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The 7 Overarching Principles (OAP)

. I
A. Psoriatic arthritis is a heterogeneous and potentially
severe disease, which may require multidisciplinary treatment
(unchanged).
B. Treatment of psoriatic arthritis patients should aim at the E. In managing patients with psoriatic arthritis, consideration
best care and must be based on a shared decision between the should be given to each musculoskeletal manifestation and treat-

patient and the rheumatologist, considering efficacy, safety,

patient preferences and costs ment decisions made accordingly (unchanged).

C. Rbeumatologists are the specialists who should primarily
care for the musculoskeletal manifestations of patients with psori-
atic arthritis; in the presence of clinically relevant skin involve-
ment, a rheumatologist and a dermatologist should collaborate in
diagnosis and management.

When managing patients with psoriatic arthritis, no
musciloskeletal manifestations (skin, eye and gastrointestinal
tract) should be taken into account; comorbidities such as obesity,
metabolic syndrome, cardiovascular disease or depression should
Iso be considered.

D. The primary goal of treating patients with psoriatic

arthritis is to maximise health-related quality of life, through G. The choice ﬂf treatment should take account Gf Sﬂfgt}r
control of symptoms, prevention of structural damage, normal- - . . S T - -
. . . o . considerations regarding individual modes of action to optimise
isation of function and social participation; abrogation of o .

inflammation is an important component to achieve these the E?E:-".!Eﬁ!f—ﬁﬂf& pr ':"ﬁ le (new).

goals (unchanged).



Psoriatic arthritis

...or psoriatic disease

+ Metabolic component
¢ Diabetes (11-20%)
o Obesity (16-60%)
+ Associates with PsA development and worse prognosis
o Hypertension/CVD (28-47% /21-62%)
+ T CVDrisk
v Does not fully explained by classic CVD risk factors
¢ Mental disorders
+ Depression (9-27%)
+ Anxiety (6-37%)

Charlton R et al Ann Rheum Dis 2018
Kimball AB ] Am Acad Dermatol. 2008 McDonough E et al | Rheum 2014
Krishnadas R Brain Behav Immun 2016 Khraishi M et al Clin Rheum 2014
Nikiphorou E, Fragoulis GE Ther Adv Musculoskelet Dis. 2018 Husted JA et al Arthritis Care and Res 2014



PsA
Data from Greece
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PsA
Data from Greece

+ 923 patients (55% females)
¢ median (IQR) age of 57 (48-65) years
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PsA
Obesity - 3 problems...

B ——— —

» 1 BMI

¢ 1 risk of PsA Development in patients with Psoriasis Or in healthy individuals
e 1 risk of not reaching outcomes

¢ 1 risk of not maintaining favourable outcomes



PsA

Obesity: difficult to reach and maintain good outcome

-—q/q_

+ in aprospective study, PsA starting TNFi

Presence of Obesity
LinoJyes

0,81

¢ 135 obese (BMI >30 kg/m2) patients Vs 135 patients of normal weight

¢ Follow-up for 24 months D'E'

+ Obese PsA patients

........

Cumulative risk (HR)
o
=9

¢ less likely to achieve MDA at month 12
0,21

+ [HR] 4.90, 95% confidence interval [95% Cl] 3.04—7.87; P < 0.001

¢ Those who achieve MDA, increased BMI was an adverse prognostic factor for
maintaining MDA at month 24

0,09

+ HR2.04,95% Cl 1.015-3.61; (P=0.014) 0 2 a 6 8 10 12
Time to MDA (months)

Fragoulis G et al Ther Adv M. Dis 2018
DiMinno et al Arthr Care & Res 2013



Body mass index and achievement of minimal disease activity in psoriatic arthritis across

different classes of advanced therapy

Pankti Mehta!?3, Mu Yang*, Fadi Kharouf'-?, Virginia Carrizo Abarzal-?, Shangyi Gao!, Richard

5 T Cook?® Dafna D Gladman'->?, Vinod Chandran'?3-, Denis Poddubnyy!-23

+ Longitudinal PsA cohort study

¢ 1291 patients (mean age 44.7 years, 56% male,

mean BMI 28.8 kg /m?)

¢ Higher BMI associated with lower odds for

MDA (OR 0.97, 95% CI 0.94-0.99)
» For TNFi treated pts (not infiximab)
» But not for IL-17i, IL-231, JAKi

Drug Classes

All TNFi
TNFi without IFX

IFX
IL17i
IL23i

IL12/23i

JAKi

PDE4i

Rheumatolo

Oxf) 2026

Univariable

L ]

1

o7

[} o8
Ods Riatio (%5% CI)

OR (OR (95%Cl)
0.93 (0.91, 0.96)
0.93 (0.90, 0.96)
0.95 (0.89, 1.02)
0.97(0.92,1.02)
1.01 (0.96, 1.06)
0.99 (0.92, 1.07)

0.87(0.71,1.07)

0.99(0.91,1.09)

Multivariable

!

.

L ]

g ] 11

Ocds Ratio (5% CI)

OR (OR (95%Cl)
0.95(0.93, 0.98)
0.94 (0,92, 0.97)
1.02 (0.96, 1.07)
0.97 (0.92, 1.02)
1.01 (0.96, 1.07)
0.96 (0.90, 1.03)
0.82 (0.64, 1.04)

1.08 (1.01, 1.16)



Different effects of the various b-tsDMARDs

q/

+ Unfavourable effects of weight
in the outcomes of index
disease

¢ are more pronounced for
TNF-inhibitors Vs newer
drug categories

+ On the other hand....

¢ The dose of some regimes
is weight adjusted...

Patel S et al, Rheumatol Ther. 2022
Renzo LD et al, Dermatol Ther. 2011
Gialouri et al Autoimmunity reviews 2023



Clinical science

Exploring the impact of conventional and targeted

DMARDs on body weight in patients with PsA

Pankti Mehta ("22, Fadi Kharouf ("2, Virginia Carrizo Abarza'?, Shangyi Gao’,

Richard J. Cook *, Denis Poddubnyy'??, Dafna D. Gladman ®"?3, Vinod Chandran'?35*

