI kata tn StapKeLa TG LEAETNG
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Patsatsi et al. Journal of Dermatological Treatment 2011, 24:2, 96-100, DOI: 10.3109/09546634.2011.607796



Aedopeva kabnueptvic KAwikAG MNPakTkng
BeAtiwon QoL

EBS. 4 EBS. 16

QoL during treatment
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Rigopoulos et al. Dermatology. 2011. DOI: 10.1159/000334482



Makpoxpovia avtarokpion oto Ustekinumab (peta ano 5 €tn)
PHOENIX 2

* Ewg tnv eBdopada 244, to 28.1% (139/494) katrto 31.3% (152/485) twv acBevwv mou €AaBav UST 45mg kat UST
90mg métuxe PASI 100
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76.5%
~ 71.4%
S 60 - ». 55.1% [ . 35:5%
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* %k % k
0 2 4 8 12 16 20 24 28 40 52 64 76 88 100 112 128 140 152 164 176 188 200 212 224 236 244
Week
45mg,n= 409 409 589 591 584 580 568 555 553 550 548 538 538 533 527 524 517 512 508 504 499 494
90mg,n= 411 411 587 594 585 577 566 558 552 551 542 538 534 531 524 522 515 507 507 503 499 485

*suunepapBavovtat 6Aot ot aoBeveig mou tuxatomotOnkav thv eSopdda 0. AcBeveic mou Siékodav tn Bepaneia Adyw pun avrandkplong i Aoyw Protocol deviations, cupnept\idOnkav otnv avduon wg non-responders. AcBeveig pe pun
TAApn ototxeia thv eBSopdda 12 Sev oupnep\idOnkav otnv avaiuon

** uunepappdavovrat GAot oL acBeveig ou tuxatomotiBnkav v eB6opdda 0 oe UST 45mg f; 90mg. Ot aoBeveig mou €Aapav elkovikd GAapUako Kat mépacav oe Bepamneia Petd tnv eBSopdda 12, cupnephapBdvovtat otnv avaAucn HETA T
eB6opdda 24

1&M\a oxetikd otoleia €xouv Snuooteutel and Papp KA, et al. Lancet. 2008;371:1675-1684. kat Langley RG, et al. BR J Dermatol. 2015;172(5):1371-83
Langley R et al. BJD 2015;172:1371-83



Makpoxpovia avtarnokplon oto Ustekinumab (peta ano 5 €tn)
PHOENIX 1

3 UST 45 mgl UST 90 mg
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EBSopada EBSopdda
45 mg 255 255 374 368 289 331 336 326 334 327 320
90 mg 256 256 366 355 254 307 315 299 314 311 296

*Note: Placebo cross-over patients are included beginning at Week 24 (i.e. 12 weeks after UST treatment). Analyses were not conducted between Weeks 40 and 76 when the
majority of the population was withdrawn from treatment per study design. Analyses resumed at Week 76 when about half of the withdrawn patients had reinitiated UST for at
least 12 weeks. Patients who reinitiated treatment after Week 76 were re-included after at least 12 weeks of re-treatment.

UST 90 mg is indicated for patients with a body weight of 2100 kg.

UST: ustekinumab; PASI: psoriasis area severity index

Kimball A, et al. J Eur Acad Dermatol Venereol. 2013;27(12):1535-45.



Xpovog napapovig og Beparmeia 1S ypopUng
(KaprtuAecg emuBiwonc Kaplan—Meier amno to registry tng PSOLAR)
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Menter et al. J Eur Acad Dermatol Venereol. 2016; Epub 30MAR. doi: 10.1111/jdv.13611.



Drug Survival of Biologics in Psoriasis
A Prospective Observational Cohort Study From BADBIR

British Association of Dermatologists Biologic Interventions Register (BADBIR):
* 3523 biologic-naive patients with at least 6 months’ FU data after initiation of biologic
therapy were included in the study from a data cut in August 2014

Crude Drug Survival of the First Biologic Course
Showing Disaggregated Biologic Data

1.00

0.75+

0.50 —

0.25 —

Patient proportion remaining on drug

Etanercept Infliximak
0.00 — Adalimumab Ustekinumab

I I I I

0 1 2 3
Number at risk Years of follow up
Etanercept 1098 718 418 225
Infliximab 96 55 30 15
Adalimumab 1879 1175 596 27T
Ustekinumakb 450 307 120 40

Warren et al. J Invest Dermatol 2015;135:2632-40.



1IL12/23: O cuvOETIKOC Kplkog avapeoa o€ Aspua,
MuooKeAETIKO Kot MEMTIKO
2ulntnon KAwikwv MNeputtwoswv



[ati mpooBaAovtol ta voxla otnv Ywplacn Kat tnv
Jwplaokn apOpitda;

e [oti uTtapxeLl MpooBoAn Twv TEALKWY daAdyywv



BeAtiwon otnv Ywplaon Ovuxwv
Aebopéva amo tn peAétn PHOENIX 1

EBSopdada 0 EBSopdda 12 EBSopndda 52
- -
AcOevr¢ 2
- -

Rich P, et al. Br J Dermatol. 2014,;170:398-407



ooteoapOpitida

UYLAG OA WA

Ndxuvon
Ko
®Asypovn:
ENOEZITIAA

A. L. Tan et al Rheumatology 2007;46:253-256



H otevn axean evleoitidac kat Ywpiaonc Twv ovUXwV.
H evdean tou eKTE(VOVTOC TEVOVTA

Pila ovuxa (NR)
Nall root
(NR)

Ekteivwv
TEVOVTaG
(ET)

SL, erunoAng nétalo
DL, ev Tw BAaBeL métado

Toun AD®, tpixpwpun Masson’s

Tan AL, et al. Rheumatology 2007; 46(2): 253-256.



