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Case 1

WBC
HB (g
PLT/ul
TKE (mm/h)
CRP (mg/I)
ASDAS
BASDAI

MNepldepikn ZnA — EvBeoitidba - AxiAAelog tevovtitida

7,2
11,0
189000
59
7,3(<5)
3,7
5,0

8110
10,8
244000
32
6,6(<5)
2,6
6,3

Arntotuyia 2 TNF-a avooToAEwvV

8,8
11,1
205000
56
11,5(<5)
3,6
6,52



ANT-TNF KAl ENOE2ITIAA

HEEL TRIAL (etanercept)

043

WAS visit (i) - VAS baseline (mim)

405 p=084 1
L |
- B Etenercept

p=0007 [ Placebo
2 4 8 12 Wesks

50—

Dougados et al Ann Rheum Dis 2010

Leeds
=1 at
Baseline

ABILITY Il TRIAL (adalimumab)

Total Enthesitis
SPARCC MASES Count
=1 at =1 at =1 at
Baseline Baseline Baseline

Mease et al Arthritis Rheumatol 2015



Case 1

ACHILLES S STUDY: Study of Efficacy and Safety of Secukinumab
in Psoriatic Arthritis and Axial Spondyloarthritis Patients
With Active Enthesitis Including One Achilles Tendon Site

WBC 7,2 8110 8,8 7,2
HB (g 11,0 10,8 11,1 11,2
PLT/ul 189000 244000 205000 253000
TKE (mm/h) 59 45 56 224
CRP (mg/I1) 7,3(<5) 6,6(<5) 11,5(<5) 3,5(<5) |
ASDAS 3,7 2,6 3,6 2,40

BASDAI 5,0 6,3 6,52 4,2



Efficacy and safety of secukinumab in patients with
spondvyloarthritis and enthesitis at the Achilles
tendon: results from a phase 3b trial

Frank Behrens . Philipp Sewerin 2, Eugenio de Miguel 2, Yusuf Patel?,
Anastas Batalowv S, Ewva Dokoupilova®, Christine Kleinmond?, Effie Pournara®,
Ankita Shekhawat®, Claudia Jentzsch'?, Annette Wiedon'® and

Xenofon Baraliakos . on behalf of the ACHILLES study group
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ACHILLES reveals a discrepancy between the clinical and imaging assessment of heel enthesitis.

Rheumatology (Oxford). 2021 Nov 3:keab784. doi: 10.1093/rheumatology/keab784.



Baraliakos et al. Arthritis Research & Therapy ~ (2022) 24:111 Arthr'ltis Rese arCh & Th era py
https://doi.org/10.1186/513075-022-02797-8

RESEARCH Open Access

: : : . ®
Magnetlc resonance imaging characteristics «

in patients with spondyloarthritis and clinical
diagnosis of heel enthesitis: post hoc analysis
from the phase 3 ACHILLES trial

X. Baraliakos'"", P. Sewerin"*! E. de Miguel®, E. Pournara®, C. Kleinmond®, A. Shekhawat®, C. Jentzsch’,
A.Wiedon’, F. Behrens® and on behalf of the ACHILLES study group

Based on the newly developed HEMRIS, entheseal inflammation
and/or structural damage was confirmed in 83.3% of ACHILLES patients.



Case 1

Eunupeto (38,5°) pe Kolhtako aAyoc Kot Stappola
Eloaywyn A” NMaboAoyikn

Evubdatwon

AvtiBlotikn aywyn IV

Awakortr) secukinumab

WBC 7,2 8110 8,8 7,2 8,1
HB (g 11,0 10,8 11,1 11,2 10,2
PLT/pl 189000 244000 205000 253000 249000
TKE (mm/h) 59 45 56 22, 89/45
CRP (mg/I) 7,3(<5) 6,6(<5) 11,5(<5) 3,5(<5) 123/35
ASDAS 3,7 2,6 3,6 2,44

BASDAI 5,0 6,3 6,52 4,2



Case 1

e CT kol\iag: dlataon eVIEPLKWY EALKWY, TIAXUVON TOU TOLXWUOTOG TOU TEALKOU
€LAe0V KoL TNC eAeoTtudALkn G BaABidag




Case 1

* Evbookomnon KMN2: epuBpdtnta tou evtepikov PAevvoyovou, pe apOwdn EAkn TeALKoU
€LAeOV - 0pOOU

 Buoyia: dAeypovwdnc dinBrioelc pe nwowvodpiha kat oudetepodpiia, AepdokuTTopa Kol
He ™ popdn Aspdokuttapkwv cuAoywv. AtnBnon adevikou erBnAiou pe tn popPn
KPUTTTLTLO O KOl E0TIKOLAL LE OXNUOATIOMO KPUTITIKWVY OTTOCTNOTLWV.
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Original articles
Inflammatory bowel disease