B
+ 1754 patients wow U TR
¢ 571 on csDMARDs
¢ 702 on 35 bDMARDs }
¢ 42 on JAKi
¢ 70 on apremilast
+ significant decrease in the rate of weight
change (Vs before treatment)
@ IL-]- 7i (Slope 0‘63i0'20 VS' - Duu:ation frorrl Jﬁw?igrgt ) Slope_b.e‘for_e Duratin.n from drug initiation until ?I??e?ﬂer drug p-value
0.26+0.25,p<0.01) inyeors, median (GR) " mean(SD) . folowp inyeors, medan QR
TNFi, n=274 1.99 (0.57-5.15) 0.59 (0.14) 5.39 (1.62-10.65) 0.42 (0.14) 0.202
. IL-17i, n=.11_9 6.78 (1.83-11.86) 0.63(0.20) 2.22 (1.08-4.53) -0.26(0.25) <0.01
s IL-23i39 (0.82+0.34 vs. - S ———— S —
Apremilast, n=32 6.69 (2.88-13.27 0.16 (0.46 1.07 (0.45-3.26 .49 (1.14 .586
O . 5 6 iO . 56 ,p < O . 01 ) cspnmanns:, n=:3 0.46 :0.05-1_9 8) : 0.43 Eo.zo.i 439 :1_13-11_4}11 :;.20 Eu.zs} So_m

¢ csDMARDs (0.43+0.24 vs. -
0.20+0.26,p<0.01) compared

* TNF- Tumour Necrosis Factor, IL-Interleukin, i- inhibitors, cs- conventional synthetic, DMARDs- Disease Modifying anti-Rheumatic Drugs

Mehta et al Rheumatology (Oxf) 2025



Infections




Tuberculosis

Are all bDMARDSs the same?

Liao et al, PLoS One 2016

Cumulative incidence of TB

0.08

0.067

0.047

0.027

0.00+

— Adalimumab

Etanercept

csDMARDs

O

e
Q0 =4

Follow-up time (years)

Nationwide database:
168,720 non-RA subjects
42,180 RA patients

36,162 csDMARDs-exposed,
3,577 etanercept-exposed,
1,678 adalimumab-exposed
763 rituximab-exposed
patients.



Tuberculosis &bDMARDs

Table 6. Comparative presentation of active tuberculosis [TB) incidence rates (IR] between different biologic
and targeted synthetic DMARDs.

Drug Disease Study type IRS Reference
Infliximab RA, AS, PsA, PsO, LTE, RLS 52.5-2558.0  Askling et al.2; Seong ef al.%;
CD, Uc Wolfe et al.®; Dixon et al.?;

Gomez-Reino et al.'%; Souto et al.Z7;
Tubach et al.22

Certolizumab RA LTE 474.29 Souto et al.?”

Adalimumab RA, AS, PsA, PsO, LTE, RLS 20.0-215.0 Dixon et al.%; Souto et al.?7;
CD, Uc Tubach et al.22

Golimumab RA, AS, PsA LTE 172.13 Souto et al.Z7

Etanercept RA, AS, PsA, PsO  RLS, LTE 2.3-80.0 Askling ef al.2; Dixon et al.?;

Souto et al.27; Tubach ef al.2®

Apremilast Psh, PsO RCT, LTE, RLS 0.0 Cutolo et al.; Edwards et al.%;
Kavanaugh et al.37; Wells et al.3;
Crowley et al.%; Abignano et al.*";
Favalli et al.%!
Tofacitinib RA RCT, LTE 200.0-210.0 Winthrop et al.*"; Cohen et al.*¥
Baricitinib RA RCT, LTE 150.0-230.0  Smolen et al.5; Chen et al.57
Ustekinumab  PsA, PsO, CD RCT,LTE,RLS 0.0-22.12 Ghosh et al.™; Lopez-Ferrer et al.”’;
Tsai et al.’; Hsiao et al.™?
Secukinumab  AS, PsA, PsO RCT, LTE 0.0-5.0 Deodhar et al.?;
van de Kerkhof et al.%
Ixekizumab PsA, PsO RCT 0.0 Mease et al.%8; Romiti et al.%?

Evangelatos G et al TAMD 2020



Rheumatology, 2025, 64, 935-942

https://doi.org/10.1093/rheumatology/keaed4b ° . .

Advance access publication 17 August 2024 .x. British Sooety for RHEUMATOLOGY

Sy ic Review and Meta Analysi o Rheumatology OXFORD

Clinical science

Hepatitis B reactivation in PsA patients: an SLR and
meta-analysis for IL-17, IL-23 and JAK inhibitors

Theodoros Androutsakos (@', Konstantinos Dimitriadis?, Maria-Loukia Koutsompina®,
Konstantinos D. Vassilakis®, Avraam Pouliakis®, George E. Fragoulis (0%*

» low HBVr risk of <6% in all agents
¢ Higher for chronic (14.4%) vs resolved (5.1%)
¢ No Difference between drugs
¢ HBVr: 28% in chronic HBV who did not receive anti-viral treatment

¢ For resolved hepatitis, the respective percentage was 4.7 %



v

Anti-1L-23

Infections

Insurance Data (PsA & PSO)

¢

11 560 new treatment episodes with 190 serious
infections (9264 person-years)

Class-specific IRs

+ Similar among IL-17 and TNF, yet significantly lower for IL-12/23.

In biologic-experienced individuals

*

No difference in infection risk across TNF, IL-17 or IL-12/23
inhibitors.

Adjusted for propensity
score and imbalanced
Unadjusted covariates

Total cohort
IL-17 vs TNF
I1-12/23 vs TNF
IL-17 ws IL-12/23

Biologic-naive
IL-17 vs TNF
IL.-12/23 vs TNF
IL-17 ws IL-12/23

Biologic experienced
IL-17 vs TNF
IL.-12/23 vs TNF
IL-17 ws IL-12/23

0.86 (0.58 to 1.27)  0.89 (0.48 to 1.66)

0.55(037t00.80) |059(03910090) |

1.53 (09410 2.51) 1.12(0.62 to 2.03)

145 (0.70t03.00)  2.02 (0.94 to 4.33)

0.41 (02210 0.76) |046(02310089) |

3.63(144109.12)  3.34(1.10 to 10.12)

0.68 (04210 1.12)  0.72 (0.40 to 1.32)
0.62(0.37to 1.04) 0.72 (0.42 to 1.26)
1.05(0.59 0 1.90)  0.92 (0.49 to 1.74)

Li et al. Ann Rheum Dis 2020



Serious Infections

w—

+ 23.333 PsA 11.457 axSpA patients

In PsA patients (IRs) for Serious Infections
+ Serious infections: 1.09/100py similar

between PsA and AxSpA TNFi 1.36 per 100 PY (95% CI 0.72 to 2.16, 12=55%)

. IL-17i 0.97 per 100 PY (95% Cl 0.49 to 1.57, 12=47%)
¢ PsA(0.96 per 100 PY 95% CI 0.69 to 1.28) JAKi 1.51 per 100 PY (95% CI 0.00 to 14.74, 12=31%)

o axSpA (1.09 per 100 PY 95% CI 0.76 to 1.46). IL-23i 0.29 per 100 PY (95% CI 0.00 to 1.03, 12=15%)

PDE4 0.38 per 100 PY (95% CI 0.00 to 1.19, 12=0%)

