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Abstract

Behget's disease is a vasculitis that can cause inflammatory lesions in multiple organs or systems
including the nervous system. Most cases worldwide have been reported along what is called the "Silk
Route" from the Mediterranean region to Japan, so it is considered a rare disease in Latin American
countries. The frequency of neurological involvement ranges from 5 to 13%. We present the case of a
young adult woman with diagnostic criteria for Behget's disease and manifestations of neurological

disease, as well as a review of the literature.

Introduction

Behget's disease is a vasculitis that causes inflammatory
injuries in multiple organs and systems like the skin, joints,
gastrointestinal, renal, cardiopulmonary and/or
neurological [1].

The larger number of cases on a global scale, has been
informed along the so called “Silk Road” that goes from the
Mediterranean region up to Japan. It typically appears in
the third decade of life, affecting more men than women
(1.4:1) with a higher incidence of serious systemic
complications in young men [2]. In countries of America
the incidence is much lower thus being catalogued as a rare
disease [3]. The reported frequency of neurological
injuries, ranges between 5 and 13 % and it has been
admitted that these injuries increase mortality and
morbidity of patients with Behget s disease [4],[5].
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The diagnosis is based on the following criteria: repetitive
oral ulcers generally painful (with a minimum of three
relapses in one year), plus two or more of the following
signs or symptoms: recurrent genital ulcers, ocular injuries
as hypopyon, uveitis, retinal vasculitis, cutaneous injuries
and positive pathergy test according to criteria proposed by
the International Study Group in 1990 (Table 1) [6].
Recently, these criteria have been revised for presenting
low sensibility and new international criteria have been
established for Behget s disease by means of a ten-point
score where a score over four gives the diagnosis. In this
score neurological manifestations and vascular
manifestations (arterial, venous thrombosis or phlebitis)
are added to the previous criteria. Furthermore, if carried
out, a positive pathergy test means an additional
point [7] (Table 2).

The purpose of this article is to report a case of neuro-

Behget, to review the reported cases so far in Peru, and to
identify their common characteristics.
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Criterion Description

Recurrent Oral ulceration

Aphthous ulcers (idiopathic) observed by a doctor or patient with at least
three episodes during the last 12 months.

Two or more of the following signs

Recurrent Genital ulcer

Aphthous ulcers or healing observed by a doctor or patient.

Ocular injury

Anterior or posterior uveitis cells in the dilated eye fundus exam or retinal
vasculitis documented by the ophthalmologist.

Skin injuries

Erythema nodosum; papulopustular cutaneous injuries or
pseudofolliculitis with a typical acellular nodules observed by the doctor.

Pathergy test

Diagnosed after 24 - 48 hours by the doctor.

Adapted from the International Study Group for Behget's disease [6].

Table 1. Criteria for the diagnosis of Behget 's disease.

SIGNS/SYMPTOMS

POINTS

Ocular injuries

Genital aphthous ulcers

Oral aphthosis

Skin Injuries

Neurological manifestations

Vascular manifestations

Pathergy test*

RlRR R NNN

* Optional.

Table 2. Diagnostic score according to the New International Criteria for the Behget s disease.

Methods

The design of the present research is a retrospective cross-
sectional case report. Informed consent for publication was
requested and provided in accordance with international
ethical standards. We carried out a search of medical
literature regarding reported cases of Neuro-Behget's
disease in Peru (MeSH: Symptom Complex Triple OR
Adamantiades-Behcet Disease OR Behcet Triple Symptom
Complex OR 0Old Silk Route Disease OR Behcet's Syndrome
OR Behget Disease AND Case Report [Publication Type]
AND Neurologic Manifestations) in PubMed, Lilacs and
Scielo. Six cases were identified in our
country [7],[8]1,[9] with the criteria and the diagnostic
score for Behget 's disease.

Case report

The patient is a 20-year-old woman, from the Constitutional
Province of the Callao, with European - Mediterranean
descent from both parents and precedent painful ulcerative
injuries in lingual mucous membranes, hard palate and lips
during the previous three years with a progressive course
and spontaneous remission. One year earlier she had an
episode of blurry vision, during three or four days, which
improved without treatment. Seven months earlier, an
episode of previous uveitis in the right
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eye with spontaneous remission after two days. The
following month she had a relapse in the left eye with the
same characteristics (Figure 1). Four months earlier, she
presented intermittent arthralgia of 8/10 intensity that
diminished with  analgesic and anti-inflammatory
treatment. Two months earlier, the patient showed
positional tremor in upper limbs with a duration of three
days and spontaneous remission. One month earlier, she
presented genital ulcers with spontaneous remission in two
weeks without leaving a scar and with recurrence until
diagnosis. During this time she refers constipation, which
improves with lactulose.

