Breakout sessions round

Pwtnote tov aotpevtepoAoyo

ArtaA\a Zwn),
AeppatoAoyoc - AppodLoloAoyoc
AtevBuvTpla Kpatiknc KAWLKAC
Noookopelo Aeppatikwy kKot AppodLlotwy
Noowv ©eocoaAovikng

Kwvotavtivoc 2oupAepnC
[aoTpeEVTEPOAOYOC,
EripeAntng A" EXY,

[aotpevtepoloyikn KAvikn,
Oeayevelo AVTIKAPKLVIKO NooOKOLELD
Oeooalovikng



ATtaAa Zwn,

Aeppatoloyoc - AppodLoloAoyoc
AteuBuvtpla Kpatikng KAwvikng
Noookopeio Aeppatikwy kat AppodLoiwy
Noowv Oecoaloviknc

2UYKpouon GUUPEPOVTWV

EKTMoLOEUTIKEC-EPEVVNTIKEC-OUPBOUAEUTLKEC ETILXOPNYNOELC TNV TEAsuTala OLeTia:

Novartis, Abbvie, Janssen, UCB, Leo pharma

‘Exw AABeL TLUNTIKA apolBry armo tnv etatpeiar Janssen yLo tn CUMMETOXN LoV OTN
napovoa ekONAwon.



Kwvotavtivoc 2oudAepncC

[aoTPEVTEPOAOYOC,

EriipueAntng A" EXY,

[aotpevtepoloykn KAwiKA,

Oeayevelo AVTIKapkLVIKO Noookopelo ©@eooalovikng

2UYKpouon UUPEPOVTWV

EKTMoLOEUTIKEC-EPEVVNTIKEC-OUPBOUAEUTLKEC ETILXOPNYNOELC TNV TEAsuTala OLeTia:

Abbvie, Amgen, Celgene, Enorasis, Ferring, Janssen, MSD, Pfizer, Roche, Takeda

‘Exw AABeL TLUNTIKA apolBr armo tnv etatpeia Janssen yLo TN CUMMETOXN LOU OTN
napovoa ekONAwon.



£OLOTATLKO 2

Feviko lotopLKO
* [uvalka 56 eTwv.

* Wwplaon kata mAAkog amo 5etiac.

*  ATOMLKO LOTOPLKO : Bupeosldittda Hashimoto
Xapaktnplotika Ywpiaong:

 PASI: 19

* BSA: 25

 DLQI: 14




£OLOTATLKO 2

MpoNYOUMEVEC AYWVEG :

* CyA (4-5mg/kg) yia 1,5 €10¢, Stakormr AOyw AmWAELOC
QTIOTEAECOTIKOTNTOC.

e Yuintnon via aAlayn Bepameioc oe BLoAoyLko opayovia

* ATOMLKO LOTOPLKO : N a.oBevnc avadEPEL PN ELOLKA CUUTTTWHLOTA ATTO TNV
KOLALQL, CUYKEKPLUEVA OLAPPOLEC KOl KOLALOKO AAYOC

* O naBoloyoc mou tnv mapakoAouBeito amodideLmiBava o cupuMTWUA
gVEPEBLOTOU EVIEPOU




Fevetikn, Ywpiaon & avtodvooa voonpato

* OLaoBeveic pe Ywplaon €xouv neplocotepo amno 50% mibBavotnta va TaoXouV amo
TouAdyLotov 1 aAlo auvtoavooo voonuo & oxedov SUmAAoLEC TLBavVOTNTECG vaL £XOUV
TOUAQXLOTOV 2 QKON QLUTOAVOC O VOO LOTaL

* M ocuvnOnc cuoxetiopog = IONE (Nocog tou Crohn, EAkwdnc KoAitida), PA

* |oYUPOC CUCXETLOMOG UTTAPXEL KOL LLE TOV OKANPOATPOPLKO AELyva

Navw ano 17 autodavooa voonuara

E£XOUV CUOXETIOTEl JUE TNV Ywpiaon!

Wu etal, JAm Acad Dermatol. 2012 Nov,;67(5):924-30.
Hsu et al, ] Am Acad Dermatol. 2012 Nov;67(5):1076-9.
Walls et al, ] Am Acad Dermatol. 2012 Nov;67(5):1079-83.



