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{1 What is a severe axSpA?

Felicie Costantino, France

| Multiple aspects of disease severity

Mortality

Physical function Quality of life

Treatment
requirement

14:20 Refractory SpA
Filip Van den Bosch

Work participation '

Cost-of-iliness
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Mortality
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* What is a severe axSpA? Physical function A/\/ W Quality of life
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- La gravedad en la EspAax es un concepto multifacético

* Los pacientes con manifestaciones periféricas podrian ser un fenotipo
distinto (vs EspAax aislada) con resultados especificos de la enfermedad

* Necesidades no cubiertas

- Faltan datos sobre la implicacion de mecanismos biologicos

No disponemos una definicion consensuada de EspAx grave
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Remission-induction in IBD: Where are we now

Séverine Vermeire, Belgium

* Pese al avance
terapéutico, las tasas
de remision siguen
siendo modestas

» Resultados
necesarios: sintomas
reportados + mejoria
endoscopica

Evolution towards endoscopic and histologic
endpoints in UC clinical trials
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Remission-induction in IBD: Where are we now

« Combinacién de terapias avanzadas (puede duplicar tasas de remision)

- Estratificar mejor a los pacientes

* Formas de mejorar las tasas de remision
 Aplicar estrategias terapeuticas dirigidas
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Risankizumab vs Ustekinumab in Crohn’s disease

(SEQUENCE study)

CDAI Clinical Remission
Woek 24 (ITTIH")

CDAI Clinical

Week 24 (ITT1H")

Non-inferiority
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Week 48 (ITT1%)
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Formas de mejorar las tasas de remision

| T
Aplicar estrategias terapeuticas dirigidas

Patlents (%)

nondnferionty o o 1 30 Py

4 0f RZB vs UST . P

RZB usTt
CDA! chncal cemasion: COAS < 150

Enduscopic reminson SESCD 4 and at least 3 2 point reduction versus BL and

Nominal P <0.01 from a post hoc
10 sutscore > 1 in any individual variable, s scored by 3 central reviewer

analysis testing for superiority

SEAVUE: First Head-to-Head study in Crohn’s disease
Ustekinumab not superior to adalimumab in achieving clinical remission at Week 52
VARSITY: First Head-to-Head study in Ulcerative Colitis
Vedolizumab superior to adalimumab in achieving clinical remission at Week 52
Primary endpoint
Clinical remission
(CDAI score < 150) at Week 522b

A=8.8%
(95% Cl: 2.5%, 15.0%)

= p=0.006 ol

M Vedolizumab IV 300 mg Q8W A = 4.0% (95% CI —5.5 to 13.5)¢

p=0.417
Il Adalimumab SC 40 mg Q2W

64
610 s
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31.3

Patients (%)

Adalimumab

Ustekinumab




Formas de mejorar las Combining biological therapies - VEGA study in UC
tasas de remision

Clinical Remission (modified Mayo) at Week 12

A =21.6%*

100_} Nominal P=0.007®

Combinacion de terapias
avanzadas (puede
duplicar tasas de
remision)

A=225%
80 Nominal P=0.005

60—

40+

Percent (80% CI) of Patients (%)
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Formas de mejorar

Transcriptomic
signatures

IL13Ra2
ILe
i1

Estratificar mejor a TNFAIPG
los pacientes A 1ot Gue 2009

Arijs | et al, 18D 2010
Toedter G et al Am J Gastro 2011

e NN « 77/

The key to personalized therapy:

Other pathways
causing
inflammation in
non-responders?

TOSM in Non-R

TREM-1 (direction signal?)

West et ol. Nature Medicine 2017
Gaujoux R et ol Gut 2019
Verstockt B et al GUT 2019
Prins M et ol Front immunol 2021

Cell populations
which correlate
with response to
anti-TNF?

 apoptosis-resistant
TNFR2+ IL23R+ T cells
in Non-R

{ 1L22 Binding Protein by
ICD4+ T cellsinR

Schmitt H et al, Gut 2019
Pelczar P et al Science 2016

(example anti-TNF)

las tasas de remision understanding the biology that determines (non)response

TR,
Single cell
sequencing

High resolution sc

mapping in <n
+

bulk RNAseq on >n

1 GIMATS Module with extensive clinical
{ characterization

| IL13RA2*IL11* fibroblasts

BEST4+enterocytes
Mucosal host transcript

associated with ¥
k resistance to anti-TNF microbe interactions

R e e
Moartin JC et al Cell 2019 Lee ] et al. Cell Host Microbe 2021
Smillie C et al Cell 2019 Caenepeel C et ol Gastro 2023
Hu & Bourgonje et al Nat Commun 2024
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_| P15 What factors are associated with pain intensity in axial

spondyloarthritis? Results from the International Map of Axial
Spondyloarthritis (IMAS)

