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Sulphasalazine Therapy in Chronic 
Uveitis of Children with Chronic 
Arthritis 

Jing-Long Huang, lou-Jih Hung and Kue-Hsiung Hsieh 

Uveitis associated with juve­
nile rheumatoid arthritis (JRA) is an 
important cause of vision loss in 
children. I-2 Chronic iridocyclitis oc­
curs in approximately 10% of pa­
tients with lRA. I-3 Those patients 
at greatest risk are young girls, with 
pauciarticular onset and antinuclear 

. .. 4
antibody (ANA) seroposItIVIty. 
One or more ocular complications 
(synechia, band keratopathy, cata­
racts or glaucoma) occurs in 33% to 

s75% of patients with uveitis. l . 
Factors significantly associated with 
complicated uveitis were 1) a chro­
nic course of uveitis, 2) juvenile 
psoriatic arthritis, 3) diagnosis of 
uveitis prior to, or at the time of 

I 

arthritis onset, and 4) symptomatic 
onset. The therapy of iridocyclitis 
is aimed at suppressing inflamma­
tory actiVIty to preserve vision. 
Early detection and corticosteroid 
therapy have been the mainstays in 
controlling this disease. Fluctuation 

, in disease activity of chronic uveitis 
and arthritis in patients with lRA 
may not coincide. Since the intro­
duction of sulphasalazine (SASP) f 

l 
I 

j 

into the treatment of patients with 
chronic arthritis, SASP has proved 
its efficacy on synovitis. To our 
knowledge, there has not been any 
report of SASP used in the therapy 
of chronic iridocyclitis to date. In 
this retrospective study, we re­
viewed our experience with the use 
of SASP therapy on chronic irido­
cyclitis in 4 patients with chronic 
arthritis (3 with lRA and 1 with 
juvenile ankylosing spondylitis [lA­
S]). 

PATIENTS AND METHODS 

We reviewed the medical 
records of 36 patients with chronic 
arthritis. These patients were treat­
ed with SASP for at least 3 months 

SUMMARY Four children with chronic arthritis (3 juvenile rheumatoid ar­
thritis and 1 juvenile ankylosing spondylitis) and poorly controlled chronic 
uveitis, were given sulphasalazine (SASP) therapy for a mean period of 3.3 
years. Three patients showed an excellent response, as evidenced by a 
reduction of inflammatory cells in the anterior chamber of the eyes and 
improvement of visual acuity. The response occurred after a mean of 7.7 
weeks. These data suggested SASP therapy may have a role in the treat­
ment of chronic anterior uveitis in children with chronic arthritis. 

in a pediatric arthritis clinic. Four 
patients had chronic anterior uveitis 
during their disease courses. The 
diagnosis of active uveitis, made by 
an ophthalmologist, was based on 
finding cells and/or flare in the an­
terior chamber, or keratitic preci­
pitates on the endothelium of the 
cornea of lens. The severity of the 
inflammation was graded subjec­
tively from 1 (mild) through 4 (very 
severe). 5 The course of the active 
eye disease was categorized as 1) 
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acute: (a) single brief episode of less 
than 4 months, or (b) multiple brief 
episodes; 2) chronic: (a) single or 
multiple prolonged (4 months or 
greater) episodes with remission, or 
(b) chronic persistent, in which 
there could also have been acute 
flares requiring intensification of 

therapy such as local steroid injec­
tions or systemic steroids. Band ke­
ratopathy, synechia, cataracts, glau­
coma, and phthisis bulbi were re­
cognized as irreversible ocular com­
plications of active uveitis. Signi­
ficant visual loss was arbitrarily de­
fined as best-corrected visual acuity 
of 20/200 or less. 

