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Background and Introduction:

Upveitis, intraocular inflammation of Uvea, is a major cause of
blindness worldwide [1]. Depending on the site of inflammation,
it is classified as anterior, intermediate, and posterior or pan
uveitis, with anterior uveitis being the most common [2]. Children
and Young People (CYP) may account for 33% of Uveitis [3].
The commonest associations with Uveitis in CYP are Juvenile
Idiopathic Arthritis (JIA) and parasitic infections; 25% are
idiopathic in nature [3, 4].

Due to its common association with JIA, and need to exclude other
causes of Uveitis, paediatric rheumatologists are often involved
in the initial and subsequent management of Uveitis in CYP
alongside the ophthalmologists [5]. Initial treatment of Idiopathic
Uveitis (IU), involves steroids, often topical or less commonly
systemic [6]. For persistent IU, immunomodulation with disease
modifying antirheumatic drugs (DMARDs) are cornerstones of
treatment. Paediatric rheumatologists usually lead on prescribing
and monitoring DMARDS as they have the expertise in using
these medications. The first line DMARD is often Methotrexate,
and second line biological DMARDs (bDMARDs) are often anti-
Tumour Necrosis Factor alpha drugs such as Adalimumab or
Infliximab [7]. These are similar to treatments in CYP with JIA.

In JIA after achieving a period of remission in disease activity,
the DMARDs are discontinued to assess continued need for
medication [7]. Generally, this period of drug induced remission is
at least two years, before a trial off medication is considered [8]. In
JIA, the remission rate after discontinuation of DMARD:s is nearly
50% with the other half relapsing within one year7 [9].

The recommended time period for trial off DMARDs in IU is
2 years of drug induced remission 11, in line with JIA. There
is limited evidence on number of CYP with IU who relapse or
maintain remission after this time period. Herein, we report a
retrospective review of CYP who were on DMARDs and if they
achieved drug free remission of disease activity after a trial off
DMARD:s [10].

Methods

All children and young people (CYP) < 18 years of age from a
tertiary Paediatric Rheumatology Unit, who are either newly
referred for management of IU from the Ophthalmology department
or currently under active management, over a 5 year period.
Uveitis associated with other causes such as JIA and parasitic
infections were excluded. Notes were reviewed retrospectively,
and longitudinal data including presentation of symptoms,
inflammatory cells present in anterior chamber, commencement of
treatment with DMARDs, subsequent progress, flare up/ control
of Uveitis, addition of second line bDMARDs to treatment,
remission achieved, and period of remission was extracted from
the electronic patient notes. The end point of the 5 year period was
chosen to be 3 years prior to data collection, such that CYP who
are studied had a minimum period of 2 years of treatment.

Results

A total of 9 new CYP with IU were referred to the Paediatric
Rheumatology Unit for assessment and further management over
the 5 year period. There were 14 CYP actively managed during the
same time period, making it a total of 23 CYP managed during the
5 year period. All had inflammatory cells in the anterior chamber
at presentation.

The median age was 9 years (range: 2-16).
Male to female ratio was 9:14.

Medication were still being continued on 21/23 patients towards
the end of the 5 year period. The median time period of being
treated on DMARDSs was 82 months (range: 27-163).

Medication were discontinued in 2/23 patients over the 5
year period. One patient achieved remission and discontinued
DMARD after 36 months. In this patient, Uveitis was preceded by
meningococcal meningitis, and it was suspected that the Uveitis
was triggered by infection rather than being IU. Diagnosis was
changed retrospectively in another patient from IU to infection
related pan uveitis, proven by biopsy, and treatment with DMARD
was discontinued at 17 months.
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The initial choice of DMARD was Methotrexate and all 23 CYP
were commenced on this. The median time between referral
to commencement of DMARD was 6 months (range: 0-14).
9/21 CYP achieved drug induced remission for a minimum of 2
year period, but unsuccessfully trailed off and recommenced on
DMARD:s after a median of 4 months (range: 1-8).

A second line DMARD/ bDMARD was commenced in 14/23
CYP. Of these, Adalimumab was commenced in 9 CYP, Infliximab
in 4 CYP and Mycophenolate Mofetil (MMF) in 1 CYP.

A third line biological agent was commenced in 2/14 CYP and of
these one was Adalimumab and the other was Infliximab.

Discussion

Our study showed that all CYP with IU continued to remain
on treatment over the 5 year period. Though we had expected a
significant proportion of CYP with IU to have stayed on treatment,
it was surprising to see all CYP to have continued on treatment
during this period. Though there were no comparable data, one
study which included all ages and causes except infection, showed
one third went into remission at 5 years and nearly half at 10 years
[11, 12]. The same study found that younger age groups had more
severe course and had lower incidence of remission.

The weakness of our study is its retrospective nature and combining
the new and the existing CYP on treatment. Patients with longer
follow-up at tertiary centres tend to be those with more severe
disease, which could increase the prevalence of complications and
poor outcomes; the existing CYP on treatment may belong to this

group.

Strengths of our study include availability of data during the entire
study period, all care being provided at the same tertiary centre,
the large patient population. Our results show that CYP may take a
particularly longer time to achieve remission. This may provide a
basis for counselling and educating patients and parents regarding
the likely course and duration of treatment, as well as providing
guidance for clinical management.

It is possible that the current recommendation of having a trial
off medication in 2 years, was extrapolated from other associated
conditions such as JIA. Our study shows that this is often a failure,
possibly causing considerable distress to families and children,
and poorer disease control. It is probable that this group will need
much more patience and time for the disease to resolve [13].

CYP and family will be better prepared if the correct information
is given during counselling at commencement of DMARD:s.

Further studies on bigger population and longer term is prudent
to determine exactly how many CYP with IU go into remission
and the duration of the disease. Once a better understanding of
duration is established, the ideal time for trialling off DMARDs
can be determined.
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