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Artritis Psoriasica

La PsA es una enfermedad compleja
que afecta a miultiples dominios.
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Objetivo terapéutico

El manejo de la Artritis Psoriasica ha cambiado dramaticamente en las ultimas
décadas
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Van den Bosch F and Coates L. Lancet 2018;391:2285-94
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Nuevos conceptos Medicina Precision

PRECISION MEDICINE BASED ON
PHENOTYPIC DIFFERENCES IN BM) Open Optimising psoriatic arthritis therapy
PERIPHERAL T HELPER CELLS IN PsA with immunological methods to

increase standard evaluation: the
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Precision Medicine .
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and uge of targeted therapy fﬂnl—rﬂ”f’d Sh.ld}"' Evﬂluatiﬂ“ pfl;"l:it’i'iﬂﬂ
medicine approach in the treatment of
psoriatic arthritis

Alexancer Dome & " Huseein A-Moseawi,' Louiss Bennet1,” Mimi Bogake,"
Paud Boamass,” Anna Francis,” Carl Goodyear,” Bruca W Kirkham,*
Styhvirsa Lalrasmhimi,” lain B Moinnes,™" Duncan Richards,” Ssalan Skaban ol
Leonia 5 Taams,” Aysin Tukinay Vidan @, Micola Yager' Laum G Goabes &7
Stratification based on peripheral immune L
proportion of Activated Th1 and Th17 cells * cell Phenotyping Baseline WS 1
{immunelogical characteristics) I
Assessments Weeks -4 0 12 16 24
T T T T T 1
]
1
L —=+ TNF inhibitor (adalimumab) —
. ~ . ) - 11 . 1 "
activated Th1T. Activated Thi. activated Th1/Th17- Activated Th1/Thi7. High [angceisaton s ] Test
. ) ) Psoriatic L—» |L17A inhibitor (sgwhinu'mab] ‘=
dominant type dominant type high type low type florne ! \ biomarker-
1 treatment
1 1 r patient —-'l Thi7 cells | |
starting ! on MDA at
. biologic TNF inhibitor (adalimumab) | Hweeks
ILAT IL-12/23(p40) TNF oriL-17 TNF Moo it [_. S
. randemisation !
inhibitors inhibitor inhibitors inhibitors o {—-t_ll,_l,m‘inﬁhiwr (secukinumab)
1 ] p——
‘ws2
use of targeted therapy — Prediction model of response to
TNFi and IL17i
Variables Outcome
FINA Seq of €04, * Clinical domain MDA aL 24
3 . [ cog, monecy imvol
" frontiers Pacientes en LDA (6 meses): b sy B oo weeks on Rx
. s + Flow cytomatry
sty Sy Grupo intervencion: 92.3%
in Medicine

Grupo estandar: 55.2%




Nuevos conceptos
Ventana de Oportunidad

FASE PRECLINICA

Diagnostico de Pso Diagnostico de PsA 2 afnos PsA

Hay un periodo critico para intervenir
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Others in imaging test

Psoriasis with
high risk of
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PsA

Psoriasis

patients at risk
of PsA

Average time to event: 8-12 years
Disease prevention
Average time to event: 1-3 years

Disease interception

EULAR pointsto considerforthedefinitionofclinicaland imagingfeaturessuspiciousforprogressionfrompsoriasis to psoriaticarthritis. Ann RheumDis. 2023 Sep;82(9):1162-1170. doi: 10.1136/ard-2023-224148.
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¢Podemos prevenir o detener la
progresion de la enfermedad?

Prevencion de enfermedad Intercepcion de enfermedad
BM) Open Efficacy of guselkumab, a selective IL-23

inhibitor, in Preventing Arthritis in a
Multicentre Psoriasis At-Risk cohort

Psoriasis con alto

. (PAMPA): protocol of a randomised,
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double-blind, placebo controlled

Psoriasis en
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APs

riesgo de APs
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El T2T mejora los resultados de los pacientes en comparacion con
el Tto estandar en pacientes con PsA naive a Tto (<2 anos)

TICOPA study: Tight control versus

100- standard care in PsA
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Probabilidad de alcanzar ACR 20/50/70°

Outcome Lower Upper .
measure 95% CI 95% Cl REINE

3.55 0.0392
4.47 0.0081
5.26 0.0058

Mayor probabilidad de alcanzar PASI 75 y mejoria en los PROs de funcién fisica y
calidad de vida(Health Assessment Questionnaire, Psoriatic Arthritis QualityOf-Life
index) en el grupo de tight control

Alcanzar los objetivos de remision y LDA reduce la progresion de la enfermedad
Se asocia con mejores resultados funcionales y calidad de vida en pacientes con PsA

Ambos relacionados con menor dafio estructural y mejor calidad de vida !

