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 Meilleure compréhension de la physiopathologie

e De + en + de nouveaux traitements dans les
spondyloarthrites
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Objectifs :

Revoir les différents mode d’action des
nouvelles thérapies <ciblées dans les
Spondyloarthrites

Donner des trucs et astuces pour le meilleur
choix du traitement ciblé en fonction du patient
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Arrivée des JAKi dans I'ax-SPA

Spondyloarthritis

Tofacitinib for the treatment of ankylosing spondylitis: a phase |,
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ARTICLES | VOLUME 394, ISSUE 10214, P2108-2117, DECEMBER 07, 2019

Efficacy and safety of upadacitinib in patients with active ankylosing
spondylitis (SELECT-AXIS 1): a multicentre, randomised, double-blind,
placebo-controlled, phase 2/3 trial
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Published: November 12,2019 « DOI: https://doi.org/10.1016/50140-6736(19)32534-6




Arrivée des JAKi dans I'ax-SPA

Spondyloarthritis

Tofacitinib for the treatment of ankylosing spondylitis: a phase |,
randomised, double-blind, placebo-controlled study &

) Atul Deodhar ', Paula Sliwinska-Stanczyk 2, @ Huji Xu ® , (& Xenofon Baraliakos 4, Lianne S Gensler *, Dona Fleishaker *
Lisy Wang
e En France AMM et remboursement

1  Pour 'UPADA pour I'axSPA Rx et RPso
* Pour le TOFA uniguement dans RPso

Efficacy and safety of upadacitinib in patients with active ankylosing
spondylitis (SELECT-AXIS 1): a multicentre, randomised, double-blind,
placebo-controlled, phase 2/3 trial

Prof Désirée van der Heijde, MD 2 In-Ho Song, MD « Aileen L Pangan, MD « Prof Atul Deodhar, MD
Prof Filip van den Bosch, MD « Prof Walter P Maksymowych, MD « etal. Show all authors

Published: November 12,2019 « DOI: https://doi.org/10.1016/50140-6736(19)32534-6



IL17i

IL-17A-IL-17F
heterodimer

IL-17A-IL-17A cb IL-17F-IL-17F

homodlmer homodimer
S

o-\K /—co

—aa—

IL-17RA/RC

Receptor complex



IL17i

Secukinumab: / IL-17A-IL-17F

Ixekizumab' heterodimer
IL-17A—IL-17A cb IL-17F=IL-17F

Brodalumab \’ homod,me, hom odimer

AN

o=\ /—co

—aa—

IL-17RA/RC

Receptor complex



IL17i

Bimekizumab

Secukinumab-_/)\ IL-17A-IL-17F
Ixekizumab heterodimer

IL-17A—-IL-17A QD IL-17F=IL-17F
Brodalumab \/ homod,me, hom odimer

o oo

0-\K /—m

— B

IL-17RA/RC

Receptor complex



Bimekizumab Long-Term Safety and Efficacy in
Patients with Ankylosing Spondylitis:
Interim Results After 3 Years of Treatment in an

Ongoing Phase 2b Study

L.S. Gensler," A. Deodhar,? D. van der Heijde,? D. Poddubnyy,* A.J. Kivitz,> M. Dougados,® N. de
Peyrecave,” M. Oortgiesen,® T. Vaux,? C. Fleurinck,” X. Baraliakos'?

Efficacy sustained from Week 48 to Week 156: ASAS40
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Double- Dose-blind OLE
blind Bgﬁ; ggomrggor BKZ 160 mg
100 -
72.6%
80 - 59.8%
(153/2056) _________________ (159/219)
R T
g 60 4 i __,_,;;;:;::::::_:"
g . -
g 53.7%
£ 40
NRI ocC
Placebo — ======: BKZ 160 mg Q4W
20 1 —— - BKZ16mg Q4W ——— ---—-- BKZ 320 mg Q4W
——— ====== BKZ 64 mg Q4W
0 T T T T T T T T T T T T !
0 12 24 36 48 60 72 84 96 108 120 132 144 156