Secukinumab, a human anti-IL-17A monoclonal antibody, for

moderate to severe Crohn's disease: unexpected results of a
randomised, double-blind placebo-controlled trial

2012 Dec; B1(12): 16931700

Wolfgang Hueber’, Bruce E Sands?, Steve Lewitzky>, Marc Vandemeulebroecke?, Walter Reinisch®, Peter D R Higgins®, Jan

Wehkamp’, Brian G Feagan®, Michael D Yao®, Marek Karczewski'?, Jacek Karczewski'?, Nicole Pezous®, Stephan Bek', Gerard

Bruin’, Bjoern Mellgard’, Claudia Berger'!, Marco Londei'?, Arthur P Bertolino?, Gervais Tougas®, Simon P L Travis'?, for the

Secukinumab in Crohn's Disease Study Group
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O AZONAZ IL-23/IL-17 XTO ENTEPO

E€ouvbetépwon tnc IL-23 E€ouvbetépwon tng IL-17
J PAeypovng (T Treg, | kuttapokvwv) ™ pAeypovnie (L Treg, T kuttapokivwy)
N akepalotTNTA TOU €VT. BAEVVOYOVOU J akepatotnta tou evt. BAevvoyovou
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Lee J et al, Immunity 2015
Maxwell J et al, Immunity 2015



Relative abundance

IL-17 Inhibition in Spondyloarthritis Associates with Subclinical
Gut Microbiome Perturbations and a Distinctive IL-25-Driven
xre Intestinal Inflammation

rthritis

,'-,; Julia Manasson, MID', David S. Wallach, BAZ, Giuliana Guggino, MDD, PhD3, Matthew

X h t ! Stapylton, BAZ, Michelle H. Badri, BS4, Gary Solomon, MD ', Soumya M. Reddy, MD1,

gumato GQ}" Roxana Coras, MDS5, Alexander A. Aksenov, PhDS, Drew R. Jones, PhD7, Parvathy V. Girija,

MS', Andrea L. Neimann, MD, MISCE?®, Adriana Heguy, PhD?®, Leopoldo N. Segal, MD19,
Pieter C. Dorrestein, PhD®, Richard Bonneau, PhD%:11.12 pMonica Guma, MID, PhDS,
Francesco Ciccia, MD, PhD'3, Carles Ubeda, PhD14.15, Jose C. Clemente, PhD?2", Jose U.
Scher, MID1.”

Fecal samples from PsA/SpA patients pre- and post-treatment with tumor necrosis factor inhibitors (TNFi; n=15)
or an anti-interleukin (IL)-17A monoclonal antibody inhibitor (IL-17i; n=14) underwent sequencing (16S, ITS and
shoteun metagenomics)

o__Aeromonadales ’<§-; ' P=0.016
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< P=0.004
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Furthermore, IL-17i-induced CD in human SpA differs
from ‘idiopathic’ CD and appears to be driven by diverging IL-17 family pathways (i.e.
IL25/IL-17E)

Arthritis Rheumatol. 2020 April ; 72(4): 645—-657



CLINICAL SCIEMCE

BM| loumais Incidence rates of inflammatory bowel disease in

patients with psoriasis, psoriatic arthritis and
ankylosing spondylitis treated with secukinumab: a
retrospective analysis of pooled data from 21 clinical
trials

Stefan Schreiber,’ Jean-Frederic Colombel,® Brian G Feagan,” Kristian Reich,?
Atul A Deodhar,” lain B Mcinnes,® Brian Porter,” Ayan Das Gupta,® Luminita Pricop,”
Todd Fox”

7355 aoBeveic amo 21 peAétec pe PsO (n=5181), PsA (n = 1380), and AS (794) mou €é\afav
secukinumab pe cuvoAwkn €kBeon oto pappako 16226,9 PY

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

Ps0 cohort (n=5181) PsA cohort (n=1380) AS cohort (n=794)

History of IBD at baseline*

History of CD, n (%)t 5 (0.17%) 2 (D.147%) 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 0 4{0.29%) 17 (2.14%)
Exacerbation of IBDU during study treatment, n 0 0 0

blew pnset cases of IRDE

Total number of new-onset cases of C0, n (%)§ 3 (0.06%:) 3 {0.22%) 5 (0.A3%)
Relapses, n 1 0 0

Total number of new-onset cases of UC, n (%5 10 {0.19%) 2 (D.14%) 3 (0.38%)
Relapses, n 0 1 0

Total number of new-onset cases of IBDU, n (%15 1(0.02%) 2 (D.14%) 1(0.13%)

|__Relapses 0 0 0 q

Schreiber 5, et &l Ann Rheum Dis 2019,78:473-479. doi:10.1136/annrheumdis-2018-214273



IBD Across Indications in All IXE Treated Adults: Cases Confirmed by

Adjudication (Definite, Probable)

Data for All Ixekizumab Set Cut off: PsO and PsA (March 2019); axSpA (April 2019)