[L-23 induces spondyloarthropathy by acting on ROR-yt*
CD37CD4 CDS8™ entheseal resident T cells
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Sherlock JP et al. Nat Med 2012;18:1069-76



IL-23 and Resident T Cells Promote
Enthesitis and Osteoproliferation

Osteoproliferation | i

IL-22 =& Inflammation

TNF, D\
IL-17=—Boneloss | e

+] 00 " %
HLA-B27 UPR > ti23 ° cog-

o g
R CD4 Bone fusion
cD8”
“Bi R ) ROR-yt
stress

J

Lories R, et al. Nat Med. 2012,18:1018-1019 129



1IL12/23: O cuvOETIKOC Kplkog avapeoa o€ Aspua,
MuooKeAETIKO Kot MEMTIKO
2ulntnon KAwikwv MNeputtwoswv



KAwvikn Eurteipla arto tn
xponon tou Ustekinumab
otn Ywplaoikn ApUpitida

N Fewpyiov
PeupatoAoyoc

2uvt. A/vtng PeupoatoAoyikov Tuportog . N.
Natpwv



2UYKPOUGH CUNPEPOVIWYV
Conflict of interest

Janssen-Cilag Pharmaceutical SACI yia autijv tTnv mapouoiaon

EKITOILOEUTIKEC-EPEVVNTIKEC-OCUUBOUAEUTIKEC EMLXOPNYNOELC TNV
televtala dietia: Roche, UCB, Bristol, MSD, Novartis, Abbvie,
Enorasis, Genesis



AcBevnc pe: Ypwplaowkn apbpitda- Ywpiaon
Kot ZuprttwpotoAoyio IONE

* Tuvaika, 75 eTwv, Eyyoun, OLKLOLKA
e 1970 (27 etwv) : Evanén vooou (Wwoiaonc)

* 6/3/2015: tpitn eniokePn oto PeupatoAoyko latpeio



2012-2015

Entelocodia nepidepknc apOpitdac

E€dpoelg e€avOnpatoc

SLaTapPAXEC KEVWOEWV, KOAOVOOKOTINON, vVOooc Crohn un ertBeBotwpevn.

MTX: €Akn otopatikoU BAevvoyovou

Koptikoeldn per os

OUVVOONPOTNTEC

vZakxopwdng StaBAtnc umo yKALUETLPION KoL LETHOPLLVN

vMetpiou BaBpol vedppikr avendpkelo: kabapon kpeatwvivnc=46ml/min
(OdT=80-140)



Tpitn eniokePn: 6/3/2015

Nepidepikn moAvapBpitida (8E, 10A apBpwoelc)
E¢avOnua éktaong ~25% enidpAavelag CWHATOG
'Hrua avapia: Ht=32%, Hb=9,1g/dI
TKE=89mm/1h

CRP=2,1mg/dl (0T=0,338mg/dl)



To enopevo Prpa

AEYTEPO BHMA: évapén aywync HE BLoAOyLKO tapayovia
>Tiapoucia >3 dloykwpevwy Kat >3 evaloBntwyv apBpwoewy, mapad tnv
enopkn Beparmeutikn) SOk ya >=3unvec pe cuvOetikad DMARD:s.

EvaAAQKTLKA
rarodedelypévng aviévdelénc n duoavetiac ) tofikotntog tng Beparmeiag pe
DMARD:s.



H enoxn twv BloAoyikwv

* 6/3/2015-7/10/2015: adalimumab 40mg/2w

e 2/11/2015-5/4/2016: infliximab 400mg/8w ap)wka, 400mg/6w otnv
ouvéxela (BZ=70kg)
1. GeneriniS, Giacomelli R, Fedi R, et al. Infliximab in spondyloarthropathy associated with Crohn's disease: an open study

on the efficacy of inducing and maintaining remission of musculoskeletal and gut manifestations. Ann Rheum Dis. 2004
Dec. 63(12):1664-9.

2. Van Den Bosch F, Kruithof E, Baeten D, et al. Randomized double-blind comparison of chimeric monoclonal antibody to
tumor necrosis factor alpha (infliximab) versus placebo in active spondylarthropathy. Arthritis Rheum. 2002 Mar.
46(3):755-65.

3. Herfarth H, Obermeier F, Andus T, Rogler G, Nikolaus S, Kuehbacher T, et al. Improvement of arthritis and arthralgia after
treatment with infliximab (Remicade) in a German prospective, open-label, multicenter trial in refractory Crohn's
disease. Am J Gastroenterol. 2002 Oct. 97(10):2688-90.

4. Kaufman |, Caspi D, Yeshurun D, Dotan |, Yaron M, Elkayam O. The effect of infliximab on extraintestinal manifestations
of Crohn's disease. Rheumatol Int. 2005 Aug. 25(6):406-10.

5. Barrie A, Regueiro M. Biologic therapy in the management of extraintestinal manifestations of inflammatory bowel
disease. Inflamm Bowel Dis. 2007 Nov. 13(11):1424-9.

e Alakomn AOyw aVENMOPKOUG OTtOKPLONG Ao TG apOpwoeLg, To dEpua
KOlL TO EVIEPO



‘E€apon tn¢ vooou tnv Avoién 2016

PsARC (Psoriatic Arthritis Response Criteria

N'vwun aoBevouc (0-5)

ApLOLOC SLoYKWHEVWY apBpwoswv

4
'vwun watpou (0-5) 3
6
5

AplBuoc evaiodntwv apbpwoeswv



‘E€apon tng vooou tnv Avolén 2016

DAPSA (Dizease Activity in PSoriatic Arthritiz) Score

Tender Joints Swollen Joints
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1. Tender Joints Count (0-68), TJ: 2. Swollen Joints Count (0-66), SJ:

3. CRP (mg/dl)-

4. Patient’s assessment of disease activity and pain

« How active was your rheumaric disease on average during the last week?
ot

Lo H1H 2 HHsHEH s H s H s H o0 very
active atve

« How would you describe the overall level of joint pain during the last week?
none [OHIH2H3IH$HsHeH7THSHoHI0] very severe

DAPSA =TJ = SJ+ CRP + Activity = Pain = 24 5

Dizease Activiry: 0~ Ramission, 5-14 low, 15-28 modarate, ~28 high Disease Acthity




MetpLac Baputntoc YPwplaoko e€avonua (PASI=4,5)

10-29 30-49 50-69 70-89 90-100 30-49 50-69 70-89 90-100

Area (%) 0

Erythema

Induration

Desquamation

30-49 50-69 70-89 90-100 10-29 30-49 50-69 70-89 90-100

Area (%) 0 <10

Erythema 0

Induration 0

Desquamation 0




* 17/6/2016: ustekinumab 45mg tnv nuépa 0, 30 KAl LETA KAOE 3 UNVEC
YA



23/12/2016: 6 pAveC peTA...

