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Psoriatic arthritis (PsA) is a common comorbidity of psoriasis occurring in up to one-third of patients.
Dermatologists hold an essential role in screening patients with psoriasis for PsA, since as many as 85% of
patients develop psoriasis before PsA. Early detection and treatment of PsA are important for both short- and long-
term patient outcomes and quality of life. Many factors must be weighed when selecting the appropriate therapy
for PsA. One must consider the ‘domains of disease’ that are manifested, the disease severity, patient
comorbidities, patient preferences (routes of dosing or frequency, as examples) as well as factors often outside
of patient-physician control, such as access to medications based on insurance coverage and formularies. As many
patients will have involvement of multiple domains of psoriatic disease, selecting the therapy that best captures
the patient’s disease is required. In this review, we will address PsA screening, diagnosis, therapeutic approach to
psoriatic disease, comorbidity considerations, and comanagement. (J Am Acad Dermatol 2025;92:985-98.)
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Abbreviations used:

ACR: American College of Rheumatology
AS: ankylosing spondylitis

DMARD: disease modifying antirheumatic drug
FDA: Food and Drug Administration

GRAPPA: Group for Research and Assessment of
Psoriasis and Psoriatic Arthritis

IBD: inflammatory bowel disease

IL: interleukin

JAK: janus kinase

MTX: methotrexate

MDA: minimal disease activity

NPF: National Psoriasis Foundation

PEST: Psoriasis and Epidemiology Screening Tool
PsA: psoriatic arthritis

TNFi: tumor necrosis factor inhibitor

PSORIATIC ARTHRITIS SCREENING

e The mnemonic PSA, representing joint pain,
stiffness/swelling/sausage  digit, and axial
involvement, is a method to facilitate the recog-
nition of psoriatic arthritis (PsA) disease
features.

e Validated screening tools include the Psoriasis
and Epidemiology Screening Tool (PEST), the
Psoriatic Arthritis Screening and Evaluation, and
the Toronto Psoriatic Arthritis Screening.

A mnemonic, “PSA” (Fig 1) is a simple method to
remind providers to ask about PsA and recognize the
specific characteristics of PsA." Formal screening or
referral may follow.

Several screening tools were developed and
validated, including the PEST, the Psoriatic Arthritis
Screening and Evaluation, and the Toronto Psoriatic
Arthritis Screening.”® These self-reported question-
naires can be given to patients with psoriasis before
or during office visits. While initially showing good
sensitivity and specificity in validation studies, sub-
sequent research in different populations yielded
mixed results; there is no consensus on which tool
performs best.””

The PEST, which is available in the Group for
Research and Assessment of Psoriasis and Psoriatic
Arthritis (GRAPPA) mobile app and has been trans-
lated into multiple languages, is particularly simple
and easy to use (Fig 2).

Screening is recommended every 6 months by the
National Psoriasis Foundation (NPF) since treatment
delays of >6 months have been associated with
worse outcomes.” The authors, however, recom-
mend screening at every visit. Studies regarding
electronic health record reminders and patient mail-
ings for PsA screening are ongoing.
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MANAGEMENT

Treat-to-target and minimal disease activity/

remission

e A treat-to-target approach to achieve minimal
disease activity (MDA) may improve patient out-
comes and result in less disease progression.

Treat-to-target approaches allow physicians and
patients to set targets for improved health out-
comes.'” A proposed “target” of disease treatment
specific for PsA is MDA. Like many outcome mea-
sures, MDA may not be clinically practical but does
serve as a stringent measure that sets a high bar of
improvement and is patient-centered."’

In the TICOPA trial, treatment-naive PsA patients
were randomized to receive either treatment with
tight control of their PsA, in which regimens were re-
examined every 4 weeks, or standard care, in which
patients were re-examined every 12 weeks. The
primary endpoint, ACR20, was more likely to be
achieved in the tight control group than the standard
therapy group, suggesting that a treat-to-target
approach can result in improved patient outcomes
and  reduced disease  progression.'””  The
International Dermatology Outcome Measures has
provided a similar framework that may guide treat-
ment decisions (Fig 3)."’

