Iranian Journal

Case Report

of Neurology

Ir J neurol 2011; 10(3-4): 54-57

Four cases of brown-vialetto-van laere
syndrome from Iran: Clinical and

electrophysiologic findings

Received: 6 Mar 2011
Accepted: 12 June 2011

Samira Yadegari', Askar Ghorbani', Mitra Ansari Dezfouli?, Shahriar Nafissi’

' M.D, Department of Neurology, Tehran University of Medical Sciences, Tehran, Iran
2 School of Biology, University College of Science, University of Tehran, Tehran, Iran

Keywords
Brown-Vialetto-Van Laere Syndrome, Progressive
Pontobulbar Palsy, Sensorineural Deafness

Abstract

Brown-Vialetto-Van Laere syndrome (BVVLS) is a rare
neurological disorder. We report our finding about four
patients clinically and electrophysiologically diagnosed as
BVVLS and denoted their clinical features with comparison
to previous reports. The first symptom was bilateral hearing
loss and the onset of other cranial nerves involvement
varied between 0-15 years. Our patients represented some
rare features like upper motor neuron signs in one patient
and two cases interestingly developed some clinical
improvement. This is the first report of BVVLS from Iran. Our
patients which represent Caucasian population had
generally similar features like previously reported cases.

Introduction
Brown-Vialetto-Van Laere syndrome (BVVLS) or progseve

pontobulbar palsy with deafness is a rare degewmerat

disorder characterized by slow or rapid onset msgKve
bilateral deafness and cranial nerve involvemermstlally
motor components of the 7, 9, 10, 11 and"1Spinal motor

nerves and less commonly upper motor neuron may bgsonance

BVVLS seen from 1999 to 2008 with significant ctial
improvement in some of them and we tried to find
similarities and differences of our patients who tzdd
Caucasian ethnicity with previously reported patemith
BVVLS.

Patient 1

A 17-year-old female, unmarried and student present
with speech problem and progressive hearing lassesi
the age of 12. She was admitted in our hospitdl989
with liquid dysphagia and progressive weight losghe
last 6 months. She also reported irregularity in
menstruation recently. Her parents were first amaisind
four siblings had no problem. Systemic examinaticas
unremarkable except left tympanic membrane peitorat
She was mentally normal and there was bilaterg@fand
cervical flexor weakness. The tongue was atrophith w
fasciculation and gag reflex was diminished andlithés
were atrophic with mild proximal weakness. Deepdtan
reflexes (DTRs) and sensory exams were within nbrma
limits. Biochemical lab tests revealed no abnortpalut

on audiometry, there was severe bilateral senamahe
hearing loss. Electromyography and nerve conduction
studies (EMG-NCV) were compatible with motor neuron
disease with prominent involvement of cranial mescin
addition, repetitive nerve stimulation was negati@¢her
investigations including chest X-ray, brain magoeti
imaging (MRI) and abdomino-pelvic

involved>** This syndrome was first described in 1894 bysonography were normal.

Brown and subsequently by Vialetto in 1936 and Yaere in

Patient 2

1966°7 Sathasivam reviewed all reported cases until 20@7 ~ This 17-year-old girl was admitted for the evalaatiof
was able to retrieve 58 caseBy now, no case has ever been slowly progressive dysphagia and choking from 6 then

reported from Iran. Herein, we report 4 Iranian esa®f
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She also complained of proximal weakness in upperanemia with normal serum iron and total iron bigdin

extremities from 2 weeks ago. She had an episodiehafe
seizure at the age of 3 and slowly progressiveimgadoss
from the age of 12. Her 3 brothers and 2 sistersewe

capacity. In addition, brain MRI was normal. PTAosaled
bilateral low frequency sensorineural hearing ks normal
tympanometry. Nerve conduction studies were noramal

healthy and parents were non-consanguineous. Rihysic EMG of limbs and tongue muscles was compatible with

examination was normal. On neurologic exam, theas w
bifacial weakness, diminished gag reflex, atroptoicgue

with fasciculation and proximal weakness.
laboratory tests, peripheral blood smear,
phosphokinase (CK), and lactate dehydrogenase (lvai
all normal, as well as cerebrospinal fluid (CSFalgsis.
There was bilateral low frequency sensorineurafihgdoss
on pure tone audiometry (PTA) and motor
involvement mainly in cranial innervated musclesEMG-