PsARC (Psoriatic Arthritis Response Criteria
PsARC index 5
APsARC index 18-5=13
N'vwpun acBevouc (0-5) 2
N'vwun watpou (0-5) 1
AplOuoc Sloykwuévwy apBpwoswy 2
0

AplBuog evaioBntwv apbpwoewv




ArnpiAlog 2018: oxebov 2 xpovia LETA

DAPSA (Dizease Activity in PSoriatic Arthritiz) Score
Tender Joints

Swollen Joints
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1. Tender Joints Count (0-68), TJ: 2. Swollen Joints Count (0-66), SJ:

3. CRP (mg/dl)

4. Patient’s assessment of disease activity and pain
« How active was your rheumaric disease on average during the last week?

wor  [OHIHEHEHEHEHEHTHEHEHT very
actve

« How would you describe the overall level of joint pain during the last week?

none [OHIHXH3IHIHsHeH7HSHoHI0] verysevere

DAPSA = TJ = SJ + CRP + Activity + Pain =

Dizease Activiry: 04 R

5-14 low, 1-28 modarats, ~28 high Dissase Acsivity






AnpiAloc 2018: Znuavtikn PeAtiwon

30-49 50-69 70-89 90-100 30-49 50-69 70-89 90-100

Area (%)

Erythema

Induration

Desquamation

30-49 50-69 70-89 90-100 30-49 50-69 70-89 90-100

Area (%) 0

Erythema 0

Induration 0

Desquamation 0

PASI:1,7
APASI:4,4-1,7=2,8




Ustekinumab
QTIOTEAECLLATIKNA Kol aopaAnc Bepareia

= Enaywyn U¢peoNC TNG VOOOU LETA TNV amotuyia tnc MTX kot
dUo TNFi

= Atatpnon th¢ VUPeoNC LEXPL KOl CAUEPDL



BioTRAC

Safety and Effectiveness of Ustekinumab for the Treatment of
Psoriatic Arthritis over a 6 Month Period

BioTRAC: Kavadiko apyeio kataypadric aoBevwv pe
» PA umto Infliximab, Golimumab

» AY umto Infliximab, Golimumab

» WA uno Infliximab, Golimumab kadUstekinumab ]

63 aoOeveic

"63,5% yuvaikeg

"Méon nAwia:52,8+11,2

=Méon dudpkela vooou:5,5+8,1

=100% mMPwWTOG BLOAOYLKOC TOPAYOVTOLG

Arendse R et al. ACR 2017. ABSTRACT NUMBER: 612



BioTRAC

Safety and Effectiveness of Ustekinumab for the Treatment of
Psoriatic Arthritis over a 6 Month Period

Clinical Outcomes at 6 Months

-0,3* -0,5 *

Mean Change from BL

-28,3**

mUST

40 -
SJC TJC Pain PtGA  MDGA PASI  HAQ-DI DAS-28

*p<0.05, **p<0.001 (between-visit changes from BL to month 6)

Arendse et al. ACR 2017 #612.



BioTRAC

Safety and Effectiveness of Ustekinumab for the Treatment of
Psoriatic Arthritis over a 6 Month Period

AcdaAela oTOUC 6 MAVEC

36 AE ot 21 aoOsveic

v 'Hrmeg:26/36=72%

v' MBavn cuoxEtion Ue to pappoko: 4/36 =11,1%

v" NoAU mBavr) ocuocxétion He to pappoko: 3/36 = 8,3%

Arendse et al. ACR 2017 #612.



Minimal disease activity in patients with psoriatic
arthritis treated with ustekinumab: results from a
24-week real-world study

34 aoBOeveiq pe WA, c DMARDs-IR, TNFi-IR

KUplo KataAnkTtiko onpeio: eAaxtotn dpactnplotnta vooou Petd 24 eBOOMASEC
Oepanciog pe UST

EAGxLotn Apaotnpidtnta Nooou
(Minimal Disease Activity - MDA )
(L C Coates et alAnn Rheum Dis 2010;69:48-53)

aoBeveig pe WA mou mAnpouv 5/7 akdAouba kpltrpla:

* AplBuoc evaicOntwyv apbpwoswv <1

* AplOuoc Stoykwpevwy apbpwoswy < 1

* PASIS1orBSA<3

* VAS novou (ektipnon aoBevoug) < 15

* VAS odatlpikn dpaoctnplotnta vooou (ektipnon acBevouc) < 20
* HAQ=0.5

* EvaioBntec evBéoeic< 1

Napolitano M. Clin Rheumatol 2017 Jul 36 (7) 1589-1593 PMID: 28567556



Minimal disease activity in patients with psoriatic
arthritis treated with ustekinumab: results from a
24-week real-world study

EAd)Lotn Spaoctnplotnta vooou
(eBSopasda 24) Metpriosig ekBaoswv (LEon T £SD) Twv KpLtnpiwv

’ MDA 5 ) 5 24 eBSopad
70,5% (24/34) twv acBevwv PO LTI P T S
Oepanciag pe to ustekinumab

Kputripra MDA EBSoudda 0 EBSopdada 24 TwA p
OXI MDA

TIC (0-68) 7,042 1,6+1,4 0,001

SJC (0-66) 15+1,5 0,3+0,5 0,01

2 9’ 5% PASI (0-72) 154+9,5 18442 0,001

BSA (%) 58+17,2 3+10,5 0,001

MNévog acBevoug VAS (0-100 mm) 53+18,4 9,6+7,6 0,01

70 ,5 A) PtGA (0-100 mm) 58,1+ 15,8 10,3+7,9 0,01

HAQ (0-3) 1,2+0,8 0,1+0,4 0,01
k EvaioBnta onueia évBeong (0-13) 2,1+£3,5 0,5+1,2 0,01
MDA

MDA (%) 0 70,5 0,01

e Tnv eBéopdda 24 napatnpriBnke eniong onpavtkn diadopd oto eninedo tng CRP évavtl tng
€vapéng (p<0,01) kat BeAtiwon oto eminedo tng ESR évavtt tng évapéng (1n onpavtkn)

Napolitano M. Clin Rheumatol 2017 Jul 36 (7) 1589-1593 PMID: 28567556



SUSTAIN (Feppaviay)

Ustekinumab for the treatment of psoriatic arthritis
(results of the first interim analysis of the
non-interventional study SUSTAIN)

 tpoomrtik, MOAUKEVTPLKR, UN TTAPEUPATIKA LEAETN TAPATAPNONG OE LOOEVELC pE
evepyn Ywpraoikn apBpitida (PsA) unté aywyn pe ustekinumab.
(mapakoAouBouvtal cUpPWvVA LE TRV KABNUEPLVA KAWVLKA TTPOAKTLKA)

[ n peAétn otoxevel va afloloyriost 400 aoBeveic o 75 kEvtpa yia 160 eBSOMASEC
e eETLOKEPELC TwV aoBevwv TIc eBSouadec 0, 4 Kal oTtn cUVEXEL KABe 12
eBdopadec.