While MDA serves as an endpoint for the treat-
ment of PsA, in patients with concomitant psoriasis,
optimal improvements in health-related quality of
life are dependent upon the treatment of both joint
and skin symptoms.'* Other tools exist to define
remission and treatment success in PsA, including
the Disease Activity in Psoriatic Arthritis, but these
are not discussed here."”

Of note, these endpoints are distinct from the
ACR20, which is commonly used as a primary
endpoint in clinical trials, in being more PsA-
specific.'”

Comanagement, dermatology, and

rheumatology

e Dermatologists are encouraged to adopt interdis-
ciplinary strategies, including combined clinic
models.

The management of psoriatic disease can be
complex as multiple disease domains can be
affected. Dermatologists should consider interdisci-
plinary management, ranging from facilitated
communication among specialists to more formal
combined clinic models. Resources to help deter-
mine when and how to refer are made available by
the Psoriasis and Psoriatic Arthritis  Clinics
Multicenter ~ Advancement  Network — (www.


http://www.ppacman.org
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« Joint PAIN

S » STIFFNESS after a period of inactivity of > 30 minutes

* SWELLING / SAUSAGE DIGIT (dactylitis)

A * AXIAL / spine involvement (back pain associated with
stiffness after inactivity, which improves with activity)

If 2 of the 3 are present, patients should be formally screened for PsA

and/or referred to a rheumatologist for evaluation.
Fig 1. Psoriatic arthritis. PSA mnemonic. The psoriatic
arthritis (PsA) mnemonic was developed to promote
awareness of the clinical manifestations of psoriatic
arthritis. The clinical manifestations of the disease include
joint pain, stiffness, “sausage digit,” and/or axial spine
involvement. Any 2 features (P, S, and/or A) may suggest
psoriatic arthritis. Stiffness (S) and axial involvement (A)
may suggest axial PsA. If PsA is suspected, the patient
should be formally screened for PsA and/or referred to a
rheumatologist.

PPACMAN.org), a nonprofit organization that repre-
sents dermatology-rheumatology collaboration.

Treatment algorithms

Several organizations published treatment guide-
lines, including the GRAPPA, the European League
Against Rheumatism (EULAR), and the American
College of Rheumatology (ACR) and NPF in collab-
oration.'”"” GRAPPA recommendations are orga-
nized to cover the domains of PsA, including
peripheral arthritis, axial disease, enthesitis, dactyli-
tis, skin psoriasis, and nail psoriasis, as well as
inflammatory bowel disease (IBD) and uveitis. Fig 4
highlights classes of medications commonly used to
treat PsA and their efficacy on domains of psoriatic
disease with relevant comorbidities also addressed.
The information presented is up-to-date at the time of
this publication and may serve as a resource for
practicing dermatologists when selecting an optimal
treatment plan.

Treatment guidelines are challenged by the con-
stant emergence of new data and therapeutics.
Furthermore, while evidence-based guidelines
follow rigorous methodology, they are often insuf-
ficiently prescriptive to support practical clinical use,
especially in more complex real-world contexts.
Another limitation includes the limited number of
head-to-head trials that directly compare the efficacy
of PsA treatments, particularly within individual
domains of PsA.
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eening Tool (PEST) YES (1)

Have you ever had a swollen joint (or joint)?
Has a doctor ever told you that you had arthritis?
Do your fingernails or toenails have holes or pits?

Have you experienced pain in your heel?

Have you had a finger or toe that was completely swollen and
painful for no apparent reason?

Total

A score of 23 suggests a potential risk of psoriatic arthritis, and a
rheumatology referral may be considered.

Fig 2. Psoriatic arthritis. The Psoriasis Epidemiology
Screening Tool (PEST) questionnaire. The PEST is a patient
self-assessment tool that consists of 5 binary questions.
Each positive answer is assigned 1 point. Scoring =3 is
considered a positive screen that should be further
evaluated. Of note, patients may additionally indicate the
locations of stiff, swollen, or painful joints on a manikin
(not shown). While indicating the locations of affected
joints on the manikin does not contribute to the overall
score, it may allow the physician to promptly identify
problematic joints, making the referral process easier if
necessary. Modified from Ibrahim et al.”