£OLOTATLKO 2

MpoBeparmeuTikOg EAeyx0oC yLla Evapén BLoAoylkoU mapayovia

* |lotopLko - KALvikn e€€taon
e [EeVIKN olpLaTog
* BLoXNULKOC EAEYXOG
* [MANPNGS opoAoyLKOC EAEYXOC :
HIV, VDRL, HBsAg, Anti Hbc, Anti Hbs, Anti HCV
* o/a OwpaKkoc

e Agppoavtidpaon Mantoux i/kot Quantiferon



€OLOTATLKO

Hct: 34,2%, Hb:11.1 g/dl, WBC: 12500/ ul, PLT: 470.000/ul, Fe: 24
mcg/dl Fer: 7ng/ml

TKE: 50
CRP:12 mg/I

Gly:108mg/dl, LDL: 115mg/dl, HDL: 52 mg/dl, TG: mg/dl, Tchol: 150
mg/dl, UrAcid: 6.3 mg/dl, Ur: 41mg/dl, Cr: 0,9mg/dl, K: 4.2mEq/I, Na:
147mEq/l, Ca: 9,9mEq/I, AST: 45 U/L, ALT: 38 U/L, ALP: 48 U/L, yGT: 42
U/L, TBil: 1,2mg/dl (Dbil:0,8), Tprot: 7.6g/dl, Alb:4.5 g/d|I



Irritable Bowel Syndrome vs Inflammatory Bowel Disease




ErunoAaopoc IBS (11%)

[ ]0%-4.9% ,
[ ]5.0%-9.9% &
B 10.0%-14.9% - A
B 15.0%-19.9% 2

B >20.0%

Lovell, CGH 2012



ErmutoAacpocg IBD (0.5%)

Prevalence

B Highest

I Intermediate
M Lowest

" Uncharted

Kaplan, Gastro 2015



Wwpiaon kat IONE:
Zuotnuatikn Avaockonnon kat MetavaAuvon: RR CD:2.53, RR UC: 1.71

Cohort studies on the association of psoriasis with Crohn disease

Study or Subgroup Log (RR) SE RR (95% CI) No psoriasis ; Psoriasis Weight, %
Charltonetal, 52018  1.09 0.36  2.96(1.46-6.00) L —a— 21.2
Egebergetal,#22016  0.66 0.08 1.94 (1.66-2.26) u 47.0
Li et al,41 2013 1.35 0.28  3.86(2.23-6.67) —— 27.5
Manos et al, 442017 0.41 1.00 1.50(0.21-10.68) - 4.3
Total 2.53(1.65-3.89) > 100
Heterogeneity: 12 =0.10; x2=6.74; P=.08; 12=55%
Test for overall effect: z=4.26; P<.001 : e e :

0.1 1 10 20

RR (95% CI)

El Cohort studies on the association of psoriasis with ulcerative colitis
Study or Subgroup Log (RR) SE RR (95% CI) No psoriasis | Psoriasis Weight, %
Charltonetal,#> 2018  0.26 0.35 1.30(0.66-2.56) ——-— 2.0
Egebergetal, #2016  0.54 0.05 1.72 (1.56-1.90) = 96.6
Lietal,41 2013 0.16 0.54  1.17(0.41-3.36) 0.8
Manos et al,%4 2017 1.24 0.71 3.45(0.86-13.90) 0.5
Total 1.71(1.55-1.89) ¢ 100
Heterogeneity: 12 =0.00; x2=2.11; P=.55; 12=0%
Test for overall effect: z=10.87; P<.001 : — e :

0.1 1 10 20

RR (95% CI)

Fu, JAMA Dermatology 2018



Awapopetikol Pavoturot Kot XapaKTnpPLOTIKA OE
zuvonapén;

Lolli, Journal of Crohn’s and Colitis 2015
IBD-Ps: mild psoriasis
IBD-Ps: plaque-psoriasis
IBD-Ps: {, plague-, nail-, -arthritis

IBD-Ps: psoriasis familiarity

Eppinga, Inflammatory Bowel Disease 2017
IBD-PsA > IBD-PsO

PsO-IBD: milder psoriasis
PsO-CD: younger age

PsO-CD: more severe Crohn’s Disease



2uoxetion Wwpiaonc kot IONE:
Aavio: 235,038 acBeveic, 20 £tn mapakoAovOnon¢

0.60% -

B General population - CD

-Psoriasis patients

-Systemic non-biologictherapy
*CD: HR 2,38, 95% CI:1,62-3,49
*UC: HR 1,49, 95% Cl: 1,14-2,01
-No CD on biologictherapy!