?Evaluable population; *Intention-to-treat population (n=206) que fueron aleatorizados 1:1; ‘ACR20 requires at least a 20% improvement in tender and swollen joint counts with a 20% improvement in three out of five of
the following outcomes: HAQ, patient global disease activity VAS, patient pain VAS, physician global disease activity VAS, and ESR or CRP. ACR50 and ACR70 are the same instruments with improvement levels defined as
50% and 70%, respectively, versus 20% for ACR20. ACR, 20/50/70, American College of Rheumatology 20%/50%/70% improvement score; Cl, confidence interval; CRP, C-reactive protein; ECR, erythrocyte sedimentation
rate; HAQ, Health Assessment Questionnaire; PsA, psoriatic arthritis; TICOPA, Tight Control of Psoriatic Arthritis; VAS, visual analogue scale.

Coates LC et al. Lancet 2015;386:2489-98.



Sin embargo, un % elevado de pacientes con PsA NO alcanzan los
objetivos de remision o MDA y EL Retraso en el diagnodstico y en el

tto sigue existiendo, TODO ELLO asociado con peores resultados
(Peor HAQ y aumento de dafno estructural)

— En un estudio transversal de 142 pacientes con >6 meses de retraso en el diagnostico en
APs:?

PsA esta asociado con un peor HAQ e
incremento de erosiones’

Dos tercigs
De los pacientes
tenian actividad

presentaba
actividad de |

enfermedad HAQ
remanente deu!a moderada a s
enfermedad segun cD.
Erosion

— En practica clinica diaria solo un 5,7% de los . . . . .
Pacientes con APs alcanzé los criterios de 0 0,5 1 1,5 2 2,5
remision y solo un 22,9% alcanzé MDA3

OR (95% Cl)

Cl, confidence interval; HAQ, Health Assessment Questionnaire; OR, odds
ratio; TNF, tumor necrosis factor

*According to the treating rheumatologist.
cDAPSA, clinical Disease Activity Index for Psoriatic Arthritis; MDA, minimal disease activity;

1. Haroon M, et al. Ann Rheum Dis 2015;74:1045-50;
PsA, psoriatic arthritis; VLDA, very low disease activity.
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Las opciones de tratamiento en
Espondiloartritis y Artritis psoriasica
han sido limitadas...

Tratamientos venian derivados de la AR —investigacion y desarrollo de nuevas
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Patogenia de la PsA

IL-17

IL-23

Role of JAK Inhibitors and Influence on IL-17/-23 Directly or

Indirectly via Innate Immune Cells

____________________ P
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ILC, innate lymphoid cell; iNKT, invariant natural killer
O'Brien-Gore C, et al. Curr Rheumatol Rep. 2021,23:40.
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Tratamiento disponible en APSO

Adjunctive Therapies

Non-steroidal anti-inflammatory drugs (NSAIDs)
Glucocorticoids: oral, intra-articular, intra-muscular, topical routes

Conventional Synthetic DMARDs §csDMARDs)

Methotrexate
Leflunomide
Sulfasalazine
Cyclosporine

Biolozical DMARDs (bDMARDs

TNF Inhibitors: etanercept®, infliximab®, adalimumab®, golimumab, certolizumab
IL-12/IL-23 p40 Subunit Inhibitors: ustekinumab

IL-23 p19 Subunit Inhibitors: guselkumab, risankizumab®, tildrakizumab®

IL-17 Inhibitors: secukinumab, ixekizumab, brodalumah®

T-cell Modulator: abatacept

Targeted Synthetic DMARDs

PDE4 Inhibitor: apremilast
JAK Inhibitors: tofacitinib, upadacitinib

Best Practice & Research Clinical Rheumatology 36 (2022)



J. Hutton, P Mease and D. Jadon Best Practice & Research Clinical Rheumatology 36 (2022) 101809
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IL-17A homodimer IL-17F homodimer

INHIBIDORES DUALES IL-17Ay F
A BIMEKIZUMAB: ACPO Monoclonal humanizado IgG1 que neutraliza tanto la IL-17A como

IL-17A JIL-1TF la IL17F,

heterodlmer

IL-17RA IL-17RC bDMARD dirigidos a IL-23

INHIBIDORES DE IL-17A

SECUKINUMAB: ACPO Monoclonal totalmente humano 1gG1K dirigido frente a IL-17A.

IXEKIZUMAB: ACPO Monoclonal humano 1gG4K dirigido frente a IL-17A

Ixekizumab
Secukinumab

ACT1 USTEKINUMAE: ACPO Monoclonal totalmente humano dirigido
frente a la subunidad P-40 compartida por la IL-12 y la IL-23 e
inhibe la diferenciacién de Th-17.