+ Non-serious infections: 53.0/100 PY
o PsA (54.08 (95% CI 40.96 to 68.99, 12=98%)) In axSpA patients,
TNFi 1.24 per 100 PY (95% Cl 0.78 to 1.77, 12=28%)
¢ axSpA (58.02 per 100 PY (95% Cl 44.79 to 72.94, IL-17i 1.20 per 100 PY (95% CI 0.59 to 1.96, 12=40%)
12=98%)) JAKi 1.28 per 100 PY (95% CI 0.00 to 13.77, 12=0%) with JAKi

ORIGINAL RESEARCH
Incidence of infections in patients with
psoriatic arthritis and axial
kel spondyloarthritis treated with

- biological or targeted disease-modifying
agents: a systematic review and meta-
analysis of randomised controlled trials,
open-label studies and
observational studies




Cytokines and Comorbidities

AP
x4

Release of

* Proinflammatory cytokines
* Immune complexes

* Complement components
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Cardiovascular risk - the big picture
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Feguson L et al, Nat Rev Rheum 2019



PsA & CVD
bDMARDs

+ PsA

+ Retrospective Taiwan (2001-2022), n=2383 ‘HM;E P e RH“ g e
+ 1,190 on bDMARDs and 1,193 on conventional ;
DMARDs (cDMARDs) B, omiiecioagn,
+ Average fu period: 5 years " '“. w B ' 'n. w Eon w
+  bDMARDs group - o - o o
¢ | risks of MACE ([HR]: 0.65; [CI]: 0.43-0.96) ot o e
o | all-cause mortality (HR: 0.44; 95% CI: 0.35-0.57) T |
¢ | cardiovascular mortality (HR: 0.54; 95% CI: C N s C | I
0.32-0.92), ! — ST

¢ 1 incidence of infection-related admission R L I T o
(HR: 1.45; 95% CI: 1.18-1.78).

Hsu et al Rheumatology (Oxf) 2025



PsA & CVD
Importance of controlling traditional risk factors

+ Patients with psoriatic disease without CVD history

+ Independent variables: CVD factors and PsD features
+ Outcome: CVE
+ 1992 -2020, 85 of 1,336 (about 6%) participants developed CVE

B0% -

SENSITMVITY

&

+ Model using traditional risk factors (e.g hypertension, obesity
etc)

20
. . —— Model with 10 traditional CV risk lacwr_s_ AUC = 3_5.5, 95% C1=(81.9, 89.1)
e (AUC) of 85.5 (95% confidence interval [CI] 81.9-89.1) | / = Epmdd ol ool b 0o C s ALC <85, 1 - 124 10
T T

20% 40% 100%

60%
1= SPECIFICITY

¢ Was not improved after including PsD features

Colaco et al Arthr & Rheum 2023



CVD & JAKi
SpA

Real-world electronic health
records data (TrinetX - North
American) PsA or axSpA

Initiators of JAKi (tofacitinib
or upadacitinib) TNFi or IL-17

¢ About 2000 in each group

Cox models: compare time to
CVD (acute myocardial
infarction, stroke or
revascularization) or common
solid cancers (breast,
colorectal, lung or prostate)
over 3 years

1 year

5 years

Pre-2021

>B65 years

Original Research

Comparative safety of JAK inhibitors versus TNF or [L-17 inhibitors for )
cardiovascular disease and cancer in psoriatic arthritis and axial =
spondyloarthritis

Sizheng Steven Zhao, MD, PhD ***, David Riley, MD*, Gema Hernandez, PhD*,

Uazman Alam, MD, PhD %>

! Cenmre for Musculoskeletal Research, The Undversity of Manchester, Manchester, UK

3 nsrinue of Life Course and Medical Scences University of Liverpool, Liverpoal, UK
4 TriNetX LLC. Combridge, Masachusens, USA

2 Deparment af Rheumatalagy, Manchester Uiniversity NHS Foumdaion Trust, Manchester, UK

= Deparment af Medicine, Undversity Hospiml Aintree, Liverpoal Undversioy NHS Foundation Trust, Liverpool, UK

N. events OR (95% Cl)
JAKi vs TNFi CVvD 35 vs 50 0.977 (0.632, 1.510) —_—
Cancer 33 vs 59 0.710 (0.462, 1.091) —_—
Zoster 37 vs 34 1.604 (1.003, 2.565) ——
JAKi vs IL-17i CVvD 38 vs 44 1.114 (0.720, 1.722) ——
Cancer 35 vs 58 0.737 (0.484, 1.122) —
Zoster 34 vs 25 1.731 (1.031, 2.905) —_—
1T 1 1
050 1.0 2030

N. events OR (95% CI) Figure 2. Sensitivity analyses for cardiovascu-

cVD 23 vs 22 1.162 (0.647, 2.085) lar disease and cancer outcomes in JAKi versus

Gancer 22 vs 41 0.594 (0.354, 0.997) TNFi initiators. 1 year: Cox models with follow-

’ o up limited to 1 year. Pre-2021: analysis re-

Zoster 23vs 16 1.648 (0.870, 3.120) stricted to those who started drug before March

CvD 39 vs 54 0.989 (0.653, 1.498) S 2021. >65 years: analysis limited to those aged

Cancer 38 vs 63 0.773 (0.515, 1.159) —_— over 65 years at time of drug initiation.
Zoster 38 vs 27 1.877 (1.143, 3.082)
CVD 16 vs 21 0.790 (0.412, 1.513)
Cancer 14 vs 15 0.990 (0.478, 2.052)
Zoster 18 vs 10 2.705 (1.130, 6.477)
CVD 24 vs 26 1.081 (0.620, 1.885)
Cancer 23 vs 35 0.778 (0.459, 1.319)
Zoster 16 vs 14 1.356 (0.661, 2.782) e v
1T 1T 1

0.50

1.0

2.0 3.0



REAL-WORLD SAFETY « PSORIATIC ARTHRITIS

Tofacitinib vs biologics in PsA: VTE was the main safety signal

US Komodo claims analysis; sIPTW-adjusted models compared treatment initiators across

serious infection, Mli/stroke VTE, and malignancy. P

48,167
PsA patients, 2017-2023

3,166
tofacitinib initiators

26,760
TNFi initiators

20,252
[L-17Ai initiators

{a) Main analysis (64 covariates)*

Main outcome readout T @

(b} Sensitivity analysis (17 core covariates)