050% - |™ Psoriasis - CD
B General population - UC
B Psoriasis - UC

0.40% -

0.30% -

0.20% -

Proportion of patients with IBD

0.10% -~

0.00%

Definite Probable Possible

Egeberg, Journal of Investigative Dermatology 2018



Avénuevn MBavotnta vocou Crohn oe Wwpilaon pe ApBpitida

Table 3. HRs of the risk of Crohn disease in patients with psoriasis compared with the general population

Definite CD Probable CD Possible CD
Psoriasis Type Adjusted HR  95% ClI  P-Value Adjusted HR 95% CI  P-Value Adjusted HR 95% Cl  P-Value
Any psoriasis 1.88 1.51-2.34 <0.0001 1.74 1.49-2.03 <0.0001 1.63 1.44-1.85 <0.0001
Topical treatment 1.84 1.47-2.29 <0.0001 1.72 1.47-2.02 <0.0001 1.62 1.42—1.84 <0.0001
Systemic nonbiologic treatment 2.38 1.62—3.49 <0.0001 1.92 1.43—-2.58 <0.0001 1.74 1.36—2.23 <0.0001
Biologic treatment Not applicable 0.56 0.08—4.00  0.5622 1.20 0.38—3.75  0.7561
Psoriasis without PsA 1.83 1.47-2.27 <0.0001 1.70 1.46—1.99 <0.0001 1.59 1.40—-1.81 <0.0001
Topical treatment 1.81 1.45—2.27 <0.0001 1.70 1.45—2.00 <0.0001 1.59 1.39-1.81 <0.0001
Systemic nonbiologic treatment 2.08 1.34-3.23 <0.0001 1.76 1.26—2.45  0.0009 1.65 1.25-2.17  0.0004
Biologic treatment Not applicable 0.88 0.12—6.31  0.9004 1.87 0.60—5.85  0.2821
Psoriasis with PsA 3.10 1.90-5.06 <0.0001 2.39 1.63—3.50 <0.0001 2.28 1.67—-3.11 <0.0001
Topical treatment 2.63 1.37-5.07 <0.0001 2.28 1.40-3.71  0.0009 2.40 1.65—-3.51 <0.0001
Systemic nonbiologic treatment 4.11 2.13-7.93 <0.0001 2.79 1.61—4.82  0.0002 2.29 1.42-3.70  0.0007
Biologic treatment Not applicable Not applicable Not applicable

Adjusted for age, sex, socioeconomic status, smoking, and alcohol abuse. Bold text indicates “all psoriasis patients” regardless of whether they receive
topical, systemic nonbiologic, or biologic therapy.
Abbreviations: CD, Crohn disease: Cl, confidence interval; HR, hazard ratio.

Egeberg, Journal of Investigative Dermatology 2018



Wwpiaon kat voooc tou Crohn: @UAo kot HAwkia

a b
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—— General population - women —— Psoriasis - women —— General population - women —— Psoriasis - women
—— General population - men —— Psoriasis - men —— General population - men —— Psoriasis - men

Figure 2. Age-specific incidence of Crohn disease and ulcerative colitis in men and women with psoriasis and in the general population. (a) Incidence of
definite Crohn disease by sex and age in the general population and patients with psoriasis. (b) Incidence of definite ulcerative colitis by sex and age in the
general population and patients with psoriasis. *Significantly higher for women with psoriasis compared with women without psoriasis. *Significantly higher for

men with psoriasis compared with men without psoriasis. IR, incidence rate; y, year.

Egeberg, Journal of Investigative Dermatology 2018



H Wwpilaon to o Zuxvo Autoavooo Noonupa oe IONE aoOeveic

(anti-TNFs;)

6
OR 2.28 (1.96-2.64)
P<0.0001 r=11.5
Z 4.9
4
3
OR1.41 (1.15-1.71)
P<0.0001r=3.5
2.1
9 1.9
OR 2.51 (1.84-3.5¢) 1.6
OR5.56 (3.47-9.33) p<q. 0001 r=6.1 OR 1.89 (1.35-2.69)
P<0. 0001 r=8.1 p<0 0001 =3.8
Celiac Psoriasis IDDM Sjorgen

HIBDn=12,625 Controls n=12,625

OR 1.67 (0.94-1.44)

P=0.164 r=1.4
1.5
1.2
OR 1.85 (1.04-3.37)
P= 00033 r=2.2
0.2
E Thyroiditis

Bar Yehuda, Journal of Crohn’s and Colitis 2018



Wwpiaon kot IONE: Kowvog Maboyevetikoc MnxaviGoc

Fiorino, Journal of Crohn’s and Colitis 2015



zuxvotnta Agppotoloyitkwyv Eéwevtepikwv EkdnAwoewv og EAANveG
IONE acOeveic

Total Crohn’sdisease | Ulcerative colitis CD vs. UC g
[1860] [1001] [859]