EL ABE: ACPO Monoclonal humano IgG1l-Lambda

* TRAF2/5/6 *
NF'KB pathway acﬁ\l’aﬁ on ::ilg;ttzf;e.nte a la subunidad P-19 de la IL-23 e inhibe la sefial

Brepocitinib

RISANKIZUMAE: ACPO Monoclonal humano dirigido frente a la
subunidad P-19 de la IL-23 e inhibe la sefial de la IL-23.

TILDRA &: ACPO Monoclonal humano 1gG1-K dirigido
frente a la subunidad P-19 de la IL-23 e inhibe la sefial de la IL-
23con alta afinidad.

Induce RORyT

,f”TZEZ;J’“~§‘
JAK1/ Th17 promotion
JAK3 Cell activation _

TOFACITINIB: Inhibidor de JAK 1y JAK 3.

ofe Macrophage

STAT3
UPADACITINIB: Inhibidor de JAK 1
Rc?:as:‘l(‘i‘zuurmabb Tofacitinib FILGOTINIB: Inhibidor de JAK 1.
Tlldraklzumab Upada(:lhr”b DEUCRAVACITINIB: Inhibidor de TYK2.

Filgotinib

BREPOCITINIB: Inhibidor dual de JAK1 TYK2.
Fase ||



DISCOVER 1
Guselkumab DISCOVER 2
" '__ ir— _ KEEPSAKE 1
IL23 Risankizumab KEEPSAKE 2
N _ INSPIRE 1
Tildrakizumab INSPIRE 2
| RA ——| Brodalimumab AMVISION 1y 2
IL17 |
| AFF |- | Bimekizumab BE OPTIMAL
- SELECT-PsA 1
W Upadacitinib SELECT-PsA 2
LIAK [ PENGUIN 1
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| TYK2 Deucravacitinib Fase I
JAK1/TYK2 | Brepocitinib Fase ll
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Ensayos controlados aleatorios de fase 2 y 3 de nuevas moléculas para el tratamiento de la PsA, en verde los reportados
actualmente y en azul los que estan en desarrollo

Rev colomb reumatol.2023;30(S1):S87-S96



Bimekizumab in patients with psoriatic arthritis, naive to

biologic treatment: a randomised, double-blind, placebo-
controlled, phase 3 trial (BE OPTIMAL)

fain 8 Melnnes, Akihiko Asahing, Lo © Coutes, Rabert Lowdewe, Joseph F Memla, Cheistopher T Ritchlin, Yoshiya Tamaka, Lawe Gasser,
Alice B Gottlieb, Richand & Warren, Borbara fnk, Deepak Asswdand, Bajan Bojrecharya, Wishwesh Shende, jason Coarse, Philip | Meose
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Figure 2: ACR (A), PASI (B), and minimal disease activity (C) data from weeks 0 to 24
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‘Week 0-16 Week 0-24
Placebo (n=281)  Bimekirumab Referencegroup  Placeboto Bimekizumab Reference group
160 mg every (adalirmurmab himekizumab 160 mg 160 mag every (adalimumab
dweeks(n=d31) 40 mgevery every dweeks 4weeks (n=431) 40 mg every
2weeks n=140)  (week 16-24; n-271)" 2weeks; n=140)
Ay TEAE 139 (49%) 258 (60%) B3 (50%) 05 (35%) 300 (70%) 06 (H9%%)
Serious TEAE 3(1%) 7(2%) 2(1%) (1) 17 (4%) 5 {4%)
Discon tinuation dua to TEAE 3(1%) 8(2%) (2= 0 12 (3%) 7(5%)
Drug-related TEAE 35 (12%) 101 {(23%) 14 (24%) 27(10%) 122 (28%) 43 (31%)
Severe TEAE ] 4(1%) 3(2w) 1(<1%) 9 (2%) 3(2%)
Deaths [} i} o ] o o
Fungal infections 4(1%) 20 {5%) 1(1%) 713%) 33 (B%) 1(1%)
Candidn infactions T{1%) 11(3%) 0 411%) 18 (4%) o
Serious Candida infections f ] ] ] ] ]
Systemic fungalinfections i} 0 [} [} [i}
Candida infections leading to study 0 1(=1%) ] 0 1(=1%) ]

discantinuation

Interpretation Bimekizumab treatment had superior improvements in joint, skin, and radiographic efficacy outcomes
at week 16 compared with placebo in patients with psoriatic arthritis who were naive to biologic DMARDs, The safety
profile of bimekizumab, including the occurrence of fungal infections, was consistent with previous phase 3 studies
in patients with plaque psoriasis, and with IL-17A inhibitors,

Lancet 2023; 401: 25-37




Bimekizumab in patients with active psoriatic arthritis and
previous inadequate response or intolerance to tumowur

necrosis factor-a inhibitors: a randomised, double-blind,
placebo-controlled, phase 3 trial (BE COMPLETE)

Josepd F Merolo, Robert Landewe. Inin B Mcinnes, Philip | Meose, Christopher T Riechlin. Yoshive Torako, Akihike Asohina. Frank Behrens.

