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Epidémiologie

Rhumatisme psoriasique (Psoriatic arthritis, PsA)

Criteres diagnostiques :

— Moll & Wright, 1973 : semin Arthritis Rheum 1973;3:55-78.
— CASPAR , 2006 :

— Et bien d’autres ...

Manque de critéres validés et largement acceptés =
grande variabilité d’estimation du PsA, notamment
parmi patients avec pso.

Objectif : estimer la prévalence exacte du PsA parmi
les patients ayant un psoriasis cutané



Méthodes

Méta-analyse conduite selon les criteres PRISMA
Protocole a priori
Articles éligibles :
— < Novembre 2017
— 3 bases de données : PubMed / Web of Science / EMBASE
— Mots-clés : psoriasis / psoriasis arthritis or arthropathy / incidence /

prevalence
Criteres :
Article original Rhumatisme non spécifié
En anglais Etudes portant sur Al

Pop. source de patients avec
pso. cutané

Nb absolu ou % de cas de PsA
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Fig 1. PRISMA flow chart.



Variation de la prévalence

Psoriatic arthritis prevalence
in patients with psoriasis
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Fig 2. Worldwide prevalence of psoriatic arthritis among patients with psoriasis. Number of
studies included per country: Argentina (n = 2), Australia (n = 1), Bangladesh (n = 1), Belgium
(n = 1), Brazil (n = 7), Canada (n = 8), Chile (n = 1), China (n = 5), Czech Republic (n = 1),
Denmark (n =3), Egypt (n =1), Faroe Islands (n = 1), Finland (n = 2), France (n=7), Germany
(n=12), Greece (n = 3), Hungary (n = 1), Iceland (n = 2), India (n = 15), Iran (n = 2), Ireland
(n=1), Israel (n = 1), Ttaly (n = 36), Japan (n = 3), Kuwait (n = 1), Macedonia (n = 1), Malaysia
(n= 1), Morocco (n = 1), Netherlands (n = 11), Norway (n = 2), Pakistan (n = 2), Poland (n=4),
Saudi Arabia (n = 1), Scotland (n = 1), Slovakia (n = 1), South Africa (n = 1), South Korea (n = 3),
Spain (n = 17), Sweden (n = 8), Taiwan (n = 3), Thailand (n = 4), Turkey (n = 15), United
Kingdom (n = 10), United States (n = 30).




Résultats -

Prévalence

Prévalence globale du
PsA:19,7% [18,5 — 20,9]

Prévalence

Table L. Prevalence estimates according to different population characteristics

Group Number of studies Prevalence 95% C1
All studies 266 19.7% 18.5%-20.9%
Men 36 23.3% 19.4%-27 5%
Women 36 24.0% 20.1%-28.1%
Children 21 3.3% 2.1%-4.9%
Adults 245 21.6% 20.3%-22.9%
Studies using CASPAR 45 23.8% 20.1%-27 6%
Studies using Moll and Wright 20 24.1% 15.0%-34.5%
Mild disease” 58 15.8% 14.3%-17.2%
Moderate-to-severe disease™ 122 24.6% 22.9%-26.4%
Population size: < 500 173 22.2% 20.0%-24.4%
Population size: 500-1000 35 18.5% 15.0%-22.3%
Population size: = 1000 57 14.4% 12.5%-16.3%
Publication year (pre-2000) 13 22.0% 16.1%-28.5%
Publication year (2000-2009) 51 16.5% 13.1%-20.3%
Publication year (2010-2017) 202 204% 19.1%-21.8%
Study design (clinical) 34 22.9% 20.7%-25.2%
Study design (observational) 160 20.7% 18.3%-23.2%
Study design (register-based) 48 15.1% 13.3%-17.1%
Study design (population-based) 46 15.6% 13.7%-17.7%
Continent (Europe} 119 22.7% 20.6%-25.0%
Continent (Asia) 59 14.0% 11.7%-16.3%
Continent (North America) 47 19.5% 17.1%-22.1%
Continent (South America) 10 21.5% 15.4%-28.2%
Continent (Africa) 3 15.5% 0.009%-51.5%

*BSA/PASI < 10
*BSA/PASI = 10



Incidence

Wilson et al, 2009 (1) ;

e Taux d’incidence : 2,7/1000 personnes-
années

e |cumulées:1,7%°>2" [ 3,1% 0ans/ 5 1% 20 ans
Incidence e Lietal, 2012 @ :lannuelle=2,1%

e Love et al, 2012 ®): taux d’l = 26,5/10 000 PA

e Christophers et al, 2010 () : | cumulée = 13% a 20

Résultats —

ans
Seulement 10 etudes o gger et al, 2011 © : taux 'l = 1,9/100 PA
Ir-IéeStueliggsenelte des . E[a)rclesl)\/larco et al, 2012 ©®: | moyenne =1,7% (a 3

e Tinazzi et al, 2012 ") : 1 cumulée =8,4% a 1 an
o i 7 * Brunasso et al, 2011 ® : taux d'l = 22,7/1000 PA
SSRTeTies T . Abjietal, 2016911 cumulée = 8,4% 3 8 ans
e el 145 e Ederetal, 2016 (19: taux d’l = 2,7/100 PA

(10)Arthritis Rheum. 2016;68(4):915-923.