Al psa: Al axspa:
N 5898 1401 929
PY 17331.1 2228.6 1336.2
IBD
n (%) 292 (0.5) 30(0.2) 13 (1.4)
IR/100 PY (95% Cl) 0.2 (0.1,0.3) 0.1(0.0,0.4) 1.0 (0.6,1.7)
Crohn’s Disease
n (%) 12 (0.2) 2(0.1) 7(0.8)
IR/100 PY (95% Cl) 0.1(0.1,0.1) 0.1(0.0,0.4) 0.5(0.2,1.1)
Ulcerative Colitis
n (%) 17 (0.3) 1(0.1) 6(0.6)
IR/100 PY (95% Cl) 0.1(0.1,0.2) 0.0(0.0,0.3) 0.4(0.2,1.0)
Background CD and UC incident rate by disease state?6
IR/100 PY PsO%5 PsAZ4 AsS
cD 0.02-0.25 0.04-0.06 0.99
uc 0.02-0.31 0.03-0.11 1.05

b1 additional patient in Q2W SPIRIT-
P2 had anal abscess and anal fistula;
this event was considered consistent
with IBD7 but was not confirmed by
adjudication as CD or UC due to
insufficient information?

There were 2 IBD cases in PBO arm
patients:

o 1 patient from COAST-W with
history of UC was reported as
UC® and later confirmed by
adjudication as CD?

o 1 patient from COAST-X with
history of UC was reported as
UC? but was not confirmed by
adjudication due to “insufficient
information”

225 cases from the adult PsO trials were listed as treatment-emergent adverse events (TEAE) of IBD. 4 additional cases were listed as adverse events (AEs) of IBD, and these occurred when patients were not on ixekizumab (either occurring when patients were

on PBO during the randomized withdrawal period of UNCOVER-2 [n=2], or during follow-up [1 patient each from UNCOVER-2 and UNCOVER-3]).

Notes: Suspected IBD cases classified as ‘possible’ are not included when determining IR. IR was calculated as the total of ‘definite’ and ‘probable’ cases/Total Patient Years and multiplied by 100.

1. Genovese MC, et al. Rheumatology (Oxford). 2020;59:3834-3844. 2. Li WQ, et al. Ann Rheum Dis. 2013;72:1200-1205. 3. Egeberg A, et al. Br J Dermatol. 2016;175:487-492. 4. Charlton R, et al. Ann Rheum Dis. 2018;77:277-280.

5. Scosyrev E, Primatesta P. J Eur Acad Dermatol Venereol. 2016;30(Suppl 6):3-105. P068. 6. Walsh J, et al. Clin Rheumatol. 2018;37:1869-1878. 7. Nash P, et al. Lancet. 2017;389:2317-2327.

8. Dougados M, et al. Ann Rheum Dis. 2020;79:176-185. 9. Deodhar A, et al. Lancet. 2020;395:53-64.



Risk for development of inflammatory bowel disease under
PLOS ONE inhibition of interleukin 17: A systematic review and meta-
analysis