Dafra D Gledman, Lavre Gossec, Alice B Gottlieb, Dvamant Thagi, Fichard B Warren, Eorbaro ink, Deepak Asswdam, Rojon Sojrochansa,

Vishwesh Shende, fason Coarse, Laoura C Coates

Placebo (n=133) Bimekizumab All patients
160 mg every (n=400)
4 weeks (n=267)
Previous TNFainhibitors
Inadequate response to one TNFa inhibitor 103 (77%) 204 (76%) 307 (77%)
Inadequate response to two TMFa inhibitors 15 (11%) 29 (11%) 44 (11%)
Intolerance to TMFa inhibitors 15 (11%) 34 (13%) 49 (12%)

Intery ion rumab

it led to superior improvements in joint and skin efficacy outcomes at week 16
compared with placebo in patients with psoriatic arthritis and inadequate response or intolerance to TNFa inhibitors.
The safety profile of bimekizumab was consistent with previous phase 3 studies in patients with plaque psoriasis, and
studies of 1L-17A inhibitors.

Lancet 2023; 401: 38-48

Queiro R. Bimekizumab in psoriatic arthritis: a great leap forward?
Lancet. 2023 Jan 7;401(10370):2-3. doi: 10.1016/50140-6736(22)02423-0.
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Figure 2: ACR {A), PASI (B), and minimal disease activity composite (C) responders from week 0 to week 16




CLINICAL SCIENCE

Efficacy and safety of selective TYK2 inhibitor,

deucravacitinib, in a phase Il trial in psoriatic arthritis

Philip } Mease ® ," Atul A Deodhar © % Désirée van der Heijde

Subhashis Banerjee

> Frank Behrens,*
Alan J Kivitz,” Jeffre}y Neal,® Jonghyeon Kim,” Shalabh Singhal,” Miroslawa Nowak,’

Table 2 Efficacy endpoints at week 15

Table 1 Baseline derographic and clinical characteristics

Daucravaeitinib
Flacebo 6 mg once aday 12 mg once a day
Endpoint. n=66 n=70 n=§7
Primary endpoint
ACR-20
Respanse rate, % (95% CI) 3180206 t0 43.1) 52.9(41.2 to 64.6) 627 (5110 743)
Adjusted O vs placebe (95% O) 14(12 0 48) 36(1.8107.4)
P walue 0.0134* 0.0004*
Secondary endpeints
HAQ-DI
Adjusted mean change from baseline (35% €1} —0.1 (—0.2 to 0.0) —0.4(-05 to—0.2) —04 (0.5 10 —0.3)
Diffarance from placebo (95% CI) -03(-04 w-01) 03 (051w -0.1)
P value 0.0020* 0.0008"
PASETS
Response rate, % {55% CI) 20.4 (9.5 12 31.1) 42.4(29.8 10 55.0) 559.6 (463 1w 73.0)
Adjusted OR vs placebe (95% 1) 19{(13w6J) 58(24w0138)
F value 00136 =0.0001°
5F-36 PCS
Adjusted mean change from haseline (95% €1} 231(04104.2) 5608mw75) 580391017
Difterance from placeba (95% CI) 3309w5.7) 35(1.1t059)
P alue 0.0062* 0.0042°
A
L]
N 7o | ==Flacebo
i - Deucravaciinit & mg GO
]
85 s “*=Deucavactinib 12 mg QD
- 1]
& ®
i 4| J
3 10
o
o 1 z L B 2 L]
B Wewics

Mease PJ, et al. Ann Rheum Dis 2022;81:815-822. doi:10.1136/annrheumdis-2021-22 1664

Total Flacsbo 6 mg ance a day 12 myg once a day
N=103 n=hb n=70 n=h7
Demagraphics
Age, years, mean (50) 498115 -5(112) 50.5(12.7) 505 (118
Famale, n (%) 104(51.2) 0 (505) 0425 34(50.7)
Wiiite, i (%] 199 {98.0) 5 (985 67 195.7) 67 10000
- T
Uise of csDMART, (%) 132 165.0) A4 65.7) 45 (643} 4342
Use of methovexate, n (%) 111547 3o (5] 35 (S0u0p 37552
Wieekdy dorse, ma, meas (SD) 165 (47) 16.7 (4) 16.449) 165 (48)
Pricr TR Uz, 0 (%)
1 053 W] 12 819
H 1(05) [ 1 1015
What does this study add?