TREATMENT

e While methotrexate (MTX) was historically
considered first-line therapy, data to support its
use in PsA are mixed.

e Tumor necrosis factor inhibitors (TNFis) effec-
tively treat all domains of psoriatic disease.

® Agents targeting interleukin (IL)-17, IL 12/23, and
IL23 demonstrate efficacy in treating PsA, with
generally higher skin efficacy and less frequent
dosing than TNFis.

¢ Janus Kinase (JAK) inhibitors and phosphodies-
terase 4 inhibitors demonstrate efficacy in PsA.

Complete data on approval year, dose approved
for PsA, formulation, pivotal trial, ACR20, 50 and 70,
and placebo data for each currently approved
medication are available in Tables I and II. Notably,
placebo rates in PsA trials have increased over the
past several decades. Several factors may contribute
to this, including background medication use and/or
adherence in the context of a trial, populations
enrolled, and complexities of composite outcome
measures.

We review the evidence for MTX, the most
commonly used classical disease-modifying anti-
rheumatic drug (DMARD), as well as biologics, and
targeted synthetic oral small molecules. We note that
other DMARDs, such as hydroxychloroquine, leflu-
nomide, and sulfasalazine are used to treat PsA.


http://www.ppacman.org
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Patient with Psoriasis

Rheumatologist diagnosis of PsA

'

Dermatologist diagnosis of PsA
(or positive screening tool, such as PEST)

!

PsA Symptoms Measurement
(e.g., PsAID9)

Unacceptable symptom burden

(PSAID9 > 4)

Modify therapy and/or co-manage/refer

Fig 3. Psoriatic arthritis. Framework for treatment decisions and management.' Modified from

Perez-Chada et al.'® with author permission.

Given their lack of efficacy in psoriasis, we will not
focus on these medications herein, but point the
readers to society guidelines that outline where these
may be applicable.

MTX

Although MTX is considered a first-line therapy of
PsA in some treatment algorithms,”’ evidence to
support MTX in PsA has been mixed and largely
observational, although several interventional
studies have evaluated its efficacy.”'** The MIPA
study, a placebo-controlled trial of MTX found no
advantage of MTX over placebo.”” However, the
TICOPA study in which MTX was used without a
placebo suggested its benefit.'"” The open-label
RESPOND trial which compared infliximab plus
MTX to MTX monotherapy found an ACR20
response in the MTX arm of 66.7%, although com-
bination therapy was significantly more effective.**
Furthermore, in the SEAM-PsA study, at 48 weeks
there was a trend toward more radiographic pro-
gression of disease among those treated with MTX
compared to etanercept; however, there was no
placebo control.”” Other studies have shown lack
of efficacy of MTX toward inhibition of radiographic
progression.”” Given the mixed data on MTX mono-
therapy, the 2018 ACR/NPF PsA treatment guidelines
recommend TNFi over MTX in patients with active,
treatment-naive PsA.'’

MTX may be utilized to treat peripheral arthritis,
enthesitis, and dactylitis."® An important limitation of
MTX is its lack of efficacy in treating axial spondy-
loarthritis.”” Of note, a recent trial evaluated the
efficacy and tolerability of MTX and leflunomide; the
study found greater efficacy in treating PsA with
combination than monotherapy, although with
higher rates of adverse events.'"” MTX also has a
poorer safety profile when compared to many newer
targeted agents, particularly among psoriatic patients
with fatty liver disease.”**” Moreover, its less favor-
able tolerability profile contributes to reduced adher-
ence and worse outcomes.” "

TNFis

Food and Drug Administration (FDA) approved
TNFis for the treatment of PsA include etanercept,
infliximab, adalimumab, certolizumab, and golimu-
mab. TNFis have good coverage against all domains
of PsA disease and inhibit radiographic progression
of disease.” All TNFi are approved for ankylosing
spondylitis (AS), from which efficacy toward axial
PsA has been extrapolated. As such, TNFi have been
largely considered a gold-standard and first-line
treatment for PsA among rheumatologists.