Some weeks before, she went to the emergency
department after a sudden vertical diplopia that was not
spontaneously improving.

In the physical examination at admission: the patient had
a fluent speech, anisocoria (R: 2.5 cm L: 3.5 cm), making
it difficult to look down with the left eye, vertical
nystagmus, central scotoma and upper eyelid ptosis in the
right eye. The ocular fundus showed vitreitis, macular
edema and foci of peripheral periphlebitis with right
predominance. She also presented painful genital and
perianal ulcers of slightly definite borders with a diameter
of one to two centimeters (Figure 1).
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A: Genitals and perianalulcers
B: Eyelid ptosisof the right eye
C: Oral ukers

Figure 1. Clinical signs of the patient.

Antiphospholipid  antibodies, antinuclear antibodies,
antineutrophil cytoplasm autoantibodies, rheumatoid
factor, serum complement, and oligoclonal bands turned
out negative (Table 3). Due to the mild protein C and S
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increase and low sedimentation rate, post infectious
encephalopathy and/or rhombencephalitis was suspected.
However, we found no indicators of any etiologic agent in
the study of cerebrospinal fluid (Table 4).
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Requested tests Reference value Patient's value
ANA Negative
Antithrombin 1 (0.7-1.30U/L) Negative
AntiSm 0-20 UI Negative
AntiSS-A (anti —Ro 0-20 Ul Negative
Anti S5-B (anti-La) 0-20 UI Negative
Protein S 60-130 % 135%
Protein C 70-140 % 144 %
Cardiolipin 1gM 0-15 UI/MPL Negative
Cardiolipin 12G 0-15 Ul/pg Negative
Complement C3 90-180 mg/dI| Negative
Complement C4 Women: 13 to 75 mg/dL Negative
Lupus Anticoagulant Negative
ANCA 0-1.4Ul/mL Negative
Rheumatoid factor 40 to 60 Ul/mL Negative
{*) Information obtained by the investigator.
ANA: antinuclear antibodies.
ANCA: antineutrophil cytoplasm autoantibodies.
Table 3. Immune profiling.

Exams requested Results

Cytochemistry Normal

India ink test Negative

Gram and culture Negative

Bk virus test Negative

ADA Negative

VDRL No reactive

Oligoclonal bands Negative

{*) Information obtained by the investigator.

Table 4. Cerebrospinal fluid characteristics.

The results of nuclear magnetic resonance (NMR) show
hyperintense images in T2-FLAIR in medial region bilateral
mesencephalic ranging left area and right hippocampus

(figure 2). Visual evoked potentials demonstrated bilateral
increased latencies with left predominance.
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A. Hyperintense images in FLAIR in region bilateral mesence phalic
B. Hyperintense image in T2 in medial region bilateral mesencephalic ranging the left area and right

hippocampus.

Figure 2. Images of RMN in considered T2-FLAIR.

We determined that the clinical picture corresponds to an
inflammatory disease without infection evidence. The extra
neurological symptoms and signs and the characteristic
injuries of the central nervous system allowed to exclude
other causes of inflammatory injuries as of lupus
erythematosus, rheumatoid arthritis, herpes, HIV, syphilis,
multiple sclerosis, post-infectious encephalopathy and viral
rhombencephalitis.

The oral and genital ulcers with undefined etiology made us
suspect Behget’'s disease, hence we requested the
pathergy test [7] (Figure 3), which turned out to be
negative. Nevertheless, in the biopsy sample of the rim of
the ulcer, acute and chronic, superficial and deep
inflammatory perivascular and interstitial infiltration were
demonstrated, compatible with autoimmune disease
(Figure 4).

The appearance of sterile pustules was not observed at 24-48 hours after the
cutaneous puncture with a needle.

Figure 3. Pathergy test.
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Figure 4. Histological images of skin biopsies showing acute and chronic inflammatory infiltration.

Additionally, the hemogram presented leukocytosis %, ferritin 57 ng/ml and iron of 17.49 mcg/dl. The urine
(14,440 cellsy/mm3) with lymphocytes predominance. test with leukocytes over 100 per field, positive to Candida
Hemoglobin in 9.1 g/dl with transferrin saturation of 7.75 Albicans culture as the vaginal secretion test (Table 5).

