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DISCUSSED CLINICAL CASES
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ABSTRACT

Spondyloarthropathies correspond to a group of systemic inflammatory diseases with chronic and
progressive characteristics and may present several clinical manifestations. The objective of this study
was to present five cases wherein ophthalmic findings were the first indicator of systemic disease.
Ocular signs may be key for the diagnosis of a systemic rheumatological condition. Clinical follow-up
and multidisciplinary evaluation are essential since the ophthalmologist is often the first specialist to
be approached.

RESUMO

As espondiloartropatias correspondem a um grupo de doencas inflamatérias sistémicas de caracteristica
cronica e progressiva, podendo apresentar diversas manifestacoes clinicas. O objetivo do presente estudo
foi apresentar cinco casos de pacientes que tiveram achados oftalmolégicos como primeiro indicador de
doenca sistémica. O sinal ocular pode ser a chave para o diagndstico de uma condicéo reumatolégica
sistémica. E fundamental seguimento clinico e avalicdo multidisciplinar, uma vez que o oftalmologista é

frequentemente o primeiro especialista a ser procurado.

INTRODUCTION

Spondyloarthritis corresponds to a group of in-
flammatory diseases that have similar clinical cha-
racteristics, immunogenetics, and radiological signs.
This group includes ankylosing spondylitis, reactive
arthritis, psoriatic arthritis, spondyloarthritis related
to inflammatory bowel disease, and undifferentiated
spondyloarthritis’.

According to a study by the Assessment of Spon-
dyloarthritis International Society (ASAS), since
2009, the term “spondyloarthritis” has been used for
spondyloarthropathies. This group of diseases can
be divided into axial spondyloarthritis, which pre-
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sents predominantly axial involvement represented
by ankylosing spondylitis with or without sacroiliitis,
and peripheral spondyloarthritis with a predominance
of peripheral arthritis, enthesitis, and dactylitis. Pe-
ripheral spondyloarthritis includes psoriatic arthritis,
reactive arthritis, and spondyloarthritis related to in-
flammatory bowel disease>?.

Ankylosing spondylitis (AS) is a chronic and pro-
gressive inflammatory disease that affects the sacroi-
liac joints, spine, and peripheral joints. Less frequen-
tly, it may occur with extra-articular manifestations
affecting the eye, skin, and cardiovascular system!-.
Ocular involvement is present in 20%-30% of patients
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with AS. The most common form of ocular manifes-
tation of AS is anterior uveitis, which occurs in about
20%-30% of patients with AS>*. It usually begins in
the second or third decade of life, affecting mainly
men'®, Its pathogenesis remains unknown, but stu-
dies have shown a direct relationship with the human
leukocyte antigen (HLA)-B27 being present in 80%—
98% of spondylitis patients”®. Antigen-related uveitis
is characterized as a unilateral iridocyclitis of sudden
and recurrent onsets with the presence of cells in
the anterior chamber and frequently occurring with
intense hyperemia, flare, posterior synechiae, possi-
bly fibrin, hypopyon, and a pupillary inflammatory
membrane'.

Reactive arthritis is represented by a classic triad
of arthritis, urethritis, and conjunctivitis®!°. Con-
junctivitis is the most prevalent ocular symptom
(30%-60%) followed by nongranulomatous, syne-
chial, bilateral, and asymmetric anterior uveitis,
which mainly affects young males!®!'!. However,
for definitive diagnosis, clinical and epidemiological
findings should be correlated. In addition to ocular
symptoms, patients may present joint pain, oral ul-
cers, chronic diarrhea, and urethritis'>!3, As with AS,
there is a direct relationship with the presence of the
HLA-B27 antigen as seen in 60%-90% cases of reac-
tive arthritis!®!4,

This study aimed to present five cases of patients
with spondyloarthritis having ophthalmic findings as
a common factor that preceded the onset of joint ma-
nifestations.

CASE REPORTS

Case 1

The first case includes a 36-year-old male white
patient who was a supervisor and an athlete by pro-
fession. He complained of pain, hyperemia, and low
visual acuity in the right eye [oculus dexter (OD)] for
the past 15 days. Regarding personal history, he re-
ported low back pain for years and underwent lumbar
surgery, associated with arthralgia in the shoulders,
ankles, and knees. No previous ocular symptoms
were reported.