\ Weeks -/




IL23i

N NRRARNARA




IL23i

IL-23 IL-12

p19 48 p40 |—Ustekinumab '— Ustekinumab

DAY




IL23i

Guselkumab
Risankizumab
Tildrakizumab I1-23 IL-12

\‘(I —| |—Ustekinumab I— Ustekinumab

DAY

DAAARNE S Y NRRIAARIRY




Efficacy and Safety of Risankizumab for Active
Psoriatic Arthritis: 24-Week Integrated Results from

the Phase 3, Randomized, Double-blind KEEPsAKE 1
and 2 Trials for csDMARD-IR and Bio-IR Patients

Andrew Ostdr!, Kim Papp?, Mireia Morenc®, Cathy Spargo?, Lisa Barcomb®,
Ahmed M. Soliman?, Wenjing Lu’, Ann Eldred?, Lars Erik Kristensen®
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TNF inhibitors

J
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JAK inhibitors
|

59.0%

Davis 2003
(12 weeks)

58.2%

ATLAS

(12 weeks)

57.7%

61.0%

61.0%

RAPID-axSpA MEASURE1 MEASURE 2

(12 weeks)

(16 weeks)

(16 weeks)

64.0%

COAST-V
(16 weeks)

0,
65.0% Drug (patient population)

Il Etanercept 25 mg BIW (AS)

Il Adalimumab 40 mg Q2W (AS)

[ Certolizumab pegol 200 mg Q2W (axSpA)
B Secukinumab 150 mg Q4W (AS)

[ ixekizumab 80 mg Q4W (axSpA)

[ upadacitinib 15 mg QD (AS)

[ Tofacitinib 5 mg BID (AS)

SELECT-AXIS 1 Deodhar 2020
(14 weeks) (16 weeks)

Felten et al. Rheumatology and Therapy. In press



BMJ Journals

Annals of the ) .
Rheumatic Diseases

Psoriatic arthritis

A head-to-head comparison of the efficacy and safety of  PPF
Ixekizumab and adalimumab in biological-naive patients
with active psoriatic arthritis: 24-week results of a Suppementry
randomised, open-label, blinded-assessor trial 3

Philip ] Mease', Josef S Smolen?, Frank Behrens?, Peter Nash®, Soyi Liu Leage®, Lingnan Li°, Hasan Tahir®,
Melinda Gooderham?, Eswar Krishnan®, Hong Liu-Seifert®, Paul Emery® ®, Sreekumar G Pillai®, Philip S

Helliwell'® The SPIRIT HZH study group
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Sem. 0 s Y
em (Critere principal)

Etude en ouvert avec évaluateurs en aveugle
Patients Naifs de traitement biologique

Randomisation stratifiée par utilisation concomitante de

Sem. 52

csDMARD a l'inclusion, et par sévérité du psoriasis en

plaque concomitant

Posologies des AMM en fonction de la présence

d’un psoriasis en plaque modéré a sévére
concomitant

Critere principal

¢ Proportion de patients atteignant
simultanément un ACR50 et un
PASI 100 a la sem. 24

« test de supériorité bilatéral avec a =
0.05

Criteres secondaires majeurs

¢ Proportion de patients atteignant un ACR50
a la sem. 24 (test de non-infériorité)?

¢ Proportion de patients atteignant un PASI
100 a la sem. 24

* test de supériorité bilatéral avec a =
0.05

aMarge de non-inferiorité de -12.0% pour ’ACR50 entre I'ixékizumab et I’adalimumab




JIRITLE

Response rate (%)

Patients were stratified by csDMARD use and presence of moderate-to-severe psoriasis.
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ACR50, 250% improvement in American College of Rheumatology criteria; ADA, adalimumab; csDMARD, conventional synthetic
disease-modifying anti-rheumatic drug; IXE, ixekizumab; NRI, non-responder imputation; PASI100, 100% improvement in Psoriasis

Area and Severity Index score

***p<.001 vs ADA; ACR50: p=.338 for IXE vs ADA at week 24
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PDF [474 KB] Figures . Save
Secukinumab versus adalimumab for treatment of active psoriatic

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

ARTICLES | VOLUME 395, ISSUE 10235, P1496-1505, MAY 09, 2020

lain B McInnes, FRCP 2 [« Frank Behrens, MD « Philip J Mease, MD « Arthur Kavanaugh, MD
Christopher Ritchlin, MD « Peter Nash, FRACP « etal. Show all authors

Published: May 09, 2020 - DOI: https://doi.org/10.1016/S0140-6736(20)30564-X
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Essai SELECT-PsA 1 : Upadacitinib

- Upadacitinib (15 mg QD; N=430)

-

<. |[3_|lc Upadacitinib (30 mg QD; N=423)

Lz15 4|le .

