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GENERAL PAPERS

Uveitis as an extraarticular manifestation                             
in spondyloarthritis
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ABSTRACT
Spondylatrhritis is a multifaceted disease, primary involving the axial skeleton. But sometimes, the patient pres-
ent either with articular involvement plus other organ invelovement, or with only extraarticular involvement. As 
the most frequent, uveitis is the main extraarticular manifestation (EAM) of spondylarthritis. This EAM is very 
important because it can be the first manifestation of SpA, so it may bring the patient to the doctor, be it an 
ophthalmologist or a rheumatologist. Diagnosing uveitis in the context of SpA, is of paramount importance also 
because anterior uveitis is an emergency, because it can lead to blindness. So, knowing the clinical appearance 
and the treatment of uveitis in the context of SpA is crucial for providing the best care for SpA patients.
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INTRODUCTION

Spondyloarthritis (SpA) are a group of closely 
related and sometimes overlapping inflammatory 
rheumatological diseases that share some features, 
of which inflammation of the axial skeleton, dactyli-
tis (also known as sausage digits), enthesitis (which 
is inflammation of the insertion points of the liga-
ments and tendons on the bone), presence of 
HLA-B27 are the most prominent ones.

Aside from these common characteristics, anoth-
er rather frequently encountered feature of this group 
of diseases, is the presence of extraarticular involve-
ment or extra articular manifestations (EAMs) [1].

The mechanism by which EAMs occur in SpA, 
is, in brief, the hyperstimulation of the immune sys-
tem, which becomes systemic and involves different 
conjunctival structures of the body.

On average, around 40% of patients with SpA 
have at least one EMA during the course of their dis-
ease. The frequency of EAMs is dependent on the 
duration of the underlying SpA: the longer the dura-
tion, the more frequent the EAMs; for example the 
prevalence of uveitis doubles in patients with a more 

than 20 year-long disease versus those with less than 
10 year-long disease [2].

The main feature of uveitis (that is inflammation 
of one or more of the uveal tract components) in “red 
eye”. A red eye signifies inflammation and is due to 
the dilation of ocular blood vessels; but, in order to 
make a proper differential, it is important to know 
what vessels are inflamed since the congestion of the 
conjunctival posterior vessels produces superficial 
inflammation (conjunctivitis, blefaritis) and the con-
gestion of the anterior ciliary vessels produces pro-
duces profound inflammation (keratitis, uveitis). But 
not all red eye situations are an emergency. Only 
when it coexists with pain or decrease in visual acu-
ity, the red eye is an emergency that implies getting 
very fast to an ophthalmologist for proper assess-
ment and treatment. The emergency in diagnosing 
and treating uveitis is the possibility that the healing 
of the inflammation of the uveal tract occurs with 
defect (consisting of opacities in the uvea), leading 
to potential blindness. When the red eye is an emer-
gency, it usually denotes the aggravation of the un-
derlying disease (in this case, of the spondylarthri-
tis). Maybe it is worth noting that there are some 
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ophthalmologic emergencies, related to rheumato-
logical conditions, in the absence of a red eye, as 
well. For instance, in juvenile idiopathic arthritis 
there is a possibility to have anterior chronic uveitis, 
which is frequently bilateral but with no visible in-
flammation (that is no pain or any clinically detecta-
ble sign in the beginning) and sometimes with onset 
directly by a complication; and this is why these pa-
tients must be regularly evaluated, even if asympto-
matic [3].

The ophthalmologist may be the first specialist in-
volved in recognizing that the uveitis is part of a sys-
temic rheumatological disease. In sarcoidosis, ocular 
symptoms are the most frequent initial manifesta-
tions; in giant cell arteritis, 20% of patients have only 
ophthalmologic involvement, with no general symp-
toms; recurrent polycondritis, 18% of patients have 
ocular initial symptoms; last, but not least, Behcet’s 
disease has an initial ophthalmic involvement in a 
third of patients.

CLASSIFICATION AND DIFFERENTIAL 
DIAGNOSIS

The classification of the uveitis is dependent on 
the predominant location of the inflammation: an an-
terior uveitis is still anterior, even if, as a consequence 
of its presence, complications occur on the posterior 
pole of the eye. Anterior uveitis can be acute (with a 
sudden onset and limited duration), recurrent (with 
repeated flares, separated by at least 3 months peri-
ods of no uveitis without treatment) and chronic 
(with flares lasting more than 3 months and relapses 
within 3 months of no treatment).

Anterior acute uveitis (AAU) is usually immune 
mediated, not infectious in etiology. In different dis-
eases, there are different locations of the AAU and 
different prevalence (see Table 1).