— 'so

-

P15: Table I. Univariable and multivariable linear regression analysis of the factors
associated with pain* (n=1,254)

Univariable linear Multivariable linear
regression regression

Beta 95% CI Beta 95% CI

Age -001  -0.02,-0.01 -0.01  -0.02,0.003
Gender. Female 0.57 0.44, 0.69 0.15 -0.09,0.38
Educational level. No University 0.59 0.46,0.71 0.36 0.13,0.59
Diagnostic delay, years 0.01 0.001, 0.02 002 -0.03,-0.01
HLA-B27. Negative 038 0.20,0.56 0.16 -0.08,041
Physical activity. No 044 027,0.61 -0.21 -0.53,0.11
Body Mass Index. Overweight/Obesity ~ 0.43 030,0.55 0.22 -0.02,044
Spinal Stiffness (3-12) 032 0.29,0.34 022 0.17,0.27
Functional limitation (0-54) 0.04 0.04, 0.05 0.03 0.02, 0.04
Mental Health GHQ-12 (0-12) 0.21 020,0.23 0.13 0.09,0.16
Work-Related Issues. Yes 098 0.81,1.15 0.25 -0.03,0.53
Difficulty finding job due to axSpA. Yes 1.83 1.68,1.97 0.89 0.60,1.18
Work choice determinate by axSpA. Yes 0.88 0.74,1.01 0.11 -0.14,0.35
Anxiety diagnosis. Yes 1.02 0.89,1.15 -0.07 -0.39,0.26
Depression diagnosis. Yes 1.14 1.01,1.28 -0.20 -0.52,0.11
Sleep disorder diagnosis. Yes 1.37 124,150 0.77 0.49,1.05
csDMARDs. Yes 0.18 0.04,0.31 0.18 -0.06,042
P15: Map 1. Distribution of reported pain intensity across regions of the world bDMARD:. Yes 011 -002,025 0004  -0.24,024

Data shown in the circles refer to the prevalence of pain intensity (mean of pain). S pehinAlbedy S g ek, hik i

7/10 pacientes con EspA axial presentaron una alta intensidad del dolor

El dolor general fue mas alto en América y mas bajo en Sudafrica
Mayor conocimiento de posibles factores asociados con el dolor intenso
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_| P16 Regional differences in patient diagnosis journey and healthcare

utilization — Results from the International Map of Axial Spondylo-
arthritis (IMAS)

HCP before diagnosis . . . . " . . .
e P16: Table I. Univariable and multivariable linear regression analysis of socio-

sy demographic and patient-reported outcomes according to total healthcare utilization

Orthopaedic specialist {38.9%)

Physiotherapist (36.6%) (n=5 ,004) 2
Chiropractor {12.5%)
Osteopath (12.3%)

First test for diagnosis

s Simple linear Multiple linear
e regression regression
CT scan (23.2%)
Ptk Dris. ol Bowm UG
; HCP that made diagnosis
R Age -027 -033,-0.20 -031  -0.38,-0.24
General practitioner (13.3%) Gender. Female 10.67 8.87,12.37 7.74 6.08,9.39
e Patient organization membership. Yes 169 -004,341 - -
Physiotheragist (1.3%) BASDAI (0-10) 3.89 3.50,4.28 146 0.99,1.93
Diagnastic delay GHQ-12 (0-12) 1.69 1.48,1.89 0.62 0.40, 0.85
Functional limitation (0-54) 0.53 0.47,0.58 0.30 0.24, 0.36
7.4 years Spinal stiffness (3-12) 245 2.11,2.79 1.53 1.15,1.91
el Diagnostic delay 023 013,032 0.0 0.01,0.20

P16: Fig. 1. The patient journey to axial spondyloarthritis diagnosis.

Retraso diagndstico de 7,4 anos, con >2 visitas

Ameérica del norte y Europa presentaron mayor numero de visitas, Asia el menor
Mayor conocimiento de posibles factores asociados con una mayor utilizacion de servicios de salud
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_| P17 Regional differences in clinical phenotype of axial

spondyloarthritis. Results from the International Map of Axial
Spondyloarthritis (IMAS)

- Edad de inicio mayor en América Latina

Retraso diagnostico mas largo en Sudrafica, menor en Asia
HLAB27+ mayor en Asia, menor en Ameérica Latina

Historial familiar mas alto en Europa

Mas terapias bioldgicas en America

Existe una gran heterogeneidad en la presentacion del fenotipo clinico de la EspAax alrededor del
mundo.

Se necesita una mayor comprension de estas diferencias para lograr un diagnostico temprano e
iniciar el tratamiento de la enfermedad
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