- a S| & Adalimumab (40 mg EOW; N=429)

OS | ca|l e
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b Sell5 : o ‘
w w2||ecdA Upadacitinib (30 mg QD)

The NEW ENGLAND
JOURNAL of MEDICINE

ORIGINAL ARTICLE

Trial of Upadacitinib and Adalimumab for Psoriatic Arthritis

lain B. Mclnnes, FR.C.P, Jaclyn K. Anderson, D.0O., Marina Magrey, M.D., Joseph F. Merola, M.D., Yi Liu, M.D., Mitsumasa Kishimoto, M.D., Slawomir Jeka, M.D., Cesar
Pacheco-Tena, M., Ph.D., Xin Wang, Ph.D., Liang Chen, M_S_, Patrick Zueger, Pharm_D., Ph.D., John Liu, M.D, et al.
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***n<0.001 for UPA vs PBO; 000p<0.001 for noninferiority UPA vs ADA; ###p<0.001 for UPA vs ADA.
TStatistically significant in the multiplicity-controlled analysis.

ACR20/50/70, American College of Rheumatology 20%/50%/70% improvement score; ADA, adalimumab; b,
biologic; DMARD, disease-modifying anti-rheumatic drug; IR, inadequate response; PBO, placebo; PsA,

psoriatif: arthritis; QD, once daily; UPA, upadacitinib. Mclnnes IB, et al. Trial of upadacitinib and adalimumab for psoriatic arthritis. N Eng J Med. 2020



SELECT-PsA 1 : cinétique des réponses ACR20/50/70 jusqu’a S24 (NRI)

PBO (N=423) UPA 15 mg QD (N=429) Il UPA 30 mg QD (N=423) Il ADA (N=429)
100 ACR20 - - % ACR50 100 ACR70

90 *f* 73,4 90 90

80 M 80 ud - 80

70 70 524 70
x 60 60 @ 60
2 50 50 50 ~ B
— #
g 40 45,2 40 40 . 28,7 I
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20 20 20

10 10 82 10

’ 0 4 g8 12 16 20 24 O 0 22
0 12 16 20 24 0 4 8 12 16 20 24
Weeks Weeks Weeks

***¥p<0.001 for UPA vs PBO; #p<0.05, ###p<0.001 for UPA vs ADA.

ACR20/50/70, American College of Rheumatology 20%/50%/70% improvement score; ADA, adalimumab; DMARD,
disease-modifying anti-rheumatic drug; IR, inadequate response; NRI, non-responder imputation; PBO, placebo;

PsA, psoriatic arthritis; QD, once daily; UPA, upadacitinib.

Mclnnes IB, et al. Trial of upadacitinib and adalimumab for psoriatic arthritis. N Eng J Med. 2020
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Risque MICI sous IL17/i

RHEUMATOLOGY

ACCEPTED MANUSCRIPT

New-Onset Inflammatory Bowel Diseases Among
IL-17 inhibitors-Treated Patients: Results From
The Case-Control MISSIL Study

Jean-Guillaume Letarouilly O, Thao Pham, Adeline Pierache, Emilie Acquacalda,
Beatrice Banneville, Sébastien Barbarot, Pauline Baudart, Elodie Bauer,
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Isabelle Henry-Desailly, Denis Jullien, Elena Karimova, Sylvain Lanot, Loic Le Dantec,
Tristan Pascart, Laurianne Plastaras, Nathalie Sultan, Xavier Truchet, Stephane Varin,
Daniel Wendling, Louise Gaboriau, Delphine Staumont-Sallé, Laurent Peyrin-Biroulet,
Rene-Marc Flipo
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Risk of inflammatory bowel disease in patients with psoriasis,
psoriatic arthritis and ankylosing spondylitis initiating
interleukin 17 inhibitors: a nationwide population-based study
using the French national health data system