In the seminal trial of etanercept, 59% of patients
achieved ACR20 at week 12.%” Etanercept was shown
to improve enthesitis and dactylitis.*
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Conventional Synthetic DMARDs

MTX

NSAIDs/Glucocorticoids

NSAIDs

Intra-articular

glucocorticoids

Oral

glucocorticoids

Targeted Synthetic DMARDs

Apremilast
JAKi 23

TYK2i 5

Biologic DMARDs

TNFi 2
IL-12/23i
IL-23i
IL-17i 2

CTLA4-Ig

In the seminal trial of infliximab, 65% of patients
achieved ACR20 at 16 weeks.”" Infliximab is admin-
istered intravenously and is weight-based. A concern
with the use of infliximab is the production of

VAd (k) v X X v v v
v (nails)
v W v v XX *
v v v
v
W W X v L ?
o oty V2 Y oY . v
v (nails) 4
SLF 2+ 9w o~
vV Sipi2 N vV vV VvV (ETN=?)
Sl L 2 v L4 S
W o 2 v W W
W w2 V6 N N4 X X
v v ¥

Fig 4. Psoriatic arthritis. Treatment of Psoriatic Arthritis by Domains of Disease and
Comorbidities. Courtesy of Joseph F. Merola, MD, MMSc. ¥ ¥, Strong recommendation for;
v, conditional recommendation for; X X; strong recommendation against; X, conditional
recommendation against; 2, insufficient or conflicting evidence; CTLA4-Ig, cytotoxic
T-lymphocyte—associated antigen 4 immunoglobulin infusion protein; DMARD, disease-
modifying antirheumatic drug; ETN, etanercept; IL-12/23i, interleukin 12/23 inhibitors; IL231,
interleukin 23 inhibitors; IL17i, interleukin 17 inhibitors; JAKi, Janus kinase inhibitor; MTX,
methotrexate; NSAID, non-steroidal anti-inflammatory drug; 7NFi, tumor necrosis factor
inhibitor; TYK2, tyrosine kinase inhibitor; . The strength of recommendation was adapted
from the Group for Research and Assessment of Psoriasis and Psoriatic Arthritis (GRAPPA)
treatment guidelines'’; any ratings that differ from GRAPPA guidelines are indicated with (*)
and reflect an update by the authors based upon recent literature published since GRAPPA
guidelines were released. 'Based on data from ankylosing spondylitis trials, used as a surrogate
for axial psoriatic arthritis (PsA). *More than 1 in class has inhibition of radiographic
progression in the label. *Indication reserved for adults with active PsA who have had an
inadequate response or intolerance to 1 or more TNFi. “JAKi have not been approved by the
Food and Drug Administration (FDA) for treating psoriasis. *Approved for psoriasis skin and
nail disease. Efficacy in peripheral arthritis, dactylitis, and enthesitis was demonstrated in phase
2 studies, phase 3 studies are pending. °Dedicated axial PsA study (MAXIMISE).
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VvV (ETN=X)

neutralizing antidrug antibodies. Concurrent admin-
istration of low-dose MTX may help sustain response
and increase serum levels of infliximab.”" In the
authors’ opinion, the weight-based and off-label



Table 1. Characteristics of biologic therapies approved for the treatment of psoriatic arthritis