Mucocutaneous

Erythema nodosum
Pyoderma gangrenosum
Psoriasis

Sweet’s syndrome
Hidradenitis suppurativa

Aphthous stomatitis

14 %
5.3 %
0.8%
2.7%
0.2%
0.3 %

6.1 %

16.9 %

7.5 %
0.7 %
3.3 %
0.2 %
0.4 %

6.9 %

10. 6 %

2.8% 0.005
0.9 % NS
2.1% NS
0.2 % NS
0.1% NS
5.2 % NS

Karmiris, Journal of Crohn’s and Colitis 2016



Kol\tako AAyog ko Awappola:
KAwikéc Arapopecg ZEE pe IONE

. A’)\yoq KOALKOELOEC, TtLo SLaxuto, Udeon Ue . A)\yolq OUVEYXEG, oTtaBepn eviomnion, Xwpic udeon
KEVWON LE KEVWON

e Aldppola udapnc, xwplic aipa e Aldppola pE aipa

(koAttda) (koAttda)

o «Douokwua», «AEpLA» * Epetol, Mupetog, dpikia

* Avoneia, Kavoog * AntwAela Bdapouc

e EvaAAayn Awdppolog pe AuoKOWLOTNTA



Development of Red Flags Index for Early Referral of Adults with Symptoms
and Signs Suggestive of Crohn’s Disease: an |OIBD Initiative

Item Coefficient
Non-healing or complex perianal fistula or abscess or perianal lesions (apart from 4.648
haemorrhoids)

First-degree relative with confirmed inflammatory bowel disease 4.282
Weight loss (5% of usual body weight) in the last 3 months 3.303
Chronic abdominal pain (>3 months) 2.928
Nocturnal diarrhoea 2.541
Mild fever in the last 3 months 2.169

No abdominal pain 30-45 min after meals, predominantly after vegetables 1.581

No rectal urgency® 1.569

Xprion yta npwiun dtepevvnon o€ dtayvwaouévo IONE aodevry;

Danese, J Crohns Colitis 2015



H KaAnpotektivn Kompavwyv otnv dialoyn twv acOsvwv yia
£LAEOKOAOVOOKOTINON

Mumolo MG et a/. An updated review of FC in IBD

85
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70

65

60

i

Sens = 85%

Spec = 78.8%

PPV = 71.5%

NPV = 81.5%

B Sensitivity
W Specificity
] PPV
O NPV

Calprotectin is a 36 kDa calcium and zinc binding
protein, which represent about 60% of soluble proteins
of the cytoplasm of granulocytes!'l. It is heat and
proteolysis resistant heterocomplex of S100A8 and
S100A9 consisting of 2 heavy (14 kDa) e 1 light (8 kDa)
chains, each binding 2 Ca™.

Functions of calprotectin include: competitive
inhibition of zinc-dependent enzymes, potential biostatic
activity against microbes through chelation of zinc ions,
apoptosis induction in malignant cells, and regulation of

the inflammatory process'*”.

Mumolo, World Journal of Gastroenterology 2018



H kaAntpotektivn v eivat eldikn yra IONE pAeypovi

e Nolpwéelc Memtikov ZwWARva

Giardia Lamblia, Baktnplakn ducevtepia, loyevnc yaotpeviepitida, H.P.

* Kakondn NeonmAdopata Mentikou

OpBokoALkoc kapkivog, Kapkivoc otopayou, Evteplko Aepdwpa
 Qdppaka

MZAQO, PPls

* Tpodkeg ANAepyieg (Xwpic aywyn)

e AAAeC MOONOELC TEMTIKOU

[.0.MN., Kvotkn lvwon, KotAtokakn, EkkoArtwpatikn Nooog, Protein Losing
Enteropathy, Abevwpuata, Neavikoi lMoAumodecg, Mikpookortik KoAitida,

Avutoadvoon sviepomnaBela, Kippwon, Mwkpn nAtkia



Cutoff tipéc KaAnpotektivne Kontpavwv yia ELAsokoAovooKkOmnon

Fecal calprotectin for follow-up of IBD

< Lower cut off

(e.g. < 100 pg/g )

inflammation highly
unlikely:

not suggestive for IBD flare

invasive testing can be
deferred

Aroduyn
gvéooKOmNoNG

Obtain morning sample for
FC!1 in patients with chronic
symptoms and low
likelihood of flare