Ophthalmological examination showed a cor-
rected visual acuity (CVA) of 20/200 and 20/20; in-
traocular pressure (IOP) was 6 and 11 mmHg; and
biomicroscopy showed opacity in the nasal cornea,
fine keratic precipitates, cells in the anterior cham-
ber (3+/4+), presence of fibrin, posterior synechiae,
and lens opacity. The left eye [oculus sinister (OS)]
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showed no changes. Retinal mapping (RM) was im-
possible in OD due to the opacity of the medium; OE
without changes. Topical prednisolone acetate (1%)
and tropicamide (1%) were prescribed; tests and eva-
luation by a rheumatologist were requested.

The tests ruled out infectious causes, but the pa-
tient was positive for HLA-B27 and a 7-mm tubercu-
lin [purified protein derivative (PPD)] test.

In the rheumatological evaluation, the patient pre-
sented low back pain with an inflammatory rhythm,
and physical examinations showed a bilateral posi-
tive Fabere test, arthritis in the knees, and calcaneal
enthesitis. Magnetic resonance imaging (MRI) of the
sacroiliac joints showed bilateral sacroiliitis (Figure 1).
With Bath Ankylosing Spondylitis Disease Activity
Index (BASDAI) score of 4.5, a diagnostic hypothesis
of nonradiographic axial spondyloarthritis was made.

Figure 1. Magnetic resonance imaging of the
sacroiliac joints (sagittal and axial sections)
showing bilateral sacroiliitis.
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Sulfasalazine 2 g/day and a nonsteroidal anti-inflam-
matory drug (NSAID) were initially prescribed. The
patient took this medication for 3 months without
any clinical response. Prophylaxis for latent tubercu-
losis with isoniazid (300 mg/day) was initiated and
maintained for 6 months. One month later, 5 mg/kg
of infliximab, an immunobiological agent, was ini-
tiated (attack doses at 0, 2, and 6 weeks followed by
every 8 weeks).

The patient returned after 3 months (while in
use of infliximab) with no articular symptoms, CVA
20/20 in both eyes [oculus uterque (OU)], biomicros-
copy showed no anterior chamber reaction in OU,
and RM showed no changes in OU. No surgical pro-
cedures were carried out and only clinical treatment
was continued for inflammation control; the patient
progressed with a good therapeutic response (BAS-
DAI score: 2).

Caso 2

The patient was a 33-year-old white female and
an accountant by profession. She was referred to us
by her rheumatologist, complaining of redness in OS
for 3 days, and she reported being under rheumato-
logical follow-up due to recurrent attacks of uveitis,
with HLA-B27 positive for 3 years, but with no radio-
logical signs or articular manifestations of the disea-
se. She was taking 1 mg/kg/day prednisone, 2 g/day
sulfasalazine, and 1 mg/mL topical dexamethasone.

The ophthalmological examination showed CVA
of 20/20 and 20/40; IOP was 12 mmHg in OU; and
biomicroscopy showed no changes in OD, whereas in
OS, there were traces of cells in the anterior chamber,
slight lens opacity, and iris pigments on the anterior
lens capsule. RM showed no changes in OU. Subse-
quently, spondyloarthritis was hypothesized, and the
patient was referred to the rheumatology department
for systemic medication advice. The patient returned
after 8 days with no signs of ocular inflammation.

Case 3

This included a 37-year-old white female patient
who was a social worker by profession. She complained
of redness and irritation in OS for the past 10 days.
Regarding personal history, the patient reported two
previous uveitis attacks and sequelae of poliomyelitis
on the right side.

The ophthalmological examination presented a
partial CVA of 20/20 in OU; IOP was 12 mmHg in
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Figure 2. Magnetic resonance imaging of the sacroiliac
joints (axial sections) showing slight subchondral bone
edema on the iliac face of the left sacroiliac joint.

OU; biomicroscopy of the OD showed no changes,
whereas that of OS showed no keratic precipitates,
but there were cells in the anterior chamber (1+/4+).
RM showed no changes in OU. Topical prednisolone
acetate (1%) in a regressive regimen and tropicami-
de (1%) were prescribed. Infectious causes were ruled
out in the investigation. MRI of the sacroiliac joints
showed slight subchondral bone edema on the iliac
face of the left sacroiliac joint (Figure 2). The patient
was positive for HLA-B27 and a 9-mm tuberculin
PPD test.

Based on these clinical and laboratory findings,
a diagnosis of spondyloarthritis was made, and the
rheumatologist prescribed sulfasalazine treatment
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(2 g/day). The patient returned after 3 months with
CVA of 20/20 AO; biomicroscopy showed no changes
in OD, and no keratic precipitates or hyperemia was
seen in OS.