U Znueia afloAoynongc:

v  aplOpog TIC kat SIC

v gvaioBntec evO£oeLg

v BSA ka PASI

v avadepopevn arnd tov acBevr) evepyOTNTa TNC VOOOU/TIOVOC
v gpwtnUatoloyLlo afloAoynonc tne vysioc (HAQ)

v' mowotnto {wnc (SF-12),

v’ kavoroinon acBsvolc/latpou amnd tnv Beparneio

v  AE

Wendler J. et al. Scientific Abstracts - Abstract AB0763 p.1322



SUSTAIN (Feppaviay)

Ustekinumab for the treatment of psoriatic arthritis -
results of the first interim analysis of the
non-interventional study sustain

EBSopada 16

EKTiNoN TNG AMOTEAECHATIKOTNTAC Kal TNG oo aAeLag tou ustekinumab anoé toug

Latpolg KaL Toug acBevei H rmAelovotnta twv
B0 a0Bevwy Kal TwV LATpwV
e T BT S afloAoynoe tnv
3 0n ... = ] '
5 9 323 34 QTOTEAECUOTIKOTNTA &
m I .
5l —— aoddAela tou ustekinumab
O 9 B . 1 ’ ]
g ¥ ‘kaAf)/TIoAD KaAR’
8 13 Tnv efSopdda 16
Jupdwvia aoBevwv
latpog AcBevng '
. - latpwv
AnoteAeopatikotTnTaA

Nokokaki M Kaki

Wendler J. et al. Scientific Abstracts - Abstract AB0763 p.1322



IL-23 and Resident T Cells Promote
Enthesitis and Osteoproliferation

Osteoproliferation | i

IL-22 =& Inflammation

TNF, D\
IL-17=—Boneloss | e

+] 00 " %
HLA-B27 UPR > ti23 ° cog-

o g
R CD4 Bone fusion
cD8”
“Bi R ) ROR-yt
stress

J

Lories R, et al. Nat Med. 2012,18:1018-1019 129



ECLIPSA Study

Ustekinumab is superior to TNF inhibitor treatment in
resolving enthesitis in PsA patients with active enthesitis

AVOLKTH, TPOOTITIKN LEAETN MapATAPNONG
KUplo kataAnktikd onpeio: SPARCC=0 petd 6 pivec Oepamneiag

Elizabeth G. Araujo EG et al. ACR 2017, ABSTRACT NUMBER: 881



Enthesitis indices

LEI
6 sites

@ Lateral epicondyle humerus @ Anterior superior iliac spine ® Medial epicondyle humerus

@ Medial condyle femur
© Achilles tendon

O 1% costochondral

© 7" costochondral

SPARCC
8 sites, score of 16%

MASES
13 sites

@ lliac crest ® Greater trochanter
© Posterior superior iliac spine  @® Quadriceps insertion into superior border of patella

© 5" lumbar spinous process @ Patellar tendon insertion into inferior pole of patella OR tibial tubercle*
(@ Supraspinatus insertion ® Insertion plantar fascia

SPARCC=Spondyloarthritis Research Consortium of Canada

Maksymowych et al. Ann Rheum Dis. 2009 Jun;68(6):948-53




ECLIPSA Study

Ustekinumab is superior to TNF inhibitor treatment in
resolving enthesitis in PsA patients with active enthesitis

AVOLKTH, TPOOTITIKA HEAETN TOLPATAPNONG
KUplo kataAnktikd onpeio: SPARCC=0 peta 6 pivec Oepamneiag

47 acOseveic
pe 1
TOUAQXLOTOV

enwbduvn TNFi=24
€vOeon

(Mean £SD SPARCC=3.8+2.5)

Elizabeth G. Araujo EG et al. ACR 2017, ABSTRACT NUMBER: 881



ECLIPSA Study

Ustekinumab is superior to TNF inhibitor treatment in
resolving enthesitis in PsA patients with active enthesitis

I AcOeveic ov nétuyav SPARCC=0 petd oo 6 PAVEG I

80 70,8

. 384 0=0,005

OR=0,037 ‘

MNocootd acBsvwv (%)
.
(=)

(10/26)

anti-TNFa Ustekinuab

Mpooappoyrn and Araujo et al. 2017.

Elizabeth G. Araujo EG et al. ACR 2017, ABSTRACT NUMBER: 881
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SO
PX;LDAgvoc rtapauovnc otn Jepancia (Kaunvdec emBiwonc

Kaplan—Meier): 3" ypauunc 9epaneia
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Menter et al. J Eur Acad Dermatol Venereol. 2016; Epub 30MAR. doi: 10.1111/jdv.13611.



PSOLAR
Cumulative Incidence Rates of Adverse Events of

Special Interest (AEoSI)

e
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Events per 100 Patient-years

o o

1.43
0.79 0 73 0.84 0.93
0.48
D41041042l 032033028. - I

Mortality MACE Malignancy Serious infection

o
o

B Ustekinumab Infliximab H Other Biologics B Non-Biologics

Cumulative incidence rates for UST were numerically lower or comparable with other
biologics and non biologics cohorts in the registry

Papp et al. J Drugs Dermatol 2015;14:706-14.

MACE = major adverse cardiovascular event



Mntpwo DERMBIO

Absolute numbers and incidence rates of adverse events per 100
treatment-years

Table 3 Absolute numbers and incidence rates of adverse events per 100 weamment-years

Any adverse event Infection NMSC Cardiovascular Neurological — Other/unspecified
Adalimumab
Total number of events, n 1221 651 17 19 44 490
Treatment series with event, 793 (59:5) 390 (29-3) 13 (1-0) 18 (1-4) 40 (3-0) 332 (24-9)
n (%)
IR (95% CI) 32:6 (30-8-34-4) 17-4 (16-1-18.7) 0.5 (0-3-07) 0-5 (0-3-0-8) 1.2 (0-9-1-6) 131 (12-0-14-3)
Etanercept
Total number of events, n 413 193 [ 5 12 197
Treatment series with event, 291 (50-3) 118 (20-4) 6 (1-0) 5 (0-9) 12 (2-1) 150 (25-9)
n (%)
IR (95% CI) 29-1 (26:5-32:1) 13-6 (11-8-15:7) 0-4 (0-2-0-9) 0-4 (0-1-0-8) 0-8 (0-5-1-5) 13-9 (12:1-16:0)
Infliximab
Total number of events, n 123 87 3 1 [ 126
Treatment series with event, 164 (49-2) 65 (19-5) 2 (0-6) 1 (0-3) 6 (1-8) 90 (27-0)
n (%)
IR (95% CI) 31-0 (27-2-35-3) 121 (9-8-14-9)  0-4 (0-1-1:3) 0-1 (0-0-1-0) 0-8 (0-4-1-9) 17-5 (14-7-20-9)
Secukinumab
Total number of events, n 52 25 0 4 4 19
Treatment series with event, 50 (25-5) 23 (11-7) 0 (0-0) 4 (2-0) 4 (2-0) 19 (9-7)
n (%)
IR (95% CI) 39.7 (30-2-52:0) 19-1 (12-9-28-2) Not applicable 3-1 (1-1-8-1)  3-1 (1-1-8-1) 14-5 (9:2-22-7)
Ustekinumab
Total number of events, n 612 325 11 10 25 241
Treatment series with event, 463 (43.9) 235 (22-3) 7 (0-7) 10 (0-9) 25 (2-4) 186 (17-6)
n (%
IR (95% CI) 24.3 (22-4-26:3) 12.9 (11-6-14-4) 0-4 (0-2-0-8) 0-4 (0-2-0-7) 1.0 (0-7-1-5)  9-6 (8-4-10-8)

NMSC, nonmelanoma skin cancer; IR, incidence rate per 100 weatment-years; CI, confidence interval.