Diagnosis of IRA was made 
according to the criteria defined by 
the American College of Rheumato­
logy.6 Ankylosing spondylitis was 
diagnosed according to the New 
York criteria.7 

Sulphasalazine was adminis­
tered at a dose of 50 mg per kg 
weight per day to a maximum of 2 
gm per day, starting at 500 mg daily 
and usually increasing by 500 mg 
weekly until the therapeutic dose 
was reached. Three of the four chil­
dren had bilateral eyes involvement. 
Topic corticosteroids and mydria­
tics had been administered to all 4 
patients with uveitis. Three of 4 pa­
tients, whose uveitis followed chro­
nic persistent course, had also re­
ceived courses of oral corticoste­
roids, but their treatment efficacy 
were all limited. Two children had 
developed posterior synechia and 
cataract, respectively and had re­
ceived iridectomy and lensectomy 
prior to SASP therapy. All these 4 
patients were able to discontinue 
oral prednisolone and previous 
slow-acting antirheumatic drugs 
(SAARDs) after commencing 
SASP; and no patient required addi­

tional non-steroid anti-inflammatory 
drugs during SASP therapy. All 
patients were regularly followed up 
in every 1-3 months interval by the 
same ophthalmologist. 

RESULTS 

At the time of commencing 
SASP therapy, the mean age of 
these 4 patients was 14.3 years 
(range, 9.8 to 21.1 years). The 
mean duration of chronic iridocy­
clitis before starting SASP was 7.3 
years (range, 3.1 to 11.2 years). 
The duration between onset of ar­
thritis and uveitis was 1.9 years 
(range, -1.8 to 7 years). The mean 
duration of follow-up after SASP 
therapy was 3.3 years (range 2.2 to 
4.4 years). 

In three patients, 2 pauciar­
ticular onset IRA and 1 lAS, uveitis 
improved after addition of SASP to 
their regimen. This improvement 
was evidenced by a reduction of in­
flammatory cells in the anterior 
chamber and improved visual acuity 
(Table 1). Improvement in the eye 
inflammation began after a mean of 
7.7 weeks of SASP therapy, with a 
continued decrease in inflammation 
intensity over a period of two to 
four months (Fig. 1 ). 

Case 1 
This boy, born in 1981, de­

veloped pauciarticular onset IRA at 
the age of 2 years. Initially right 
knee was involved and later he de­
veloped left knee and ankle arthritis. 
At the age 3 years 1 month, he de­
veloped severe bilateral chronic an­
terior uveitis which caused band ke­
ratopathy, posterior synechia and 
cataract. The intramural inflamma­
tion responded poorly to intensive 
treatment with topical and courses 
of systemic corticosteroid therapy. 

He received left iridectomy and len­
sectomy in 1985 and 1986, respec­
tively. In an effort to obtain better 
control of joints disease, he was 
given SASP since October, 1991. 
During the 29 months of therapy, 
the uveitis was still very active 
which further resulted in cataract 
and significant visual loss of his 
right eye. 

Case 2 
This 11 years old boy had se­

vere bilateral chronic anterior uvei­
tis at the age of 2 years. Two years 
later, he developed pauciarticular 
onset IRA and has been receiving 
naproxen therapy since then. The 
intraocular inflammation, followed 
a chronic persistent course, was un­
responsive to topical, intraocular 
dexamethasone injections and multi­
ple courses of systemic oral cortico­
steroids. As an effort to treat syno­
vitis, SASP was given since De­
cember, 1992. One month later, not 
only synovitis but uveitis became 
quiet. He did not have any more 
flare of uveitis eversince. When last 
examined in October 1994, both 
eyes were quiet with a visual acuity 
of 20/20 even though in the left eye 
a tiny bandshaped keratopathy was 
found. 

Case 3 
This 18 years old girl, deve­

loped pauciarticular onset IRA at 
the age of 3 years 3 months and 
right chronic anterior uveitis at the 
age of 5 years. After treatment with 
topical corticosteroid and mydriatic 
eye drops for 11 years, she still 
suffered from recurrent uveitits with 
flares, frequently with grade 2 in­
flammatory cells in the anterior 
chamber of her right eye. After 3 
weeks therapy of SASP, her eye in­
flammation became quiet with much 
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Table 1. The clinical response of chronic arthritis in children with chronic anterior uveitis after 

suphasalazine therapy 

Patient 1 2 

Type of arthritis onset Pauci-JRA Pauci-JRA 

Sex M M 

Age at arthritis onset 2y3m 4y 

Age at uveitis onset 3y1m 2y 

Age at commencing 10y1m 9y9m 
SASP therapy 

Course of uveitis prior Chronic Chronic 
SASP therapy persistent persistent 

Involved eye(s) Bilateral Bilateral 

Prior therapy for uveitis Oral P * 1.0.0.1.-
Iridectomy Oral P.* 
Lensectomy 

Duration of SASP to onset No response 4 weeks 
of uveitis improvement 

Duration of follow-up 3y5m 2y3m 
after SASP therapy 

Last examination 
Uveitis activity Severe No 

Visual acuity (corrected) Near 20/20 
blindness o.u. 