Primary
endpoint
efficacy
Primary (ACR20) for
Pivotal phase endpoint FDA approved
Biologic therapy FDA approval year  FDA approved dose 1II trial week dose Placebo rate ACR 50 (Placebo) ACR 70 (Placebo)
TNF inhibitors
Etanercept 2002 50 mg weekly (SC) 12-wk study 12 59% 15% 38% (5%) 10% (1%)
Infliximab 2005 5 mg/kg at 0, 2 IMPACT 16 65% 10% 46% (0%) 29% (0%)
and 6 wk, then
every 8 wk (IV)
Adalimumab 2005 40 mg every other ADEPT 12 58% 14% 36% (4%) 20% (1%)
week (SC)
Certolizumab pegol 2013 400 mg at weeks 0, RAPID-PsA 12 58% 24% 36% (11%) 25% (3%)
2 and 4, then
200 mg every
other week
Golimumab 2009 50 mg every 4 wk GO-REVEAL; 14 51% (SC); 75% (IV) 9% (SC); 14 (IV) 29% (1%) 10% (1%)
(SQ); 2 mg/kg at GO-VIBRANT (SQ); 54% (6%)  (SC); 33% (3%) (IV)
weeks 0 and 4, (V)
then every 8 wk
(Iv)
IL-12/23 inhibitor
Ustekinumab 2013 45 mg at weeks PSUMMIT-1 24 42% (45 mg); 50% 23% 25% (9%) 12% (2%)
0 and 4, then (90 mg)
45 mg every
12 wk (SQ)
PSUMMIT-2* 24 44% (45 mg); 44% 20% 20% (7%) 8% (3%)
(90 mg)
IL-23 inhibitors
Guselkumab 2020 100 mg at weeks DISCOVER-1* 24 52% 22% 30% (9%) 12% (6%)
0 and 4, then
100 mg every
8 wk (SC)
DISCOVER-2 24 64% 33% 31% (14%) 19% (4%)
Risankizumab 2022 150 mg at weeks KEEPsAKE-1 24 57% 33% 33% (11%) 15% (5%)
0 and 4, then
150 mg every
12 wk (SQ)
KEEPSAKE-2* 24 51% 27% 26% (9%) 12% (6%)
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IL-17 inhibitors
Secukinumabt 2016 With a loading FUTURE-1* 24 50% 17% 35% (7%) 21% (1%)
dose: 150 mg
weekly at weeks
0,1,2 3 and 4,
then 150 mg
every 4 wk (SC)
Without a loading
dose: 150 mg
every 4 wk (SC)
Ixekizumab 2017 160 mg at week 0, SPIRIT-P1 24 58% 30% 40% (15%) 23% (6%)
then 80 mg
every 4 wk (SC)
SPIRIT-P2* 24 53% 19% 35% (5%) 22% (0%)
Costimulatory blockade
Abatacept 2017 125 mg weekly ASTRAEA 24 39% 22% 19% (12%) 10% (7%)
(SO
500 mg (<60 kg),
750 mg (60-
100 kg),
1000 mg
(>100 kg) at
weeks 0, 2 and
4, then every
4 wk (IV)

Listed dosing is for psoriatic arthritis. Dosages may differ for psoriasis and other indications such as inflammatory bowel disease.

ACR, American College of Rheumatology; FDA, Food and Drug Administration; IL, interleukin.

*Trials that included patients with inadequate response or intolerance to bDMARDs.

Per label, the dosing regimen for adult patients with plaque psoriasis is recommended for patients with psoriatic arthritis with concomitant moderate-to-severe plaque psoriasis. However, the
authors recommend considering psoriasis dosing in all psoriatic arthritis patients where available.

