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The D2T concept — Is there a standard definition?

= No official definition suggested by EULAR

» FULAR survey: D2T status should be defined as failure of at least 2 bDMARDS
with different mechanism of action (1)

02T PsA should be defined as failure of*:

| I "
22 hOMARDs with =2 MOA a0.0% 8a
23 bMARDs with =3 MOA 23.0% al
23 bIMARDs with =2 MOA 16.0% 39
=7 hOMARDs, any class 3.6% ad ® Marzo-Ortega H. et al.. Ann Rheum Dis. 2023
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How was difficult-to-treat
psoriatic arthritis defined in
the studies?
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@ a. Inadequate response or intolerance to = 1 TNFi (n=2)
' b. Failure to > 1 TNFi or other bDMARD (n=1)
@ c. Failure to = 1 csDMARD + = 1 bDMARD (n=5)

d. Failure to = 1 csDMARD + > 2 b/tsDMARDs with different mechanisms of action n=4)
® e
@ f

Failure to = 3 b/tsDMARDs with different mechanisms of action (n=2)

Nonspecific (n=1) (2) Singla S et al. RMD Open. 2024



D2T PsA

* Despite the availability of numerous therapeutic options, many
patients with PsA display residual disease activity and fail to achieve
remission or at least low disease activity.

* In cross-sectional studies, the overall prevalence of MDA was 35%
(95% CI: 30%—-41%)

* Should we define D2T Psoriatic arthritis?

Zardin-Moraes M et al. J Rheum 2020




The D2T concept — Borrowing from
D2T Rheumatoid Arthritis

=» RA EULAR definition can be
used. But 1s 1t “transferable”?
RA differs considerably from
PsA

= |n terms of phenotype

= Also In terms of treatment
(e.g steroids are not
classically used in PsA- was
not considered as therapeutic
option in our study)

1. Treatment according to European League Against
Rheumatism recommendation and failure of =2 b/tsDMARDs
(with different mechanisms of action)* after failing csDMARD
therapy (unless contraindicated).

2. Signs suggestive of active/progressive disease, defined as =1
of:

a. At least moderate disease activity (according to validated
composite measures including joint counts, for example,
DAS28-ESR>3.2 or CDAI>10).

b. Signs (including acute phase reactants and imaging) and/
or symptoms suggestive of active disease (joint related or
other).

c. Inability to taper glucocorticoid treatment (below 7.5 mg/
day prednisone or equivalent).

d. Rapid radiographic progression (with or without signs of
active disease).

e. Well-controlled disease according to above standards, but
still having RA symptoms that are causing a reduction in
quality of life.

3. The management of signs and/or symptoms is perceived as
problematic by the rheumatologist and/or the patient.

All three criteria need to be present in D2T RA.

b, biological; CDAI, clinical disease activity index; cs, conventional
synthetic; DAS28-ESR, disease activity score assessing 28 joints

using erythrocyte sedimentation rate; DMARD, disease-modifying
antirheumatic drug; mg, milligram; RA, rheumatoid arthritis; ts, targeted
synthetic.

*Unless restricted by access to treatment due to socioeconomic factors.
tIf csDMARD treatment is contraindicated, failure of =2 b/tsDMARDs
with different mechanisms of action is sufficient.

1Rapid radiographic progression: change in van der Heijde-modified
Sharp score =5 points at 1 year.'®



Clinical case

» Male 23 years old

» Normal BMI

» No past medical history




Clinical case

» Tender joins: 6

» Swollen joints: 3

®» Psoriasis: BSA 3%




Clinical case

®» CRP:15 mg/I

» DAPSA: 21.1




Clinical case

= |nitially treated with methotrexate 17.5 mg/week

» After 1 month LFT values were abnormal

» MTX discontinued and then reinitiated on 12.5 mg/week




Clinical case

= Noft significant improvement both for skin and joint involvement

» \What should we do nexte
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EULAR recommendations for the management of
psoriatic arthritis with pharmacological therapies:
2023 update
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EULAR recommendations for the management of psoriatic
arthritis with pharmacological therapies: 2023 update

» MTX starting dose should be above 15 mg/week

» Efficacy-safety balance should be kept in mind due to metabolic
comorbidities in PsA patients




Clinical case

» Started upadacitinib 15mg/day

® Joint involvement was improved, but skin involvement wasn’t improved
BSA: 3%

» DAPSA: 8







Clinical case

» Started Guselkumab

» After 6 months, skin and joint involvement were improved

» DAPSA: 3, BSA 0%




Median effect (95% Crl)

