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The 7 Overarching Principles (OAP)



Psoriatic arthritis

...or psoriatic disease

Metabolic component

Diabetes (11-20%)

Obesity (16-60%)

Associates with PsA development and worse prognosis

Hypertension/CVD (28-47%/21-62%)

 CVD risk

✓ 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
McDonough E et al J Rheum 2014
Khraishi M et al Clin Rheum 2014

Husted JA et al Arthritis Care and Res 2014

Kimball AB J Am Acad Dermatol. 2008
Krishnadas R Brain Behav Immun 2016
Nikiphorou E, Fragoulis GE Ther Adv Musculoskelet Dis. 2018



PsA
Data from Greece



923 patients (55% females) 

median (IQR) age of 57 (48-65) years

PsA
Data from Greece



PsA

Obesity – 3 problems…

 BMI

 risk of PsA Development in patients with Psoriasis Or in healthy individuals

 risk of not reaching outcomes

 risk of not maintaining favourable outcomes



in a prospective study, PsA starting TNFi

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

Follow-up for 24 months

Obese PsA patients 

less likely to achieve MDA at month 12

[HR] 4.90, 95% confidence interval [95% CI] 3.04–7.87; P < 0.001

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

HR 2.04, 95% CI 1.015–3.61; (P=0.014)

PsA

Obesity: difficult to reach and maintain good outcome

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



Longitudinal PsA cohort study

1291 patients (mean age 44.7 years, 56% male, 
mean BMI 28.8 kg/m²)

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-23i, JAKi

Rheumatology (Oxf) 2026



Different effects of the various b-tsDMARDs

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



1754 patients

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-17i (slope 0.63±0.20 vs. -
0.26±0.25,p<0.01)

IL-23i 39 (0.82±0.34 vs. -
0.56±0.56,p<0.01)

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

Mehta et al Rheumatology (Oxf) 2025



Infections



Liao et al, PLoS One 2016

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

Are all bDMARDs the same?



Tuberculosis &bDMARDs

Evangelatos G et al TAMD 2020



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%



Anti-IL-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. 

Li et al. Ann Rheum Dis 2020



23.333 PsA 11.457 axSpA patients

Serious infections:  1.09/100py similar 

between PsA and AxSpA

PsA (0.96 per 100 PY 95% CI 0.69 to 1.28)

axSpA (1.09 per 100 PY 95% CI 0.76 to 1.46). 

Non-serious infections: 53.0/100 PY

PsA (54.08 (95% CI 40.96 to 68.99, I2=98%))

axSpA (58.02 per 100 PY (95% CI 44.79 to 72.94, 

I2=98%))

In PsA patients (IRs) for Serious Infections

TNFi 1.36 per 100 PY (95% CI 0.72 to 2.16, I2=55%)

IL-17i 0.97 per 100 PY (95% CI 0.49 to 1.57, I2=47%)

JAKi 1.51 per 100 PY (95% CI 0.00 to 14.74, I2=31%)

IL-23i 0.29 per 100 PY (95% CI 0.00 to 1.03, I2=15%)

PDE4 0.38 per 100 PY (95% CI 0.00 to 1.19, I2=0%) 

In axSpA patients, 

TNFi 1.24 per 100 PY (95% CI 0.78 to 1.77, I2=28%)

IL-17i 1.20 per 100 PY (95% CI 0.59 to 1.96, I2=40%) 

JAKi 1.28 per 100 PY (95% CI 0.00 to 13.77, I2=0%) with JAKi 

Serious Infections



Cytokines and Comorbidities

Cardiovascular risk – the big picture

Feguson L et al, Nat Rev Rheum 2019



PsA

Retrospective Taiwan (2001-2022), n=2383

1,190 on bDMARDs and 1,193 on conventional 
DMARDs (cDMARDs)

Average fu period: 5 years

bDMARDs group

↓ risks of MACE ([HR]: 0.65; [CI]: 0.43–0.96)

↓ all-cause mortality (HR: 0.44; 95% CI: 0.35–0.57)

↓ cardiovascular mortality (HR: 0.54; 95% CI: 
0.32–0.92), 

 incidence of infection-related admission 
(HR: 1.45; 95% CI: 1.18–1.78).

PsA & CVD
bDMARDs

Hsu et al Rheumatology (Oxf) 2025



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

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

(AUC) of 85.5 (95% confidence interval [CI] 81.9–89.1)

Was not improved after including PsD features

PsA & CVD
Importance of controlling traditional risk factors

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 



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, MI/stroke, VTE , and malignancy.