CNIIWNN ‘76 IWNTOA
TOLYWYI( avoy Wy [

166 1V 10 upwg



J AM ACAD DERMATOL
992 Elman et al May 2025

2 _ g dose flexibility of infliximab makes it of particular
g 3 s8sge 0‘3; use in higher weight patients, and more severe and
Bl < Lo8c ® resistant/difficult to treat disease.
R § ,§ ,§ § § E The efficacy of adalimumab was established in the
8 - - ADEPT trial; 58% of patients achieved ACR20 at
i E 12 weeks.”™” The effects of adalimumab may
-§ = eSS g decrease over time due to antidrug antibodies, wl}icg
£ 8 coog = can be ameliorated by concurrent use of MTX.”*
5 L LLeL ‘o Adalimumab is the only TNFi approved for the
) 2 SRERERY 2 treatment of noninfectious uveitis, a potential
< E comorbidity.
H S The efficacy of certolizumab was demonstrated in
£ N SZRE s the RAPID-PsA trial. At 12 weeks, 59% of patients
1 mo;ma g achieved ACR20; sustained benefits across all do-
= Y mains of PsA were also observed.” Benefit exists
2 & ¢ = with respect to certolizumab and pregnancy; it does
g g3 = not cross the placenta and is not excreted in breast
38z = N £ milk, making it particularly suited to pregnancy and
5‘;’. §I g RARNG £ lactation, if clinically indicated, in discussion with the
2 -g b g g patient’s obstetrics providers. "' .
£ T = = In the pivotal trial of subcutaneous gohmumal?;
5 o] & 45% of patients achieved ACR20 at 14 weeks."”
= g % © N 183 Subsequent studies shovyed benefi't on er?thesiti?%
-g g £ - - = = % dactylitis, and radiographic progression of d1seas§. :
8 a '§' a A recent study evaluating its intravenous formulaﬂgpi
S ‘ ; revealed ACR20 achievement of 75% at 14 weeks.
e 9 5% -~ S Of note, golimumab is not FDA approved for
el 23 - g9 55 5 psoriasis.
o 3L tj o S = Patients should be screened for latent tuberculosis
g i 5 <= § % E and hepatitis B/C prior to initiation of TNFis.
2 : g SSRA 2 i Infliximab should likely be avoided in patients with
g £ 8 New York Heart Association heart failure class HF/VI.
; 2 x ﬁ < TNFi therapy should be avoided in pgtients with a
g o 8 5 2 personal history of demyelinating disease. These
g_ 2 > % *3 medications should be used with caution ig patients
2 fC_,J _g = § § with certain malignag)cies or severe, chronic and/or
o 2 ) U =5 3 :_-g % recurrent infections.” TNFi are approvedl for IBD
Tg % -5 E 85 § £ and 1 for uveitis, which may factor into decisions for
< 2 _§ 2 2o g gs patients with these comorbidities.
S| § BT ocwm | gl
s < & TA £33
& Bl s& gas g8 IL 12/23 inhibitor
2 @ -§ £ % % J25 T Ustekinumab is a fully human monoclonal anti-
© e 2 33 g s E g body that binds to the common p40 subunit of IL-12
g %-% Egg Eg g& and IL-23. Ustekin.umab. was assesseq in Fhe
S é T OEXREX 2¢ E g PSUMMIT-1 and 2 trials, with PSUMMIT—.Z 1ncluc.11r1g
4] - - gv'f. o2 approximately 60% previously treated with TNFi. In
Blety = ~ g 58¢2g PSUMMIT-1, ACR20 was achieved in 42% of patients
g|E&2 8 R R § g8 receiving 45 mg and 50% of patients receiving 90 mg.
@ " " =28 @ Patients with previous TNFi exposure achieved
2 $E 5. v 2 2822 ACR20 of 36.7% on 45 mg, 34.5% on 90 mg, and
Y :3) 58 2 E E £ = £ 14.5% on placebo."™*
= ES €E z § S 2 S g £ Ustekinumab has not demonstrated efficacy in
'.% % %:; Ej ézl é E § ;g gé treating gxial diseatse"‘j or 4i‘ilhibiting the radi(?graphif
2 s 8la s Sk er progression of disease.” Ustekinumab is FDA
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approved in IBD and thus a consideration for
patients with this comorbidity.

IL23 inhibitors

Guselkumab and risankizumab are p19 inhibitors
of 1L23 that are FDA approved for PsA.
Tildrakizumab, which is approved for plaque
psoriasis, has shown promising phase IIb data
with ACR20 between 71% and 80% (50.6%
response in placebo).”” Phase III clinical trials are
ongoing.

In the DISCOVER-1 and 2 trials, 52% to 64% of
patients who received guselkumab 100 mg every
8 weeks after 2 starter doses achieved ACR20, with
similar responses in those previously treated with
TNFi. Benefit was also seen in enthesitis and
dactylitis.”"”" Unlike ustekinumab, post-hoc analysis
of the 2 DISCOVER trials demonstrated potential
benefit in axial disease symptoms among a subset
with spondyloarthritis features.” At the US-
approved 8 weeks dose, guselkumab did not meet
its radiographic inhibition endpoint, however every
4 weeks dosing in the DISCOVER-2 trial yielded
significantly ~ less  radiographic  progression.”
Ongoing trials are evaluating the effect of guselku-
mab on axial disease and radiographic progression
inhibition.