Conclusion de la méta analyse

Prévalence globale du PsA si psoriasis :=19,7% (1/5) sur presque 1M de pts
Equivalente dans les deux sexes

— Bien + faible si < 18 ans : 3,3% (diagnostic entre PsA et AJl / PsA avant
pS0.)

— ” avec la sévérité du psoriasis

— Variations géographiques (HLA / peu d’études Africaines)

Estimation de l'incidence du PsA chez les patients pso :
— Peu d’études : seulement 10 ... sur 266 sélectionnées
— Hétérogénéité des résultats : 0,27 a 2,7/100 PA ....

Haut degré d’hétérogénéité inter-études (I1” = 99,5%)
— Mangque de criteres de classification validés par le passé ?

— Variations de dessin, origines géographiques ...
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Suivi de l'activite RhPso



Rhumatisme psoriasique et activité de la maladie

Consensus OMERACT

jonal -
Em::be\ng Participation
welY

Core set central : RCT et LOS

MSK disease activity
Skin disease activity
Pain
Patient global
Physical function
Health related quality of life
Fatigue
Systemic inflammation

Inner core

Cercle moyen:
difficile a appliquer dans les études
mais important

Cercle périphérique

Middle circle

Research agenda

Figure 3 Updated 2016 psoriatic arthritis (PsA) core domain set.
Musculoskeletal (MSK) disease activity includes peripheral joints,
enthesitis, dactylitis and spine symptoms; skin activity includes skin and
nails; patient global is defined as patient-reported disease-related
health status. The inner circle (core) includes domains that should be
measured in all PsA randomised controlled trials (RCTs) and
longitudinal observational studies (LOS). The middle circle includes
domains that are important but may not be feasible to assess in all
RCTs and LOS. The outer circle or research agenda includes domains
that may be important but need further study.

Orbai A-M, et al. Ann Rheum Dis 2017:76:673-680.



PsAID12 Provisionally Endorsed at OMERACT 2018

as Core Outcome Measure to Assess Psoriatic
Arthritis-specific Health-related Quality of Life in
Clinical Trials

Objective. The Group for Research and Assessment of Psoriasis and Psoriatic Arthritis (GRAPPA) and
Outcome Measures in Rheumatology (OMERACT) psoriatic arthritis (PsA) working group is devel-
oping a Core Outcome Measurement Set for PsA clinical trials [randomized controlled trials (RCT) and
longitudinal observational studies (LOS)| using the OMERACT Filter 2.1 instrument selection
algorithm. Our objective was to assess the Psoriatic Arthritis Impact of Disease questionnaire (PSAID12)
for the measurement of the core domain PsA-specific health-related quality of life (HRQOL).

Conclusion. At OMERACT 2018, PsAIDI12 was the first patient-reported outcome measure provi-
sionally endorsed as a core outcome measure for disease-specific HRQOL in PsA clinical trials.
PsAID12 discrimination and improvement thresholds will be studied in future RCT. (J Rheumatol
First Release December 15 2018: doi:10.3899/jrheum.181077)

PSAID est le premier outil de mesure des PRO au cours du Rh Pso (HRQOL)
Utilisable dans les RCT

The Journal of Rheumatology 2019; 46:
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PSAID

12 domaines

Each domain is
scored using a NRS,
0-10,

Le questionnaire EULAR Psoriatic Arthritis Impact of Disease: PsAID12 pour la pratique

Nous vous demandons d’indiquer quel impact le rhumatisme psoriasique a eu sur votre santé.
Veuillez indiquer comment vous vous sentez depuis 8 jours.

1. Douleur
Entourez le chiffre qui correspond le mieux a la douleur causée par votre
rhumatisme psoriasique au cours des 8 derniers jours : Me pas
remplir
Aucune . .
0 1 2 3 4 5 6 7 8 9 10 | Extréme Rei;"a‘
) ]
2. Fatigue
Entourez le chiffre qui correspond le mieux a la fatigue causée par votre
rhumatisme psoriasique au cours des 8 derniers jours :
Aucune Complétement Résultat
fatigue 0 1 2 3 4 5 4] T 8 9 10 épuisé(e) 2
3. Problémes de peau [
Entourez le chiffre qui correspond le mieux aux problémes de peau, y compris les démangeaisons,
causés par votre rhumatisme psoriasigue au cours des 8 derniers jours :
Reésultat
Aucun _ x2
0 1 2 3 4 5 6 T 8 9 10 | Extrémes ]
4. Travail et/ou activités de loisirs
Entourez le chiffre qui correspond le mieux aux difficultés causées par votre rhumatisme psoriasique,
pour exercer pleinement votre travail et/ou vos activités de loisirs, au cours des 8 demniers jours :
Aucune . Reésuitat
0 1 2 3 4 5 6 7 8 9 10 | Exiréme x2
O
5. Capacité d’activités physiques
Entourez le chiffre qui correspond le mieux a la difficulté causée par votre rhumatisme psoriasique
pour accomplir vos activités physiques quotidiennes au cours des 8 derniers jours -
Aucune . Difficulté Résultat
difficuité 0 ! 2 3 4 o 6 7 8 9 10 extréme w2
6. Inconfort .
Entourez le chiffre qui correspond le mieux a la sensation d'inconfort ou de désagrément causée
par votre rhumatisme psoriasique, pour les taches guotidiennes, au cours des 8 demiers jours :
Résultat
Aucun | 0 1 2 3 4 5 6 7 8 9 10 | Extréme x2
]
7. Sommeil
Entourez le chiffre qui correspond le mieux a la difficulté pour dormir (vous reposer la nuit), causée
par votre rhumatisme psoriasique, au cours des 8 derniers jours :
Aucune Difficulté .
difficulté 0 1 2 3 4 5 6 7 8 9 10 extréme Reigltat




