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Editorial

Upeitis in Juvenile Psoriatic Arthritis: Still So Much

To Learn

Kamiar Mireskandari! @

Psoriatic arthritis (PsA) is a systemic inflammatory disease that
includes uveitis as one of its extraarticular associations. Studies
involving predominantly adult patients report a significant
association between the incidence of uveitis and psoriasis,
the risk of which is greatest in patients with severe PsA.>* The
literature on uveitis in children focuses mainly on risk factors
for the more common forms of juvenile idiopathic arthritis
(JIA) associated with uveitis and antinuclear antibody (ANA)
positivity.>* Information on juvenile PsA-associated uveitis
(JPsA-U) is scarce, with detailed ophthalmic findings restricted
to small case series.>*

In this issue of The Journal of Rheumatology, Walscheid et al
reported the results of a large population-based cohort study on
1862 patients with JPsA.” Cross-sectional data from the German
National Pediatric Rheumatological Database (NPRD) were
used to describe prevalence and risk factors for JPsA-U. The
authors report that their cohort from 2002 to 2014 had docu-
mented uveitis in 6.6% (122/1862). Patients with JPsA-U were
more frequently ANA positive (60.3% vs 37.0%, P < 0.001)
and younger at JPsA onset (5.3 vs 9.3 yrs, P < 0.001) compared
to patients without uveitis. Indeed, uveitis developed more
frequently in those aged < 5 years at JPsA onset (17.3% [73/423)
vs 3.8% [49/1306], P < 0.001). Further, patients with JPsA-U
received disease-modifying antirtheumatic drugs (DMARDs;
both conventional synthetic and biologic) significantly more
frequently than patients with JPsA (77.0% vs 44.3%; P < 0.001).
Overall, the data demonstrated a similarly high risk for ocular
involvement between JPsA and the JIA subgroup with oligoar-
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thritis, which is the most frequently assessed JIA subtype in the
literature.

The strength of the study by Walscheid et al” lies in the large
sample size and data from a population-based cohort. As with
any epidemiological study based on registry data, there is poten-
tial for information bias, selection bias, or confounding.® The
NPRD had uniformity of data input from pediatric rheumatolo-
gists in accordance with International League of Associations for
Rheumatology criteria.” However, data could be entered at any
stage in the patient’s journey and the majority of patients were
included more than a year after their disease onset. Therefore,
many confounders could have influenced the data summarized
above. For example, the timing of medication used in relation
to uveitis onset, the indication for which the medications were
given, and their influence on uveitis occurrence are unknown
for the whole cohort. In an attempt to address this, a subset
of 655 (35%) patients who had their clinical characteristics
captured within 1 year of PsA diagnosis was analyzed for infor-
mation regarding prognostic factors for uveitis development.
Multivariable analysis found only higher mean baseline disease
activity, calculated using the Juvenile Arthritis Disease Activity
Score 10 (cJADASI10; until first uveitis documentation), was
significantly associated with the development of uveitis (hazard
ratio 1.16, CI 1.02-1.31; P = 0.03).

From an ophthalmologist’s perspective, the NPRD has the
potential to collect valuable data on “anatomical types of uveitis,
laterality, best-corrected visual acuity, uveitis complications, and
characteristics of flare (sudden or insidious onset) according to
the Standardization in Uveitis Nomenclature guidelines”**!!
Currently, the largest detailed study on JPsA-U is a case series
of 6 patients.” Therefore, the 122 patients with JPsA-U on the
NPRD registry could provide crucial insights on this condition
if the information could be obtained. However, the authors
acknowledge that the ophthalmic data are available on only 22
patients, 17 of whom have data only at a single timepoint. This is
an unfortunate limitation on the utility of large registries when
it comes to addressing questions beyond the defined aim of the

registry and the data it is designed to collect. Greater collabora-
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tion and direct involvement of ophthalmologists with an interest
in pediatrics or uveitis would be a great addition to this type of
registry.

Excellent collaboration already exists between rheumatolo-
gists and ophthalmologists to prevent vision loss from compli-
cations of JIA-associated uveitis, the most devastating outcome
for children and families. Development and refinement of
screening criteria, monitoring, and treatment for childhood
uveitis are well established in many jurisdictions.'* These efforts
have substantially improved long-term outcomes for our patients
over the past few decades. A patient diagnosed with JIA-uveitis
between 1973 and 1982 had a 7-year uveitis complication rate
of 58%, with visual acuity of 20/40 or worse in their better eye
of 21.7%.'* This meant that over one-fifth of children could
not reach the driving standard in most countries and their
overall quality-adjusted life-years (QALY) was significantly
affected. Two decades later, a similar Nordic patient cohort with
JIA-uveitis from 1997 to 2000 had significant improvement in
uveitis complication rate of 38.8% and visual acuity of 20/40 or
worse in the better eye of 5%, even after 18 years of follow-up.'*
These cohorts were prior to our current understanding of the
optimal use of conventional and biologic DMARDs.' It is likely
that a patient diagnosed with JIA-uveitis today should have
better long-term outcomes and QALY. In particular, earlier use
of DMARD:s reduces ocular complications that require surgical
intervention, mainly cataract and glaucoma.’

To continue down our path toward better patient outcomes,
we need to diagnose uveitis in a timely manner. We are reminded
that unlike adults with PsA-U who have symptomatic ocular
inflammation, children with JPsA-U behave similarly to those
in other JIA categories and exhibit asymptomatic uveitis, under-
scoring the vital importance of ophthalmological screening.’
JPsA is categorized as high risk for uveitis in screening guide-
lines and therefore requires monitoring every 3 months when
a patient is diagnosed at age < 7 years and has JIA duration
< 4 years.”? This recommendation is further supported by data
presented by Walscheid et al,” who showed that 45% of children
who eventually developed uveitis had presented with JPsA by
their 4th birthday.” More intriguing, the Kaplan-Meier analysis
they present in Figure 1B’ shows continued and steady incidence
of new uveitis beyond 4 years after JPsA diagnosis. Typically,
screening can become less frequent if there has been no uveitis
4 years after JPsA diagnosis; therefore, their data may require
us to think differently and continue regular screening every 3
months. In this regard, large population-based cohorts such as
NPRD can further inform our understanding of the risk factors
for JIA-associated uveitis and improve our screening protocols.
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