* : Oral predinosolone; -: Intraocular dexamethasone injection; 
# : Topical steroid and atropine eye solutions. 

3 4 

Pauci-JRA JAS 

F M 

3y3m 11y 

5y 18y 

16y2m 21y1m 

Chronic Chronic 
multiple multiple 

Right Bilateral 

T# 1.0.0.1. -
Oral P.* 

3 weeks 16 weeks 

3y2m 4y5m 

No No 

20/20 20/30 
O.u. O.u. 

decrease in inflammatory cells. 
When last examined in October, 
1994, her both eyes had a visual 
acuity of 20120. 

Case 4 
This 25 years old boy, a 

case of JAS, developed bilateral 
chronic anterior uveitis, followed a 
chronic persistent course, at the age 
of 18 years. The intraocular inflam­
mation did not respond to intensive 
treatment including topical and sys­
temic oral corticosteroids, which re­
sulted in bilateral cataract fonna­

tions. Although his joint inflamma­
tion became quiet since July 1990, 
he was given SASP for his active 
and recurrent flares of uveitis. Af­
ter 4 months SASP therapy, there 
was dramatic decrease in the severi­
ty and course of his uveitis. In re­
cent 4 years, he had flare of uveitis 
only once. When last examined in 
December, 1994, his visual acuity 
was 20/30 with correction. 

DISCUSSION 

The iridocyclitis of JRA of-
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ten has an insidious onset with a 
chronic course and few symptoms. I 
Early detection of eye disease and 
active treatment with corticosteroids 
are important in the management of 
chronic iridocyclitis. Decreasing se­ I
verity of chronic uveitis in children 
with chronic arthritis have been re­
ported.5

, 8 which may be ascribed to ! 
earlier surveillance for ocular I 
disease and more effective treat­
ment. Although there is no relation­
ship between flares of ocular and 
articular disease in JRA.9. 10 anti-in­
flammatory medications given to 
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Fig. 1 Chronic uveitis response to sulphasalazine therapy 

treat 1RA may reduce ocular in­
flammation. II 

The etiology and pathogene­
sis of uveitis associated with 1RA 
are unknown. The demonstration of 
antibody reactivity to an antigen 
extracted from the anterior uveal 
tract (LMW-IA) supports the con­
tention that the pathogenesis of an­
terior uveitis has an autoimmune 
basis. 12 Antibodies that react with 
S antigen I3. 14 and lens BH-crystal­
lin13 are associated with uveitis in 
children with 1RA. 

Sulphasalazine is a SAARD 
whose mechanism of action is not 
clear. It seems to have immunomo­
dulatory effects influencing prosta­
glandin synthesis,15 neutrophil che­
motaxis,16 lymphocyte function, 17 
synovial neovascularization,18 inbi­

bition of leukocyte adhesion mole­
culel9 direct immunosuppressive ef­
fect of B cell hyperactivity and de­
creased in the serum immunoglo­
bulin levels.20o 21 Clinical trials for 
its use in the management of in­
flammatory bowel disease and ar­
ticular manifestation in adult and 
pediatric patients with chronic ar­
thritis have found it to be beneficial 
and safe. Dougados et ai. 22 re­
ported that SASP might prevent 
attacks of acute anterior uveitis in 
patients with spondyloarthropathy. 
To our knowledge, no studies of the 
effects of SASP therapy on chronic 
iridocyclitis have been reported to 
date. In our 4 patients who had 
poorly controlled chronic uveitis un­
responsive to corticosteroids and 
nonsteroid anti-inflammatory drugs, 
the addition of SASP therapy resul­

ted in significant improvement of 
the eye disease in 3 patients over a 
mean of 7.7 weeks. It seems that 
immunomodulatory effects of SASP 
may explain part of its antirheuma­
tic and also anti-uveitis benefits. 
Prospective controlled studies are 
needed to confirm these findings. 
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