PSAID

12 domaines

Each domain is
scored using a NRS,
0-10,
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Etudes pivot SPIRIT-P1 et SPIRIT-P2
JIITE JIRITE

Pa_t'ents na|f3_ de _ Patients préalablement
traitements biologiques traités par au moins un
(b DMARD) anti-TNF
N=417 N=363

« Etude contrblée vs placebo « Etude contrdlée vs placebo

* Double aveugle * Double aveugle

* 24 semaines * 24 semaines
Groupes de traitement Groupes de
Taltz 80 mg toutes les 4 sem. ou traitement
Taltz 80 mg toutes les 2 sem. ou Taltz 80 mg toutes les 4 sem. ou
adalimumab 40 mg toutes les 2 sem., Taltz 80 mg toutes les 2 sem. ou
ou placebo placebo

- . - Critére de jugement
Critére de jugement principal incipal
ACR20 4 24 sem. principa
ACR20 & 24 sem.

® Apres la sem. 24, extension en ouvert durant laquelle tous les patients recevaient Taltz

® Durée totale de I'étude: 3 ans

Mease PJ, et al. Ann Rheum Dis. 2017;76:79-87; Nash P, et al. Lancet. 2017;389:2317-2327.
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Fig. 1. Dermatology Life Quality Index and Itch.
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REVIEWS

Revues

Bedside to bench: defining the
immunopathogenesis of psoriatic
arthritis

Arlene Bravo and Arthur Kavanaugh® *

Psoriasis

'

Exposome

|- ~

Genome <> Metabolome «—» Proteome <= Microbiome +=—> Epigenome

}

* PsA signs and symptoms
* Activity in various domains

JJ LL
[T )

Peripheral Axial Enthesitis  Dactylitis  Skin and IBD Uveitis
arthritis arthritis l nails

Data from clinical trials of specific targeted therapies:
Clinical impact on individual domains

}

Integration of data to help define endotype
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Fig. 2 | Summary of immune target interactions in PsA.



Traitements de fond des RIC

Chronic inflammatory
disease

Rheumatoid arthritis

Autoinflammatory
disease/s||A

Crohn’s disease

Ulcerative colitis

Psorasis

Psoratic arthritis

Ankylosing spondylitis/

axSp.

Multiple sclerosis

|

Cytokine targets Non-cytokine targets
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Fig. 3| Summary of cytokine and non-cytokine targets in various chronic inflammatory diseases. This figure
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Dessin de I'étude EQUATOR

191 patients assessed for eligibility

60 ineligible at screening™

131 randomly assigned

v

65 assigned to filgotinib

.

b6 assigned to placebo

§ discontinued treatment
2 withdrew consent

2 discontinued treatment
1withdrew consent

—p 1 lack of efficacy —»  1lackof efficacy
1 adverse event
1 death
v h 4
60 completed the study 64 completed the study

5

65 included in full analysisset  |of--:

:

66 included in full analysis set |-

Figure 1: Trial profile




I . -
8102 €T 1240120 auljuo paysijqng LWOD 180UERLT MMM (195 sisAieue iny) SopspaLeIELD aseasip pue uaped aulgese T aIg0.
"SJUTRIISUOD [BDUBLLY JO ‘SIUBAS 351aAPE ‘Bsuodsal Jusniynsul
Ue 0 35NENaq UONEIP3L 4N |-0UE. Yumuawiean paddols aaey 1ybiw susneds (o< xapu) spisaiug spas)
aujjaseq Je SHisAYILR Yum 1as SIsKfeue |44 *(0< XBPU| SIISAYIUZ JDAYAS) AUI[25eq 18 SIISALUR Lim1as sisKjeue 4k
*e4€ 1583| I8 jO PJE 20EHNS APOg 2UIjasSEq LIIM 195 SISAJBUE [jn4,, "J010R) SIS0103U JNOLWNY=4)] | 'BPEUER]) JO WN0SU0)
; ypreasay snuLeolApuods =77y yds @pu| A11aA35 pue B3IV SISBLIOSJ=|SYd 31035 KIANDY 35easi] SHULY
09 ¥'s o UEILW SNFUNA ELIOS =SSV "U1230id 2AIIERI) AAISUS-KIUBIY=4)SY "SAULLI Y I0ELOS] 10} XapU] AINDY 35easi=YSdva
ﬂm.g..- o .“m.gw ra) m_mﬂ_._UMQ JoySE UE = “Brup Jnewnay-que buipipour-ssessip Jnayiu s [euouRAICI =Y YWOS? (¥D1) ueipaw Jo (%) u (qs) uesi sue ejeq
(zvl)6v | (585) 8¢ spisayjug (9065 (s gL (je10) asop Juaieainba-auojosiupaid
P (%tz) 91 (%92) /T SPOLIA1S JO 35N JUALINIUOY
601 €T ueaw /3w ‘uasy 4 2
(g-0) ¥z (6:0)6C (SnoRUEINIQNS) 350D AIEXAI10LIBW UEBYY
TS 6F uesw ‘(dy¥d) gTsva (zT) 8 (%g) S (SN0AUEINGNS) 31EXBIIOUIAN
gET VT uesw ‘|g-DYH (L0)Ee (9061 (es0) as0p ajexaIIOUIAL LRIV
T 91T uesw ‘9931s (%E€9) 5E (%59) 9€ (1es0) ajexanoylawy
7 (%S) £ (%S) E aulzejeseyns
9tz 81 UBm "800 (%9) ¥ (%€)z Iplwouny=
{s9=u) (94) 05 (w2l) L QUYWAY 40 35N JURLIMLO)
quuizod|iy (1) 6 (/1) TT §hdesau gN1-nuesoud
(F1ioz (rnge 2105 X3PU] SIISAILT SPaaT uealy
(a¥Z) 61 (%85) g€ X2pu| spisaljug spag] Uo paseq siisaiuy
(8-6) &S (0E) 67 131005 Xapu| snisaUILg 1D VdS uealy
(z'vz) o1 (z9z) L1 BN PIOIBS JUILINIUOY) (%E/) g% (3645) £€ X3pu| STHSaYILUF DY VdS UO paseq spissyjuy
- (@61 8Ly (€D ovy 21035 Y54y Ueaw
8'S1) 05 (ezs) iy asn QYYNQSs? Waunauo)
(o) z9 (g-0)T9 SYQSYd ueaw
(91l 6 (6atT) 11 @sn I4N] Jolid (9-gT-8€) 69 (05197059 «IS¥d uepay
sisoudelp asuis sieak ueaw {%19) oF7 (%59) e sisenosd Jo eale axeuns Apoq %§ 15ea) 1y
fi [ ‘ysd jo uopzeIng (%97) /1 (%8€) 5z 1/bw 0= didsy
— 9'87 uesw w/3y 1Ng (@meor (g-61) 6ET /B sy veaw
21005 X3pU|
0s 6% ueaw ‘sieaf ‘ady (9-0)9€T (G0)EpT Aqesig-aireuUOaSaNY JUBWSS3SSY YIeaH ueajy
(s'sv)og | (tss)9e ajewag (£9) Lzt (t8)9rr 2105 99 Jun0D Juiof uslloms
{59 = u) (zEr) 91z (z6) €81 21025 89 Junod Juiof ;Apual
= (z9) L (£9) L sieak ‘spuyure oenosd jo uopeinp uealy
quuiesjy
(£9) Tot (8-9) 982 <w/by ‘xapul ssew-Apoq ueayy
(S41) /8 (061) 18 By qybrRm ueayy
(3655) 9€ (%5t) 6z BT
(365%) OF (3655) 9€ Jpeway
x5
(6-01) 05 (z-zT) 6¥7 sieak ‘abe ueapy
(99=u) ogaoe|d (S9=u) quunobjiy




Résultats ACR 20 a 16 semaines

Filgotinib (n=65) Placebo (n=66) Treatment difference

Response rate QL% | Response rate 5% Cl Response rate (%) 95% Cl p value*
Non-responder imputation 52 (80%) of 65 68-7-87-9 22 (33%) of 66 23-2-453 A7% 30-2-59-6 p<0-0001
Last observation carried forward 54 (83%) of 65 72-2-90-3 22 (33%) of 66 23-2-45-3 L0% 33.5-62.-2 p<0-0001
Observed cases 52 (87%)of 60  75-8-931 22 (34%)of 64  23-9-46.6 52% 36-0-64-6 p<0-0001

Data are n (%) unless otherwise stated. ACR20=20% improvement in the American College of Rheumatology response criteria. * Calculated with the Cochran-Mantel-Haenszel

test for general assodation, controlling for randomisation stratification factors.

Table 2: Primary and sensitivity analyses of ACR20 response at week 16, by imputation method (full analysis set)

www .thelancet.com Published online October 22, 2018




Résultats ACR a 16 semaines

100 I Filgotinib 200 mg 100~ - Filgotinib 200 mg

Bl Placebo ~@- Placebo

Proportion of patients (%)
Proportion of patients with ACR20 (%)
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C D
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Figure 2: ACR responses (non-responder imputation; full analysis set)
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Résultats au cours du temps

Filgotini Placebo




Résultats DAPSA MDA PASI

A B
M Filgotinib 200 mg @ Placebo
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Figure 3: Secondary outcomes up toweek 16 (full analysis set)
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Résultats entheses

A B
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Figure 4: Enthesitis according to SPARCC Enthesitis Index and LEI
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Traitements de fond des RIC

Box 1| Future directions

* Future clinical trials comparing agents with different
mechanisms of action (thatis, TNF [L-12-1L-23 and/or
IL-17 inhibition) in head-to-head studies, supplemented
with translational research, could provide us with
information about which cytokine pathway
predominates in the pathophysiology of psoriatic
arthritis (PsA).