Exams Requested Reference values Patient Values

Ferritin 20-50 ng/ml 57 ng/ml

Transferrin Saturation (25-50) % 7.76 %

Iron 60 a 170 mcg/dL 17.49 mcg/dL

Hemoglobin 12.1a15.1g/dL 9.1

Mean corpuscular volume (MCV) | 80-100 fL 84 fL

Mean Corpuscular hemoglobin 27-34 pg 25.1 pg

Hemogram 4,500-11,000 14,440

VS5G 0-20 mm/h. 55 mm/h.

Dimer D Negative

Urine Test Leukocytes > 100, Agglutinated: 1 +

Vaginzl secretion Yeasts 3 +, Candida ++

Abdominal ultrasound scan Echographic signs of Inflammatory pelvic disease

Thevenon Test Negative

Table 5. Hematology test and others.

After treating the infections and stabilizing the patient, characterized by recurrent urinal infections, Cushing
treatment began with prednisone with a systemic dose of syndrome, osteopenia and osteoporosis as adverse
0.5 mg to 1mg/kg/day that has continued up to today. She reactions to the treatment with corticoids. As a
has also received treatment for two months with consequence, she also present a decrease of visual acuity
azathioprine with a dose between 1 to 2 mg/kg/day, during with right predominance.

which, the patient presented meningoencephalitis of
probable bacterial etiology, so we decided to withdraw this
treatment. The patient later presents an evolution
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Diagnosis according to criteria

The clinical picture of the patient met the major criterion
(recurrent oral ulcers) and two of four additional criteria
established by the International Study Group in 1990
(genital ulcers and previous uveitis as an ocular
injury) [1] (Table 1). The patient also met the new
international criteria, established in 2014, for Behget’s
disease, having presented eight of a maximum score of ten.
These criteria add to the classic ones: skin injuries

(aphthae) and neurological manifestations without vascular
manifestations like arterial thrombosis or
phlebitis [7] (Table 2).

Identified cases

The reports of Behcet s disease in Peru are scarce. After
the search, we could only identify six cases of Neuro -
Behcet in the last 25 years which are described in Table 6.

) Ca ith g A &
Year | Author Design Cases . Neurological manifestations
neuro-Behget
Generalized tonic-clonic
convulsions, visual alterations
Visaga Maribel | Case 16-year-old for uveitis, cerebellar ataxia,
1996 5 1 R & SN
et al. [8] report woman, mixed race hemiplegia and mass injury at
the level of the brain stem and
basal ganglia.
Maria
l ic-cloni
1996 | Hinostrozaet | ¢ 27-year-old man 1 R A
report convulsions; deep coma status.
al. [9]
Number of cases 9 : : ;
s patients with BD (6 Ataxia, comprehension aphasia,
1992- 3 Case 4 (2menand | hiccup and hyperreflexia, sign of
barrios et al. men and 3 ; Rz ;
2001 reports 2 women) bilateral babinski (+), weariness
[10] women). Age range
and headache.
19-55 years.

BD: Behcet's disease

Table 6. Evidence table.

Discussion

The neurological compromise of Behget’s disease can be
classified as primary by direct affectation of the central or
peripheral nervous system; and secondary to systemic
complications of the disease or the treatment. Two primary
affectations have been established: parenchymal and not
parenchymal. Which rarely take place in the same
individual [2], and its pathogenesis are probably different,
although the most recognized finding is the perivascular
lymphocytic infiltrate [10].

The parenchymal damage is characterized by an
inflammation of small blood vessels in the parenchyma of
the central nervous system. It affects most frequently male
patients. Symptoms as ophthalmoparesis, cranial
neuropathy, cerebellar damage or pyramidal dysfunction,
can indicate affectation of the brain stem. Progressive
forms of the disease characterized by subcortical dementia
accompanied by ataxia; in addition to signs and symptoms
indicative of cerebral hemispheres damage as hemiparesis,
convulsion, dysphasia, cognitive dysfunction, psychosis and
emotional lability have also been reported. Finally, the
disease can also affect the spinal cord [10],[11].