PYs CrudelR Adjusied HR [95% CI Traabmani n PYs Crude IR Adjusiod HR (95% CI)
{955 CIf v, tofacitinint ) (955 CI} s, tofacitinib
Tofacitinil 1 0.27 ] Relarerce Tedacitinit L 2812 027 i Reterence
N=31165 (0.0, 0.75) : N=3,185 {0.08, 0.75) :
Serious infection Ml or stroke R o5 ™ el e wemam R8P0 e 13208397
Tofa IR 1.78/100 PY; no significant Tofa IR 0.27/100 PY; no significant e T e wmesam G 0 7™ ek e 1 1sEmas)
adjusted difference vs biologics. adjusted difference vs biologics. P Tt T ' St PR e ' *
ﬁ:‘::l;’umah lou:n 4,103 " 1'1-3;?3: e | 1.87 (0,53, 6.85) mﬁ::‘;‘"‘“ mlgu 4.103 o _0?'3;“ , . 1,33 (0,48, 4,88)
I T T T T T 1 I T T T T T 1
VTE Malignancy excl. NMSC TR e N A

Decressed riskof  Increased risk of
Mlistroka vs. tofacitini  Mlistroke vs. tofacitindh

Decreased risk of  Increased nek of
Miistrake vs. tofaciting  MUstroke vs. tofacitinb

Tofa IR 0.42/100 PY; higher risk vs TNFi.
TNFi vs tofa HR 0.27 (0.13-0.62).

Tofa IR 1.06/100 PY; no significant
difference in the main analysis.

{a) Main analysis (64 covariates)* (b} Sensitivity analysis (17 core covariates)

Treatment  n  PYs CrudolR Adjusted HR (95% CI)  Treatment  n  PYs CrudolR Adjusted HR {95% CI)
(%) (96% Cn) vs. tofacitinib® (%) (96% CI) vs. tofacitinib®
Tofacitinih 11 2812 042 H Reference Tofactinib 11 2612 042 : Reference
He3,186 (©.3) (0.19,0.98) : Ne3,188 (©.3) 0.19, 0.58) '
: '
TNFI 43 25808 o1 ] - " TNFI 43 25806 017 ' a "
W=30122  (O.1) 0.12,0.26) —— B2 10.43:042) N=30122 (04) (0.12,0.26) —— 0200,44:0.02)
. :
MATAL 40 21044 01 1 IL-17AI 40 21044 UAL] .
g ' p . —eo— 38(0.20, 1.00} o liprt : i e 044 (0.24, 1.08
N=22180 0.2) (0.13,0.30) i 0.38 (0.20, 1.00 N=22,160 ©.2) (0.13,0.20) ' 044 (024, 1.05)
. ‘
Rissnkizumab — 3455 029 ! Risankizumab — 3455 020 ' p
N=4,381 (0.12.0.70) ——— 0.44 (0.1, 1.44) N4 381 0.12,0.70) — | 0.59 (0.16, 1.98)
Ustekinumab 4109 02 ! e Ustokinumab  — 4103 0.22 i . .
N4, 400 (0.03, 0.55) L4 : 1 0.73(0.13, 2.23} Ned 400 (0.00, 0.55) ° ? 058 (0.15, 1.51)
) T T T T T 1 T T T 1
00825 0.125 025 05 1 2 4 00826 0125 026 05 1 2 4
HR (95% CI} HR (95% CI)

Decreased risk of  Increased risk of
VTE vs. tefacitnib  VTE vs. tolacilind

Decreased risk of  Increased risk of
VTE vs. tefacited  VTE va. lofactinib

Magrey et al. Arthritis Research & Therapy, 2026;



Recommendation 1

Treatment should be aimed at reaching the target of remission
or, alternatively, low disease activity, by regular disease activity
assessment and appropriate adjustment of therapy.

MDA

Table 1 Composite indices for Psa

Synovitis Axial Enthesitis Dractylitis Skin  Pain CRP PiGA PGA Function/QolL
TIC, 81C v oivemsant
Disease activity

DAPSA + + + +

CPDAI + + + + + +

PASDAS + + + + + + +

GRACE/AMDF + + + + +

PsARC + + +

PsAJAL + + + + + +

MDAVLDA + + + + + +

P=A, psoriatic arthritis; T7C, Tender Joint Count; SJC, Swollen Joint Count; CRP, C-reactive protein; PriA, Patient Global Assessment; PGA,
Physician Global Assessment; Qol., quality of life; DAPSA, Disease Activity for Psoriatic Arthritis; PsARC, Psoriatic Arthritis Response Crite-
ria; PsAJAL Psoriatic Arthritis Joint Activity Index; GRACE, Group for Research and A ssessment of Psoriasis and Psoriatic Arthritis Composite
Exgrcise; AMDF, Arithmetic Mean of Desirability Function; PASDAS, Psoriatic Arthritis Disease Activity Score; CPDAT Composite Psoriatic
Disease Activity Index; MDA, minimal disease activity; VLDA, very low disease activity

GHAT&T = 08:40
Results:

Tender joint count = 1
Swollen joint count = 1

Psoriasis Activity and Severity
Index = 1 or body surface area =3%

HAQ = 0.5

Patient pain VAS =15

7 3 100% (=) 4

v

Patient global disease activity VAS %

=20

Tender entheseal points = 1

Score: 6 MDA Achieved

6-7: MDA
achieved

DAPSA

68TJC + 66SJC + CRP
+ Patient-Global +

Patient-Pain
Disease Score
activity
Remission 0-4
Low 5-14
Moderate 15-28

High

>28

Gialouri et al. Clin Rheum 2021



Recommendation 2

Nomn-steroidal anti-inflammatory drugs may be used to relieve
muisculoskeletal signs and symptoms; local injections of gluco-

corticoids may be considered as adjunctive therapy.

-‘—E/Q—

» Systemic steroids have been
removed as an option

» But recognized that they can be used
as bridging therapy and/or in
polyarticular forms

MEDITERRANEAN JOURNAL | 34 ‘
OFRHEUMATOLOGY 3023

©2023 The Author(s).

B ORIGINAL PAPER

Disease Profile and Achievement of Therapeutic Goals in a M odern, Nationwide
Cohort of 923 Patients with Psoriatic Arthritis

George E. Fragoulis'™, Charalampos Papagoras®, Sousana Gazi®, Evangelia Mole?, Michael
Krikelis?, Paraskevi V. Voulgari*, Evripidis Kaltsonoudis*, Nikolaos Koletsos*, Pelagia Katsimpri®, Dimitrios
Boumpas®, Dimitrios Katsifis®, Nikolaos Kougkas®, Theodoros Dimitroulas®, Petros P. Sfikakis', Maria G.
Tektonidou!, Chrysoula Gialouri', Dimitrios P. Bogdanos’, Theodora Simopoulou’, Christos Koutsianas®?,
Eugenia Mavrea®, Gkikas Katsifis?, Konstantinos Kottas®?, Maria Konsta', Matthoula Tziafalia®,
Evangelia Kataxaki', Eleni Kalavri’, Kalliopi Klavdianou', Eleftheria P. Grika', Charalampos Sfontouris',
Dimitrios Daoussis", George lliopoulos™, llias Bournazos™, Dimitrios Karokis®, Konstantinos
Georganas®®, Dimos Patrikos', Dimitrios Vassilopoulos®