» Future clinical trials evaluating multidomain measures,
such as composite disease activity indices and minimal

disease activity criteria, might inform us about which

targeted therapy enables better disease control for PsA.

* The microbiome of the gut or skin has been suggested
to be relevant to the pathogenesis of PsA and could
provide potential therapeutic targets.

NATURE REVIEWS
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L'enthésite murine

In a recent mouse model of SpA, IL-23 and entheseal-resident T cells were found to
promote enthesitis and bone remodeling through IL-17 and IL-2223

-
Osteoproliferation

IL-22 =& Inflammation

|Gut microbiome]W ¢ Taall f: my‘ /
¢ IL-23R IL-17 = Bone Ioss_J /
!
0 O Il
0
HLA-B27 UPR 00? '
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SpA, spondyloarthritis.
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Etude ECLIPSA
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Etude ECLIPSA

L’ IL-23 est connue pour avoir un réle dans le développement des enthésites.
L” ustékinumab (UST), anticorps monoclonal anti-IL-12/IL-23, a démontré un
effet important dans le rhumatisme psoriasique, rhumatisme dans lequel

I” enthésite semble étre la lésion centrale

Objectif: Comparer |’ effet spécifique sur les enthesites du rhumatisme
psoriasique, de | inhibition de |” IL-23 par rapport a celui des anti-TNF avec une
étude prospective, observationnelle ouverte
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Critéres d’ inclusion :

Matériel & Méthodes

Patients majeurs avec un diagnostique de rhumatisme psoriasique

selon les critéres de CASPAR

+ > 1 enthése douloureuse (SPARCC index)

+ Echec du Methotrexate a la dose maximale tolérée
+ Pas de ttt antérieur par biothérapie

A noter : Prednisone jusqu’ a 5 mg/jour autorisé

Screening
N=51

Inclus
N =47

Ustekinumab
(n=23)
45 mg ou si > 100 kg
90 mg
S0, S4, 512,524

1 arrét (VHC)

Exclus (n=4) :
absence d’ enthésite

Anti-TNF a
(n=24)

- Adalimumab (n = 10)
- Certolizumab (n = 6)
- Etanercept (n = 5)

- Infliximab (n = 3)

Mesure du CJP (SPARCC = 0) a M6
Visites a SO, M3, M6



L'enthésite : indice métrologique

MASES SPARCC LEI (Leeds)

First costochondral R,L
Seventh costochondral R L
Supraspinatus insertion R,L
Lateral epicondyle humerus R,L RL
Medial epicondyle humerus R.L
Posterior superior iliac spine R L
| Anterior superior iliac spine R L
Iliac crest RL
Fifth lumbar spinous process X
| Achilles tendon RL R.L RL
Greater trochanter R L
Medial condyle femur R.L
Insertion plantar fascia R,.L
Quadriceps insertion patella R.L
Inferior pole patella (Tibial turbercle) R.L(RL)

MASES: Maastricht Ankylosing Spondylitis Enthesis Score; SPARCC: Spondyloarthritis Research Consortium of
Canada; LEL: Leeds Enthesitis Index; X: single site present, not bilateral; R: right; L: left.

SPARCC



Table 1
Baseline characteristics

V4
Resu Itats LUST (N =23) TNFi (N=24) p-value
Demographic characteristics
Age(years) 62(18) 58 (21) 031
Male/Female (%) 44/56 75/25 003"
BMI (units) 26(4.0) 25(48) 043
Duration of PsA (years) 2(6.0) 3(48) 038
Enthesttis Measures
SPARCC (units) 4(4.0) 35(4.0) 0.16
MASES (units) 2(2.0) 2(28) 029
LEI (units) 1(1.0) 1(1.0) 0.79
Arthritis Measures
TICG8(N) 4(7) 55(8) 030
SIC 66 (N} 4(6) 5(5) 080
DAS 28 (units) 40(1.09) 44(1.24) 0.14
DAPSA (units) 205(1337) 23.6(14.50) 039
Skin and Nail Measures
PASI (units) 3(6.6) 28(3.6) 099
NAPSI (units) 0(5.0) 0(153) 083
Other Measures
BASDAI (units) 345 (255) 32(186) 049
Values indicate medians and interquartile ranges in brackets, UST, ustekinumab (IL-12/ I_BASFI [anis) 23 (230) 345(2.10) 003
23 inhibitor); TNFi, tumor necrosis factor inhibitors, SPARCC, Spondyloarthritis DI (units) 04) 0(12) 087
Research Consortium of Canada enthesitis index; MASES, Maastricht Ankylosing Spon- Pain, Function and Life Quality
dylitis Enthesitis Score; LEI, Leeds enthesitis index; T|C, tender joint count, §|C, swollen ‘UAS'pain{mm} 55(35) 67(28) 075
joint count; DAS28, disease activity score 28; DAPSA, Disease Activity in PSA score; VAS global (mm) 55(36) 62(15) 050
PASI, Psoriasis Area Severity Index; NAPSI, Nail Psoriasis Severity Index; BASDAL, Bath ) !
Ankylosing Spondylitis Disease Activity Index; BASF, Bath Ankylosing Spondylitis HAQ-DI (units) 087(063) 117(062) 021
Function [ndex; VAS, visual analogue scale; HAQ-DI, Health Assessment Questionnaire- SF36- physical (units) 29.1(96) 295(95) 044
Disability Index, SF-36, Short Form Health Survey: FACIT-F, Functional Assessment of LLSF36- mental (units) 49(123) 39.2(104) 005"
Chronic Illness Therapy Fatigue; ESR, Erythrocyte sedimentation rate; CRP, C-reactive FACIT (units) 32(14) 335(9) 039
protein. Laboratory parameters|
Bounds for significant results after Bonferroni-Holm adjustment are as follows: CRP (mg/l) 35(3.8) 27(29) 026
Pe=0.0083, ps=001, p4=0.0125, ps=00167, p,=0.025, p;=0.05 (index numbers ESR (mmy/h) 14(16) 14.5(13) 069
refer to the numbers of remaining inferential tests below the corresponding [~ Concomitant treatment
subheading). Methotrexate (%) 82.6% 100% 005"

