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Anterior scleritis presentations range from a benign
course to severe cases such as scleral necrosis. About
one-third of cases are associated with systemic
diseases, mainly rheumatoid arthritis and granulo-
matosis with polyangiitis (GPA).1 Without treatment,
anterior scleritis can be complicated with sight-
threatening conditions, such as keratitis, uveitis,
glaucoma, macular edema, exudative retinal detach-
ment. and scleromalacia perforans. Anterior or poster-
ior sclera may be involved by scleral wall
inflammation.1,2

The mainstay of the initial treatment for scleritis
is a nonsteroidal anti-inflammatory drug (NSAID).1,3

It was recently shown in a large series of patients
with idiopathic diffuse or nodular scleritis with a low
degree of scleral inflammation that NSAIDs were
effective in about half of the cases.3 For more severe
cases, steroidal anti-inflammatory therapy or immu-
nosuppressive agents or biotherapies are usually
indicated.

We report on 20 cases presenting with recurrent
idiopathic anterior scleritis treated with cotrimoxazole
(CTX), a corticosteroid-sparing agent by means of its
immunomodulatory properties, as an alternative to
NSAIDs. Our first case did not respond to NSAIDs.
Therefore, we treated her with CTX, because of the
presence of low titers of anti-proteinase 3 antibodies
and following the recommendations for localized
GPA treatment. The favorable outcome during several
years in this patient prompted us to use CTX for
patients with recurrent idiopathic anterior scleritis
resistant to NSAIDs treatment (18 patients) or with
contraindications to systemic NSAIDs (2 patients), as

a trial before introducing long-lasting steroids or
immunosuppressive treatment. All patients with
anterior scleritis who received CTX between 2000
and 2012 were retrospectively identified through a
medical chart database review. A complete examina-
tion was performed, including blood samples, in
particular anti DNA, ANA, and ANA subtypes, anti-
CCP, antineutrophil cytoplasmic antibodies, rheuma-
toid factor, VDRL TPHA, tuberculin skin test or
interferon gamma release assay, and herpes virus
simplex antibodies testing. Each patient benefited
from chest x-ray or CT scan. We excluded patients
with a known etiology of scleritis, including vasculi-
tis, infectious diseases, or any other condition that
may be associated with scleritis. Each patient received
a daily combination of one tablet combining 800 mg
sulfamethoxazole (SMP) and 160 mg trimethoprim
(TMP) initially, which was decreased to 800/160 twice
or three times a week in maintenance therapy.
Severity of scleritis was evaluated clinically and
graded on a 0 to 4+ scale where 0 represented the
absence of scleral inflammation and 4+ the most
severe form.4

Between January 2000 and December 2012, 20
patients with idiopathic anterior scleritis treated
with CTX were identified. The characteristics of
these patients are summarized in Table 1. Six patients
were reported previously.5

Seventeen women and 3 men with a total of
32 affected eyes are described. Median age at CTX
initiation was 61 years (range, 32–80). There were
more cases of nodular (21 affected eyes) than diffuse
scleritis (11 affected eyes). The duration of scleritis
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before CTX treatment was 2–4 years. Before CTX
treatment, all the patients had had at least four
episodes of acute anterior scleritis within the previous
2 years and had also benefited from a NSAIDs
treatment unless a contraindication or relapse was
noted. Only the 2 patients with contraindications to
NSAID received CTX as first-line treatment. Patients
were given CTX 800/160 mg per day until scleritis
remission and the lower maintenance dose was 2
tablets per week in the best responders (7 patients).
All patients received 5 mg folic acid, taken at the same
time as CTX. The ocular and general status of each
patient was controlled and recorded every 3 months
with an ocular and general examination, blood
samples including complete blood count, liver func-
tion tests, and assessment of renal function. The
median follow-up since CTX initiation was 45.6
months (range, 20–123 months). None of the patients
was lost to follow-up by January 2013. Two patients
(patients 8 and 12) received 3 months of oral
corticosteroid therapy in combination with CTX at
the beginning of treatment. Inflammation was con-
trolled in all 16 patients still under treatment with no
local treatment or oral steroids. Pain due to scleritis

improved after a mean period of 7 days and
inflammation resolved in approximately 1 month for
all patients (Figure 1). Eleven experienced at least one
relapse when stopping the treatment on their own, but
the treatment was effective again when reintroduced.