48,167

PsA patients, 2017–2023

3,166

tofacitinib initiators

26,760

TNFi initiators

20,252

IL-17Ai initiators

Main outcome readout

Serious infection
Tofa IR 1.78/100 PY; no significant 
adjusted difference vs biologics.

MI or stroke
Tofa IR 0.27/100 PY; no significant 
adjusted difference vs biologics.

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

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

Magrey et al. Arthritis Research & Therapy, 2026;



68TJC + 66SJC + CRP 

+ Patient-Global + 

Patient-Pain 

Disease 

activity

Score

Remission 0-4

Low 5-14

Moderate 15-28

High >28

DAPSA

MDA

Gialouri et al. Clin Rheum 2o21



Systemic steroids have been 
removed as an option

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

10% are receiving steroids at a 
regular basis





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

>50% received ⩾15 mg/week

86 patients reaching 25 mg/week at 12 weeks. 

ACR20 40.8%, ACR50 18.8%, and ACR70 8.6%

22.4% MDA, PASI75 27.2%

Trend for MDA in those ⩾15 mg/week 

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 J 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)

✓ ACR20 50.7%

✓ MDA 22.9%

✓ enthesitis resolution in 43.1%

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

✓ No placebo arm however…

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



After csDMARDs

bDMARD

At this stage bDMARDs > JAKi (safety/efficacy ratio, cost, experience)

Joints: JAKi=TNFi=IL-17i=IL-23i (Is it really??? – new studies are coming)

Skin: IL-17i, IL23i > TNFi



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

Smolen JS, et al. Ann Rheum Dis. 2020 Jan 

McInnes I et al, Lancet. 2020 May

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

Hx of 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



Mild disease

Oligoarticular 

Entheseal?

Without significant skin

No data on inhibition damage 
progression

Foremost trial

early (symptom duration ≤5 years) 

Oligoarticular PsA: APR Vs PBO for 
24w

Primary endpoint: % MDA @w16 

Coates et al  ARD 2024



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



Axial Disease

2–5% of PsA patients have 
ONLY axial disease

About 20–30% of PsA 
patients have axial disease 
(radiologic + clinical)

IL-17i, TNFi, JAKi work 
well

IL-17 first here…

IL-23?

To be seen…

p<0.0001

Baraliakos X, et al. Ann Rheum Dis. 2021 



67 PsA patients with axial involvement 
(Subjective + XR OR MR)

Received anti-IL-23 for 4 months

In 27 patients

MRIs before and after

Significant BASDAI and ASDAS 
improvement

MRI:  > 0.80 score SI was observed in 70.3% of pts

Paralleled clinical improvement

IL-23 in PsA

Real-life data

Ruscitti et al Rheumatology (Oxf) 2024





Psoriasis
Network Meta-analysis

Blauvelt et al Derm Ther 2022



Uveitis 

How often in PsA

Not very often

About 4% (also in Greece)

Association with axial disease

Association with family History of SpA

Delmas et al RMDOpen 2023
Kougkas et al Rheum Int 2023



Uveitis

Treatment options - II

Adalimumab 

Approved for uveitis (non-anterior)

Certolizumab, infliximab, golimumab

Have also good results

Etanercept, Secukinumab, Ixekizumab

Not-effective 

Tofacitinib, Upadacitinib, Filgotinib, IL-23i

No data yet

Bimekizumab

Promising??

Rademacher J et al  Ther Adv Mus Dis 2020
Fragoulis & Siebert  Rheumatology 2020
Dick AD et al. Ophthalmology 2013





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

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

Exposure group N No. of events Model 1 HR* (95% CI) Model 2 HR (95% CI) Model 3 HR (95% CI) Model 4 HR (95% CI)

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)

Cumulative incidence of uveitis
9-year fu:

was significantly lower in JAKi Vs TNFi



Psoriatic arthritis

IBD

Charlton R et al Ann Rheum Dis 2018
McDonough E et al J Rheum 2014
Khraishi M et al Clin Rheum 2014

Husted JA et al Arthritis Care and Res 2014
Kimball AB  J 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 

Inflammatory bowel disease

Risk Ratio

Vs Healthy: 2.96 (1.40 - 6.00)

Vs Psoriasis 3.60 (1.83 – 7.10)

1.2% of PsO

~3% of PsA (mainly CD)

Possibly higher in those with PsA-axial

Few are known for subclinical inflammation



Psoriatic arthritis

IBD Treatment

Inflammatory bowel disease

Efficacy

Infliximab

Adalimumab

Ustekinumab

Certolizumab (CD)