" Results are not significant after Bonferroni-Holm adjustment, Clucocorticoids (%) 0% 4.2% 1.00
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Effets sur les scores d’enthésites

SPARCC MASES
6 — 4—
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—e— UST 3 —e— UST
4 —
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Effets sur les scores cliniques
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Fig. 1. Comparison of the effects of p40-IL-12/23- and TNF- inhibition on enthesitis, arthritis and skin disease in patients with psoriatic arthritis

Graphs show the effects of the p40-IL-12/23 inhibitor ustekinumab (UST) and of tumor necrosis factor inhibitors (TNFi) on measures of enthesitis (A-C), arthritis (D,E) and psori-
atic skin disease (F); SPARCC, Spondyloarthritis Research Consortium of Canada enthesitis index; MASES, Maastricht Ankylosing Spondylitis Enthesitis Score; LEI, Leeds enthesitis
index; TIC, tender joint count, $]C, swollen joint count; PASI, Psoriasis Area Severity Index; Values indicate means SEM. Statistics are based on ANOVA.



Résultat principal : CJP atteinte pour 73,9% des patients dans le groupe UST vs 41,7% dans

le groupe anti-TNF a (p = 0,018
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Fig. 2. Frequencies of complete clearance from enthesitis, arthritis and psoriatic skin disease

Graphs show the frequency of complete clearance of enthesitis (A), arthritis (B), psoriatic skin disease (C) and all three disease manifestations (D) in psoriatic arthritis patients
treated with the p40-1L-12/23 inhibitor ustekinumab (UST) or tumor necrosis factor inhibitors (TNFi). In addition, the frequency of minimal disease activity (MDA) is shown (E).
MDAS5/7 indicates that 5 out of 7 components of MDA are fulfilled, 7/7 indicated that all 7 components are fulfilled. SPARCC, Spondyloarthritis Research Consortium of Canada
enthesitis index; MASES, Maastricht Ankylosing Spondylitis Enthesitis Score; LEI, Leeds enthesitis index; T|C, tender joint count, §]C, swollen joint count; PAS], Psoriasis Area Sever-
ity Index; FR, full remission indicating that SPARCC, MASES, LEI, T|C, S]C are all equal to zero.



Conclusion

Etude non controlée observationnelle comparant deux
stratégies thérapeutiques chez les patients présentant une
atteinte enthésitique de rhumatisme psoriasique

Etude positive : meilleure efficacité de I’ Ustekinumab vs anti-
TNF-a sur | atteinte enthésitique a 6 mois de traitement

Mais :
-Population non comparable
-Population faible et absence d’ aveugle



Traitements de fond des RIC

Box 1| Future directions

* Future clinical trials comparing agents with different
mechanisms of action (thatis, TNF [L-12-1L-23 and/or
IL-17 inhibition) in head-to-head studies, supplemented
with translational research, could provide us with
information about which cytokine pathway
predominates in the pathophysiology of psoriatic
arthritis (PsA).

» Future clinical trials evaluating multidomain measures,
such as composite disease activity indices and minimal

disease activity criteria, might inform us about which

targeted therapy enables better disease control for PsA.

* The microbiome of the gut or skin has been suggested
to be relevant to the pathogenesis of PsA and could
provide potential therapeutic targets.