Treatment was discontinued in 4 out of 20 patients.
In patient 1, CTX was stopped after 100 months of
treatment because of a relapse, and azathioprine
controlled the disease. In 3 patients, CTX had to be
stopped because of acute cutaneous allergy occurring
within 2 weeks. These episodes resolved within 1
week with the help of anti-histaminic drugs. No other
serious side effect was reported during the follow-up,
in particular no renal insufficiency, hepatic dysfunc-
tion, or anemia.

No systemic disease was discovered during the
follow-up. Auto-antibodies were identified in 3
patients. Patient 1 had low titers of anti-proteinase 3
antibodies but no other signs of GPA. Patient 2 had
low anti-CCP titers but no rheumatoid factor or any
clinical evidence of rheumatoid arthritis. Patient 4 had
low positive ELISA ds-DNA antibody titers without
any sign of systemic lupus erythematosus.

To our knowledge, the only report of CTX efficacy
in idiopathic anterior scleritis in the literature is from
Soukiasian et al.7 A patient with scleritis and a
conjunctival nodule was reported; the nodule was
biopsied and ANCA-positive GPA was diagnosed. As
no other manifestation was found, the diagnosis of
localized GPA was made and the patient was treated
with CTX.

CTX is a drug involved in several pathways:
� Inhibition of folic acid synthesis. CTX competitively

inhibits the dihydropteroate synthase enzyme and
inhibits the incorporation of paraaminobenzoic
acid into dihydropteroic acid, the immediate
precursor of folic acid. TMP inhibits the dihydro-
folate reductase enzyme and blocks folate/foli-
nate conversion.8

� Immunosuppressive effect. The chemical structure of
TMP contains the same pyrimidine ring as
azathioprine.9

� In healthy volunteers, CTX inhibits the lymphoblas-
tic transformation test in 84% of cases.10

� In Wegener disease (granulomatosis with poly-
angiitis), other more specific mechanisms are
suggested:11

� Antibacterial activity has been reported on
Staphylococcus aureus.

� CTX can interfere with free radicals
production.

� CTX decreases the level of antinuclear cyto-
plasmic antibodies (ANCA) and the risk of
relapse. CTX may be effective even in cases
where cyclophosphamide and cortisone are
ineffective,12 possibly due to the reduction of
the immune response mediated by T lympho-
cytes with IL-2 elevation.

FIGURE 1. (A) Diffuse anterior idiopathic scleritis in the left
eye of a 55-year-old patient before treatment. (B) Same eye after
1 month of treatment with systemic cotrimoxazole.
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� CTX decreases IL-2 levels by reducing the T
lymphocyte response.13

Usually, CTX is also prescribed in ophthalmology
for its antibacterial properties, such as in ocular
toxoplasmosis or brucellosis. Scleral infections involve
more particular bacteria, such as Nocardia asteroides,
where CTX has been shown to be effective.3,14,15

Systemic NSAID therapy is usually recommended in
the treatment of scleritis.1 If it is not effective, then
corticosteroids or other immunosuppressive treat-
ments, such as methotrexate, azathioprine, mycophe-
nolate, or leflunomide, are prescribed. If these
treatments are not effective, biotherapies could be
tested, mainly anti-TNF-alpha. Cotrimoxazole could
be a good choice if NSAID therapy is ineffective,
before introducing more aggressive agents.

In summary, we report on the efficacy of cotrimox-
azole in a case series of recurrent anterior idiopathic
scleritis. At the moment, 16 out of 20 patients have
shown a successful response, with no side effects. This
treatment seems promising with a good balance
between safety and efficacy. Further comparative
studies with large series are needed to evaluate the
yield of cotrimoxazole in the treatment of idiopathic
anterior scleritis.
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