A B

IL-17 inhibitor Placebo Risk Difference Risk Difference IL-17 inhibitor Placebo Risk Difference Risk Difference
Study or Subgrou Events  Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI Study or Subgroup Events _ Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Baeten D 2013 0 24 o 6  0.0% 0.0000 [-0.1985, 0.1985] — Baeten D 2013 0 24 o 6 0.0% 0.0000 [-0.1985, 0.1985] ¥
Baeten D 2015 0 394 0 196 23% 0.0000 [-0.0079, 0.0079] Baeten D 2015 2 394 0 196 1.7% 0.0051[-0.0054, 0.0156]
Bagel J 2017 o 51 o 51 0.1% 0.0000 [-0.0375, 0.0375] b Bagel J 2017 0 51 o 51 0.1% 0.0000 [-0.0375, 0.0375] b
Blanco FJ 2017 0 275 0 138 1.1% 0.0000[-0.0111,0.0111] Blanco FJ 2017 [] 275 0 138 1.5% 0.0000[-0.0111,0.0111]
Blauvelt A 2014 o 118 o 59 0.2% 0.0000 [-0.0258, 0.0258] Blauvelt A 2014 ) 118 o 59 0.3% 0.0000 [-0.0258, 0.0258]
Genovese MC 2010a 0 16 o 4 0.0% 0.0000 [-0.2749, 0.2749] = Genovese MC 2010a 0 16 o 4  0.0% 0.0000 [-0.2749, 0.2749] S
Genovese MC 2010b o 59 o 18  0.0% 0.0000 [-0.0756, 0.0756] il i Genovese MC 2010b 0 59 o 18  0.0% 0.0000 [-0.0756, 0.0756] i
Genovese MC 2013 0 187 0 50 0.2% 0.0000 [-0.0280, 0.0280] Genovese MC 2013 0 187 o 50 0.2% 0.0000 [-0.0280, 0.0280] T
Genovese MC 2014 0 330 0 118 0.9% 0.0000[-0.0124,0.0124] Genovese MC 2014 [] 330 0 118  1.2% 0.0000 [-0.0124, 0.0124]
Gordon KB 2016 0 2328 0 791 41.4% 0.0000 [-0.0018, 0.0018] L Gordon KB 2016 4 2328 0 791 29.5% 0.0017 [-0.0008, 0.0042]
Gottlieb A 2017 o 137 o 68 0.3% 0.0000 [-0.0224, 0.0224] Gottlieb A 2017 ) 137 0 68 0.4% 0.0000 [-0.0224, 0.0224]
Hueber W 2010a o 18 o 18 0.0% 0.0000 [-0.1018, 0.1018] - o Hueber W 2010a 0 18 o 18 0.0% 0.0000 [-0.1018, 0.1018] o
Hueber W 2010b o 26 [} 26 0.0% 0.0000 [-0.0719, 0.0719] b Hueber W 2010b 0 26 o 26  0.0% 0.0000 [-0.0719, 0.0719] ==
Kivitz AJ 2018 1 233 0 117  0.6% 0.0043[-0.0113, 0.0198] Kivitz AJ 2018 1 233 0 117 0.8% 0.0043[-0.0113, 0.0198]
Langley RG 2014a 0 653 0 327 6.3% 0.0000 [-0.0047, 0.0047) Langley RG 2014a 1 653 0 327 59% 0.0015[-0.0041, 0.0071]
Langley RG 2014b o 490 0 248 3.6% 0.0000 [-0.0062, 0.0062] Langley RG 2014b 1 490 0 248 3.4% 0.0020 [-0.0054, 0.0094]
Lebwohl M 2015 o 2475 0 624 27.0% 0.0000 [-0.0023, 0.0023] Lebwohl M 2015 o 2475 0 624 35.2% 0.0000 [-0.0023, 0.0023] L]
Leonardi C 2012 0 115 0o 27  0.1% 0.0000 [-0.0505, 0.0505) i it Leonardi C 2012 o 115 0 27  0.1% 0.0000 [-0.0505, 0.0505) Bl il
Martin DA 2013 0 30 0 10  0.0% 0.0000 [-0.1308, 0.1308] i Martin DA 2013 0 30 o 10 0.0% 0.0000 [-0.1308, 0.1308] S
Mcinnes 1B 2013 0 28 0o 14 0.0% 0.0000 [-0.1025, 0.1025] = Mcinnes 1B 2013 o 28 o 14 0.0% 0.0000 [-0.1025, 0.1025] =k
Mclnnes IB 2015 0 299 0 98  0.7% 0.0000 [-0.0147, 0.0147] Mcinnes IB 2015 0 299 o 98  0.9% 0.0000 [-0.0147, 0.0147]
Mease PJ 2014 0 113 o 55 0.2% 0.0000 [-0.0275, 0.0275] Mease PJ 2014 o 113 o 55 0.2% 0.0000 [-0.0275, 0.0275] &
Mease PJ 2015 0 404 1 202 0.9% -0.0050 [-0.0172, 0.0073] Mease PJ 2015 o 404 1 202 1.2% -0.0050 [-0.0172, 0.0073]
Mease PJ 2016 0 210 0 106 0.7% 0.0000 [-0.0145, 0.0145] Mease PJ 2016 0 210 0 106 0.9% 0.0000 [-0.0145, 0.0145]
Mease PJ 2018 2 664 0 332 36% 0.0030[-0.0032, 0.0093] Mease PJ 2018 2 664 0 332 4.7% 0.0030[-0.0032, 0.0093]
Nakagawa H 2015 0 113 o 38 0.1% 0.0000 [-0.0373, 0.0373] T Nakagawa H 2015 0 113 o 38 0.1% 0.0000 [-0.0373, 0.0373] i
Nash P 2017 0 245 0 118 0.8% 0.0000 [-0.0129, 0.0129] Nash P 2017 0 245 0 118 1.1% 0.0000 [-0.0129, 0.0129]
Nash P 2018 0 277 0 137  1.1% 0.0000[-0.0112,0.0112] Nash P 2018 0 277 1 137  0.6% -0.0073[-0.0253, 0.0107]
NCT01807520 0 133 0 65 0.3% 0.0000 [-0.0233, 0.0233] NCT01807520 0 133 o 65 0.3% 0.0000 [-0.0233, 0.0233]
NCT02559622 0 102 o 49  0.2% 0.0000 [-0.0307, 0.0307] NCT02559622 0 102 o 49  0.2% 0.0000 [-0.0307, 0.0307] T
Papp KA 2012a 0 103 o 22 0.0% 0.0000[-0.0611,0.0611) E: Papp KA 2012a 0 103 o 22 0.0% 0.0000 [-0.0611, 0.0611] E =
Papp KA 2012b 0 160 o 38  0.1% 0.0000 [-0.0363, 0.0363] T Papp KA 2012b 0 160 o 38 0.1% 0.0000 [-0.0363, 0.0363] T
Papp KA 2016 0 441 0 220 29% 0.0000 [-0.0070, 0.0070] Papp KA 2016 0 441 0 220 3.8% 0.0000 [-0.0070, 0.0070]
Paul C 2014 0 121 o 61 0.2%  0.0000 [-0.0250, 0.0250] Paul C 2014 0 121 o 61 0.3% 0.0000 [-0.0250, 0.0250]
Pavelka K 2015 o 189 o 63  0.3% 0.0000 [-0.0228, 0.0228] Pavelka K 2015 0 189 o 63  0.4% 0.0000 [-0.0228, 0.0228]
Pavelka K 2017 o 150 o 76 0.3% 0.0000 [-0.0201, 0.0201} Pavelka K 2017 0 150 o 76  0.5% 0.0000 [-0.0201, 0.0201]
Rich P 2012 o 337 o 67  0.3% 0.0000 [-0.0207, 0.0207] Rich P 2012 0 337 o 67  0.4% 0.0000 [-0.0207, 0.0207]
Ryan C 2018 o 75 o 74 0.2% 0.0000 [-0.0259, 0.0259] Ryan C 2018 0 75 o 74 0.3% 0.0000 [-0.0259, 0.0259]
Tahir H 2017 0 423 0 214 2.7% 0.0000 [-0.0072, 0.0072] Tahir H 2017 o 423 0 214 3.5% 0.0000 [-0.0072, 0.0072]
Tlustochowicz W 2016 0 177 o 44 0.1% 0.0000 [-0.0316, 0.0316] I Tlustochowicz W 2016 o 177 o 44  0.2% 0.0000 [-0.0316, 0.0316] T
Total (95% CI) 12723 4989 100.0% 0.0001 [-0.0011, 0.0013] Total (95% CI) 12723 4989 100.0% 0.0008 [-0.0005, 0.0022]
Total events 1 Total events " 2
Heterogeneity: Tau? = 0.00; Chi* = 1.79, df = 39 (P = 1.00); I* = 0% 5 05 05 B Heterogeneity: Tau® = 0.00; Chi* = 4.45, df = 39 (P = 1.00); I* = 0% - 05 0.5 1
Test for overall effect: Z IL-17 inhibitor Placebo Test for overall effect: Z = 1.19 (P = 0.23) IL-17 inhibitor Placebo