The diagnosis of the Behcet s disease rarely occurs in our
population and it is usually not reported initially in patients
with neurological compromise. Although there are reports
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of Behget’s disease in Mongolia, Russia, Australia, New
Zealand, Brazil, Mexico, Cuba, Argentina, Colombia and
Chile, approximately in 200 patients [12], the reports of the
Neuro-Behget s disease in Peru are scarce. Six cases were
identified in the last 25 years, mostly with neurological
symptomatology different from that of our patient, with the
same proportion of men and women and ages ranging
between 16 and 55 years, from urban areas of Lima, but
with no specified European or Mediterranean descent (Table
6).

Our patient presented perianal and genital ulcers which are
considered to be the most specific injuries of this
disease [13]. She also presented uveitis that is seen in 25
to 75 % of patients mostly men. The patient also had a
partial paralysis of III right cranial nerve (only eyelid ptosis)
and left (pupil dilation), damage of the IV cranial nerve
nucleus of the right side (slight medial deviation of the left
eye with difficulty for directing the look down and lateral).
This is similar to the case reported by Aydin et al. but this
case only presented injury in the oculomotor nerve
nucleus [14]. Hence, ocular signs can be the initial
manifestations that generate main concern in the patient
and/or doctor and lead the clinical suspicion to the definitive
diagnosis even in absence of other more common clinical
symptoms [15]. Despite that our patient fulfills the
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established diagnostic criteria for Behget s disease [1],[7]
it presented a negative test of pathergy, which is specific
but has low sensitivity, a fact that might increase the value
of false negatives in the context of patients receiving any
form of anti-inflammatory treatment [6],[7].

Neurological clinical manifestations in our patient appeared
with a progressive course of approximately four years,
similar period to that of published studies in Asia and
Europe [12]. The neurological compromise of the present
case was of parenchymal type; as in three published
articles in Peru, with a total of six patients diagnosed with
neuro-Behget (Table 6). She did not show severe episodes
at diagnosis and received opportune treatment; in contrast
with the reported Peruvian case reported Hinostroza et
al. [9], in which the diagnosis was late and neurological
complications led the patient to deep coma. The
neurological clinical manifestations of our patient were
different from the reported cases by Barrios et al. [10],
which included tonic-clonic convulsions, movement
alterations, hemiparesis, Babinski (+) and migraine.
Therefore, it is important to consider the neurological
symptomatology of Behget’s disease, especially in its
varied clinical presentation, because the injuries might be
irreversible and linked with a bad prognosis [16].

The treatment of the Behget 's disease is based on the use
of glucocorticoids in doses that change according to the
severity of the presentation, generally, it starts with
prednisone (1 mg/kg per day for one month, followed by
withdrawal in a gradual form depending of the patient’s
tolerance). In serious cases it is useful a treatment with
corticoids pulses, as methylprednisolone 1 g, administered
intravenously every 24 hours during one to five days [17].
In case of nervous compromise the treatment includes the
use of azathioprine as a first line agent, alternatives include
mycophenolate, methotrexate, and cyclophosphamide
[18]. When there is an ocular compromise, the use of
cyclosporine in combination with glucocorticoids is frequent
[19] and in serious or resistant cases other
immunosuppressants are used as azathioprine [20].

In our patient, the treatment was with corticoids and
azathioprine, the result was a recovery of the neurological
injuries without relapsing, but with recurrent urinary tract
infections and development of Cushing syndrome as side
effects of the corticoids. This favorable evolution is not seen
in all patients, as it is in the Peruvian case presented by
Visaga et al. [8], in which there was a late diagnosis and
failure at the end of the treatment with corticoids. The
absence of an answer to corticoids is associated with a bad
prognosis and with a dependence status [21].

The most complex complication is the blindness caused by
bilateral uveitis and scar tissue. Here the traditional use
cyclosporine (5mg/kg) is indicated together with the
treatment against the tumor necrosis factor alpha when
resistance to immunosuppressants is identified [22]. Our
patient presented a diagnosis of uveitis in the right eye
seven months before diagnosis, a month after she had a
recurrence in the left eye and this is the last reported
episode.
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Conclusion

In conclusion, in patients with neurological
symptomatology and injuries, it is necessary to suspect the
diagnosis of less frequent etiologies like Behget “s disease,
especially in young people even in populations where this
diagnosis is not frequent. It is necessary to consider that
the morbimortality of this disease increases when there is
neurological damage [23]. Therefore, an early diagnosis is
important since it allows an opportune treatment that
avoids the development of severe complications and/or
disabling sequelae.
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