= Deucravacitinib at € mg and 12 mg doses
once a day demonsirated greater efficacy
versus placebo at week 16, with improvements
observed across all American College of
Rheumatology domains, enthesitis endpoints,
and multiple patient-reported, psoriasis-related
and composite outcomes in patients with active
psoriatic arthritis.

= Treatment with deucravacitinib was generally
well tolerated, and the safety and laboratory
parameter profile of deucravacitinib was
consistent with its selective mechanism of
action and with that observed in an earlier
phase Il psoriasis trial and recently reported
phase llI trials in psoriasis.



Efficacy and Safety of the TYK2/JAK1 Inhibitor Brepocitinib
for Active Psoriatic Arthritis: A Phase |Ib Randomized
Controlled Trial

Philip Mease,' L= Philip Helliwell,” \=' Paula Silwinska-Stanczyk,® Malgorzata Miakisz,* Andrew Ostor,*
Elena Peeva,” Michael 5. Vincent,” Qiankun Sun,® Vanja Sikirica,” Randall Winnette,® Ruolun Qiu,” Gang Li,”

Gang Feng,” Jean S. Beebe,® and David A. Martin®

H

Table 1. Participant basdline demographics and disease characteristics”
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* *m
fo fo Prior TNFi exposure, n () 7(104) 307) 467 4(67) 12(83)
- = Medication use at baseline, n (%)
E : E ; csDMARDs 49 (73.1) 23(74.2) A0 (BR.T) 50(833) 162 (743)
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Algoritmo de GRAPPA 2021 para el tratamiento
de la APs activa

Considerar qué dominios estan afectados, las preferencias del paciente y los tratamientos previos

y concomitantes: la eleccion del tratamiento deberia atender a tantos dominios como sea posible

Artritis periférica

Enfermedad axial

L)

- I R [ I [ e | I i [ ! I [
1] i : i i : :
© i : i i i i
(1] & 1 1 | g 1 1 1
2 S i : ] ] ] Tépicos : i
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] e i i anti-TNF anti-L17, | ! » anti-TNF, ! y AALERE, ] o| | devitD, emolientes, | ! acitretina, iJAK i
o .g 2 a:tl;jllﬁlzj;a(a:;:lliwz | i OUAK « anfiL1223, antidL1T, | 1 2 | | antiL12123, antidL17, ! T calcineurina | :
T e 8|l ani 1230l ax (¢ z 2 antiIL23, IJAK, 8 anti4L23, IJAK, = ! !
mol|c : ' > & antiPDE4 o anti-PDE4 g 1 : :
0 b ] antiPDE4 ® e < ' ‘ :
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- 1] & iar bioloai t ] anti-IL17, anti-IL23, e anti-PDE4
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0 ® O [ | (anti-TNF, anti-IL12/23, Cambiar biolégico ; 1 o o
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E||Z]] entiurr, antisizs) o iUAK AR k- e g —— 8 ]
- = = a : ) c Cambiar bioldgico 8 Cambiar biolégico
] < 0 IJAK, anti-PDE4 = o i i 2 : .
5 ) .g (anti-TNF, anti-IL12/23, _g. Cambiar biokigico (anti-TNF, anti-IL12/23,
= L — = anti-IL17, anti-IL23) - . 4 anti-IL17, anti-IL23) o,
1] Considerar inflltraciones de I|=: 0iJAK, anti-PDE4 ‘:antl-.TNF, ant|-!L12f23, anti-PDE4
> Evidencia directa limitada para corticoides en casos individuales E anti-IL17, anti-IL23)
11} tratamiento de APs axial, debido a su alto potencial de — 0iJAK, anti-PDE4
recomendaciones basadas en eventos adversos graves; no hay L |
espondiloartropatias axiales evidencia clara de eficacia

Las comorbilidades y condiciones asociadas pueden impactar

PR Tratar, reevaluar los objetivos del tratamiento

en la seleccion de tratamiento y/o en la monitorizacion

y modificar cuando sea necesario

--=-- Ruta terapéutica acelerada

El texto en azul identifica las recomendaciones condicionales para farmacos sin aprobacién actual o por aprobacion basada en abstracts.
Extraido de Coates LC, et al. Arthritis Rheum 2021.

Coates LC, Soriano E, Corp N, et al. OP0229 The group for research and assessment of psoriasis and psoriatic arthritis (GRAPPA) treatment recommendations 2021 Annals of the Rheumatic Diseases 2021; 80: 139-140.
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Recomendaciones para el tratamiento de PsA segun el grupo
GRAPPA

Adaptado de Sunzini F et al.
Expert Opin Biol Ther. 2022
Dec;22(12):1545-1559.