NATURE REVIEWS



98€G1Z-6107-SIPUINBUIULR/9E| | (L 10P 6106107 SIq Wnayy uuy"[e 18 Td sealy

‘suoisnap uonegnd pue uoneredaid

o 1dinsnuew ‘uonelaidiziul etep ‘siskjeue exep ‘uoma|jod eep ubisap Apnis o1

painguted yiym ‘Aueduio? pue Ay 13 Aq papuny sem Apms siyy Burpuny

TIPS GO dyl 306 PRI 04 ) ‘5387 J0 AISIanIUR ‘SUDIpRYY [E131ESO[ISNJ PUE EWN3YY J0 1) mw @m%% "

39N 3U) pUe ‘paleaipu 3pew safuey Aue 'wani st upan ajeudosdde ‘payp Asadosd Poa J0 AISIZAUR SuDIPR|Y [E19]RY __ EU HEWn3Ly J0 NS SpaeT,,
S1:30M [2ul10 3} papinoid *SUL3) JUR13ID UO SYIOM 3ALBNI3P JRYL 353D pUe M ‘5paa ‘SnIL SHN S[endsoy @:Eumwﬁnmﬂm
'fjjeryauLLod-uou yiom siuy uodn pjing ‘idepe ‘xiwal ‘A 0] 513yj0 syuad 3N Spaa)
U1y 35I| (' JN-AG D) [BRIaUL) U Sm_a_g suowwo? gzmw_c 53] 10 AISIaNU( ‘SUDIPRN [E13I23SQJMOSTIY PuB dIleUInayy 0 sy spa,

AU UM 32U8pI00R Ul pRInapIsIp apive ssane uado ue i sty ssade uadg epeue’ ‘oY ‘yinologuaray ‘lBojojeuiag Joj anue) U,

: ,_ma ,g;z,% papinosd suomNASUI 3Ly mwm%ajg N 'UopUOT ‘jeaH SLieg,

2 Uugns Uos{e1ap 1oy 1UBLIUOLLS BUeUs lep 2imas e Ui papiid 2q V<) 2uelpu] ‘sjodeueipu) Aueduwo?) pue A 13
S0} 0d31 352 PaIEjoUUE Jo YUE|q ‘Moda) Apnis (ediup ‘Uepd sisfjeue jednstels ! o ! i -1 :ldg
f020301d Rpms a4y Buipnpul ‘uauImop pue e1eq JusaaiBe Bulseys exep paufiis e BIfeAlsnyy ‘puejsusany) ‘aueqslig ‘puejssan) Jo AsIBAILN,
101di2231 13yje pue 3sodind siLy 10} paynup! 33MWLIOY MAIN3! 1u3puadapul e g Auewiszg 'unpjuey ‘ysiaun ayseoy
panudde Uaaq sey fesodoid e Jajie papihoid s1 5922y ‘3|qe]lene 3pew e e1ep 32uo "fiBojo3euLIBYg PUB BUPIP3J [BUCHBISUBLL - 3| J3joyunelq pue >mo_2mE=m§m
185 %5.:8 st sisanbai elep {0 alep uof _ea O “198] St I3naLDIYM EEN mmmvv< Zmn_o mEﬂ..{ _m.cch _mcch_o b_m._mzcj Eu_um_z ‘m wc_u_um_z u_c EmEtmnwom

uoreagnd Aiewyid Jaye pue 3 pue Sy a4k l panoidde U33q Sey paipmis Lonedipul
3l R sUow 9 153nbal 0} 3(qe]ieAe 38 Ejeq "elep nauab 1o nzupooewseyd

S ‘uolbulysep smess
16ulysen o Aisianiun pue jeaH ydasof 1S aduapIn0ig/iRius) [RDIPR|Y Usipams,
suonel|iye Joyny

dno1b Apris HzH L1Y1dS 3UL , TIBMIIPH § diiud (Tellid © lewnyaais ..' & Aisw3 ned
NIEIENI buoy ¢ UeUysLY Jems3 ,"LeyIspoos) epulfa|y 4 Jiyef uesey 11 ueubur
m_w@mﬁ i 1hog , USEN J81aq 'Sy yuel] ,'UB|OWS § Jas0f " @ Bseal [ dijiyg

[B11] JOSSSSe
-papul|q '|8qe|-usdo ‘pasiLopuel e JO S)nsa)
YoaM-pZ :SIILIYLIe J1eLiosd AR Y1im Sjusied
aAleu-{ea160]01q Ul geunuUI{epe pue gewnziyex Jo
f1aJes pue AediLa sy Jo uostiedwiod peay-0)-peay

6107 1snbny g7 pardaany
6107 AInf €7 pasinay
6107 YN 7| Paniaday



Ixekizumab vs Adalimumab

/ IXEKIZUMAB (TALZ) \ / ADALIMUMAB \

AC monoclonal humanisé AC monoclonal humain
Anti IL17A Anti TNF a
AMM dans le psoriasis modéré a sévere AMM dans le rhumatisme psoriasique
depuis avril 2016 depuis 2005
AMM dans le rhumatisme psoriasique AMM dans le psoriasis modéré a sévere

\ depuis avril 2018 / \ depuis 2007 /




Mateéeriel & Methodes

Etude prospective randomisée multicentrique, en ouvert (évaluateurs en aveugle)

Critéres | Points

1.Psoriasis (un des items)

Criteres d’inclusion :