Risankizumab was evaluated in the KEEPSAKE 1
and 2 trials. At 24 weeks, 51.3% to 57.3% of patients
who received risankizumab achieved ACR20. Similar
responses were observed in those previously treated
with biologics. Resolution of enthesitis and dactylitis
were more likely to be achieved in the treatment
group.”™” Previous trials of risankizumab in the
treatment of AS were disappointing.”® Furthermore,
risankizumab did not achieve its specified endpoint
regarding inhibiting radiographic progression.
Risankizumab obtained FDA approval for the treat-
ment of Crohn’s disease, making it an option for
patients with this comorbidity.

ANTI-IL 17 AGENTS

Secukinumab and ixekizumab are approved for
the treatment of psoriasis and PsA. Brodalumab is
approved for psoriasis but not PsA in the US (PsA
approval in Japan). Bimekizumab, an inhibitor
targeting IL17A/F, has been granted FDA approval
for treating psoriasis, with pending approval for its
use in PsA in the US.””>® Sonelokimab, an IL17A/F
nanobody, recently demonstrated efficacy in a phase
IT study for PsA; phase III is ongoing.

Secukinumab’s efficacy was evaluated in 2 phase
II trials. In these studies, 30% to 35% of patients had
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previously been on TNFi. ACR20 responses were
achieved in approximately 50% of patients receiving
150 mg and 54% receiving 300 mg. Secondary
endpoints, including improvement in enthesitis,
dactylitis, and inhibition of radiographic progression
were greater in the treatment arms.”” "'
Secukinumab’s efficacy on axial disease was evalu-
ated in the MAXIMISE study, demonstrating signifi-
cant improvement in axial disease.”’ The
intravenous formulation of secukinumab was
recently approved for PsA.

Ixekizumab’s efficacy was evaluated in SPIRIT P1
and P2. SPIRIT P2 enrolled patients with previous
inadequate response to TNFi. In these trials, ACR20
was achieved in 53% to 58% of patients receiving
ixekizumab every 4 weeks. Furthermore, ixekizu-
mab effectively inhibited radiographic progression
of disease.”**

The efficacy of bimekizumab for the treatment of
PsA was demonstrated in the BE-OPTIMAL and BE-
COMPLETE trials. In BE-OPTIMAL,”” 44%, 10%, and
46% of patients receiving bimekizumab, placebo,
and adalimumab, respectively, achieved ACR50 at
week 16. Bimekizumab also led to higher improve-
ments in skin and radiographic efficacy outcomes at
week 16 compared with placebo. In BE-
COMPLETE,”” which included patients with PsA
with a history of inadequate response or intolerance
to TNFis, bimekizumab was also more effective than
placebo in treating both joints and skin. The BE-
MOBILE trial further showed improvements in effi-
cacy outcomes among patients with axial
spondyloarthritis.”

We caution against using anti-IL-17 agents in
patients with active IBD given the potential risk of
IBD exacerbation.’”®” Furthermore, we highlight the
association of candida infections (ie, thrush) in those
treated with IL-17 inhibitors.””

Secukinumab and ixekizumab have been evalu-
ated head-to-head with TNFi, demonstrating efficacy
in joint endpoints comparable to TNFi, although with
superior efficacy in skin and nails.”””"

Phosphodiesterase 4 inhibitors

Apremilast was evaluated in the PALACE trials. At
week 16, ACR20 was achieved in 32.1% to 40.7% of
patients receiving 30 mg twice daily and 18.3% to
19% receiving placebo. At 52 weeks, 52.6% to 63% of
patients receiving 30 mg twice daily achieved this
primary endpoint.”" "7 Apremilast 30mg twice daily
was associated with improvement in enthesitis and
dactylitis.”* Evidence supporting apremilast’s ability
to prevent radiographic progression in PsA is
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lacking, and it is not approved for treating axial
disease.”' Apremilast most recently demonstrated
efficacy in the phenotypic subset of ‘early oligoar-
ticular psoriatic arthritis’ in the FOREMOST trial.””