Dactilitis TN FI

Recomendado
condicionalmente

- Muy recomendado - NO recomendado




Eficacia de farmacos bioldgicos en | risan

Ixe

dominio cutaneo (CORTO plazo)

Response Rate
(95% Crl), %

Risankizumab-rzaa 150 mg
Ixekizumab B0 mg
Brodalumal 210 mg
Guselkumab 100 mg
Secukinumab 300 myg
Infliximab 5 mg/kg
Certolizumab pegol 400 mg

Ustekinumab
45 mg =100 kg
90 mg > 100 kg

Adalimumab 40 mg
Certolizumab pegol 200 mg
Tildrakizumab-asmn 200 mg
Tildrakizumab-asmn 100 mg

Etanercept 25 mg twice
weekly, 50 mg once weekly

Apremilast 30 mg
Dimethyl fumarate

Armstrong AW. JAMA Dermatol. 2020 Mar 1;156(3):258-269

1.19(1.16-1.23)
1.20(1.17-1.23)
1.20(1.17-1.23)
1.23(1.18-1.27)
1.29(1.24-1.34)
1.33(1.27-1.40)
1.52 (1.41-1.66)
1.55(1.48-1.64)

1.56(1.49-1.64)
1.64(1.49-1.84)
1.68(1,54-1.85)
1.74(1.58-1.92)
2.87(2.52-3.32)

3.92(3.37-4.63)
4.12(3.03-5.99)

Respuesta Cutanea

PASI 75
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to Treat to to Treat to
Achieve PASI 75 Achieve PASI 75
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Number Needed to Treat

Response Rate
(95% Crl), %

1.42{1.35-1.51)
1.43(1.36-1.52)
1.44(1.36-1.52)
1.51{1.41-1.63)
1.66(1.55-1.78)
1.78(1.62-1.96)
2.25(1.96-2.62)
2.34(2.14-2.56)

2.35(2.16-2.57)
2.56(2.17-3.09)
2.65(2.30-3.11)
2.80(2.42-3.30)
5.95 (4.93-7.25)

9.09(7.41-11.36)
9.71(6.41-15.63)
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Response Rate
(95% Crl), %

2.48(2.23-2.719)
2.54(2.28-2.85)
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Targeted systemic therapies for psoriaticarthritis: a systematic Review and comparative

synthesis of short-term articular, dermatological, entesitis and dactilitis outcomes

Respuesta articular(ACR)

46 ECA

Ustekinumab 90 mg
Ustekinumab 45 mg

Upadacitinib 30 mg QD \_/-\ .
Upadacitinib 15 mg QD . C y

Abatacept 125 mg

Adalimumab 40 mg Q2W
Apremilast 20 mg BID
Apremilast 30 mg BID

Tofalcililrlib 5 mg BID . . Apremilast 40 mg QD
Tofacitinib 10 mg Brodalumab 140 mg
Tildrakizumab 200 mg Q4W Brodalumab 210 mg
Tildrakizumab 200 mg Q12W Brodalumab 280 mg

Tildrakizumab 20 mg Q12W e
Tildrakizumab 100 mg Q12W :i )
Secukinumab 75 mg .

Secukinumab 75 (IV LD) .

() CZP 200 mg Q2W
(j CZP 400 mg QaW

. Etanercept 50 mg BIW
. Etanercept 50 mg QW

@ Figotinib 200 mg
Golimumab 100 mg
Golimumab 2 mg/kg (IV)

. Golimumab 50 mg
1 Guselkumab 100 mg Q4W
— 1 Guselkumab 100 mg Q8W
. { )":“ ’Fj . Infliximab 5 mg/kg -
Netakimab 120 mg Infliximab 5 mg/kg and MTX 15 mg
Methotrexate 15-20 mg QW Ixekizumab 80 mg Q2W
Ixekizumab 80 mg Q4W

Secukinumab 300 mg
Secukinumab 150 mg
Secukinumab 150 mg (no LD)
Secukinumab 150 mg (IV LD)
Remtolumab 240 mg
Remtolumab 120 mg

Placebo

MclnnesIB, SawyerLM, MarkusK, etal. RMD Open 2022;8:e002074 ( matsupl)