Golimumab (UC)

Guselkumab (CD, UC)

Risankizumab (CD, UC)

Tofacitinib (UC, but NOT CD)

Upadacitinib

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

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



Table-update

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



Not many data

Switching/swapping seems to be the same, till now



EULAR PsA

ACR PsA

48

Monocentric study

PsA patients treated with b-ts DMARDs

N=183

1st line

Cycling (same mechanism of action)

Swapping

No significant Differences in retention

Between cycling and Swapping

Alarico et al. Medicine 2020



Cycling vs swapping in SpA

both strategies work, but each switch lowers response

Psoriatic arthritis

Cycling and swapping give similar drug retention in 
most studies

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

Axial SpA

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

84%

73%

66%

b/tsDMARD naïve 1 prior ≥2 prior

Secukinumab 12-month retention, axSpA

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

A. Panagiotopoulos et al Rheum Int 2023

bDMARDs after SEC

and prior to IXE
n (%)

None 11 (45.8)

1 9 (37.5)

2 3 (12.5)

3 1 (4.2)

✓ Retrospective study

✓ Failed to secukinumab (SEC-IR)

✓ Treated with ixekizumab (IXE) 

✓ SEC-IR: - 21/24 (88%) peripheral 

arthritis

- 11/24 (46%) psoriasis

                   - 10/24 (42%) axial

n= 11, Group
A

n= 13, Group
B



Results (2)

✓ DAPSA improvement: 15/24

patients

- 64%  (7/11) Group A 

- 62% (8/13) Group B

✓ HAQ improvement (p=0.004)

Parameters Start of IXE Last Follow Up P

TJC, median (IQR) 4.5 (7) 2 (4) 0.001

SJC, median (IQR) 3.5 (4) 1 (2) <0.001

BSA, mean (SD) 8.7 (8.7) 2.4 (3.3) 0.001

Enthesitis, n (%) 6 (25) 1 (4.2) 0.08

Dactylitis, n (%) 5 (20.8) 2 (8.3) 0.06

ESR – mm/h, mean (SD) 30.1 (18.7) 21.6 (13.8) 0.130

CRP – mg/dl, mean (SD) 1.5 (2) 0.7 (0.9) 0.144

DAPSA, mean (SD) 22.8 (8.6) 13.6 (7.8) <0.001

ASDAS, mean (SD) 3.2 (0.8) 2.3 (0.7) 0.004

BASFI, mean (SD) 5.2 (1.8) 3.6 (1.8) 0.011

HAQ, mean (SD) 0.9 (0.6) 0.4 (0.3) 0.004

Concurrent cDMARDs, n (%) 6 (25) 13 (54.2)

Concurrent glucocorticoids, n (%) 7 (29.2) 3 (12.5)

Concurrent NSAIDs, n (%) 2 (8.3) 3 (12.5)



0

1

2

3

4

5

A
S

D
A

S
Group A                                                                Group B                     

Ixekizumab START Ixekizumab Last Follow Up

Results (3)

✓ ASDAS improvement (ΔASDAS ≥ 

1.1) : 8/16 patients

- 57%  (4/7) Group A 

- 44% (4/9) Group B



Ye et al. Drugs 2018



158 patients

Primary outcome: loss of MDA

Disease relapse occurred more rapidly with treatment 
withdrawal (median 22.3 weeks compared to those who 
continued treatment with ixekizumab (P < 0.0001)

Sixty-seven patients (85%) compared to 30 patients (38%) 
experienced relapse in the placebo group and the continued 
treatment group, respectively

Median time to achieving MDA again with retreatment was 
4.1 weeks 

Coates et al. Arthr & Rheum 2021



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

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 J Rheum 2023



Take home messages

Tailored approach as per

MSK manifestations (e.g axial)

Non-MSK (e.g eye, bowel)

Comorbidities (e.g obesity)

More data needed for switching Vs Swapping

Tapering is a valid option



Registries for Early PsA & axSpA

➢ Στόχος: Καταγραφή 
Νεοδιαγνωσθέντων ασθενών 
(b/tsDMARDs naive) και 
ετήσια παρακολούθηση

➢ Πλατφόρμες:

PsA: https://psa.ere.gr/

axSpA:
https://axspa.ere.gr/

Για κωδικούς πρόσβασης & 
οδηγίες: 
andaggel@hotmail.com
(Αγγελόπουλος Ανδρέας – 
Συντονιστής)

https://psa.ere.gr/
https://axspa.ere.gr/
mailto:andaggel@hotmail.com
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