+ 10% are receiving steroids at a

regular basis
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Phase |
[ Clinical diagnosis of active PsA )
L

N 4 N + N
Polyarthritis (>4 swollen joints) [ Monooligoarthritis J [ Enthesitis' ] [ Predominantly axial disease ] Frocominen skmer ]

with or without dactylitis l

poor prognostic factors present
Consult a
P
[ MEAIDs £ local glucacornicoid injections® ] Emmmm - —_— [ WEAIDS +local glucocoricoid injections® ]
Achieve Achieve
target? within Yes — target* within Yes —

4 weeks

[ Continue and adapt ) [ Continue and adapt J

e No No
L.
Phase Il |
—| Start methotrexate*
ar anather csDMARD
Improved®
at 3 months
and target? achieved Yes 1
at 6 manths
’ hla Enthesiti
5
Phase III J
l Predominantly axial disease
£
Start bDMARD: Start bDMARD:
TNFiorIL-17i or IL-12f23i or IL-23p18i IL-17i or TNFi
considering relevant considering relevant
non-musculoskeletal manifestations® non-musculoskeletal manifestations®
Consider use of a JAK-inhibitor only after Consider use of a JAK-inhibitor only after
risk assessment’ Improved® risk assessment”
l at 3 months
and target® achieved Yes 1
at & months
N\

No




Recommendation 3
In patients with polyarthritis or those with monoarthritis/
oligoarthritis and poor prognostic factors (eg, structural damage,
elevated acute phase reactants, dactylitis or nail involvement),
a c¢sDMARD should be initiated rapidly, with methotrexate
preferred in those with clinically relevant skin involvement.
—

-——ﬂf\i

+ Patients with oligoarticular disease and lack of poor prognostic factors should also receive a csDMARD, but there is
less urgency for these patients given the more favourable long-term prognosis. The latter may receive csDMARDs after
a longer delay, and potentially a period of symptomatic treatment alone.

¢ Here comes the Difficult-to-Treat concept?

+ Start with csDMARD

¢ Usually MTX
+ >15mg/week (20-25mg in EULAR recommendations)

¢ Leflunomide and Sulfasalazine are also valid options



MTX in PsA
TICOPA study

» 188 patients received MTX in the first 12 weeks
e >50% received >15mg/week
¢ 86 patients reaching 25 mg/week at 12 weeks.
o ACR2040.8%, ACR50 18.8%, and ACR70 8.6%

o 22.4% MDA, PASI75 27.2%
+ Trend for MDA in those >15 mg/week
o Leeds dactylitis instrument (LDI) scores decreased significantly

» 62.7% decrease in patients with dactylitis, median change LDI -59.7, -157.4 to -26.4, p = 0.033

Coates et al ] Rheum 2016
Wilsdon et al Cochrane Database Syst Rev 2019




SEAM-PsA

+ SEAM-PsA

¢ MTX Vs ETN Vs MTX+ETN

» MTX-monotherapy (median
dose of 20mg/week)

v ACR20 50.7%
v MDA 22.9%
v enthesitis resolution in 43.1%

v psoriasis was clear or almost
clear in 66.3% at 24 weeks.

v No placebo arm however...

Mease P, Arthr & Rheum 2019
Merola ] & Ogdie A Arthr & Rheumatol 2019

3=

:
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Recommendation 4
In patients with peripheral arthritis and an inadequate response
to at least one csDMARD, therapy with a bDMARD should be

commenced.

e —

+ After csDMARDs

¢ bDMARD
» At this stage bDMARDs > JAKIi (safety/efficacy ratio, cost, experience)
» Joints: JAKi=TNFi=IL-17i=IL-23i (Is it really??? - new studies are coming)

» Skin: IL-171, IL23i > TNFi



Biologic and Small-molecule Therapies for PsA: Efficacy Data

from Registration Trials

Patients achieving ACR20% Response in Phase 3 PsA Trials

M Biologic or small molecule MW Placebo

64
59 57
52 51 53
47
42 40
34 36
24 23 23 24
19
16 15 15 15
12
IFX ETN ADA GOL CcP SEC IXE UsT APR ABT TOF
; —  Anti-
Anti-TNF Anti-IL17 PDE4i T-cell
IL12/23
modulator

57

24

UPA

JAKI

Note: Data are only presented for illustrative purposes and pot for direct comparison.

b4
57
33 34
GUS RIS
Anti-1L23

Lubrano et al Rheum Ther 2023
Kumthekar et al Clin Rheum 2023



2 head-to-head trials, IL-17Ai vs adalimumab
(PsA): similar efficacy on joints

B

W

SPIRIT H2H: ixekizumab vs adalimumab, EXCEED: secukinumab vs adalimumab,
%ACR50 at 1 year %ACR20 at 1 year

0. ©—¢ Secuk 300 mg (N=426)

B— Ada(N=427)
4 IXE (N=283) 4 ADA (N=283)

- 07 674

o 64-4

0 4 8 12 ® 2 A B N B 4L 4 & N 0 4 8 12 16 20 24 28 32 36 40 44 48 52
Weeks Weeks

Smolen JS, et al. Ann Rheum Dis. 2020 Jan
Mcinnes | et al, Lancet. 2020 May



Recommendation 5

In patients with peripheral arthritis and an inadequate response
to at least one bDMARD, or when a bDMARD is not appropriate,
a JAKi may be considered, taking safety comsiderations into
account.

R R — e — -

+ Lack of data for PsA

¢ Lending from RA

¢ Higher frequency of risk factors (e.g obesity)
+ *For JAKis, caution is needed for patients

¢ aged 65 years or above

¢ current or past long-time smokers

¢ Hxof CVD or other cardiovascular risk factors

¢ Other malignancy risk factors

¢ Known risk factors for venous thromboembolism

+ Wording is open for interpretation

¢ Consider also patient’s preferences



Recommendation 6

In patients with mild disease and an inadequate response to at
least one csDMARD, in whom neither a bDMARD nor a JAKi is
abbropriate. a PDE4 inhibitor mav be considered.

- R
q

+ Mild disease + Foremost trial

¢ Oligoarticular o early (symptom duration <5 years)

+ Entheseal? o Oligoarticular PsA: APR Vs PBO for

o Without significant skin 24w
. e ey . s 1.0
» No data on inhibition damage ¢ Primary endpoint: % MDA @w16
progreSSIOH 100+ M Placebo M Apremilast

. 807 Treatment difference (95% CI):

S 16.1% (6.6 t0 25.5)

% 60 - Nominal p=0.0026

z |

g 401 30.7%

& 15.1% -
20
0_

MDA

Coates et al ARD 2024 n/N= 16/105 62/203



Recommendation 7

In patients with unequivocal enthesitis and an insufficient
response to NSAIDs or local glucocorticoid injections,
therapy with a bDMARD should be considered.