O kivduvog yla avantuén IONE otoug acBeveic mou Aappfavouv IL-17 avaocToAeig
dev elval avénuévog os oxéon pe to Placebo

Burisch J et al, 2020 May 27;15(5):e0233781



 Digestive Diseases & Sciences Din Dis Sci. 2016 JunB1(8):1772-4. doi. 10.1007/510620-013-4007-2. Epub 2016 Jan 4.

Inflammatory Bowel Disease Provoked by Etanercept: Report of 443 Possible Cases Combined
from an IBD Referral Center and the FDA.

0Toole A", Lucci M, Korzenik J°

Semin Arthritiz Rheum. 2009 Dec; 33(3):176-61. doi: 10.1016/] semarthri. 2008.06.004. Epub 2008 Aug 15.

Emergence of Crohn's disease during treatment with the anti-fumor necrosis factor agent
etanercept for ankylosing spondylitis: possible mechanisms of action.

Haraou E1, Krelenbaum h.

Joint Bone Spine. 2012 Oct,79(5):457-63. doi. 10.1018/ jo=pin.2011.10.001. Epub 2011 Nov 15.

Development of inflammatory bowel disease during anti-TNF-a therapy for inflammatory
rheumatic disease: a nationwide series.

Toussirot E1, Houvenagel E, Goéb V, Fouache D, Martin A, Le Dantec P Dermis E, Wendling D, Ansemant T, Berthelot JM, Bader-Meunier B, Kantelip B; Le
CRI.
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JOURNAL of MEDICINE Diseases through Signature Cytokine Hubs

Georg Schett, M.D., lain B. Mclnnes, M.D., Ph.D., and Markus F. Neurath, M.D.
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Organ-Based Concept
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AIAOOPETIKH APAZH KYTAPOKINQN ZE AIAOOPETIKOYZ I1ZTOYZ

EZATOMIKEYMENH ANTIMETQITI2H
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Case 1

AvtiBlotikn aywyn (Flagyl - Ciproxin)
Prezolon 25mg IV

Evapén Infliximab (10mg/kg kaBs 6 eBdopadec)

Salopyrine
WBC 7,2 8110 8,8 7,2 8,1
HB (g/L) 11,0 10,8 11,1 11,2 10,2
PLT/uI 189 240 205 253 249
TKE 59 45 56 224, 89/45
(mm/h)
CRP 7,3(<5)  6,6(<5)  11,5(<5) 3,5(<5 123/35
(mg/I)
ASDAS 3,7 2,6 3,6 2,4
BASDAI 5,0 6,3 6,52 4,2,

Awakortr) SLZ Aoyw nrmatotoélkotntog
Infliximab kaBe 4-6 efdouadeg

6,3
12,1
213

33

2(<5)

2,1

4,14

7,3
13,0
231

22

8(<5)

2,2

4,2

6,3
12,8
231

32

10(<6)

2,9

4,5



Case 1

15 punvec apyotepa...