TABLE 1. Different diseases and different locations of 
AAU
Autoimmune disease Most common associated uveitis
SpA [4] Anterior
Behçet’s disease [5] Posterior and panuveitis
PsA [6,7] Anterior
JIA [8] Anterior
Sarcoidosis [9,10] Anterior/posterior/panuveitis
IBD [11] Anterior and/or intermediate 
Psoriasis6 Anterior
MS [12] Intermediate
Vogt-Koyanagi-Harada’s 
syndrome [12]

Posterior/panuveitis

HLA-B27 associated AAU is variable in presenta-
tion, depending on the underlying HLA-B27 associ-
ated disease (see Table 2). 

TABLE 2. Characteristics of HLA-B27 associated AAU
SpA [13-15] IBD  or PsA [13]
Anterior Anterior and intermediary
Sudden onset, with 
prodrome

Sudden onset or insidious onset

Unilateral Unilateral or bilateral
Recurrent, frequently on 
the same eye

Recurrent or chronic

Complete resolution in 
months (or less)

Involvement of vitrous body

Predominant in male Predominant in women (IBD)

Usually, in HLA-B27 positive SpA patients, uvei-
tis is anterior (90.5% of cases), acute (88.7%), unilat-
eral (87.3%), recurrent (50.6%) on the same eye (si-
multaneous involvement is rare), sometimes with a 
“flip-flop” pattern (alternative involvement of the 
eyes), with acute onset with ocular pain before the 
inflammation of the anterior chamber of the eye, 
which is severe: red painful eye, photophobia, in-
creased lacrimal secretion; sometimes, it is compli-
cated with hypopyon or posterior iris residual fibrin 
connections and glaucoma. Its intensity is not related 
to the SpA activity [4,16-18]. The prevalence of uve-
itis is also dependent on the type of HLA-B27 related 
disease, with the higher prevalence in ankylosing 
spondylitis (AS) (around 33%) and the lowest in in-
flammatory bowel disease (IBD) [19]. The incidence 
of AAU in patients with AS is increasing with the 
duration of the disease, so that it reaches a 20-year 
cumulative value of 24.5% [20]. But, is there any dif-
ference in prevalence of AAU between AS and SpA?! 
In 2016, de Winter et al. showed that in terms of cur-
rent uveitis, there is no significant difference between 
the two, but in terms of the presence of uveitis, ever, 
the ocular involvement is statistically significantly 
higher in AS than in SpA [21].

The significance of AAU in SpA is that of a nega-
tive prognostic marker: it is associated with higher 
disease activity scores, with decreased mobility and 
functionality and, most importantly, with a higher de-
gree of structural damage [22,23]. So, the importance 
of AAU in early diagnosis of SpA lies in the facts the 
AAU is often the first manifestation in aroud 41% of 
patients with SpA, between 41 and 77% of patients 
with AAU have actual undiagnosed SpA, which is 
important as the medium time between onset and di-
agnosis of disease is around 7 years [24-28].
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MANAGEMENT ALGORITHM
Such a patient, with acute anterior uveitis that gets 

to the ophthalmologist, must be sometimes sent to the 
rheumatologist; in order to ease this process, in 2014, 
Haroon et al. came up with an evaluation tool which 
helps ophtalmologists decide what patient with AAU 
should be sent to the rheumatologist. This is called 
the Dublin Uveitis Evaluation Tool (DUET) and has 
a sensibility of 96% and a specificity of 97% for de-
ciding when to refer the patient to the rheumatologist 
(see Figure 1) [29].

Treatment of acute anterior uveitis is, initially, 
just local with corticosteroids in the form of eye 
droplets and cycloplegic medicines. This treatment is 
reserved for easy to moderate cases. When such ther-
apeutic approach does not work, the ophthalmologist 
will perform periocular cortisone injections and if 
these fail too, the next step of the therapeutic ap-

proach is to use conventional synthetic DMARDs 
(whose efficacy on AAU is, if ever, quite late) of bi-
ologic therapies. When using biologics in the treat-
ment of SpA related AAU, we have to bear in mind 
that not all biologics have the same efficacy; that is, 
monoclonal antibodies are preferred over fusion re-
ceptor proteins with respect to the incidence of re-
lapses of AAU [30,31].

CONCLUSIONS
To conclude about uveitis in spondyloarthritis, 

one might want to remember that AAU may be the 
first manifestation of SpA, the clinical picture de-
pends on the subset SpA, uveitis may be really se-
vere, when treating it, we prefer monoclonal anti-
bodies over fusion receptors and that the collaboration 
between ophtalmologists and rheumatologists is cru-
cial for an early diagnosis and an efficacious treat-
ment.

Acute anterior uveitis

Yes

No further diagnostic 
work up required - 
uveitis is related to SpA*

Known diagnosis of SpA*

Check HLA B-27

Negative
Positive

Known psoriasis or noted
on physical examination

Yes

No

No

No

Yes

Provide a hand out Refer to a rheumatologist Provide a hand out

Back pain (age of
onset <45 years &
duration >3
months OR joint
pains requiring a
GP visit

FIGURE 1. The DUET algorithm
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