Grey zone
(e.g. > 100 + < 250 png/g)

suggestive of low grade
inflammation:

interprete with caution,
consider repeat testing

> Higher limit

(e.g = 250 pg/g)

Significant inflammation
present :

Active IBD likely to be present
Confirmation needed

ErmBeBaiwon
anopaitntn

Ao Hindryckx, ECCO 2017



KaAnpotektivn yia avixvevon IONE:
<100, 100-250 ykpila {wvn, >250

Parcent | Percent | Percent
Calprotectin likslihood | likelihood | likslihood
HC IBS IBD
0 8.6 710 04
0 873 4 05
30 855 X 0.8
40 841 149 1.0 0,
40 mmmp| o e dmmm 1%
&0 814 7.0 16
70 801 8.0 19
80 78.8 18.9 23
100% o0 775 07 o7 o
. 700 763 0.6 31
90% ‘h\"‘-... =— P (Control) 100 - 190 7390 59 q 4.0 - 3.1/0
80% — P (IBS) 140 71.6 234 5.0
oo — P (IBD) 160 §9.0 746 62
o 1% 180 6.9 257 74
. B0% - 200 64.7 26.6 8.7
g 290 625 574 10.4
S 50% L] 503 8.2 115
S 400 - ‘ o650 58 7 788 131 - o
a 250 580 56.0 793 4.7 13.1/)
30% — 300 53.9 297 16.4
20% 320 51.8 30.0 8.2
340 498 30.2 20.0
10% 1+ | 360 470 | 304 [ 917
. 380 360 305 235
o T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T 1 4{“} 441 305 25 4
S Re288R89B88F 3 BRI E888988333888¢8¢8 50 5% 57 —
rrrrr (7] o (7] (8] (o] (5] o] o« <t - <t w wy w w w [7e] w [7e] " a’ o
, 240 406 303 25,1
Calprotectin ng/g 250 380 a0.1 10
280 37.3 59.9 328
500 357 297 245
. . . 520 342 29.4 36.4
Conclusion: CRP and calprotectin of <0.5 or 40, respectively, B0 | ap7 | 991 | 82
560 313 26.7 0.0
. . . : 580 30.0 28.3 7
essentially excludes IBD in patients with IBS symptoms. e
620 27.4 275 451
640 26.2 7.1 467
560 251 26.6 483

XpnRon KaAnpoteKtivneg o€ deppatoAoytkoUc acOeveic;
Menees, Am J Gastroenterol 2011



KaAnpotektivn Konpavwv kot Wwpiaon

Movokevtpikn, PsO (n=100) PsA (n=50), IBS (n=10)
Fecal Calprotectin ELISA, ULN: 43,2

Oxt MZAQ!

2lypoetbookonnon (og kamowouc!)

-PsA: mean FC: 86,6+-81,5 (58%)

-PsO: mean FC: 32,9+-48,1 (26%)

-IBS : mean FC: 22,0+-18,5 (10%)

* PsA: axial disease, high skin disease activity

Sharma, Br J Dermatol 2019



* EtAeo-KoAovookomnnon

* BpEOnke voococ Crohn

IxOALa optAnTh



Noooc tou Crohn
EvKeEKPLUEVEC BLOAOYIKEC OepareieC

* Infliximab-1998

* Adalimumab-2007
* Vedolizumab-2014
e Ustekinumab-2016



EAkwON¢ KoAitba
EvKEKPLUEVEC BLOAOYIKEC OEpATTELEC

* Infliximab-2005

* Adalimumab-2012
* Golimumab-2013
* Vedolizumab-2014
* Tofacitinib-2019*



Emiloyn Oepaneiag

(+) DAeypovwdec
VOO EVTEPOU

1L23/12

— Anti TNF

(-) DAeypovwdec
VOGO EVIEPOU

1L23/12
IL17/
Anti TNF

CID IL-12/23

Rheumatoid arthritis

Giant cell arthritis
JIA/AID

Gout

Crohn's disease

Ulcerative colitis

Psoriasis

Psoriatic arthritis

Ankylosing spondylitis

Multiple sclerosis

Adalimumab | Tocilizumab | Anakinra Ustekinumab | Brodalumab®
Certolizumab | Sarilumab® | Canakinumab | Briakinumab®| lxekizumab®
Etanerncept Rilonacept Secucinumab®
Golimumab
Infldimab