» Careful of overtreatment
+ Not enough data for MTX
¢ Although there might be some efficacy

¢ All bDMARDs are equally effective

¢ JAKi are also an option and also effective



Recommendation 8

In patients with clinically relevant axial disease with an insuffi-
cient response to NSAIDs, therapy with an IL-17Ai, a TNFi, an
IL-17 A/Fi or a JAKi should be considered.

+ Axial Disease 100
o 2-5% of PsA patients have _
. . # &0
ONLY axial disease g
o About 20-30% of PsA N
patients have axial disease
(radiologic + clinical) e
W Socukcnumah 300 mgac 4 = 164] B Seokiromab 1S0mgsc =157} B Plamba N = 164)
o IL-17i, TNFi, JAKi work
well z ® P S Gl
. § i 3,?12: P ’ 755
#+ 1L-17 first here... | A e
¢ J[.-237? Wooks
—&— Secukinumab 300 mg (N = 164) —B— Secukinumab 150 mg (N = 157)
—— Placebo to secukinumab 300 mg (N =81) =% - Placebo to secukinumab 150 mg (N = 80)
== Placebo to secukinumab 300 mg (N = 81) —#— Placebo to secukinumab 150 mg (N = 80)

# 10 be seen...

Baraliakos X, et al. Ann Rheum Dis. 2021



IL.-23 in PsA
Real-life data

10+

+ 67 PsA patients with axial involvement 504 | o] °8
(Subjective + XR OR MR) \ : - %l g
¢ Received anti-IL-23 for 4 months o [ . 1 L

¢ In 27 patients

+ MRISs before and after %1 \. A J 2= -
¢ Significant BASDAI and ASDAS " ) : J_
improvement i, e s i

¢ MRI: & >0.80 score Sl was observed in 70.3% of pts

+ Paralleled clinical improvement

Ruscitti et al Rheumatology (Oxf) 2024
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Recommendation 9

The choice of the mode of action should reflect non-
muscitloskeletal manifestations related to FsA; with clinically
relevant skin involvement, preference should be given to an
IL-17A or IL-17A/F or IL-23 or IL-12/23 inhibitor; with uveitis
to an anti-TNF monoclonal antibody; and with IBD to an
anti-TNF monoclonal antibody or an IL-23 inhibitor or IL-12/23
inhibitor or a JAKI.



Psoriasis
Network Meta-analysis

PASI 100

PASI 90

Therapy Week 16 Week 52
Ixekizumab .226 (.202, .250) o4 .436 (.405, .467) e
Brodalumab 217 (.179, .255) r=9:a 378 (.326, .430) ——
Risankizumab |.168 (.150, .186) o 423 (.397, .449) o
Guselkumab .126 (.108, .144) ror .358 (.330, .386) o
Secukinumab |.162 (.148, .176) 9 324 (.303, .344) o
Adalimumab .075 (.057,.093) e 183 (153, .213) o
Etanercept .024 (.013, .035) = .087 (.065, .108) ro

010 012 0:4 ofo 0:2 0:4
Ixekizumab 442 (.413, .471) o .642 (.610, .673) Ho
Brodalumab 445 (.414, .476) roi .632 (.599, .665) e
Risankizumab |.367 (.343, .391) ol 671 (.645, .697) o
Guselkumab .310 (.286, .334) hd .614 (.587, .641) -
Secukinumab |.370 (.353, .387) - .578 (.559, .597) -
Infliximab .349 (.310, .388) ik 436 (.391, .481) e
Certolizumab  [.205 (.163, .247) e .387 (.335, .440) &
Adalimumab  |.238 (.207, .269) ho 411 (.370, .451) p
Etanercept .109 (.085, .133) '* .281 (.245, .317) -

0!0 0f2 0f4 0?6 0!8! 0?0 032 0?4 0?6 0.8

Blauvelt et al Derm Ther 2022



Uveiltis

How often in PsA

W

+ Not very often

¢ About 4% (also in Greece)

# Association with axial disease

» Association with family History of SpA

Rheumatology International (2023) 43:2081-2088 R h e u m ato | 0 g y
https://doi.org/10.1007/500296-023-05424-0 INTERNATIONAL
OBSERVATIONAL RESEARCH 4")

Check for
updates

Higher frequency but similar recurrence rate of uveitis episodes
in axial spondylarthritis compared to psoriatic arthritis. A multicentre
retrospective study

Nikolaos Kougkas'® - Konstantina Magiouf*® . Chrysoula G. Gialouri>*©® . Gerasimos Evangelatos*® -
Maria Pappa?® - Aikaterini Dimouli®*® . Alexios lliopoulos®*® - Anastasios Karmanakos®® .
Theodoros Dimitroulas' © - Maria G. Tektonidou?(® - Petros P. Sfikakis?® - George E. Fragoulis?

Delmas et al RMDOpen 2023
Kougkas et al Rheum Int 2023



Uveiltis

Treatment options - 11
T T  EEEEEEEEEEEEEEEEEEEEEE———————E  _————

ORIGINAL ARTICLE

+ Adalimumab i

Adalimumab in Patients with Active
Noninfectious Uveitis

¢ Approved for uveitis (non-anterior)

loF co, M.D

» David S. Chu, M.D

, Alexandra P. Song, M.D., M.P.H
and Eric B. Suhler, M.D., M.P.H

+  Certolizumab, infliximab, golimumab

¢ Have also good results

+ Etanercept, Secukinumab, Ixekizumab

Reduction of anterior uveitis flares in Infliximab for the Treatment of Refractory
: patients with axial spondyloarthritis on 5 " o %
¢ Not-effectlve certolizumab pegol treatment: final Nonlnfectl()us Uveltls
2-year results from the multicenter
+ Tofacitinib, Upadacitinib, Filgotinib, IL-23i phase IV C-VIEW study A Study of 88 Patients with Long-term Follow-up
@ NO data yet Jonathan N. Kruh, MD," Paul Yang, MD, PhD,"? Ana M. Suelves, MD,}? C. Stephen Foster, MD, FACS!??

+ Bimekizumab

Reduced Occurrence Rate of Acute Anterior Uveitis in
Ankylosing Spondylitis Treated with Golimumab —
The GO-EASY Study

. Rianne E. van Bentum, Sjoerd C. Heslinga, Michael T. Nurmohamed, Andreas H. Gerards,
Rademacher J et al Ther Adv Mus Dis 2020 . . ..
Fragoulis & Siebert Rheumatology 2020 Ed N. Griep, Charlotte B.J.M. Koehorst, Marc R. Kok, Anna M. Schilder, Marijn Verhoef,
Dick AD et al. Ophthalmology 2013 and Irene E. van der Horst-Bruinsma

¢ Promising??