Case 4

The patient was a 41-year-old white male who
was a salesman by profession. He reported eye red-
ness for the past 7 days. Regarding personal history,
the patient reported systemic arterial hypertension,
attacks of eye hyperemia and photophobia for 6 ye-
ars, and the self-medication of oral prednisone (20
mg/day) during the attacks. Regarding family history,
the patient reported that his mother had rheumatoid
arthritis.

The ophthalmological examination showed CVA
of 20/20 in OU; IOP was 16 and 12 mmHg; and bio-
microscopy showed pigments in the anterior capsule
of OD and cells in the anterior chamber (2+/4+) and
iris pigments in the anterior capsule of OS. RM sho-
wed no changes in OU. Topical prednisolone acetate
(1%) was prescribed, and rheumatological evaluation
and laboratory tests were requested. Infectious cau-
ses were ruled out. The laboratory tests were positive
for HLA-B27 and a 14-mm PPD test, whereas MRI
showed ankylosis of the lower sacroiliac joint. A diag-
nosis of AS was made, and sulfasalazine (2g/day) was
initiated under follow-up by a rheumatologist. The
patient showed no subsequent ocular and systemic
inflammatory signs.

Case 5

This included a 44-year-old white female patient
who worked as an administrative civil servant. She
complained of hyperemia, lacrimation, and photo-
phobia in OD for the previous 10 days. Regarding
personal history, the patient reported joint pain in
her knees and elbows after physical exercise, low back
pain, oral ulcers, and colitis diagnosed by a normal
colonoscopy examination. Regarding family history,
she reported that her father had rheumatoid arthritis.

The ophthalmological examination showed CVA
of 20/40 and 20/20; IOP was 6 and 8 mmHg; and bio-
microscopy showed conjunctival hyperemia (3+/4+),
fine keratic precipitates, cells in the anterior cham-
ber (2+4/4+), and ruptured posterior synechiae in
OD, and no changes were seen in OS. RM showed
OD with a slight cotton-wool exudate in the superior
temporal arcade with normal vitreous humor and OS

without changes. Topical atropine (1%) and predni-
solone acetate (1%) were prescribed, and laboratory
tests and rheumatological evaluation were requested.

The patient returned after 20 days with her eye
condition improved. The ophthalmological examina-
tion revealed CVA of 20/20 in OU and biomicroscopy
showed OD without conjunctival hyperemia, fine ke-
ratic precipitates, ruptured posterior synechiae, and
no anterior chamber reaction and OS without alte-
rations. RM showed OD with decreased cotton-wool
exudate in the superior temporal arcade. The patient
had a positive HLA-B27 test result and negative re-
sults for infection tests. A diagnostic hypothesis of
reactive arthritis was made due to the clinical fin-
dings of conjunctivitis, anterior uveitis, joint pain in
the knees and elbows, colitis, recurrent aphthae, and
positive HLA-B27. Sulfasalazine (2 g/day) was pres-
cribed under rheumatological follow-up and possible
treatment with immunobiological agents, due to the
recurrence of symptoms and progressive radiological
signs. The patient chose not to maintain the pres-
cribed drug treatment, undergoing ophthalmological
follow-up only during crises.

DISCUSSION

This article presents five cases of spondyloarthri-
tis wherein the patients’ clinical ophthalmic findings
were an important basis for the diagnosis of syste-
mic disease. In the first case of nonradiographically
diagnosed axial spondyloarthritis, the finding of ante-
rior uveitis associated with epidemiological data and
complaints were fundamental for the proper mana-
gement of the patient. The classification criteria for
spondyloarthropathies (Modified New York Criteria
1984 and ASAS 2013) were determined for use in
population studies. According to these criteria, the
diagnosis should not be ruled out if the criteria are
not fulfilled®'®. The treatment aims to resolve the
inflammatory process with consequent relief of pain
and maintenance of the patient’s articular function.
Standard treatment consists of the use of NSAIDs
and physiotherapy>'®'7, corticosteroids, DMARDs,
or immunobiological agents'¢-'8, Immunobiological
treatment has good prospects owing to the positive
results demonstrated, especially in cases of uveitis,
in promoting the patient’s complete visual recovery?.
If nonradiographic axial spondyloarthritis is approa-
ched early and globally, it has a good prognosis, as
in the case presented, wherein ophthalmological and
rheumatological evaluations were essential to start
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the treatment, avoiding an unnecessary surgical
approach.