La&titia Penso, Christina Bergqvist, Antoine Meyer, Philippe Herlemaont, Alain Weill, Mahmoud Zureik,
Rosemary Dray-Spira, Emilie Shidian 2

First published: 19 July 2021 | https://doi.org/10.1002/art.41923



Risk of inflammatory bowel disease in patients with psoriasis,
psoriatic arthritis and ankylosing spondylitis initiating
interleukin 17 inhibitors: a nationwide population-based study
using the French national health data system

Laétitia Penso, Christina Bergqvist. Antoine Meyer, Philippe Herlemont, Alain Weill, Mahmoud Zureik.
Rosemary Dray-Spira, Emilie Sbhidian &

First published: 19 July 2021 | https://doi.org/10.1002/art.41923
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Risk of inflammatory bowel disease in patients with psoriasis,
psoriatic arthritis and ankylosing spondylitis initiating
interleukin 17 inhibitors: a nationwide population-based study
using the French national health data system

Laétitia Penso, Christina Bergqvist. Antoine Meyer, Philippe Herlemont, Alain Weill, Mahmoud Zureik.
Rosemary Dray-Spira, Emilie Sbhidian &

First published: 19 July 2021 | https://doi.org/10.1002/art.41923

Table 4. Associations between IL17 inhibitor/etanercept exposures and IBD according to subgroups

Exposed to IL17 inhibitors** Exposed to etanercept HRw(95%CI)*
n® of events/n® of subjects at risk n° of events/n® of subjects at risk

Biologic-naive patients 13/4394 37/7464 0.6 (0.3-1.1)
Patients with psoriasis exclusively 7/1658 0/4606 4.1(0.2-89.5)
Patients with psoriatic arthritis or ankylosing

- ) 21/4835 31/6033 0.8(0.5-1.5)
spondylitis exclusively
Patients with psoriasis or psoriatic arthritis 19/5884 18/3795 0.7(0.3-1.3)

IBD, Inflammatory Bowel Disease; IL, interleukin; HR,: weighted hazard ratio; 95%CT: 95% confidence interval

*Hazard ratio from the multivariable Cox proportional-hazards model with the same covariates with inverse probability weighting according to the propensity score, adjusted according to sex,

comorbidity, colonoscopy, use of non-biological systemic treatment, systemic corticosteroids and biologics

*%£4 IL17i new users with a previous 2-year exposure to etanercept were removed from this analysis
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Risk of inflammatory bowel disease in patients with psoriasis,
psoriatic arthritis and ankylosing spondylitis initiating
interleukin 17 inhibitors: a nationwide population-based study
using the French national health data system

Laétitia Penso, Christina Bergqvist. Antoine Meyer, Philippe Herlemont, Alain Weill, Mahmoud Zureik.
Rosemary Dray-Spira, Emilie Sbhidian &

First published: 19 July 2021 | https://doi.org/10.1002/art.41923

Table 4. Associations between IL17 inhibitor/etanercept exposures and IBD according to subgroups

Exposed to IL17 inhibitors** Exposed to etanercept HRw(95%CI)*
n® of events/n® of subjects at risk n° of events/n® of subjects at risk
Biologic-naive patients 13/4394 37/7464 0.6 (0.3-1.1)
Pas de différence significative de survenue de MICI sous IL17i vs Etanercept
I . 21/4835 31/6033 0.8(0.5-1.5)
spondylitis exclusively
Patients with psoriasis or psoriatic arthritis 19/5884 18/3795 0.7(0.3-1.3)

IBD, Inflammatory Bowel Disease; IL, interleukin; HR,: weighted hazard ratio; 95%CT: 95% confidence interval