Egeberg et al . BrJ Dermatol. 2018 Feb;178(2):509-519



To ustekinumab 6&v dratapacoel T GUVAOELC EPYAOTNPLAKEC
g€etaoelc: Sedopéva 3-eTouC mapatipnong ano tn peAétn PHOENIX 1

Aldpeon LeTaBoAn TWV TILWV EPYAOTNPLAKWY TIOPAUETPWV ATIO TNV aPXN
NG LEAETNC EwC TA 3 £€TN

Lab Parameter UST 45 mg UST 90 mg UST Combined
WBC (10°/uL) 0.00 (-1.00, 1.10) 0.00 (-1.00, 0.90) 0.00 (-1.00, 0.90)
Neutrophils (10°/pL) -0.12 (-1.01, 0.59) -0.11 (-0.88, 0.65) -0.12 (-0.97, 0.62)
Lymphocytes (10°/pL) 0.10 (-0.16, 0.36) 0.06 (-0.18, 0.32) 0.08 (-0.18, 0.34)
Hemoglobin (g/dL) -0.10 (-0.60, 0.50) -0.20 (-0.70, 0.30) -0.10 (-0.60, 0.40)
Platelets (10°/pL) -29.00 (58.50, -7.00)  -30.00 (-51.00, -13.00) -29.50 (-54.00, -11.00)
AST/SGOT (IU/L) -2.00 (-4.00, 2.00) -2.00 (-5.00, 4.00) -2.00 (-5.00, 3.00)
ALT/SGPT (IU/L) 0.00 (-6.50, 6.00) 0.00 (-8.50, 8.00) 0.00 (-7.00, 7.00)
Creatinine (mg/dL) 0.00 (0.00, 0.10) 0.00 (0.00, 0.10) 0.00 (0.00, 0.10)
Total Bilirubin (mg/dL) -0.10 (-0.20, 0.00) -0.10 (-0.20, 0.00) -0.10 (-0.20, 0.00)
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Original Article

Prevalence and Characteristics of
Extra-intestinal Manifestations in a Large
Cohort of Greek Patients with Inflammatory
Bowel Disease

Konstantinos Karmiris,? Anastasios Avgerinos,” Aikaterini Tavernaraki,®
Christos Zeglinas,® Pantelis Karatzas," Theodoros Koukouratos,®
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J. Mantzaris,! Charalampos Tzathas,® loannis E. Koutroubakis®
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J Crohn’s Colitis. 2016;10:429-36



Prevalence and Characteristics of Extra-intestinal Manifestations in a Large
Cohort of Greek Patients with Inflammatory Bowel Disease

Total Crohn’s disease | Ulcerative colitis CD vs. UC
[1860] [1001] [859]

Mucocutaneous 14 % 16.9 % 10. 6 %

Erythema nodosum 53% 7.5% 2.8% 0.005
Pyoderma gangrenosum 0.8 % 0.7 % 0.9 % NS
Psoriasis 2.7 % 3.3% 2.1 % NS
Sweet’s syndrome 0.2 % 0.2 % 0.2 % NS
Hidradenitis suppurativa 0.3 % 0.4 % 0.1% NS
Aphthous stomatitis 6.1 % 6.9 % 52% NS

J Crohn’s Colitis. 2016;10:429-36



Prevalence and Characteristics of Extra-intestinal Manifestations in a Large
Cohort of Greek Patients with Inflammatory Bowel Disease

Table 4. Correlation between different extraintestinal manifestations in inflammatory bowel disease patients.

OR [95% CI] Ankylosing Sacroiliiitis Mucocutaneous Erythema Ocular DVT
[p-value] spondylitis EIMs nodosum EIMs
Arthritic EIMs 0.1[0.1-0.2] 2.6 [1.6-4.4] 0.2 [0.1-0.7]
[< 0.0001] [< 0.0001] [0.009]
Peripheral arthritis 0.3 [0.1-0.6] 0.4 [0.2-0.6] 0.4 [0.2-0.7)
[0.001] [< 0.0001] [0.007]
Ankylosing spondylitis 0.2 [0.1-0.7] 3.8 [1.6-8.7]
[0.005] [0.004]

Mucocutaneous EIMs

[MpocBoAn memtikov, apOpwoewv

Kol OEPUOTOC CUVUTIAPYXOUV CUXVA

J Crohn’s Colitis. 2016;10:429-36



Association between psoriasis and inflammatory bowel
disease: a Danish nationwide cohort study

5,554,100 individuals with a maximum follow-up time of 16 years

incident (new onset) cases

J
Psoriasis Crohn’s Disease Ulcerative colitis
75,209 11,309 30,310
162 cases of CD
402 cases of UC

Egeberg et al., British Journal of Dermatology 2016



Association between psoriasis and inflammatory bowel
disease: a Danish nationwide cohort study

Crude
IRR 95% CI P-value
Risk of Crohn disease
Any psoriasis 1-88 1-61-2-19 < 0-001
Mild psoriasis (no systemic therapy) 1-23  0-99-1-53 0-059 / , , \
. . AcBeveic pe Ywplaon
Severe psoriasis (hospital) 2-64 1-93-3-62 < 0-001 , , i
Severe psoriasis (medication) 2-79 1-68—4-63 < 0-001 EXOUV CIUEI'] HEVO kivéuvo
Psoriatic arthritis 3-39 234491 < 0-001 gupaviong Crohn’s n
Risk of ulcerative colitis EAkwSoug
Any psoriasis 1-74 1-58-1-92 < 0-001 K /
Mild psoriasis (no systemic therapy) 1-50 1-33—-1-69 < 0-001
Severe psoriasis (hospital) 1-62  1-27-2-07 < 0-001
Severe psoriasis (medication) 2-02 1-40-2-90 < 0-001
Psoriatic arthritis 2-45 1-87-3-20 < 0-001

Egeberg et al., British Journal of Dermatology 2016



Genetic association between psoriasis and inflammatory bowel
disease

Crohn’s disease

Psoriasis

17q21 10g23-q24
1932.1 21922

7q32 13q13.3
12q15

Ulcerative colitis




[Tpemel va eAeyyovTal ol aoBevelc pe Ywploon
via mapouvoia Crohn n EAkwoouc?

e O\ol?