Drugs

in disease and efficacy of cytokine inhibition in chronic inflammatory diseases. (a) Most of
ess to tumor TNF-c inhibition but substantially differ in their responsiveness to inhibition of
nd IL-23 (IL-17/23), indicating a hierarchical structure of cytokine effects in various chronic
ficacy of inhibition of each cytokine confirmed in randomized clinical trials of various chronic

Schett, Nature Medicine 2013



Aeppatoloyikec EmunAokec o IODNE acOeveic
O poAoc¢ tn¢ anti-TNF Bepaneiac

Movokevtpikn LeAETn, 583 anti-TNF exposed IBD pts, 14 €tn napakoAouBnon¢
176 AeppatoAOYLIKEC ETILTAOKEG, 20.5% aoBsvwv

Wwplaowkopopdeg BAaBec—>10.1% (dtakormn anti-TNF 18.6%)

Asppotikég Aolpwéers - 11.6% (Siakorr) anti-TNF 2.9%)

YuoxETLon depuatoAoyilkwy ertumAokwyV pe veapn nAkia evapénc anti TNF, Crohn

2uoyxetion 6o0onc anti-TNF pe Seppatikec AoLUWEELG

Freling, Am J Gastroenterol 2015



Secukinumab kot IONE

Retrospective Analysis
of pooled data from
21 clinical trials

-7,355 pts

-16,226.9 py

-5 years of treatment
-PsO

-PsA

-AS

Table 4 Incidences of exacerbations/new-onset cases of IBD in patients with/without a history of IBD at baseline, respectively

PsO cohort (n=5181) PsA cohort (n=1380) AS cohort (n=794)

History of IBD at baseline*

History of CD, n (%)t 5©.1%) 2 (0.14%) 5 (0.63%)
Exacerbation of CD during study treatment, n 2 0 3

History of UC, n (%)t 10§0.19%) 2 (0.14%) 3 (0.38%)
Exacerbation of UC during study treatment, n 4 1 1

History of IBDU, n (%)t 4(0.29%) 17 (2.14%)
Exacerbation of IBDU during study treatment, n 0 0 0

New onset cases of IBD#

Total number of new-onset cases of CD, n (%)§ 3 (¢.06%) 3 (0.22%) 5 (0.63%)
Relapses, n 1 0 0

Total number of new-onset cases of UC, n (%)§ 10§0.19%) 2 (0.14%) 3 (0.38%)
Relapses, n 0 0 0

Total number of new-onset cases of IBDU, n (%)§ 1 §0.02%) 2 (0.14%) 1(0.13%)
Relapses, n 0 0

*A history of IBD was physician-assessed based on patient history at baseline.

tMedical history percentages are based on n.

tNew-onset cases of IBD were IBD events occuring in patients with no prior history of IBD at baseline.

§New-onset of AE percentages are based on n.

AS, ankylosing spondylitis; CD, Crohn'’s disease; IBD, inflammatory bowel disease; IBDU, IBD-unclassified; PsA, psoriatic arthritis; PsO, psoriasis; UC, ulcerative colitis.

Postmarketing
Surveillance

Periodic safety Update
report

Table 6 Reporting rates for IBD in postmarketing experience from the secukinumab periodic safety update report

PSUR date
26 December 2014-25 26 June 2015-25 25 December 2015-25 25 June 2016-25 25 December 2016—-25 Cumulative rate
June 2015 lBcember 2015 lune 2016 —Dacember 2016 lune 2017
Cases (N) S — 4 12 37 46 93 195 —
Exposure (PY) 1838 7450 16 8/1 28549 41 346 96 054
Reporting rate (per 100 PY)  0.22 0.16 0.22 0.16 0.22 0.20

IBD, inflammatory bowel disease; PSUR, periodic safety update reports; PY, patient-years.

Schreiber, Ann Rheum Dis 2019




Mowo docoAoyiko oxnpa Ba 600¢ei?
* Aoocoloywko oxnua Wwpiaong

* AocoAoylko oxnua voocou Crohn

IxOALa optAnTh



AocoAoyiko oxnua Wwpiaonc

« Aoon epodou :

Ustekinumab 45mg 1 90mgr (>100kg) tnv eBdopada 0 kot eBdopada 4

e Qeparmneio cuvinpnong :
Ustekinumab 45mg 1 90mg (>100kg) kaBe 12 eBdopadec

Stelara SmPC



Induction dose

Single intravenous dose*

Recommended dose Numberof 130 mg

Patlent body welght (approximately 6 mg/kg) Ustekinumab 1.V.vials
<55 kg 260 mg 2
>55 kg to=85 kg 390 mg 3
>85 kg 520 mg 4