NCV. Other investigations including chest X-rayaibrMRI,

Tensilon test, repetitive nerve stimulation (RNShda

abdomino-pelvic sonography were negative and geneti

testing did not show deletion in SMN1. One yeaerathe
beginning of gabapentin, 900 mg/day, she reportades
improvement in dysphonia and dysphagia, which oot
for the next 4 years, when she was lost to follpw u
Patient 3

This 21-year-old female was admitted in Decembed820
because of hoarseness, difficulty in swallowingpkihg
and fatigue in the recent 3 months. She had wedigt,
difficulty in walking and bilateral hearing lossse 2 years
ago which aggravated gradually. She also reportednic
bifrontal throbbing headache that was more promiren
mornings and history of several generalized tonanic
seizures in the past few years. In the last monshs,
occasionally had mild dyspnea during sleep. Herothers
and 1 sister
consanguineous.

She was alert and of normal intelligence. There was

bifacial weakness, wasted tongue with fasciculation
diminished palatal and left vocal cord movements aasal
speech. Weakness particularly in neck and proxilimah
girdle and bilateral pes cavus were noted. Rouéiheests,

neuron

were healthy and parents were non

motor neuron disease. One year after the treatvigmt900
mg gabapentin, her swallowing subjectively improatt

Routine motor strengths became completely normal. No change
creatinespeech and hearing was seen.

Figure 1. Atrophic tongue with fasciculation in patient 4

Discussion

BVVLS is a rare neurological disorder considerec agoe of
motor neuron disorders which is characterized Hbgtdal
hearing loss (the most common presenting symptom)
accompanied by a variety of other mainly motor iedamerve
dysfunction. In spite of rarity, the disease hasleapread
distribution and cases have been reported in tévatire from
Europe followed by Asia and South America. Femalenale
ratio is approximately 3:1The age of onset of the syndrome
varies from infancyto the third decad®;but is more common

in the first and second decadé®isease duration varies from

0 (death at the presentation) to 45 y&afEhe main cause of

creatine phosphokinase (CPK), lactate dehydrogenaseeath is respiratory failure.

(LDH) and acetylcholine receptor antibody disclossal
abnormality. Findings of brain MRI, chest CT-scamda
abdomino-pelvic sonography were unremarkable. Ther
was bilateral low frequency sensorineural hearogsg land
electrodiagnostic study was compatible with antehiorn
cell disease.

Patient 4

A 22-year-old female, presented with hoarsenesse so
throat, dysphagia, and hearing loss from 3 yeaferé®ur
first visit in December 2008. In the last 2 montheakness
developed over lower and then upper limbs assatiatth
muscle wasting, fasciculation and exertional dysprighe
reported 2 episodes of seizures at the age of #ilhan
parents were first cousins and all 4 sisters amdbhather
were healthy. She was mentally normal with bifacial
weakness, wasted tongue and fasciculation (Figpdlatal
weakness, reduced motor force more in lower lirhbateral
foot drop and generalized brisk DTRs. Plantar xefflewere
downward. Sensory and cerebellar exams
unremarkable. Lab data revealed hypochromic mitiocy

Hyperlipidemia in migraine

The diagnosis is mainly based on clinical featuaes
electrophysiological studies and no diagnostic leadcal or
egenetic defect has been reported. Recently a ndtgwo
progression has made by Peter Green & ag they identified
C200rf54 gene located in 20p13 in a study of sdaarlies
with BVVLS (9 cases which 4 had no consanguingithough
the function of the gene in the nervous systemtilis et
known. Previously search for the mutations assetiatith
spinal muscular atrophy (SMA) has been done inpaients
including the survival motor neuron (SMigne and neuronal
apoptosis inhibitory protein (NAIP) gene which wesgative®