* JUUMTWHUOTLKOL?

MBavotnta

Sdtayvwonc IBD

* YnAov kwvdéuvou?
* Jnuela ocuvayepuou
e Blodeiktec
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KAwvixn Eumelpior orto tn xpnon tov
Ustekinumab otn vooo tov Crohn



CUYKPOULGT GUPEPOVTIWYV

Exw AAPEL TIUNTIKEG AUOLBEG OLTTO TG ETOUPELEC

e Pfizer ¢ Abbvie ¢ Takeda Hellas ¢ MSD e Shire ¢ Janssen e
Aenorasis S.A., e Galenica



Mepimtwon acOevoug

* Tuvaika, 45 €ETWV
* No&oog Crohn, dtdyvwon to 1999
* Qawdtumog katd Montreal A2L3B1p
— A2 dlayvwon LeTa&l 17-40 ETWY
— L3 dtdxutn mpoofoAn AETTOU KAl TTAXEOG EVTEPOU
— B1 @Aeypovwdng vOoog Xwpig OTEVWOELS N ECWTEPIKA cupiyyLla

— P tepUTpWKTIKY VOGOG



Mepimtwon acOevoug

€vOOOKOTINGN




Mepimtwon acOevoug

* KOpPTLKOOTEPOELON TN dLAdyvwon
* AlaBelompivn ewg 10 2008
— [avawpepduevn dtakomn Adyw Agvukomeviag]
* 'Evapén infliximab to 2010
¢ X& UaKPOXPOVLA VPEDT TNG EVTEPLKIG VOOOU KOl UTTOXWPENON

TWVY oLPLYYIWY



Mepimtwon acOevoug

* KaAokaipt 2017:
* gudavion e€avORuaToC HE

aAwTEKL TPLXWTOU KEPAANC

* H evteplkr vOOOG 0€ KALVLKN

Udeon




Epg@avion depuatoroyiknc BAapnc o acOevn pe IGPNE vto aywyn
| | | |

Aueon cvoyetion

YXETLWOUEVT) NE
EVEPYOTNTA TNG
IONE
Olwbdeg epubNua

| .

Avetaptntn ano
EVEPYOTITA TNG
IONE

TFayypatvwoeg
TVOSEP O




Ala@opikn Stayvwon veov e€avOnuatoc o acOsvn ue
I®NE mov AapBavel Ospoameia pe avti-TNF

Spanish registry of biological therapies
Exposure to anti-TNF: 17,329 person-years

¢

Pioko yla avemiB0untn SepUatoAoyikn ekONAwon
53/1000 person-years

$ 4 4

Avtodvoon

depupatomdbela
5/1000 p-y

NeomAdopato
3/1000 p-y

Aolpwéelg

Mupetoc &

géavOnua =
npoooyn!!!




gEavimna ko TVpeToC o€ acBevr) vto avti-TNF Ogpaneia

Case Report

Atypical Mycobacterial Infection Presenting as Persistent Skin
Lesion in a Patient with Ulcerative Colitis

Apywkn BAGPN Ziehl-Neelsen Metda Bepameia



Wwpraokec BAaBec o aocBeveic ne IODNE tov Aapfdavouv
Oepancia pe avtl-TNF tapayovtec

80 CD/UC 78/11 (%)
L 70
g o F/M ratio 1,3
E‘ 50
S w HAwkla (Slapeon) | 26.5 (8-54)
: 30
'§ - Infliximab 69.37 %
“ 10 Adalimumab 22.52 %
Certolizumab 2.70%

0

2004 2005 2006 2007 2008 2009 2010 2011

ALapKNC avinon Twv
TEPIMTTWOEWV

Journal of Crohn's and Colitis (2013)7, 517-524



ORIGINAL RESEARCH Annals of Internal Medicine

Characteristics of Skin Lesions Associated With Anti-Tumor Necrosis

Factor Therapy in Patients With Inflammatory Bowel Disease

A Cohort Study

uboll | leynen, PhD; Wouter Van M erkercke, MD; Thomas Billiet, MD; Pieter Vandecandelaere, MD;

Niel e Casteele, PhD Ch n reynaert, MD, PhD Vm! llet; Mai KF."IM MD, PhD; Maja Noman, MD:

Gm ssch MD, PhD; mgeens MD, PhD; Joost J. van den Oord, MD, PhD; Ann Gils, PharmD, PhD;
gfrltd Segaert, MD, PhD*; ds‘v'ri ormcln ™MD, Ph

OAoL OL TUTIOL SEPUATIKWV
BAaBwv Pwplaong

psoriasiform eczema 30.6%;
Eczema 23.5%;
Xerosis cutis 10.6%;
palmoplantar pustulosis  5.3%;
Psoriasis 3.8%;
Other 26.1%

O O O O O O




Ywpiaon erayopevn atmo anti-TNF tTapayovta

2UXVOTEPEC EVTOTTICEIC TWV PBAABwWYV o€ ACBEVEIC HE
pwpiaon etrayouevn atmrd anti-TNF

Katavour Twv ywplacikwy BAaBwy ot 142 acBeveic pe PAcypovwdn N6co Tou
Evrépou TTou ekdnAwoayv Yywpeiaon evw Bpiokovtav og Bepartreia pe anti-TNF*

50% -
40% |
30% 1

20% {

Palmoplantar Scalp | Trunk Flexural Facial

*ZTOUG TTEPICTOOTEPOUC OTBEVEIC TCUNHETEIXAV TTEPIOTOTEPEG
aTro Hia TEPIOXEC TOU CWHATOG

Cullen G, et al. Aliment Pharmacol Ther 2011;34:1318-1327



AoBevn¢ mov avantuooel PwpLacikopopdo efavonua unod avel-TNF

i

Evratikr) Ssppatoloyikr) Ospancio/ovvepyaocia pe SeppartoAdyo

All but 28 patients (11%) were
successfully managed without needing
l to stop therapy because of lesions.

Eripovn) e€avOnuaroc/Bapera dspuatoroyixn BAGBN (<10%)

i i i

AA\ayn o€ AA\ayn o€ AA\ayn o€
@AAo avti-TNF vedolizumab ustekinumab



Anti-TNF antibody-induced psoriasiform skin lesions in patients with inflammatory
bowel disease are characterised by interferon-y-expressing Th1l cells and

IL-17A/1L-22-expressing Th17 cells and respond to anti-IL-12/IL-23 antibody
_treatment.