*Hazard ratio from the multivariable Cox proportional-hazards model with the same covariates with inverse probability weighting according to the propensity score, adjusted according to sex,

comorbidity, colonoscopy, use of non-biological systemic treatment, systemic corticosteroids and biologics

*%£4 IL17i new users with a previous 2-year exposure to etanercept were removed from this analysis
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Risk of inflammatory bowel disease in patients with psoriasis,
psoriatic arthritis and ankylosing spondylitis initiating
interleukin 17 inhibitors: a nationwide population-based study
using the French national health data system

Laétitia Penso, Christina Bergqvist. Antoine Meyer, Philippe Herlemont, Alain Weill, Mahmoud Zureik.
Rosemary Dray-Spira, Emilie Sbhidian &

First published: 19 July 2021 | https://doi.org/10.1002/art.41923

Table 3. Associations between IL17 inhibitor/apremilast exposures and IBD according to subgroups

Exposed to IL17 inhibitors Exposed to apremilast HRw(95%CI)*
n” of events/n® of subjects at risk n° of events/n® of subjects at risk
Biologic-naive patients 13/4,394 11/19.533 3.0(1.3-7.0)
Patients with psoriasis exclusively 8/2,131 5/12,284 8.3 (2.8-25)
Patients with psoriatic arthritis or ankylosing _
. P . - 38/8,668 2/1,880 1.3 (0.5-3.5)
spondylitis exclusively
Patients with psoriasis or psoriatic arthritis 26/5,990 4/6,393 3.5(1.3-9.7)

IBD, Inflammatory Bowel Disease; IL, interleukin; HR,,: weighted hazard ratio: 95%CT: 95% confidence interval

*Hazard ratio from the multivariable Cox proportional-hazards model with the same covariates with inverse probability weighting according to the propensity score, adjusted according to sex,

comorbidity, colonoscopy, use of non-biological systemic treatment, systemic corticosteroids and biologics
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Risk of inflammatory bowel disease in patients with psoriasis,
psoriatic arthritis and ankylosing spondylitis initiating
interleukin 17 inhibitors: a nationwide population-based study
using the French national health data system

Laétitia Penso, Christina Bergqvist. Antoine Meyer, Philippe Herlemont, Alain Weill, Mahmoud Zureik.
Rosemary Dray-Spira, Emilie Sbhidian &

First published: 19 July 2021 | https://doi.org/10.1002/art.41923

Table 3. Associations between IL17 inhibitor/apremilast exposures and IBD according to subgroups

Exposed to IL17 inhibitors Exposed to apremilast HRw(95%CI)*

n” of events/n® of subjects at risk n° of events/n® of subjects at risk
Biologic-naive patients 13/4,394 11/19.,533 3.0(1.3-7.0)
Patie; S)
raiel SUrrisque significatif de survenue de MICI sous IL17i vs Apremilast

T == o5 )

spondylitis exclusively - -
Patients with psoriasis or psoriatic arthritis 26/5,990 4/6,393 3.5(1.3-9.7)

IBD, Inflammatory Bowel Disease; IL, interleukin; HR..: weighted hazard ratio; 95%CT: 95% confidence interval

*Hazard ratio from the multivariable Cox proportional-hazards model with the same covariates with inverse probability weighting according to the propensity score, adjusted according to sex,

comorbidity, colonoscopy, use of non-biological systemic treatment, systemic corticosteroids and biologics
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Molécules
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Indications /
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Conclusion MICI :
* IL-17i a ne pas utiliser en cas de MICI non contrélée
e Pas de sur-risque de développer une MICI en cas d’'usage d’IL17i

* Possibilité de 'utiliser en cas d’antécédents de MICI en accord avec le gastro-
entérologue du patient
Utilisation préférentielle des anti-TNF monoclonaux et anti IL12/23

HE

Données d’utilisation Aucune données ou
rassurantes insuffisantes

Essai clinique
Utilisation hors AMM Positif
$ Forte doses IV
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Essai clinique
Utilisation hors AMM Positif
$ Forte doses IV

Données d’utilisation Aucune données ou
rassurantes insuffisantes




Spondyloarthritis

@ CLINICAL SCIENCE
Anterior uveitis in patients with spondyloarthritis
OPENACCESS  treated with secukinumab or tumour necrosis factor
inhibitors in routine care: does the choice of
biological therapy matter?