KotAlakd dAyoc (AE Aayoviog BoBpoc) pe avénon tTwv delktwv GPAEYUOVAG
Xwpic ouvpmtwpatoloyia IONE (Stdppoleg KTA)

CT kolhiag (pAeypovny okwAnkoeldboug anoduonc)

?'E€apon tng vooou

? ZkwAnkoelditida

NoonAsgieg pe IV xoprynon avtiBotikwy (ma®oloyikn/XELpoupyLKr) KAWLKN)
YPeon TwWV CUUTTTWHATWY XWPLE XELPOUPYLKN ETMEUBAON

Evéookomnon KNZ: evdeifelc evepyotntag v. Crohn



AIAOOPETIKH APAZH KYTAPOKINQN ZE AIAOOPETIKOYZ I1ZTOYZ
EZATOMIKEYMENH ANTIMETQMNIZH

R EmAoyEg
k. _A infliximab
,L J -Adalimumab
TNFmAD -Ustekinumab
IL12/IL-23p40
IL-23p19 _JAKi
JAKi

Adalimumab 80MG every 2 weeks



Adalimumab efficacy in enteropathic
World Joura Of spondyloarthritis: A 12-mo observational

Gastroenterology multidisciplinary study

i

Ao KolvoU TtapakoAouBnon kal Bepareia MotpeviepoAdyou- PeupatoAoyou

A B . —
Enteropathic spondyloarthriti gntempahm spnndylc_)armms (ES)
Native, 7 = 39 in-treatment with anti-TNF-alfa, n = 13
Active IBD IBD in remission Active IBD IBD in remission
Peri f:|al Axial Axial Peripheral , — T~ - / \\“‘
SpA SpA DA Peggﬁeml g;:'al gxla Pegggeml
/\ \\NF L
Salazopyrin| | 1BD refractory , Salazopyri SpA-Refractory
+ Anti-TNF-alfa azopyrin I
i to the TNF-inhibitor under use
or to conventional (used as recommended|{O"
Mix therapy at least|- fo 18D treatment) Mtx |
' for 3 mo IBD refractory Switch to another | —gno
______________________________________________________________ to therapy and anti-TNF-alfa | o
to posology variations at — (used following the | | Mix
least for 5 mo recommendations
for IBD treatment)

Michele Maria Luchetti et al World J Gastroenterol 2017 October 21; 23(39): 7139-7149
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Adalimumab efficacy in enteropathic

spondyloarthritis: A 12-mo observational
multidisciplinary study
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Case 2
Q AcBevn¢ 28 eTwv

Mpoogpyetal yla aAyoc/oidnua 1" MTO, peyaAou SaktuAou modoc amo 4unvou
Xwpic avtanokpion ota MZAOD

Avadepet aywyn He Prezolon 5-10mg ywa 1 eBdopada xwpic avramokplon
Xwpic aA\a cuvodad cupmtwpata (apBpitida, MUPETO KTA)

XelpoupyLkn emepBaon yLa tevovtosAutpitida
HEoou Saktulou mpo 3 eBdopadwyv

Wwplaon tpyywtol kedaAng

WQPIAZIKH APOPITIAA



CRP (mg/l) ($1<0.5) 1,2
ANTI-CCP (-)

DAPSA 15

Case 2

YynAn evepyodtnta voocou (MDA)




2021 GRAPPA Treatment Recommendations

Peripheral Axial

arthritis disaasas Enthesitis® Dactylitis Skin Nails

Topical therapies,
pulsed dye laser,
csDMARDs,
acitretin, JAKI

TNFi, IL-17, MTX, TNFI, IL-171, MTX, T

(TNFi, IL-17i, TNFi, IL-17i IL-12/23i, IL-12/23, IL-17i, csDMARDS, iy

IL-12/23i, IL-23i) or JAKi 1L-23i or JAKi, IL-23i or JAKi, IL-12/23i, IL-23i, 1L-23i, PDEA
or JAKi, PDEi PDEAi PDEAI JAKi, PDEdi

Assess activity, impact and
prognostic factors

Switch
Biologics

» Consider which domains are involved, patient preference, previous/concomitant therapies; choice of
therapy should address as many donfams as possioie

= Comorbidities and associated conditions may impact choice of therapy and/or guide monitoring
« Treat, periodically re-evaluate treatment goals and modify therapy as required

“““ 5 T text = st tion;
Expedited Therapeutic Route Standard Therapeutic Route g:zzkte;n__, c:nrgirt‘lgbr::.l:?':::':;rr‘::n::tlon

Limited direct evidence for therapies in axial PsA, recommendations based on axial SpA literature;
tCorticosteroid injections: consider on an individual basis due to potential for serious side effects; no clear evidence for efficacy.
‘Keratolytics, steroids, vitamin D analogues, emollients, calcineurini.