The second and third cases also addressed the hy-
pothesis of spondyloarthritis, in which the presence
of the ocular condition and past history of uveitis led
us to perform laboratory investigations, which sho-
wed positive HLA-B27 results in both cases. The di-
fference between the second and third cases was the
evidence of articular manifestations. The patients
underwent treatment with sulfasalazine and later re-
turned with improved ocular condition and probable
remission of the systemic condition. It is common for
these patients to undergo alternate periods of crisis
and remission, and their condition may not be diag-
nosed at first. In the fourth case, the patient had atta-
cks of eye hyperemia and photophobia for 6 years. It
was only after clinical and radiological investigations
and consulting a rheumatologist that it was possible
to obtain the diagnosis of AS. After treatment with
sulfasalazine, the patient progressed with an impro-
vement of his condition without eye inflammatory
signs. It is important to note that most people who
are positive for HLA-B27 are healthy. Positivity of
HLA-B27 increases the risk of AS by 50-100 times,
but only 2% of these people develop the disease.

Table 1. Comparative analysis of the five cases of spondyloarthritis

Uveitis as the first manifestation of spondyloarthritis: case report

In the fifth case of reactive arthritis, epidemiolo-
gical data were also contrary to the literature, which
shows that this condition is more prevalent in young
males®>®'2, The patient in this case was a woman in
the fourth decade of life. However, the presence of
the HLA-B27 antigen associated with the classic triad
of conjunctivitis, arthritis, and urethritis were deter-
minant to support the diagnosis of reactive arthritis.
Treatment in the acute stages of the disease consists
of NSAIDs at conventional doses!*!*. Corticosteroids
may be used in cases of oligoarthritis or enthesopathy
that persist after treatment with NSAIDs. In chronic
cases, sulfasalazine and methotrexate may be used,
and the indication of immunobiological agents is not
yet well elucidated. The use of antibiotics should also
be considered if infection is present. In the fifth case,
systemic treatment was not initiated due to patient’s
refusal and a period of remission of the ocular inflam-
matory process.

All the five reported cases presented ocular mani-
festations as the first signs for the investigation of a
rheumatological condition (Table 1). These patients
often experience joint pain during their lifetime, but
do not associate it with any systemic condition, espe-
cially in the case of young adult patients. Most often,

Case 1 Case 2 Case 3 Case 4 Case 5
Gender Male Female Female Male Female
Age (years) 36 33 37 41 44
Laterality One-sided One-sided One-sided One-sided One-sided
Initial VA 20/200 e 20/20 20/20 e 20/40 20/20p AO 20/20 AO 20/40 e 20/20
Final VA 20/20 AO 20/20 AO 20/20 AO 20/20 AO 20/20 AO
Biomicroscopy Fine KPs Traces of cells KPs 2+/4+ cells Fine KPs
3+/4+ cells 1+/4+ cells Iris pigments 2+/4+ cells
Fibrin, PS Ruptured PS
Clinical course Acute Recurrent Recurrent Recurrent Acute
HLA-B27 Positive Positive Positive Positive Positive
Systemic Low back pain Absent Absent Absent Joint pain
manifestations Joint pain Low back pain
Colitis
Oral ulcers
Radiological signs Bilateral sacroiliitis Absent Subchondral bone Ankylosis in the Absent
edema in the lower sacroiliac
sacroiliac joint joint
Diagnostic Nonradiographic axial ~ Spondyloarthritis ~ Spondyloarthritis Ankylosing Reactive arthritis
hypothesis spondyloarthritis spondylitis

Table with comparative data of the five cases of spondyloarthritis presented.
Right eye (OD), left eye (OS), both eyes (OU), visual acuity (VA), intraocular pressure (IOP), keratic precipitates (KPs), posterior synechiae (PS).
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they relate the pain to physical exercises or orthope-
dic diseases and do not undergo the necessary radio-
logical investigations, remaining for long periods in
either crisis or remission. None of the cases presen-
ted had hypopyon, which is considered a risk factor in
patients diagnosed with spondyloarthritis'’.

In conclusion, anterior uveitis may be the initial
manifestation of spondyloarthritis. It is more usually
correlated to AS, but it may also be present in reactive
arthritis. Based on the presented data, the diagnosis,
follow-up, and use of a multidisciplinary approach for
these patients are considered essential. Clinical and
laboratory investigations are necessary since the ap-
propriate approach toward the underlying pathology
can accurately infer the patient’s prognosis, thereby
avoiding unnecessary interventions and prevent ocu-
lar and articular sequelae.

Ocular signs may be key for the diagnosis of a
systemic rheumatological condition. Clinical follow-
-up and multidisciplinary evaluation are therefore
essential since the ophthalmologist is often the first
specialist to be sought.
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