Maintenance dose

90 mg subcutaneous 8 weeks later, then every 8 weeks thereafter®
+ For some patients (e.q., those with a low Inflammatory burden), 90 mg
subcutaneous 8 weeks later, then every 12 weeks thereafter may be acceptable



Ustekinumab otn vaco tou Crohn:
Npoypappa MeAetwv UNITI

UNITI-1: TNF Antagonist Failure Population

Placebo IV (N=247)

® UST130mg IV
(N=245)
UST ~6 mg/kg IV UST Responders?
(N=249) UST 90 mg SC g8 wks
- (N=132) 75% (298/397) of

randomized patients who
ST 90 mg SC q12 wks started maintenance

® & U
. . (N=132)
UNITI-2: Failed Conventional Therapy entered LTE
= Placebo SC

Placebo IV (N=210) (N=133)
UST Responders? 56% (718/1281) of all
® UST130mg IV | patients who started
(N=209) maintenance continued
- in LTE

UST ~6 mg/kg IV
(N=209)




KAwikn Avtanokpion EBdopada 6, UNITI-1, UNITI-2

100 - Clinical response rates at week 6 (%)

90 -
80 -

70 -

55.5
60 - 51.7

50 -
40 - 343 337

28.7

30 - 215
20 -

10 -

UNITI-1 UNITI-2

@0 Placebo [ UST 130 mg 0 UST 6 mg/kg

Figure 4 Primary endpoint results of the UNITI-1 and UNITI-2 studies.

Notes: Clinical response at week é was more prevalent in the UST-treated groups. In UNITI-1, P-values as compared to placebo were 0.002 (UST 130 mg) and 0.003 (UST
6 mg/kg). In UNITI-2, P-values as compared to placebo were <0.001 for both UST 130 mg and UST 6 mg/kg. Data from Feagan et al."”

Abbreviation: UST, ustekinumab.



2e vPnAo dAsypovwdec doptio (P CRP, Calpro) 90 mg/8 weeks

1 B 1004 o :
| Patients with Maintenance Baseline N=29 Patients with Maintenance Baseline
90 | n=52 CRP <5 mglL 90 1| poas CRP >10 mglL
70 1

p:0.034

Proportion of Patients at Week 44 (%)
Proportion of Patients at Week 44 (%)
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#Placebo SC 4-UST0mgSCqi2w 4UST 90 mg SC qéw
Ghosh S. Poster presented at ECCO 2018. P186



Subjects in Clinical Remission (%)
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61.9

47.9

Week 152
B Ustekinumab 90mg q12w (N=84) B Ustekinumab 90mg q8w (N=82) B Dose Adjusters (N=71)

Sandborn W, et al. UEGW 2018.



Safety: Summary of Key Safety Findings Per Hundred Patient Years of
Follow-up From Week 0 Through Week 156 Among All Patients Who

Entered the LTE
Ustekinumab Ustekinumab .
90mg q12w 90mg q8w
151 213 354 567

N

Average duration of follow-up (weeks) 104.0 142.9 140.9 141.7
Total patient-years of follow-up 301.9 585.4 959.4 1544.8
Deaths 0 2 4 6

Number of specified events per hundred patient-years of follow-up

Adverse events 444.17 362.00 406.60 389.70
Serious adverse events 19.54 19.30 18.76 18.97
Infections 100.36 106.43 108.29 107.59
Serious infections 3.97 5.98 3.13 4.21

Number of patients with specified events per hundred patient-years of follow-up

Adverse events 46.37 34.00 35.23 34.76
Serious adverse events 13.25 10.25 9.90 10.03
Infections 37.43 27.50 28.98 28.42
Serious infections 3.31 4.95 3.13 3.82

AverOUunteg evEpyeLeg, KaKONOeLeG, AoLUWEELG: ouyKpioLeg (e placebo



Anti-TNF ko Kivéuvoc yia ZoBapeg Aotpwéelc
Anti-TNF Monotherapy, Combination Therapy, Thiopurines

Table 3. Multivariable Adjusted HRs (95% Cls)® of Serious Infections According to Medication Exposure, Overall and by
Infection Site

Exposed to Combination Exposed to Combination Exposed to
Therapy vs Anti-TNF Therapy vs Thiopurine Anti-TNF Monotherapy
Type of Infection Monotherapy Monotherapy vs Thiopurine Monotherapy

Serious infections, overall
Pulmonary infections
Gl infections
Skin infections
Urinary tract infections
ENT infections
Musculoskeletal infections
Other infections