IL-17RAI Brodalumab 210 mg ——— -1.75 (-1.95, -1.56)
IL-17Ai Ixekizumab 80 mg Q2W —e— -1.66 (-1.89, -1.44)
IL-17Ai Ixekizumab 80 mg Q4W* —e— -1.55 (-1.73, -1.38)
IL-17Ai Secukinumab 150 mg* —e—i -1.29 (-1.43, -1.16)
o IL-17Ai Secukinumab 300 mg* —e—i -1.56 (-1.71, -1.42)
S |<| n IL-23i Guselkumab 100 mg Q8Wt —e— -1.95 (-2.11, -1.79)
IL-23i Tildrakizumab 100 mg Q12W ———— -0.97 (-1.33, -0.58)
. 4 4 IL-12/23i  Ustekinumab 45 mgt —— -1.34 (-1.53, -1.15)
» AnTI_l L_23/_ ] 7 ClOSS > O nTI_TN F In PAS | 75 IL-12/23i  Ustekinumab 90 mg* e -1.47 (-1.65, -1.30)
TNFi Adalimumab 40 mg Q2W* —— -1.07 (-1.21, -0.92)
» heOd-TO—heOd iN pSOI’IOSIS TNF! Certolfzumab 200 mg Q2W i -1.02 (-1.28, -0.75)
TNFi Certolizumab 400 mg Q4W e -1.00 (-1.29, -0.72)
N R TNFi Etanercept 50 mg weekly L — -0.58 (-1.01, -0.19)
» Ustekinumab, Ixekizumab >> Etanercept TNFi Etanercept 50 mg BIW N 0.80 (-1.27, -0.39)
TNFi Golimumab 50 mg b -1.06 (-1.41, -0.74)
uselkumab > Adalimumab TNFi Golimumab 100 mg ——— -1.37 (-1.72, -1.06)
TNFi Infliximab 5 mg/kg — -1.63 (-1.98, -1.32)

H : CTLA-4i Abatacept 125 mgt - -0.24 (-0.49, 0.03

Tildrakizumab > Etanercept Pt 125 me ‘ ’

5 35 25 -15 05 0.5

Favours comparator | Favours placebo

Gordon K et al Lancet 2018

Reich K et al Lancet 2017

Lin VW et al Arch Derm 2012

Griffiths CE et al NEJM 2010

Griffiths CE et al Lancet 2015

Blauvelt et al ] Am Acad Dermatol 2017

Paul | et al Blauvelt et al | Am Acad Dermatol 2018



Clinical case

» After 6 months on guselkumab he developed axial symptomatology

» MRI SJ: unilateral sacroilitis

» Guselkumab was discontinued and started secukinumab




Axial PsA
Frequency

2—-5% of PsA patients have ONLY axial disease
About 20—-30% of PsA patients have subclinical axial disease (radiologic but not clinical)

15% of PsA patients without axial disease at diagnosis, developed within the first 10 years

Prevalence of axial disease in PsA varies (depends on disease duration)
In 25—70% of patients with PsA and in 5—-28% within the first year of diagnosis.

Early PsA Longstanding PsA




Axial-PsA
Trying to define...

> Ther Adv Musculoskelet Dis. 2021 Dec 18;13:1759720X211057975.
doi: 10.1177/1759720X211057975. eCollection 2021.
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Psoriatic arthritis
Axial disease

» CDMARDS

» Not effective for axial disease
» DDMARDs/tsDMARDs

» Anti-IL-17

» JAK-inhibitors

» Anti-TNF

» Anti-IL-23 ¢2¢




W Sacukriomal 300 mg 2o M = 154

0<0.000T1

ok 12

N Saqukinumal 1530 mg 5.0 = 157)

Axial-PsA (MAXIMISE)
ASAS20 (primary endpoint)

W Flaombo N = 1564]

Responders (%)

o 8 8 8 8

Weeks

—g— Secukinumab 300 mg (M = 164) —— Secukinumab 150 mg (M = 157)
—i— Placebo to secukinumab 300 mg (N = 81) —-# - Placebo to secukinumab 150 mg (N = 80)
==l = Placebo to secukinumab 300 mg (N = 81) —#— Placebo to secukinumab 150 mg (N = B0)

Baraliakos X, et al. Ann Rheum Dis. 2021



@ Axial-PsA (MAXIMISE)

Secukinumab reduced total berlin MRI score for the
entire spine at Week 12*

Berlin MRI score fok entire spine
Berlin MRI scRre for Sl joints

0.0 - 0,0 1
0,00 "q::
_0,2 _ @'2 ] '0,08
o
o
-0,4 - 0.4 1
c
. -0,42 o
Q04 ] s - 0,55
% a -0,61
-0,8 - -0,8 1
B Secukinumab 300 mg s.c. (N = 164) 1,0 -
m Secukinumab 150 mg s.c. (N = 157)
B Placebo (N = 164)
g vs placebo P=0.0031 300 mg vs placebo: P=0.0034
ng vs placebo: P=0.0127 150 mg vs placebo: P=0.0091

Baraliakos X, et al. Ann Rheum Dis. 2(



EULAR recommendations for the management of psoriatic
arthritis with pharmacological therapies: 2023 update

Phase IV

Arthnlis and/or enthesiis
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In conclusion: D2T PSA case

» Failure of MTX

» [ailure of upadacitinib and guselkumalb

» Why: skin+taxial+periperal disease




Thank you for your aftention