? frontiers | Frontiers in Immunology

@ Check for updates
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Comparative risk of uveitis with
Janus kinase inhibitors versus
tumor necrosis factor inhibitors
in ankylosing spondylitis and
psoriatic diseases: a target

trial emulation study

Wei-Hsuan Bai*, Pei-Lun Liao™?, Yi-Chiao Bai**
and James Cheng-Chung Wei****

TriNetX US Collaborative Network

Patients aged =18 years with ankylosing spondylitis or psoriatic disease
( with=2 visit record ) , from 2000/1/1 to 2023/12/31, n=697,850

2016/1/1 10 2023/12/31

—

¥
JAKI new user group TNFi new user group
7,738 patients used JAKI from 54,854 patients used TNFi from

2016/1/1 10 2023/12/31

Exclusions:

1. Uveitis before index date, n=291
2. Use of TNFi after index date, n=1,561

Exclusions:

1. Uveitis before index date, n=3,140
2. Use of JAKI after index date, n=3,685

JAKI new user group,

n=5,886

TNFIi new user group,
n=48,029

Propensity score matching 1:1 by age at index, sex, race,
ethnicity, BMI, medical utilization, socioeconomic, lifestyle,

comorbidities and medications

v

JAKI new user group,

n=5,874

FIGURE 1

TNFI new user group,
-5,874

Participant selection flowchart of study cohort selection.




Risk of incident uveitis events over a 9-year follow-up period

-——‘é—

JAKi user 5,874 37

0.63 (0.418-0.948) 0.53 (0.356-0.789) 0.649 (0.43-0.979) 0.596 (0.403-0.880)
TNFi user 5,874 86 reference reference reference reference
E-value (CI) — — 2.553 (1.295) 3.180 (1.850) 2.454 (1.169) 2.744 (1.530)

In all models, patients receiving JAKi therapy had a consistently lower risk of uveitis compared with those receiving TNFi therapy

- === JAKi user

TNFi user

®

~N

Log-rank p=0.009

o

Cumulative incidence of uveitis

9-year fu:
was significantly lower in JAKi Vs TNFi

w & w

Cumulative probability(%)

0 365 730 1095 1460 1826 2191 2556 2921 3287

Days



Psoriatic arthritis

IBD

+ 1.2% of PsO
+ ~3% of PsA (mainly CD)

34

34

Possibly higher in those with PsA-axial

Few are known for subclinical inflammation

4

Inflammatory bowel disease

¢

Risk Ratio

*

*

Vs Healthy: 2.96 (1.40 - 6.00)
Vs Psoriasis 3.60 (1.83 - 7.10)

Charlton R et al Ann Rheum Dis 2018
McDonough E et al | Rheum 2014

Khraishi M et al Clin Rheum 2014

Husted |A et al Arthritis Care and Res 2014
Kimball AB | Am Acad Dermatol. 2008
Krishnadas R Brain Behav Immun 2016
Nikiphorou E, Fragoulis GE Ther Adv Musculoskelet Dis. 2018
Fragoulis GE et al Ther Adv Musc Dis 2020
Alinaghi et al J Crohns Colitis 2020

Jadon et al ARD 2017

Fragoulis et al Clin Exp Rheum 2022



Psoriatic arthritis
IBD Treatment

. THE LANCET sy
+ Inflammatory bowel disease

ARTICLES | VOLUME 399, ISSUE 10340, P2015-2030, MAY 28, 2022

¢ Efficacy

Risankizumab as induction therapy for Crohn's disease: results from the

phase 3 ADVANCE and MOTIVATE induction trials

Prof Geert D'Haens,MD 2 T « Prof Remo Panaccione, MD | o Filip Baert, MD « Peter Bossuyt, MD «

+ Infliximab

Prof Jean-Frederic Colombel, MD « Prof Silvio Danese, MD « etal. Show all authors « Show footnotes

+» Adalimumab

+ Ustekinumab Gastroenterology baga

4 Download Full Issue

C t 1 . b CD ORIGINAL RESEARCH FULL REPORT: CLINICAL—ALIMENTARY TRACT | VOLUME 158, ISSUE 8,
» Certolizuma parzs 215025, v 2020 [ TR

. Efficacy and Safety of Upadacitinib in a Randomized
+ Golimumab (UC) Trial of Patients With Crohn’s Disease

William J. Sandborn = Brian G. Feagan  Edward V. Loftus Jr. = ... Aileen L. Pangan = Ana P. Lacerda »

#* Guselkumab (CD, UC) Julian Panes 2 e Show all authors

*+ Risankizumab (CD, UC)
+ Tofacitinib (UC, but NOT CD)

Tofacitinib as Induction and Maintenance Therapy for Ulcerative Colitis
* Upadacitinib William J. Sandborn, M.D., Chinyu Su, M.D., Bruce E. Sands, M.D., Geert R. D’Haens, M.D., Séverine Vermeire, M.D., Ph.D., Stefan Schreiber, M.D., Silvio Danese, M.D., Brian

G. Feagan, M.D., Walter Reinisch, M.D., Wojciech Niezychowski, M.D., Gary Friedman, M.D., Nervin Lawendy, Pharm.D., et al., for the OCTAVE Induction 1, OCTAVE Induction
2, and OCTAVE Sustain Investigators*

Whitlock SM et al ] Am Acad Derm 2018
Feagan BG et al Lancet 2017

Sharma S et al Best clin Prac & Res Clin Rheum 2018



Table-update

Wﬁ
‘ Anti-TNF Etanercept Anti-IL-17 Anti-IL-23 JAKi

Arthritis
Skin

Enthesitis

Dactylitis

Nail disease

Axial

Eye

Bowel

Tuberculosis

Herpes zoster

VTE/PE

Gialouri et al MJR 2022



Recommendation 10
In patients with an inadequate response or intolerance to a

bDMARD or a JAKi, switching to another bDMARD or JAKi
should be considered, including one switch within a class.