Xopnynon ustekinumab obnynos
o€ dpapatikn BeAtiwon tng
deppatikne PAABNC oTto TPLXWTO
NG KEGOANG




Mepintwon aacOevouc
* Elval amtoteAeopatiko to ustekinumab yia
TOV EAEYYXO TNC EVTEPLKNC PAEYLOVIC OTNV

acBevn (voooc Crohn) ?



Aocoloyiko oxnpa epodou ustekinumab otn voco Crohn

2 WHOLTLKO Bapoc Edanag AplOuoc
a0Bevou g KATA TNG evbodpAefia doon PLaAdiwv 130 mg
xopnynon tng 6oong (6mg/kg*) USTEKINUMAB
<55 Kkg 260 mg 2

> 55 kg ém¢ < 85 kg 390 mg 3

> 85 kg 520 mg 4




Oepancia ebodov

KAwikn avraroxkpion tnv eBéopada 8

M Placebo M Ustekinumab, 130 mg [l Ustekinumab, 6 mg/kg
A Clinical Response
100+ UNITI-1 ' UNITI-2
1
1
1
— i
30—
% : P<0.001
u i | | P 0.001
E- 1
' P=<0.001
g eo- P=0.003 P<0.001 ' po0.001 l s5.5 | ooy Bk2
F _ | ' I I 51.7
s 0.0
= e P=0.002 | o0l
5 , P=0.0
£ 40 r-0.049 : R
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Week 3
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Week 6 Week 8 Week 3
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Week 6
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Week 8

N Engl ] Med 2016;375:1946-60.



Aocoloyiko oxnpa cuvtnpnonc ustekinumab otn vooo
Crohn

* MpwTtn vrrodopia xopnynon Tov 90 mg USTEKINUMAB eBSouada
8 yera Tnv evéoPAEPfia Soon.

AKkoAoLOwc xopnynon kabe 12 eSouadec.

AoOeveic xwpig emapkn avramokpion 8 epdSouadeg pera tnv
TPWTN LITOSOPIa §60n, UTToPEl va AaPouvv §ebTEPN LITOSOPIA
Soon

AKOAOLOWG §00n KOO 8 efSouadec N 12 efSopadec ovUuPwva
ME TNV KAIVIKN EKTIUNON

AoOgeveig TTOL XAVOLYV TNV AVTIATTOKPION OTNV S000Aoyia TV 12
epSopadawyv, ummopei va emw¢eAndoLy amo tTnv avénon 1ng
ovXvoTnTag TG Soooloyiag oc 8 efSopadeg




Ogpansio cuvInNENONC

KAwikn vdeon tnv EBdouada 44 [CDAI <150]

Mooooto cuppeTexovIiwy (%)

P=0,040 P=0,005

53,1

48,8

100 -

80 -

60 -

40 - 35,9
20 -

0 _

Placebo SC*
(N=131)

A12,9%

90 mg SC q12w 90 mg SC q8w  (N=128)
(N=129)
Ustekinumab

N Engl ] Med 2016;375:1946-60.



Long-term Efficacy and Safety of Ustekinumab for Crohn’s Disease:
Results From IM-UNITI Long-term Extension Through 2 Years

MNoocootd pokpoxpoviac KAWVIKAC Udeonc ano Tnv apyxn TS HEAETING

Figure 9. Rates of Remission Through 2 Years in Original Randomized Induction Responder Populations®

A. Rate of Remission After 1 and 2 Years of Maintenance
in All Patients Responding to IV UST Induction

— 70 - 53% 47%
ﬁ of patients in remission of patients in remission
P 60 - 52 weeks after induction 100 weeks after induction
c
2 50
& 40 -
©
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E!'nr'; into Entry imto LTE
rom B Weeks After Induction
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FUYKoLoN avembuuntwyv cuuBaviwy HeTafy ELKOVIKOU
dappakov kar ustekinumab otic peA€tec Tne v. Crohn
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Verstockt B. Expert Opin Drug Saf 2017;16:809-821



Rate of serious infections/100

YINOOMAAA A2OENQN ME I®NE 2TO MHTPQO PSOLAR

2T0 GUVOALKO MANBUGOHO Twv aoBevwy pe Pwplaon, 276 (2,3%) sixav kat IONE katd tnv €vtagn Toug oto
untpwo PSOLAR

® 21,7% twv acBevwv tn¢g urtoopadag pe IONE, ntav acBeveig pe vooo tou Crohn

® OL ooPapég Aouwéels (mooootd aBpoloTkAG eMimTwong) otoug acBeveic e IONE Atav aplBuntika

TIEPLOOOTEPEG CUYKPLTLKA E TO OUVOALKO TANBUGO tng PSOLAR (S1dpecog xpovog mapakoloudnong 3,4 €tn)
® Ta 1toocooTtd cofapwv AoLLwewV NTav aplOunTka xapunAdtepa pe ustekinumab évavtt GAAwv BloAoykwvt

ABpoIOTIKA TTOCOOCTA CORAPWYV AOIHWEEWYV
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é ustekinumab Infliximab Non-sponsor biologic Non-biologic Livoho
AvBpwmoém (n)
Ynoopada IONE 218 226 301 173 918
Ohoc o mAnBuopog 7944 3301 12.823 16.322 40.389
¢ PSOLAR
lNpocappoyn ano Loftus EV et al. 2016. ® BDsubset @ Full PSOLAR population

IBD: inflammatory bowel disease.
tInfliximab, adalimumab, etanercept, golimumab ka1 aAAot BroAoyixoi.

Loftus EV et al. Poster presentation Tu2006 at Digestive Disease Week (DDW) 2016, 22-24 May, 2016, San Diego, California



An Integrated Safety Data Analysis Across All Phase Il and Phase il Clinical Programs
for Ustekinumab in Psoriatic Arthritis, Crohn’s Disease, and Psoriasis

H xoprjynon ustekinumab &g oyetlotnKke ue
av&non kvduvou yla averlOuunta cuupduata
O€ KauLa EVOELEN

Table 4. Safety Summary of PsO,

“Peoriasis [ Crofin's All Diseases Poaled

Placeba UST Placaba 5T Placeho usT Placaba ST

Pis treated Lk 317 i 101E B3 1M9 2055 SHEd
Pt pears of Bollow-up (Whs) 1253 128 159 134 19.12 el 1105 15 56
Avg duration of breatment (Wks) 41 2645 1136 2166 97 188 B4l 2040
Pis OUC due ta AE (35) 17 BE i k|| 45 108 Ba 275
Total pt years of follow-up 182 2566 H5 B50 EL T 1106 T 4521

Event rate per 100 PY

AEs 414 81 3506 3341 254 1 71214 64163 552 41 126,39
SAEs iR By 13 83 4384 a5 7.8 1537
Infec s 12001 1374 M2 TS T804 14508 13358 12938 1F5dl
Bl — — - e e 692 b2 415 254
Adju AGO p p Firolk 7 , 0.0s 03 045
00eve(c pe vooo Crohn eucpaw,Couv TEPLOCOTEPQ 0 . 0t

2 avemlOuunta cvufapata oe oxeon Ue tn Ywplaon | o 0.36 015 035

Kot tn Ywplaoikn apbpitida




OePATTEVTIKEC EMIAOYEC ATOEVWV LE TTOAAATTAX

0(VOOOAOYIKK VOOT| LT

Table 1. BIOLOGIC AGENTS APPROVED FOR PSORIASIS AND PSORIATIC ARTHRITIS.