They, :
Adapted fram Coates LC, et 2l. As presented at EULAR 2021; OP0229. Medlca.l @ Change
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Apremilast and dactylitis

65

78

1

91 104 M7 130

143

156

Mean % Change From Baseline

100 -

Apremilast 20 mg BID
Apremilast 30 mg BID

Apremilast 20 mg BID, n | 281

2n

26

193

Apremilast 30 mg BID, n | 280 | 286

249

221

200 185 194

181

100 4
90 A
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70
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50 4
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20
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Patients Achieving Dactylitis Count of 0

Dactylitis Count of 0

Apremilast 20 mg BID
Apramilast 30 mg BID
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24

T

52
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78

91

Study Week

104 117

130

143

156

20 mg BID, nm [126/281

147272

1501226

138/208

146/198

139183

132/182 | 131177

13117

131165

1161157

Agremilast 30 mg BID, nim|121/260

153286

168249

166/226

1677221

1621207

1560200 | 1631195

153194

148/188

144/181

Gladman DD, et al. RMD Open 2018;4:e000669

APRAISE study: change in the prevalence of
dactylitis [ enthesitis

Dactylitis Enthesitis
40 -
330
AE BRI
;]
5
0
0

. A monthe

12 monifs

http://dx.doi.org/10.1136/annrheumdis-2021-eular.2644
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Case 2

Evapén Apremilast 30mg 1x2
[MoAU KaAn avtamokplon

TKE (mmHg) 13
CRP (mg/1) (b1<0.5) 0,2
DAPSA 2

MDA >1



Case 2

12 JWAVEC LETA TNV EVOPEN TNC AYWYNG

YépapBpocg (AP) yovartog
-Napakevtnon, evboapBbplkn €veon koptlovng

Yriotponn
MpooBnkn unmodoplacg pebotpetatng 20mg/week + Filicine

Apremilast 30mg 1x2
MTX 20mg/week

Ydeon yla 8-9 prveg

TKE (mmHg) 13

CRP (mg/) (d1<0.5) 0,4

DAPSA 1.3 YNOTPOIH

MDA >1



2021 GRAPPA Treatment Recommendations

Peripheral Axial

arthritis disease® Enthesitis® Dactylitis Skin Nails

Topical therapies,
pulsed dye laser,
csDMARDs,
acitretin, JAKI

TNFI, IL-17i, MTX, TNFi, IL-17i, MTX, Phototx or TNFi, TNFi, IL-17i

IL-12/23i,

(TNFi, IL-17i, TNFi, IL-17i L1223, IL-12/23i, IL-17i, csDMARDS,
IL-12/23, IL-23) or JAKi IL-23i or JAKi, IL-23i or JAKi, IL-12/23i, 1L-23i, 1231, POEAI
or JAKi, PDEAi PDEii PDELi JAKi, PDEAi

Assess activity, impact and
prognostic factors

« Consider which domains are involved, patient preference, previous/concomitant therapies; choice of
therapy should address as many domains as possible

* Comorbidities and associated conditions may impact choice of therapy and/or guide monitoring
« Treat, periodically re-evaluate treatment goals and modify therapy as required

...... > —_—

Black text = st dation;
Expedited Therapeutic Route Standard Therapeutic Route PO T SN = WITIENCOROn

Blue text = conditional recommendation

Limited direct evidence for therapies in axial PsA, recommendations based on axial SpA literature;
tCorticosteroid injections: consider on an individual basis due to potential for serious side effects; no clear evidence for efficacy.
“Keratolytics, steroids, vitamin D analogues, emollients, calcineurini.

m .
Adapted fram Coates LC, et al. As presented at EULAR 2021; OPD229. Medlcal @ Change



CLINICAL SCIENCE

A head-to-head comparison of the efficacy and safety
of ixekizumab and adalimumab in biological-naive
patients with active psoriatic arthritis: 24-week
results of a randomised, open-label, blinded-

assessor trial

Philip J Mease

! Josef S Smolen,? Frank Behrens,® Peter Nash,* Soyi Liu Leage,f‘

Lingnan Li,® Hasan Tahir,® Melinda Gooderham,” Eswar Krishnan,” Hong Liu-Seifert,®

Paul Emery

,3? Sreekumar G Pillai,” Philip S Helliwell,'® The SPIRIT H2H study group
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Mease PJ, et al. Ann Rheum Dis 2020;79:123-131