Half of the cases reported in the last century were
sporadic?’ in the familial cases the vast major inheritanes w
autosomal recessive; in some families autosomalirdmin
inheritancé™**® or probable X-linked inheritance has been
postulated. All 9 cases reported by Gréérhad recessive

weremutations (homozygous or compound heterozygotesamse

or missense mutations).
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Table 1. Clinical feature of our patients with Brown-Vialetto4Vaaere syndrome

. Ageat onset Age at onset of other * Affected cranial nerves .
Case Family : . UMN associated
. of deafness cranial nerveinvolvement . 9
No history sgns 3 5 6 7 8 11 12 features
(year) (year) 10
1 female - 12 17 - - - -+ 4+ + o+ o+ .Menstru.al
irregularity
2 female - 12 17 - - - - 4+ 4+ + o+ o+ -
3 female - 19 21 - - - - 4+ + + + +  epilepsy
4 female - 19 19 + - - - 4+ + + 4+ +  epilepsy

* UMN: upper motor neuron

Herein we presented 4 cases of BVVLS which
consanguinity was present in 2 of them (cases l4antihe
age of initial symptoms varied between 12 and 28e T
clinical features and other characteristics of patients are
summarized in table 1.

The first presentation of all cases was hearing &ither
isolated or accompanied by other neurological @sfigike
speech problem in case 1 and difficulty in walkiagd
weight loss in case 3). Other first presentatiather than
hearing loss have rarely been reported in thealitee;
however, hearing loss has eventually developed lin a
Abarbanel et al. noted a girl with weakness of trifgot
dorsiflexion and then progressive hearing loss arye
later'® Summers et al. depicted difficulty climbing staiins
a young girl one year before onset of deafnesshbulso
suggested madras type of anterior horn cell disoadean
alternative diagnosis. Finally, slurred speeéh and
respiratory failuré®® have been reported as rare initial
symptoms. The latter occurred at the age of 7 years

Madras type of motor neuron disorder closely redesnb
BVVLS and is almost confined to southern Intfialn
contrast to BVVLS, there is male preponderance quak
distribution, rare familial inheritance, more refeat lower
and upper motor neuron (UMN) signs (more than 75% o
patients) and a benign couréé??° Both syndromes have

described with this finding.

The clinical course of BVVLS is variable. The usual
course reported in most cases is gradual detedarat
followed by periods of stability or abrupt worsegirFour
of the previously reported cases showed some
improvement: two in spontaneous activities and loméhg
following steroid therapyand two others from respiratory
failure 1% Clinical improvement developed in two of our
cases was mainly in swallowing with great recovefy
motor strength to normal function in case 4. Whethis is
related to effect of gabapentin or the course séale itself
is unknown. Grandis et & showed evidence of
improvement in motor and even sensory action piatisnt
which are unusual in typical motor neuron disease.

CSF analysis in four cases revealed no abnormality.
Brain MRI in cases did not show any abnormal change
however, atrophy of brain stem and cerebellum,
hyperintensity in the brain stem, cerebellar petesand
subcortical white matter has been previously regatjiall
were non-specific changes. The genetic study oftbree
patients revealed four nov€&200RF54 mutations which
was published elsewhefelIn conclusion, this is the first
report of BVVLS from Iran. Patients presented witkaring
loss as initial symptom and developed gradual aetgion
mainly in bulbar and motor function in their clialccourse,

hearing loss and lower cranial nerve involvement in although some improvement was noted in two of them.

common.

UMN signs are infrequent in BVVLS, although this
happened in one of our cases (case 4). Anotherfeatare
of the disease is epilepsy which was seen in twouwf
cases (cases 3 and 4). Previously, only two cemes lbeen
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