+ Actuel
. . . » Antécédent personnel
Patients avec un diagnostic de » Antécédent famila
rhumatisme psoriasique se'on IeS 2.0nychose psoriasique :

critéres CASPAR établi depuis > 6 mois | 3Aenedefades tumatades
4.Dactylite (un des items)

s Actuel 1
+2>3/66 NAG et > 3/68 NAD =L ‘
.. . 5.Image d'ossification juxta-articulaire a la main ou au pied
+ Psoriasis actif avec BSA > 3% (en dehors de |'arthrose) :
+ EcC h ecC d es csDMARD = Rhumatisme psoriasique si = 3 points chez un patient ayant une maladie articulaire
. . , . inflammatoire.
+ Naif de biothéra pie Sensibilité: 91,4 % Spécificité: 98,7 %

A noter : Poursuite des csDMARD
autorisée



Materiel & Methodes

Assessed for eligibility

N=684
Discontinued before randomisation, n=118
Screen failure, n=85 .
: Advrse vt i} Aout 2017 — Mai 2018
d Withdrawal by subject, n=26
Physician decision, n=3
Other, n=3
v
Randomised,
N=566
Y Y
Adalimumab Ixekizumab,
n=283 N=283
) e Discontinued, n=21
Discontinued, n=14 ; Adverse event, n=6
Adverse event, n=5
AL Lost to follow-up, n=1
Protocol deviation, n=2 < 2
. ‘ »  Protocol deviation, n=2
Withdrawal by subject, n=4 A
Lack of efficacy, n=3 Sucices Dy ) jec; z
Physician decision, n=3
Lack of efficacy, n=6
Y Y
Completed Week 24 Completed Week 24

n=269 N=262




Résultats

Table 1 Baseline demographics and disease characteristics

IXE (n=283) ADA (n=283)

Baseline demographics
Age, years 475(12.0) 483(123)
Sex, n (76)

Male 162 (57) 150 (53)

Female 121 (43) 133 (47)
Race, n (%)

Whita 222 (78) 211 (75)

Asian 29(10) 33(12)
Weight, kg 85.3(19.8) 81.9(18.3)
Body mass index, kg/m’ 30.0 (6.9) 29.7(83)
Duration of symptoms since PsA diagnosis, 6.6 (7.4) 5.9 (6.4)
years
Duration of symptoms since psoriasis 16.1 (13.1) 147 (12.6)
diagnosis, years
Concomitant csDMARD use, n (%) 193 (68) 199 (70)
Concomitant methotrexate use, n (%) 167 (59) 169 (60)
Baseline disease scores
Tender joint count 19.1(12.7) 21.3(15.4)
Swollen joint count 10.1(7.5) 10.7(8.1)

Patient pain VAS

Patient’s global assessment of disease

activity VAS, mm

Physician's global assessment of disease

activity VAS, mm

HAQ-DI

C-reactive protein, mgiL
SPARCC Enthesitis Index >0, n (%)
SPARCC Enthesitis Index”
LEI >0, n (%)

LEIt

LDI-B =0, n (%)

LDI-Bt

PASDAS

DAPSA

Moderate-to-savere psoriasis, n (%)
PASI =12, n (%)

SPGA 23, n (%)

BSA 23%, n (%)

BSA =10%, n (%)

PASI

Percantage BSA

pLagl

NAPSI fingernails >0, n (%)
NAPSI fingernails§

59.7 (21.9)
62.4 (203)

589(17.5)

1.2 (0.6}
9.8(13.7)
189 (67)
4.9 (3.5)
159 (56)
25(1.4)
42(15)
40.1 (42.4)
58(0.9)
42.7 (20.6)
49(17)
55(19)
173 (61)
283 (100)
113 (40)
19(8.7)
14.8(18.4)
9.8 (7.6)
191 (68)
19.7(18.5)

62.4(21.1)
65.2 (20.7)

59.4(18.2)

13(0.7)
10.5(193)
171 (60)
5.7(3.8)
147 (52)
2.7(1.5)
58(21)
55.8 (128.4)
5.8(1.0)
15.8 (23.5)
51 (18)
57 (20)
181 (64)
283 (100)
104 (37)
1.1(13)
12.9(15.6)
9.8(7.6)
177 (63)
19.1(16.3)
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Résultat principal :
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Conclusion

Etude positive : meilleure efficacité simultanée sur |'atteinte articulaire et
cutanée de Ixekizumab VS Adalimumab dans le rhumatisme psoriasique

Points forts :
- Etude innovante en « head to head ».
- Efficacité dans I'atteinte cutanée.

Points faibles :
- Critere composite.

- Efficacité cutanée attendue pouvant compromettre I'aveugle des
évaluateurs.



Traitements de fond des RIC

Box 1| Future directions

* Future clinical trials comparing agents with different
mechanisms of action (thatis, TNF [L-12-1L-23 and/or
IL-17 inhibition) in head-to-head studies, supplemented
with translational research, could provide us with
information about which cytokine pathway
predominates in the pathophysiology of psoriatic
arthritis (PsA).

» Future clinical trials evaluating multidomain measures,
such as composite disease activity indices and minimal

disease activity criteria, might inform us about which

targeted therapy enables better disease control for PsA.

* The microbiome of the gut or skin has been suggested
to be relevant to the pathogenesis of PsA and could
provide potential therapeutic targets.
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Traitements de fond des RIC
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Fig. 3| Summary of cytokine and non-cytokine targets in various chronic inflammatory diseases. This figure
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