W ® Secukinumab versus adalimumab for treatment of active

CrossMark

psoriatic arthritis (EXCEED): a double-blind, parallel-group,
randomised, active-controlled, phase 3b trial

lain B Mclnnes, Frank Behrens, Philip | Mease, Arthur Kavanaugh, Christopher Ritchlin, Peter Nash, jordi Gratacds Masmitja, Philippe Goupille,
Tatiana Korotaeva, Alice B Gottlieb, Ruvie Martin, Kevin Ding, Pascale Pellet, Shephard Mpofu, Luminita Pricop, on behalf of EXCEED Study Group
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Mc Innes IB et al. Lancet. 2020 May 9;395(10235):1496-1505



Case 2

e Alakorn Apremilast
* Evapén Adalimumab 40mg/2 weeks

EupU dappa puookeAeTIKWY ekdnAwoswv WA
vMovoapbBpitida
vAaktulitiba

vHrua pwpiaon tpyywtol tne KEPOANC

Ydeon tng apBpitidac pe cuvyopnynon
ADA kat MTX



Drug survival of biologics and novel immunomodulators for rheumatoid
arthritis, axial spondyloarthritis, psoriatic arthritis, and psoriasis - A
nationwide cohort study from the DANBIO and DERMBIO registries

Alexander Egeberg®™", Nana Aviaaja Lippert Rosene®, David Aagaard?, Erik Hillo Lerup®,
Mia-Louise Nielsen®, Lea Nymand®, Lars Erik Kristensen", Jacob P. Thyssen®,

Simon Francis Thomsen®, Rene Lindholm Cordtz”, Nikolai Loft®, Lone Skov™®, Lars Erik Bryld"™’,
Mads Kirchheiner Rasmussen®™, Pil Hajgaard”, Salome Kristensen®, Lene Dreyer®

All patients treated with biologics or novel small-molecule therapies for RA, AxSpA,
PsA, and psoriasis between January 2015 through May 2021 (DANBIO) (PsA n=2,551
(3,313 series)
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Seminars in Arthritis and Rheumatism 2022;53:151979
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Drug survival of biologics and novel immunomodulators for rheumatoid
arthritis, axial spondyloarthritis, psoriatic arthritis, and psoriasis - A
nationwide cohort study from the DANBIO and DERMBIO registries
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ORIGINAL RESEARCH

RMD
Open

Targeted systemic therapies for psoriatic
arthritis: a systematic review and
Vidbariiiall comparative synthesis of short-term

Piseases articular, dermatological, enthesitis and
dactylitis outcomes ,y,5.5 002074, doi:10.1136/ rmdopen-2021-002074

lain B Mclnnes ' Laura M Sawyer 2 Kristen Markus,® Corinne LeReun.,®
Celia Sabry-Grant,® Philip S Helliwell
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AIAQOPETIKH APAZH KYTAPOKINQN ZE AIAOOPETIKOYZ I1ZTOYZ
EZATOMIKEYMENH ANTIMETQMIZH

. Enthesis m
~ Joint \ @ BB cut
b=y N N 1017 >
IFNvy | :
s — ADALIMUMAB
INFLIXIMAB
swe  Okin and nails 2 Uveitis
A Axial skeleton R (TN
VRS 112,117,112, QND IFN-y
o RE IL-17 : IL-1, 1L-6, 1L-17, 1L-22,
‘ IFN-y IL-23

Tpomomnotnuévo ano Siebert S, et al. Ann Rheum Dis. 2019



2YMIEPA2ZMATA

To paopa twv ormovbulooapBpttidwv replAapBavel peyaAn ETEPOYEVELA KALVIKWV
eKONAWOEWV UE CUPHETOXN KAl UTIEPOXH SLAPOPETIKWY KUTTAPOKIVWY AVAAOya UE
TOV LOTO TMoU TPOCBAAAETOL

O TNF-a amoteAel pia anod T onUOVTIKOTEPES KUTTAPOKIVES TTIOU EUTAEKOVTOL OF
OAoOUC TOUC KALWVIKOUG dpatvotumouc Twv omtoviuloapOpttidwv kat n avootoAn Tou
amnoteAel otaBepr) BePATEVTLKN) OTPATNYLKA YL TOUC aoBeveic pe
ortovbuloapBpitideg

To adalilumab £xeL 6edopéva armod TG KAWVIKECG LEAETEG KAl TNV KABNUEPLVH KALVIKA
nPAEN ou to KaBLoToUV TN PBactLK Kol aELOTILOTN EMAOYH VLA TNV QVTILETWTTLON
OAWV TWV KAWVIKWV Ttediwv Kat SLadpopeTIKWY 0pyAvwy Ttou tpooBailovral

H ouvepyaoia dtadopetikwy elbIkotATWY gival emiBePAnpevn ya tn dtdyvwon Kal

TNV mapakoAouBnon TG aviamokpLlong otn BepameuTikn aywyn mou BeATIWVETOL
LE TN OUVOUOOTLKI) TTPOCEYYLON TWV lcBEVWV Kal TIC VEWTEPEC Beparelec.