» Not many data

» Switching/swapping seems to be the same, till now



EULAR PsA
ACR PsA

¢ Monocentric study

o PsA patients treated with b-ts DMARDs

= 100
o N=183 *
@

t1: w80
+ 1%tline i

+ Cycling (same mechanism of action) 3 60

* owappin o e CG
pping -

Time (months)

o No significant Differences in retention

* Between cycling and Swapping

48 Alarico et al. Medicine 2020



Cycling vs swapping in SpA

both strategies work, but each switch lowers response

Psoriatic arthritis

v

Cycling and swapping give similar drug retention in
most studies

Gender may matter: men stopped more often after
swapping than cycling

Axial SpA

v

A second TNFi still works, but effectiveness falls with
each cycle

Inactive disease at 6 months: 23% on a 2nd TNFi vs
16% on a 3rd

Secondary non-responders: switching mechanism of
action is a valid option

Secukinumab 12-month retention, axSpA

84%

73%
66%

b/tsDMARD naive 1 prior >2 prior

Real-world cohort, n=1,860. Source: Karagianni et al. Mediterr J Rheumatol 2026



Ixekizumab therapy following secukinumab inadequate response in psoriatic arthritis:

Switching in another IL-17i

v' Retrospective study

v Failed to secukinumab (SEC-IR)
v' Treated with ixekizumab (IXE)
v SEC-IR: - 21/24 (88%) peripheral

arthritis None
-11/24 (46%) psoriasis 1
-10/24 (42%) axial 2
3

11 (45.8) ]’ N 11, Group
9 (37.5)
3 (12.5) - n= 13, Group
B
1(4.2)

A. Panagiotopoulos et al Rheum Int 2023



Results (2)

v DAPSA improvement: 15/24

patients
-64% (7/11) Group A
-62% (8/13) Group B

v HAQ improvement (p=0.004)

Parameters

TJC, median (IQR)

SJC, median (IQR)

BSA, mean (SD)
Enthesitis, n (%)
Dactylitis, n (%)

ESR - mm/h, mean (SD)
CRP - mg/dl, mean (SD)
DAPSA, mean (SD)

ASDAS, mean (SD)
BASFI, mean (SD)
HAQ, mean (SD)

Concurrent cDMARDs, n (%)

Concurrent glucocorticoids, n (%)

Concurrent NSAIDs, n (%)

Start of IXE

45 (7)
3.5 (4)
8.7 (8.7)
6 (25)

5 (20.8)
30.1 (18.7)
15(2)
22.8 (8.6)

3.2 (0.8)

5.2 (1.8)

0.9 (0.6)
6 (25)

7 (29.2)

2 (8.3)

Last Follow Up

2.4 (33)
1(42)
2 (8.3)
21.6 (13.8)
0.7 (0.9)
13.6 (7.8)

2.3 (0.7)
3.6 (1.8)
0.4 (0.3)

13 (54.2)

3 (12.5)

3 (12.5)

0.001

<0.001

0.001

0.08

0.06

0.130

0.144

<0.001

0.004

0.011

0.004



T ———————
Results (3)

v' ASDAS improvement (AASDAS 2 5
1.1) : 8/16 patients 4
-57% (4/7) Group A 23
A

- 44% (4/9) Group B %2

1 | | el | |
0

Group A Group B
B Ixekizumab START  mIxekizumab Last Follow Up




Recommendation 11

In patients in sustained remission, tapering of DMARDs may be

considered.

“

Table 2 Summary of TNFi tapering studies in PsA

Study Study design Population size Population type Regimen Key results Predictors of success
Cantini et al. [16] Prospective case—control, 76 patients (53 in tapered Patients with PsA Adalimumab dose tapered  47/53 patients in the -
Italy group; 23 in non-tapered with a disease dura- by increasing the interval  tapered group main-

Jantaetal. [13] Cross-sectional, Spain

Lorenzin et al. [12] Retrospective, Italy

Jetal. [abstract] [18] Retrospective observa-
tional, Spain

Fongetal. [14] Retrospective, UK

group)

tion< 24 months who
required TNFi attend-
ing clinic from January
2008 — December 2010.
Required to be in clinical
remission for> 6 months
and not taking additional
drugs including NSAIDs
and steroids for 2 con-
secutive visits

from 40 mg every
2 weeks to 40 mg every
month

102 patients (28 in tapered  Patients with PsA attending TNFi dose tapered by

group; 74 in non-tapered
group)

141 patients (65 in tapered
group, 76 in non-tapered
group)

37 patients (all tapered)

83 patients (15 in tapered
group; 68 in non-tapered
group)

clinic from January —
March 2014. Required
MDA or maintained
remission

Patients with axial and/
or peripheral PsA with
limited skin involvement
attending clinic over a
4-year period. Required
to be in remission/MDA
for > 6 months

Patients with PsA
with > 1 year of clinical
remission

Patients with severe PsA
(= 3 tender and swollen
joints + active arthritis
despite adequate tri-
als of > 2 DMARDs).
Required DAS28-

ESR <3.2 for> 6 months
and not taking regular
NSAIDs or steroids

increasing the interval
between doses or reduc-
ing the absolute dose

TNFi dose tapered by
increasing interval
between doses

Unclear

TNFi dose tapered by a
third, either by extending
dose-interval or reducing
the absolute dose

tained remission over
mean follow up period
of > 28 months

23/28 patients in the
tapered group were
successfully maintained
on a tapered TNFi dose
for> 1 year

Dose interval could be
extended in 26/74
patients on adalimumab
and 39/67 patients on
etanercept

Patients (37 PsA in addi-
tion to 75 rheumatoid
arthritis and 32 ankylos-
ing spondylitis) were able
to maintain remission
on a tapered etanercept
dose for approximately 2
and a half years, and on a
tapered adalimumab dose
for nearly 2 years

9/15 patients in the tapered
group were successfully
maintained on a tapered
TNFi dose for a mean of
1 year

Lower disease activ-

ity prior to TNFi
tapering

Ye et al. Drugs 2018



Recommendation 11
In patients in sustained remission, tapering of DMARDs may be
considered.
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+ Disease relapse occurred more rapidly with treatment
- withdrawal (median 22.3 weeks compared to those who
* continued treatment with ixekizumab (P < 0.0001)
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Recommendation 11
In patients in sustained remission, tapering of DMARDs may be
considered.

R — R — s

v

60 patients with RA, PsA, or AS with sustained minimal disease activity (MDA)

4

4

18-month, open-label, RCT

Intervention: doubled the dosing interval at baseline and discontinued etanercept 6 months later
Control: continued the standard dose for 6 months and doubled the dosing-interval thereafter.
Primary outcome: % maintaining MDA at 6 month follow-up

6 months, MDA status was maintained in 47 patients (63%) in the intervention group and 56
(74%) in the control group (p = 0.15)

+ Results similar across diseases

Ruwaard et al. Scand ] Rheum 2023



Take home messages

I

w—

+ Tailored approach as per
¢ MSK manifestations (e.g axial)
¢+ Non-MSK (e.g eye, bowel)
o Comorbidities (e.g obesity)

+ More data needed for switching Vs Swapping

+ Tapering is a valid option
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& EMATTEAMATIKH ENQZH
PEYMATOAOIQN EAAAAOZ

Registries for Early PsA & axSpA
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