. Etanercept 50 mg and MTX 20 mg QW

Median effect (95% Crl)*

IL-17RAi Brodalumab 140 mg —e— -0.61(-0.81,-0.40)
IL-17RAi Brodalumab 210 mg —e—i -0.70(-0.92,-0.47)
IL-17RAi Brodalumab 280 mg —_— -0.52(-0.93,-0.11)
IL-17Ai Ixekizumab 80 mg Q2W —— -0.88(-1.10,-0.67)
IL-17Ai Ixekizumab 80 mg Q4W —e— -0.86 (-1.05,-0.67)
IL-17A Secukinumab 75 mg (IV LD) —— -0.96 (-1.24,-0.68)
IL-17A Secukinumab 75 mg (SCLD) —_— -0.29(-0.60, 0.05)
IL-17A Secukinumab 150 mg (IV LD) = -1.07 (-1.36,-0.79)
IL-17Ai Secukinumab 150 mg {no LD) —— -0.73(-0.92,-0.52)
IL-17Ai Secukinumab 150 mg (SCLD) e -0.77 (-0.91,-0.63)
IL-17Ai Secukinumab 300 mg (SCLD) (=gl -0.89(-1.02,-0.75)
I-17Ai Netakimab 120 mg % -1.97 (-2.34,-1.58)
L-23i Guselkumab 100 mg Q4W —e— -0.73(-0.94,-0.53)
IL-23i Guselkumab 100 mg Q8W o -0.77 (-0.95,-0.59)
IL-23i Tildrakizumab 20 mg Q12W —— -0.59(-0.95,-0.23)
IL-23i Tildrakizumab 100 mg Q12W —e— -0.70(-1.06, -0.35)
IL-23i Tildrakizumab 200 mg Q4W ——. -1.00(-1.35,-0.65)
IL-23i Tildrakizumab 200 mg Q12W —o— -0.79(-1.14,-0.44)
1L-12/23i Ustekinumab 45 mg —e— -0.33(-0.57,-0.09)
IL-12/23i Ustekinumab 90 mg —e—i -0.52(-0.73,-0.31)
MINEL GolmwmahomelkelM = -1.31(-1.59,-1.04)
IV TNFi Infliximab 5 mg/kg f—e—i -1.22(-1.52,-0.91)
IVTNFi+cDMARD  Infliximab 5mg/kg and MTX 15 mg -y -1.46(-2.12,-0.80)
TNFi Adalimumab 40 mg Q2W =g -0.88 (-0.99,-0.76)
TNFi Certolizumab 200 mg Q2W —— -1.02 (-1.32,-0.72)
TNFi Certolizumab 400 mg Q4W —— -0.79(-1.09,-0.48)
TNFi Etanercept 50 mg weekly —— -1.04 (-1.38,-0.69)
TNFi Etanercept 50 mg BIW —— -1.12 (-1.56, -0.67)
TNFi Golimumab 50 mg —— -0.95(-1.33,-0.56)
TNFi Golimumab 100 mg 50— -0.92 (-1.30,-0.53)
il -1.07 (-1.52,-0.61)

-0.44(-0.73,-0.14)
-0.37 (-0.54,-0.19)
-0.41(-0.58,-0.24)

-0.41(-0.80,-0.02)

-1.25(-1.62,-0.88)

Tofacitinib 5 mg BID —e—{ -0.75(-0.98,-0.53)

Tofacitinib 10 mg BID —e—i -0.80(-1.03,-0.58)

Upadacitinib 15 mg QD e -0.93 (-1.11,-0.75)

Upadacitinib 30 mg QD —o— -1.19(-1.37,-1.01)

Remtolumab 120 mg k i -1.01(-1.36,-0.65)

IL-17/TNFi Remtolumab 240 mg ——t -1.34(-1.70,-0.99)
cDMARD Methotrexate 15-20 mg QW ——t -0.65(-1.11,-0.20)

25 -5 -05 05

Favours comparator | Favours placebo



Targeted systemic therapies for psoriaticarthritis: a systematic Review and comparative
synthesis of short-term articular, dermatological, entesitis and dactilitis outcomes

