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Abstract

Posterior reversible encephalopathy syndrome (PRES) is an entity 
characterized by the presence of variable neurological symptoms 
and reversible edema typically affecting the posterior white mat-
ter on brain MRI studies. It has been described in association with 
autoimmune diseases and with the use of chemotherapy and immu-
nosuppressive drugs. We report a case of a 58-year-old woman with 
Behcet’s disease treated with methotrexate, adalimumab and low-
dose prednisone who presented with sudden bilateral visual loss, 
together with radiological findings and clinical course suggesting 
PRES. PRES may appear associated with Behcet’s disease, from 
whose neurological complications should be differentiated, since 
management and prognosis differ significantly.
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Introduction

The posterior reversible encephalopathy syndrome (PRES), 
first described by Hinchey et al in 1996 [1], is character-
ized by reversible subcortical edema with variable clinical 
presentation of neurologic symptoms including headache, 
confusion, visual disturbances and seizures. The typical 
neuroimaging findings consist of bilateral, symmetric vaso-
genic edema involving the white matter of the parietal and 
occipital lobes. This entity has been described mainly related 

to hypertension, renal failure and chemotherapy or immu-
nosuppressive drugs. Hypertension is not always present, 
particularly in drug-related cases. Although PRES has been 
reported in the course of several autoimmune disorders, its 
association to Behcet’s disease has not been described so far.

We report the case of a woman diagnosed with Behcet’s 
disease on immunosuppressive therapy, who developed 
PRES.

 
Case Report

A 58-year-old female had been diagnosed with Behcet’s 
disease on the basis of recurrent aphthous oral ulcerations, 
uveitis and erythema nodosum. She was on methotrexate 2.5 
mg a week, adalimumab every 2 weeks and 2.5 mg of daily 
prednisone, as well as calcium and vitamin D.

She was admitted for a sudden, bilateral, painless visual 
loss. Physical examination disclosed complete blindness 
with light-unresponsive pupils, without any other neurologic 
or systemic abnormalities. Funduscopy was normal, and 
ophthalmological evaluation ruled out uveitis or any other 
ocular problems. Blood chemistry, ESR, CBC and differen-
tial were normal. She was afebrile, and her blood pressure 
was 140/90 mmHg. A cranial CT scan was normal, and a 
transcranial duplex examination (color mode) showed a less 
obvious spectrum in the posterior circulation as compared 
with the anterior circulation. A brain MRI performed a few 
hours after onset disclosed an abnormal signal on FLAIR se-
quences over the subcortical white matter of both occipital 
lobes. MR-angiography showed a less intense representation 
of the posterior cerebral arteries as compared with the an-
terior circulation; posterior arteries displayed multiple seg-
mental stenoses (Fig. 1).

Blindness was followed by right-sided neglect and left 
upper limb ataxia. All the neurological signs resolved spon-
taneously in 72 h. She remained asymptomatic and with nor-
mal blood pressure throughout.

Another brain MRI 72 h later showed a normalization 
of the brain parenchyma signal, together with an increase in 
brain volume of the posterior regions in the perfusion maps, 
likely reflecting a reactive hyperperfusion (Fig. 1).
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She was discharged, and methotrexate and adalimum-
ab were stopped. An angio-MRI performed 4 weeks later 
showed resolution of segmental stenoses of the posterior cir-
culation (Fig. 1). She has remained asymptomatic ever since.

Discussion
  
PRES is a clinicoradiological entity characterized by head-
ache, confusion, seizures and diverse visual abnormalities in 
combination with neuroimaging evidence of reversible vaso-
genic edema predominantly involving the subcortical white 
matter of parietal and occipital lobes [2].

This patient, with Behcet’s disease and immunosuppres-
sive therapy, presented with a painless blindness together 
with abnormal signal on the occipital lobes and evidence of 
posterior circulation disturbances on imaging studies. These 
abnormalities were rapidly reversible, thus suggesting the 
diagnosis of PRES.

PRES has been described in association to hypertension, 

eclampsia, organ transplantation, infections, connective tis-
sue disorders, autoimmune disorders, immunosuppressive 
therapy, chemotherapy, hypercalcemia, uremia, porphyria 
and HIV patients on antiretroviral treatment [2, 3]. While 
PRES has been described in several autoimmune disorders 
(mainly lupus), we have not found any other case associated 
to Behcet’s disease in the literature.

A number of drugs have been associated to PRES, in-
cluding cyclosporine, tacrolimus, methotrexate, cyclophos-
phamide, high-dose steroids and diverse monoclonal anti-
bodies [2, 4]. This patient was on methotrexate, adalimumab 
and low-dose prednisone, and their combination could have 
played a role in PRES development. A sudden increase in 
blood pressure is the most common trigger for PRES, al-
though it can also occur with normal blood pressure, particu-
larly when it is associated, as in our patient, to chemotherapy 
or immunosuppressive drugs [5]. A drug-induced endothe-
lial cell damage affecting the brain blood flow autoregula-
tion has been proposed as a pathophysiological mechanism 
in these patients [2].
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Figure 1. Brain MRI (FLAIR sequences) performed 6 h after symptoms onset showed edema along the occipital subcortical white mat-
ter, more evident on the right side (A). MR angiography (B, C) showed a less intense representation of the posterior cerebral arteries 
with multiple irregularities in their walls (segmental stenoses). The resolution of the edema is seen on the MRI performed 72 h later (D), 
with signs of reactive hyperperfusion of the posterior regions on perfusion maps (E). An angio-MRI performed 4 weeks later showed 
the resolution of the posterior circulation segmental stenoses (F).
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Neuro-Behcet is the main consideration in the differen-
tial diagnosis in this patient. The clinical presentation with 
a reversible course and the neuroimaging findings would be 
highly atypical for a small venous inflammatory disease of 
the brain typical of Behcet’s disease [6, 7], supporting the 
diagnosis of PRES. This was the reason why an invasive 
conventional angiography was not performed. There was 
no evidence of other neurological complications of Behcet’s 
disease, such as cerebral sinus venous thrombosis, aseptic 
meningitis or neuropathy.

The diagnosis of reversible cerebral vasoconstriction 
syndrome (RCVS) should also be considered. This entity is 
defined by the association of severe headaches (often thun-
derclap) with or without additional neurological symptoms, 
and reversible constriction of cerebral arteries resolving 
spontaneously in 3 months [8]. Our patient had no headache 
associated with the neurological deficit, and the presence of 
reversible white matter lesions supported the diagnosis of 
PRES.

The management of PRES includes blood pressure con-
trol and correction of electrolytic abnormalities when pres-
ent, as well as discontinuation of offending drugs. PRES re-
lapse occurs in approximately 4-8% of patients, particularly 
if predisposing factors are not eliminated [9, 10].

In summary, the diagnosis of PRES should be borne in 
mind of physicians caring for patients with systemic dis-
orders including Behcet’s disease, since misdiagnosis will 
likely result in severe neurologic injury or death.
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