1.23 (1.05—1.45)
1.40 (0.99-1.98)
1.34 (0.93-1.93)
1.08 (0.76—1.54)
0.89 (0.56—1.41)
1.47 (0.60-3.59)
1.89 (0.78—4.55)
1.26 (0.89—1.79)

2.11 (1.80-2.48)
3.14 (2.24-4.40)
1.84 (1.30-2.60)
.86 (1.30—2.68)
69 (1.07-2.67)
195 (0.80—4.73)
58 (1.07—6.23)
0

]
]
]
2
2.03 (1.44-2.87)

1.71 (1.56—1.88)
2.24 (1.83-2.75)
1.37 (1.12-1.68)
.72 (1.38-2.15)
.90 (1.47-2.45)
.32 (0.83-2.12)
.36 (0.68—2.73)
.61 (1.29-2.01)

e A

Anti-TNF vs Thiopurines: X 1.7

Unexposed: 8,4/1,000 patient/years

Thiopurines Monotherapy: 10,5/1,000 patient/years RR:1,3
Anti-TNF Monotherapy: 18,9/1,000 patient/years RR:2,3
Combination Therapy: 22,4/1,000 patient/years RR:2,8

Kirchgesner, Gastro 2018




Psoriasis Longitudinal Assessment and Registry (PSOLAR)
2oBapeEc aveMOUUNTEC EVEPYELEC OE CUOTNUOTIKEC Oepameiec yia tnv Ywpiaon

ABpOIOTIKA, JN NPOCAPHUOCUEVA NOCOOTA ouxvotTnTac AEOSI ava 100 aoBevo-£Tn aoBeveic nou £xouv eyypagei oto PSOLAR. O1 AEoSI
nepiAapBavouv: kakonbela (ekToOC ano pn HEAQVWHATIKO Kapkivo Tou deppaTtoG)’ MACE (nou opileTal w¢ kapdiayyelakog 6avaTog, un
Bavatn@opo eyke@aAiko Kal pun Bavatnpopo EP@paypa Tou puokapdiou) coBapec AoIPWEEIC kal BvnoIgoTNTa onolacdnnoTe diTioAoyiac.

v' 11466 pts (22311 Pys)

3.5 B Ustekinumab
(0]
H] B Infliximab
(% 3.0 291
,>' 1 Other biologics
whd
c . .
K] 2.5 - Non-biologics
whd
(]
Q
(=] 2.0
o
-
a—, 1.5 - 143
Q
(9]
10 - 0.84
g . o7 o713 U 0.68
w 0.47
057 032 033 g, 041 041 042
Malignancy MACE Serious infections Mortality

AEOSI, avermtlBU NN evépyela eldtkol evdladepovio¢” MACE, pellov avemBupunto kapdlayyslokd oupBav

Adapted from: Papp K, et al. J Drugs Dermatol. 2015;14:706-14.



Yroopada acBevwv pe IONE oto puntpwo
PSOLAR

2TOV OUVOALKO TTANBuUoUS Twv aoBevwy pe Ywplaon, 276 (2,3%) eixav ko IONE katd tnv €vtagn toug oto untpwo PSOLAR

® To 21,7% twv aoBevwv tn¢ umoopadag pe IONE eixav kat véoo tou Crohn

® OLooBapec Aolpweelc (mooootd aBpoloTikig emintwong) otoug acbeveic pe IONE Atav aplBUNTIKA TEPLOCOTEPEC CUYKPLTIKA LLE
TOV GUVOALKO TTANBUoO TG PSOLAR (Stdpeoog xpovog mapakoAouBbnong: 3,4 €1n)

® Ta mocootd cofBapwv AolpwEewv NTav aplOuntikd xapnAotepa pe ustekinumab €vavit aAAwv BloAoyikwvt

22w

(v

=55

= = e

= — ™= B8

D oOh =

v — R 5,75

==EE 6

— o — E

=

Sz =

e W =

T D

S35

&S

= E ustekinumab Infliximab Non-sponsor biologic Non-biologic Luvoho
AvBpwnoétn (n)
Ynoopaba IONE 218 226 301 173 918
Ohoc o ninBuopog 7944 330 12.823 16.322 40.389
¢ PSOLAR
Npooappoyn ano Loftus EV et al. 2016. ® |BD subset @ Full PSOLAR population

IBD: inflammatory bowel disease.
tInfliximab, adalimumab, etanercept, golimumab ka1 alo: Brodoyikol.

Loftus EV et al. Poster presentation (DDW) 2016
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