Entesitis = Dactilitis

Median OR (95% Crl) e DR SRR

Brodalumab 140 mg — 1.58 (1.05,2.43)
IL-17RAi Brodalumab 140 mg L 1.96(1.22,3.16)
i-17rai [ Brodalumab 210 mg ——— I 1.96(1.22,3.14) Smaleh R
I-17Ai Ixekizumab 80 mg Q2W e 2.17(1.32,3.67) eimab BOmE QoW 509138627
IL-17Ai Ixekizumab 80 mg QAW* s 1.58(1.00, 2.47) Ixelazimabi B0 mgQawW* ‘ ™ H 310,635
IL-17Ai Secukinumab 75 mg (IV LD)+ } - » 4.30(2.08,9.35) secukinumati 7 me (VI S 314100)
IL-17Ai Secukinumab 75 mgt —_—— 1.48(0.73,2.93) Secukinumab 75 mg (SCLDJF  ———e—— 116{0.49,2.67)
IL-17Ai Secukinumab 150 mg (IV LD)t k * » 3.83(1.85,8.37) Secukinumab 150 mg (IV LD}t 2.70(1.62,4.94)
IL-17Ai Secukinumab 150 mg (no LD) ——e— 1.84(1.17,2.90) Secukinumab 150 mg (no LD) ————————— 2.28(1.57,3.35)
IL-17Ai Secukinumab 150 mg* =% 2.27(1.60,3.17) Secukinumab 150 mg (SCLD}* — e 2.13(1.50,3.10)
IL-17Ai Secukinumab 300 mg* —— 2.54(1.81,3.60) Secukinumab 300 mg [SC LD)* ' < | 3.48(2.39,5.17)
IL-23i Guselkumab 100 mg Q4Wt e 2.32(1.49,3.71) Guselkumab 100 mg Q4W+ — 2.72(1.93,3.81)
IL-23i Guselkumab 100 mg Q8W+ R — 2.84(1.88,4.26) Guselkumab 100 mg Q8W# | N : 3.12(2.12, 4.56)
IL-12/23i Ustekinumab 45 mgt —e—| 1.59(0.91, 2.80) i Ustekinumabas mgt - 1.64(1.09,2.55)
IL-12/23i | Ustekinumab 90mgt ——y 2IOMLIRIB) i i LB
TNFi Adalimumab 40 mg Q2W* ——— 2.10(1.43,3.06) .

Adalimumab 40 mg Q2W* _————— 2.17(1.33,3.52)
CTLA-4i Abatacept 125 mg H—&— 1.64(0.87,3.10)

Abatacept 125 mgt e 57(0.87,2.81)
PDE4i Apremilast 20 mg BID He— 1.21(0.81,1.84)

Apremilast 20 mg BID —— 32 (0.94,1.83)
PDE4i l Agremilast 30 mg BID ——| | 1.10(0.77,1.59)

Apremilast 30 mg BID e 23(0.88,1.70)
JAKi Filgotinib 200 mg b - »3.24(1.30,8.10)

3 e Filgotinib 200 mg 3.44(1.04,12.10)

JAKi Tofacitinib 5 mg BID ——— 1.80(1.09,2.93)
JAKI Tofacitinib 10 mg BID - 1.75(1.06, 2.84) Toractnlb5me D 1620.08.2:44)

Tofacitinib 10 mg BID —_— 2.62(1.75,3.97)

05 15 25 35 45 55 65
< > 05 15 25 35 45 55 65
Favours placebo | Favours comparator

Favours placebo | Favours comparator

MclnnesIB, SawyerLM, MarkusK, etal. RMD Open 2022;8:e002074



Perfil de pacientes candidatos a diferentes dianas

1. Fenotipos/Dominios
2. Manifestaciones extraarticulares
3. Comorbilidades

Ningun tratamiento logra
consistentemente una respuesta ACR20
en mas del 60% de los pacientes, y

aproximadamente el 50% de los
pacientes tienen dano radiolégico los 2
anos posteriores al inicio




Motivos del fracaso terapeéutico en la
Ps A Primary and Secondary Non-Response

Variable Efficacy Across Disease Domains

Primary treatment non-response

Diseasa Aclivity

Time:

Secondary treatment non-response

Disease Activity

Time

Adverse Body Weight and Obesity

Drug Monitoring and Treatment Side Effects

MW WS

| Development of Anti-Drug Antibodies | Lack of New Clinical Targets
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Horizon scan: State-of-the-art therapeutics for psoriatic arthritis

(a) Bimeki dual i 1 antibody (b) + trivalent
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Conclusiones

v'La PsA es una enfermedad heterogénea, con multiples manifestaciones
clinicas y comorbilidades asociadas.

v'Nuevos conceptos en el manejo: Medicina de la precisién (Basada en
tejido e inmunofenotipos séricos) y posibilidad de Intercepcion de la
enfermedad (ventana oportunidad)

v Aunque existen tratamientos eficaces, un alto % de pacientes =>respuesta
insuficiente al tratamiento o pierden la eficacia, provocando dolor, dafno
estructural y discapacidad POR LO QUE SIGUE SIENDO NECESARIO NUEVAS
OPCIONES DE TRATAMIENTO

v Las terapias aprobadas recientemente incluyen inhib de IL-17A/IL-17F,
inhib de la subunidad p19 de IL-23 e Inhib JAK. (han mostrado seguridad y
eficacia)

v/ Varias terapias prometedoras estan en el horizonte, incluidos inhibidores
de TYK2, inhibidores de MK2, nanoinhibidores de IL-17, nanoAnticuerpos
duales IL-17 A/IL17-F y otras terapias duales.
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