UIf Lindstrém @, Karin Bengtsson @, Tor Olofsson @ ,% Daniela Di Giuseppe,’
Bente Glintborg @ ,** Helena Forsblad-d'Elia,' Lennart T H Jacobsson,’
Johan Askling @

Methods

CASES - identified in the Swedish Rheumatology Quality Register
1. Ankylosing spondylitis or undifferentiated Spondyloarthritis

2. Starting Secukinumab, Adalimumab, Infliximab or Etanercept in
2015-2018

OUTCOMES - identified in the Swedish National Patient Register
Registered visits with a diagnosis of anterior uveitis in out-patient
ophthalmology care

Patients N=3568
Treatment episodes N=4523



Comparaison de la survenue d'uvéites antérieures sous sécukinumab,
adalimumab, infliximab et étanercept dans la spondyloarthrite axiale

Age at treat- N Previous

Treat-ment Previous ment start, bDMARD,
Analysis starts, N AU’ mean (sd) median
A. All treatment starts, N=3255
SEC 333 21% 48 (13) 2
ADA 872 34% 44 (12) 1
IFX 714 21% 43 (14) 0
ETN 1336 17% 44 (14) 0

Figure 1. Incidence rate of AU flares during bDMARD treatment, per 100 patient years

A. All treatment starts Legend

30
AU = anterior uveitis

AU flare = AU diagnoses separated by a 260 day penalty

@ interval
Observe different scale on y-axis in panel A compared to
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Lindstrom U, et al. Ann Rheum Dis 2021;0:1-8.




Comparaison de la survenue d'uvéites antérieures sous sécukinumab,
adalimumab, infliximab et étanercept dans la spondyloarthrite axiale

Analysis

Age at treat- N Previous

Treat-ment Previous ment start, bDMARD,
starts, N AU’ mean (sd) median

A. All treatment starts, N=3255

SEC
ADA
IFX

ETN

333 21% 48 (13) 2
872 34% 44 (12) 1
714 21% 43 (14) 0
1336 17% 44 (14) 0

Hazard ratio, ajusté sur le sexe, I'age et I'antécédent d’uvéite

Excluant les patients avec uvéites dans I’année précédente

Adalimumab
Secukinumab
Etanercept
Infliximab

reference

2.23 (1.13-4.43)
1.80(1.12-2.89)
0.93 (0.47-1.85)

Figure 1. Incidence rate of AU flares during bDMARD treatment, per 100 patient years
A. All treatment starts Legend
30
AU = anterior uveitis

AU flare = AU diagnoses separated by a 260 day penalty

Observe different scale on y-axis in panel A compared to

@ interval
10 Band C
5
0
| e . . e l p |
100 | 7.9 |

L|AJI
I
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=
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b
[DAU-fiares| 216 18.0 |

B. Excluding patients with prior AU within 1 year before
treatment start
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Lindstrom U, et al. Ann Rheum Dis 2021;0:1-8.




Comparaison de la survenue d'uvéites antérieures sous sécukinumab,
adalimumab, infliximab et étanercept dans la spondyloarthrite axiale

Age at treat- N Previous

Treat-ment Previous ment start, bDMARD,
Analysis starts, N AU’ mean (sd) median
A. All treatment starts, N=3255
SEC 333 21% 48 (13) 2
ADA 872 34% 44 (12) 1
IFX 714 21% 43 (14) 0
ETN 1336 17% 44 (14) 0

Hazard ratio, ajusté sur le sexe, I'age et I'antécédent d’uvéite

Excluant les patients avec uvéites dans I’année précédente

Adalimumab
Secukinumab
Etanercept
Infliximab

reference

2.23 (1.13-4.43)
1.80(1.12-2.89)
0.93 (0.47-1.85)

Adalimumab

Etanercept

Infliximab

Secukinumab

Et en plus, les 3eémes lignes de traitement et au-dela

reference

1.61(0.60-4.37)
1.85 (1.11-3.10)
0.74 (0.34-1.62)