Apremilast may benefit patients with multiple
comorbidities due to its favorable safety profile,
lack of associated tuberculosis reactivation risk,
and lack of laboratory monitoring requirements.”®
While effective as monotherapy, real-world (oft-
labeD) use as a combination therapy with other
agents including biologics, has suggested apremilast
is safe and effective.”’

JAK inhibitors

Tofacitinib, a JAK 1 and 3 inhibitor, is approved
for adult patients who have had intolerance or an
inadequate response to DMARDs.”® Tofacitinib was
evaluated in OPAL Broaden, where patients had
active PsA and an inadequate response to at least 1
¢csDMARD, and OPAL Beyond, where patients had
active PsA and previous treatment with at least 1
TNFi. In OPAL Broaden, 50.5% treated with tofaciti-
nib 5 mg twice daily achieved ACR20.”” In OPAL
Beyond, 49.9% treated with 5 mg twice daily
achieved ACR20.” Dactylitis and enthesitis also
improved. Tofacitinib is approved for the treatment
of AS; trials in treating psoriatic spondyloarthritis are
ongoing.”!

The safety of tofacitinib was evaluated in OPAL
Balance, a 48-month extension study. Serious
adverse events occurred in 17% of participants,
with 11% discontinuing medication.”” In ORAL
Surveillance, tofacitinib vs TNFi was evaluated in a
population with rheumatoid arthritis enriched for
cardiovascular risk. There was a higher risk of major
adverse cardiac events and malignancy in the tofa-
citinib group compared to TNFi, as well as a higher
risk of venous thromboembolism in the 10 mg twice
daily group.® Tofacitinib is approved for the treat-
ment of ulcerative colitis.”*

Upadacitinib, a JAK1 inhibitor, is FDA-approved
for the treatment of PsA at 15mg once daily dosing.
Its efficacy was evaluated in the SELECT-PsA 1 and 2
trials. In SELECT-PsA 1, ACR20 was achieved in
70.6% of patients receiving 15 mg of upadacitinib.”
SELECT-PsA 2 evaluated upadacitinib in patients
who failed at least 1 biologic‘%; at week 12, 56.9%
in the 15 mg group achieved ACR20. Participants
treated with upadacitinib additionally saw improve-
ment in axial disease and enthesitis.”” Although not
approved for psoriasis, at the 15 mg dose, PASI 75
data was similar to that seen with adalimumab in
SELECT-PsA 1. The rates of adverse events were
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similar with placebo and upadacitinib 15 mg at week
24.

Given safety risks from these surveillance studies,
prescribers may yield caution with the use of JAK
inhibitors in those with a history of significant cor-
onary artery disease, active malignancy, and history
of thrombosis.

Tyrosine kinase 2 inhibition

Deucravacitinib, an oral selective tyrosine kinase
2 inhibitor approved for psoriasis, is currently being
studied in phase 3 for PsA. A phase 2 trial demon-
strated a dose-response relationship with 53% of
participants taking 6 mg daily and 63% of participants
taking 12 mg daily achieving ACR20 at week 16. In
contrast, only 32% of patients in the placebo group
achieved ACR 20.™

Costimulatory blockade

Abatacept is a CTLA4-Ig, a selective T-cell cos-
timulation modulator approved for treating PsA,
although it is not approved for psoriasis. In the
pivotal phase III trial, where 60% of patients had
prior exposure to TNFi, only 27% achieved PASIS0
while 39% achieved ACR20 at 24 weeks.” Less
radiographic progression and improvement in dac-
tylitis and enthesitis were observed. Abatacept has
not shown benefit in patients with axial disease.””

CONCLUSION

Dermatologists play a key role as the frontline
health care professionals for PsA screening, referral,
and management. Appropriate psoriasis treatment
requires knowledge of PsA presence. Choice of
effective treatment is based the domain(s) of the
disease involved, presence of comorbidities and
patient preferences within a collaborative, shared
decision-making framework.
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