CD | UC | Treatment Target /;\pp-rov.ol Appr9v0| rsodate
soriasis Arthritis

vat | vat | Adalimumab NFo 2008 2005

oXt | OXt | Apremilost PDE4 2014 014D

vat | OxXt | Cerolizumab Pegol | TNFo Not applicable 2013

OXt | OXU | Etonercept NFot 2004 2002

OXt | VAt | Golimumab NFo Not applicable 2009

vat | vat | |nfliximab INFoo 2006 2005

oxt | oxt | Sewkinumab IL17A 2015 2015

vatr | oxt | Ustekinumab IL12/1L 23 p40 2009 2013
New biologics on the horizon include IL-17 and IL-23 inhibitors; JAK-inhibitors, and IL-23, as well as biosimilars.
imtm?ﬁom: IL, interleukin; TNF-or = tumor necrosis factor-alpha; JAK, Janus kinase; PDE-4, phosphodiesterase-4
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e Scalp psoriasis and biologic agents: a retrospective,
comparative study from a tertiary psoriasis referral centre
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Fotiadou C, et al. J Eur Acad Dermatol Venereol. 2016 Jul 13
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Yriapxouv evtomnioelg tn¢ Pwpiaonc mouv oxetilovial LE AVENUEVO
Kivouvo gpdavionc Pwplaotkne apBpitdoc

1. H Ywplaon twv ovuxwv

2. Hywplaon tou tpiywtol tnc KEPAANG

3. H Ywplaon nou evtoniletal peooylouvtiaia /
TEPUTPWKTLKA

Wilson et al. Arthritis Rheum (Arthritis Care & Research) 2009;61:233-239
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Incidence and Clinical Predictors of
Psoriatic Arthritis in Patients With Psoriasis:
A Population-Based Study

FLORANNE C. WILSON, MURAT ICEN, CYNTHIA S. CROWSON, MARIAN T. McEVOY,
SHERINE E. GABRIEL, axp HILAL MARADIT KREMERS

Table 2. Predictors of psoriatic arthritis within the
incidence cohort of psoriasis subjects®

Univariate

Multivariate

Age, yearst
Men (vs., women)
Calendar veart
Type of psoriasis
Plaque
Guttate
Sehopsoriasis
Pustular
Unknown

0.91 (0.77-1.07)
1.53 (0.90-2.59)
0.78 [0.56-1.09)

1.72 (0.81-3.63)
0.36 (0.09-1.48)
1.96 (0.76-4.93)

0.82 (0.26-2.63)

0.92 (0.78-1.09)
1.35 [0.78-2.33)
0.76 [0.54-1.08)

Sile ol psoriasis
I Scalp

280 (218-6.94]

3,75 (2.09-6.71)1

Extremities
Trunk

0.83 (0.47-1.45
0.80 (0.40-1.58

| Intergluteal/perianal

2.35 (1.32-4.19

1.95 [1.07-3.56) |

Face
Palms and/or soles
Axilla/groin
Unknown

No. of affected sites*
Unknown
2 gites
=13 sites

)
)
)
1.15 (0.52-2.53)
0.20 (0.03-1.47)
1.40 (0.44-4.48)
0.88 (0.32-2.44)
1.06 (0.36-3.07)
0.77 (0.37-1.64)
2.24 (1.23-4.08)

Liail dvatrophy

2.93 (1.68-5.121

2 24 (1.26-3.98] ]

* Values are the hazard ratio (95% confidence interval).

+ Per 10-vear increase.
¥ Versus 1.
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Concise report

Alopecia induced by tumour necrosis factor-alpha
antagonists: description of 52 cases and
disproportionality analysis in a nationwide
pharmacovigilance database

Johana Béné'2, Guillaume Moulis®>*®, Marine Auffret'?, Guillaume Lefevre®’,
Pascal Coquerelle®, Patrick Coupe®, Patrice Péré'® and Sophie Gautier'?

TaeLe 1 Association between TMF-x antagonists and alopecia measured with reporting odds ratio (ROR)

Drug Cases (n=1068) % (n) Non-cases (n=282590) % n) ROR (95% CI)

All TNF-z antagonists 49 (52) 1.7 (4742) 3.023, 4.0)
Inflixirmak 1.7 (18) 09 (2517) 1.9(12,3.1)
Adalimumab 16 (17) 0.3 (960) 4.8(28,7.7)
Etanercept 1.4 (15) 0.4 (1229) 3.3(2.0,54)
Certolizumab 022 0.01 (36) 14.7 (3.5, 61.3)
Acetaminophen (negative control) 21 (22) 7.0 (19,823) 0.3(02, 04)
Docetaxel (positive control) 162 (173) 06 (1817) 208.9 (253, 35.5)
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ABSTRACT NUMBER: 6L

Efficacy and Safety of Ustekinumab, an Interleukin 12/23
Inhibitor, in Patients with Active Systemic Lupus
Erythematosus: Results of a Phase 2, Randomized Placebo-
Controlled Study

Ronald van Vollenhoven', Bevra H. Hahn?, George C. Tsokos3, Carrie Wagner'4, Peter LipSkyE’,
Benjamin Hsu® Marc Chevrier? Robert Gordon® Manon Triebel® and Shawn Rose® TAmsterdam
Rheumatology and Immunology Center ARC, Amsterdam, Netherlands, 2UCLA David Geffen School
of Medicine, Los Angeles, CA, 3Division of Rheumatology, Department of Medicine, Beth Israel
Deaconess Medical Center, Harvard Medical School, Boston, MA, 4janssen Research &
Development, LLC, Spring House, PA, 2Ampel BioSolutions LLC, Charlottesville, VA, ®Janssen
Biologics Europe, Leiden, Netherlands

Meeting: 2017 ACR/ARHP Annual Meeting

Conclusion: USTshowed significantly better efficacy in clinical and laboratory parameters in
thetreatment of active SLE compared with placebo, while demonstrating a comparablesafety
profile. UST may be an effective therapy with a novel mechanism ofaction in the treatment of SLE.
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