Figure 1. Incidence rate of AU flares during bDMARD treatment, per 100 patient years

A. All treatment starts

30

Icidence rate
per 100 patient years
-
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0
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B. Excluding patients with prior AU within 1 year before

=

Incidence rate
per 100 patient years

treatment start

]

Legend

AU = anterior uveitis

AU flare = AU diagnoses separated by a 260 day penalty
interval

Observe different scale on y-axis in panel A compared to
Band C
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C. Excluding patients with prior AU within 1 year before
treatment start and first line bDMARD
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Conclusion uvéites :

* Pas de sur-risque démontré de récidive d’uvéites en cas d’usage d’IL17i
* Potentiel effet bénéfique des IL17i sur la prévention des uvéites

e Utilisation préférentielle des anti-TNF monoclonaux

s w..B B L B BN

Données d’utilisation Aucune données ou
rassurantes insuffisantes

Essai clinique
Utilisation hors AMM Positif
$ Forte doses IV




LE PSORIASIS CUTANE
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Poriasis cutané HEEEE EEEEEEEEEEE

Données d’utilisation Aucune données ou
rassurantes insuffisantes
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The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Bimekizumab versus Secukinumab
in Plaque Psoriasis

Screening Initial treatment period Maintenance treatment period® Open-label extension period
n=147
Open-label
n=373 g Bimekizumab 320 mg Q4W extension
&= Bimekizumab 320 mg Q4W period

Bimekizumab 320 mg Q8W
N=743 :

141 n=215
randomisation :

Safety follow

: e UP Visit 20
=370 Secukinumab 300 mg Q4W 1 weeks after

last dose'?
Secondary endpoint:
2_5 weeks PASI 75 at Week 4
[ S I ST T S S - Y / ...................... @
Baseline Week 4 Week 16 Week 48 Week 144

Primary endpoint: Secondary endpoint:
PASI 100 at Week 16 PASI 100 at Week 48



The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Bimekizumab versus Secukinumab
in Plaque Psoriasis

A Intention-to-Treat Population B Maintenance
[ Bimekizumab, 320 mg every 4 wk (N=373) —— Bimekizumab, 320 mg every 4 wk (N=147)
|: Bimekizumab, 320 mg every 4 wk or 8 wk —@— Bimekizumab, 320 mg every 4 wk, then every & wk (N=215)
B Secukinumab, 300 mg every 4 wk (N=370) —l— Secukinumab, 300 mg weekly, then every 4 wk (N=354)
PASI 100 PASI 100

w100+ = 100-
i i
= =
2 P=0.001 2
= 80 P<0.001 — 3 80 e
s 617 670 s o

. 66.0
£ 604 155 £ 60-
@ . a
E 46.2 E 483
a 404 o 40+ Week 48 Adjusted Risk Differences:
& & Bimekizumab every 4 wk vs. secukinumab:
S o4 2 - 26.5 percentage points (95% Cl, 17.9-35.1); P<0.001
— — Bimekizumab every 8 wk vs. secukinumab:
E} E’I 17.3 percentage points (95% Cl, 9.3-25.3); P=0.001
o 0- o 0 I I I T I I T | I 1

16 43

0 4 E 12 16 20 24 28 32 36 40 44 43
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Conclusion psoriasis cutané :
* Tous les traitements sont efficaces sur le psoriasis cutané —
; * Mais anti-TNF < Anti-IL17A (< Anti-IL23 données du pso) |

Données d’utilisation Aucune données ou
rassurantes insuffisantes

Essai clinique
Utilisation hors AMM Positif
$ Forte doses IV




TAKE HOME MESSAGES

 De + en + de thérapies ciblées aux mécanismes variés



TAKE HOME MESSAGES

 De + en + de thérapies ciblées aux mécanismes variés

e Choix de la molécule en fonction du profil patient et
des comorbidités

Indications /
Comorbidités

I.... qewnuEH
I. Ewn
N L
B | cewnappey
||



TAKE HOME MESSAGES

 De + en + de thérapies ciblées aux mécanismes variés
e Choix de la molécule en fonction du profil patient et

des comorbidités
* En pratique:

Présence de MICI / active

| Pas d’uvéite || ATCD d'uvéite |

Choix d'une 1° Absence de MICI / inactive
thérapie ciblée Pas d'uvéite || ATCD d'uvéite
Pso cutane
SpA 3 .ﬁ-hsen’fﬁn actif
prédominance Faible
axiale Modére = sévére
PR E1E, SR E10%
if
SpA & Absent/inacti
prédominance Falble
periphérique | Modéré — sévire

PAZIZ12, BSA Z10%

pony]  Favoriser anti-TNF - [l Favoriser antl-IL23 (anti-pd0ou p19*%)
[ﬂ]]]]Iﬂ]] Favoriser anti-IL17 , @leckelten
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Essai clinique
Utilisation hors AMM Positif
$ Forte doses IV

Données d’utilisation Aucune données ou
rassurantes insuffisantes




Choix d’une 1¢
thérapie ciblée




Choix d’une 1¢
thérapie ciblée

SpA a
prédominance
axiale

SpA a
prédominance
périphérique




Choix d’une 1¢r Absence de MICI / inactive Présence de MICI / active
thérapie ciblée

SpA a
prédominance
axiale

SpA a
prédominance
périphérique

——— F——————



Choix d’une 1¢
thérapie ciblée

SpA a
prédominance
axiale

SpA a
prédominance
périphérique

Pso cutané

Absent/inactif
Faible

Modéré — sévere
PASI 212, BSA 210%

Absent/inactif

Faible

Modéré — sévere
PASI 212, BSA 210%

Absence de MICI / inactive

——— F——————

Présence de MICI / active



Choix d’une 1¢
thérapie ciblée

SpA a
prédominance
axiale

SpA a
prédominance
périphérique

Pso cutané

Absent/inactif
Faible

Modéré — sévere
PASI 212, BSA 210%

Absent/inactif

Faible

Modéré — sévere
PASI 212, BSA 210%

Absence de MICI / inactive

Pas d’uvéite || ATCD d’uvéite

——— F——————

Présence de MICI / active

Pas d’uvéite | ATCD d’uvéite



Choix d’une 1¢re

Absence de MICI / inactive

Présence de MICI / active

thérapie ciblée Pas d’uvéite

SpA a
prédominance
axiale

SpA a
prédominance
périphérique

@ Favoriser anti-TNF
Favoriser anti-IL17

ATCD d’uvéite

Pas d’uvéite

ATCD d’uvéite

Pso cutané

Absent/inactif N

Faible @

Modéré — sévere

PASI 212, BSA 210%

Absent/inactif §‘

Faible

Modéré — sévere
PASI 212, BSA 210%

——— F——————

Favoriser anti-IL23 (anti-p40 ou p19*)




Choix d’une 1¢r Absence de MICI / inactive Présence de MICI / active

thérapie ciblée Pas d’uvéite || ATCD d’uvéite | | Pas d’uvéite || ATCD d’uvéite

Pso cutané

SpA 3 Absent/inactif N N

prédominance Faible @ &
axiale Modéré — sévere

PASI 212, BSA 210%

W Pp————

\
-

Absent/inactif

SpA a
prédominance Faible
périphérique | Modéré — sévere

PASI 212, BSA 210%

@ Favoriser anti-TNF Favoriser anti-IL23 (anti-p40 ou p19%*)
, @DocFelten

Favoriser anti-IL17




Choix d’une 1¢r Absence de MICI / inactive Présence de MICI / active

thérapie ciblée Pas d’uvéite || ATCD d’uvéite | | Pas d’uvéite || ATCD d’uvéite

Pso cutané

prédominance Faible @ &% \\\\

S Absent/inactif NN\ N E NN

axiale Modéré — severe \\\ \\N

PASI 212, BSA 210%

Absent/inactif

NN | NN N\
\\\\\‘ ‘ \\\

SpA a
prédominance Faible
périphérique | Modéré — sévere

PASI 212, BSA 210%

@ Favoriser anti-TNF
Favoriser anti-IL17 , @DocFelten
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