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Brainstem meningoencephalitis as a
presentation of Behçet disease�

Meningoencefalitis  troncoencefálica como
presentación de  enfermedad de Behçet

Dear Editor,

In  1937,  Hulusi  Behçet discovered  the disease  that  bears  his
name  (BD).  While  it is  described  as  a triple-system  complex
of  oral  ulcers,  genital  ulcers,  and  uveitis,1 it  may  also  affect
other  organs.2 We  present  a case  of neuro-Behçet disease
(NB)  which  manifested  as  brainstem  meningoencephalitis
(BME).

The  patient,  a Moroccan  male  aged  28  with  no  relevant
medical  history,  was  examined  due  to  progressive  impair-
ment  of  the  right  upper  limb  (RUL).  On  the  day he was
admitted,  examination  yielded  normal  results  except  for
acneiform  lesions  on  the face and  tactile  hypoaesthesia  and
hypoalgesia  of  the RUL.  On  the following  day  he  experienced
weakness  rated  2/5  in that  limb,  followed  by  drowsiness,
fever  (38.4 ◦C), and  neck  stiffness  at 24  hours.

Laboratory  analysis  revealed  leucocytosis
(22  000  ×  103/�L)  with  neutrophilia,  C  reactive  protein
15.02  mg/dL  (0—0.5), and  erythrocyte  sedimentation  rate
30  mm/h  during  the  first  hour.  Other  blood  count  statistics
were  normal,  as  were  coagulation  values  and  a biochemistry
study  with  thyroid,  liver,  and  lipid profiles.  Urine  was  nega-
tive  for  toxins  and urine  sediment  was  normal.  Cranial  com-
puted  tomography  revealed  non-specific  left paramedian
pontine  hypodensity  of ischaemic,  inflammatory,  or  neo-
plastic  origin.  Lumbar  puncture  yielded  turbid  cerebrospinal
fluid  (CSF)  with  a  glucose  level of 57  mg/dL  (capillary  blood
glucose  104);  proteins  142 mg/dL  (15—45),  and  670 cells
(80%  granulocytes).  Gram  stain  and culture  were  negative.
Serology  studies  for herpes  simplex  virus  (HSV),  HIV,  toxo-
plasmosis,  syphilis,  Borrelia,  and  Rickettsia  were  negative;
blood  cultures  were  also  negative.  Anticardiolipin  antibod-
ies,  anti-neutrophil  cytoplasmic  antibodies,  antinuclear
antibodies,  and angiotensin-converting  enzyme  counts  were
normal.  The  initial  head MRI  (Fig.  1A)  showed  a  non-specific
brainstem  lesion  (possibly  glioma,  plaque  of  demyelination,
encephalitis,  or  ischaemia).  MRI  was  repeated  48  hours  later
with  gadolinium  contrast  (Fig.  1B).  The  lesion  had increased
in  size  and  its  contrast  enhancement  was  compatible  with
BME.  The  red  nucleus  was  not  affected.

� Please cite this article as: Cabrera Núñez A, et  al. Menin-
goencefalitis troncoencefálica como presentación de enfermedad
de Behçet. Neurología. 2013;28:255—7.

The  patient  received  treatment  with  dexamethasone
4  mg/6 hours,  ceftriaxone  1 g/12  hours,  and acyclovir
250 mg/8 hours, all delivered  intravenously.  The  patient’s
level  of  consciousness  recovered  and  fever  resolved  48
hours  after starting  treatment.  When  questioned,  he
responded  that  on  several  occasions  in the past  few  years
he  had suffered  painful  aphthous  ulcers  in the  mouth  and
on  the  genitals  in  addition  to  acneiform  facial  lesions.
He  had  never  consulted  a doctor  because  symptoms  were
self-limiting.  As  BD  was  suspected,  doctors  discontinued
antimicrobials  and maintained  steroids.  The  pathergy  test
was  negative.  An  ophthalmological  assessment  ruled  out
uveitis,  and  the dermatology  department  reported  that
lesions  appeared  to  be compatible  with  those  seen  in BD.
A  biopsy  of  the  lesions  yielded  a non-specific  inflammatory
infiltrate  without  granulomas.

Clinical  progress  was  favourable;  the fever  resolved  and
the  patient  was  alert  between  24  and 48  hours  after  starting
corticosteroid  treatment.  He  was  discharged  with  pred-
nisone  30  mg/24  hours  and  omeprazole  20  mg/24  hours.  He
suffered  a  new  outbreak  of  mouth  ulcers  (treated  with
chloroquine  155  mg/12  hours)  and  urogenital  ulcers  (treated
with  pentoxifylline  600  mg/12  hours).  MRI  performed  a
month  after  steroid  treatment  showed  slight  pontine  atro-
phy  and  gliosis.

BD  is  an uncommon,  multi-systemic  inflammatory  pro-
cess  whose  aetiology  and  pathogenesis  are unknown.  It
has  a genetic  component  with  non-Mendelian  inheritance
patterns.2 The  disease  is  the most  prevalent  around  the
Mediterranean  and  in eastern  Asia.  Incidence  in  these
regions  is  1 to 10  cases/10  000  inhabitants,  while  in  north-
ern  Europe  and  the  Americas,  the rate  is  1 to  2 cases  per
1  000 000 inhabitants.3

Diagnosis  of  BD  is  clinical  since  there  are no  pathog-
nomonic  symptoms  or  laboratory  findings.  Current  diagnos-
tic  criteria  were  defined  in 1990  by  the International  Study
Group  for  Behçet’s  disease.4 Our  patient  meets  both  cur-
rent  diagnostic  criteria  and the  older  criteria  described  by
O’Duffy  (Table  1).

Recurrent  oral  ulcers  tend  to  be the first  manifestation
of  BD, although  genital  ulcers  are a  more  sensitive  sign  in
terms  of  diagnosis.  Skin lesions  tend  to  be papulopustular  or
acneiform  in men  and erythematous  and  nodular  in women.
The  pathergy  phenomenon,  which  is  almost  specific  to  BD,
is  only  positive  in 25%  of  these  patients.5,6

Clinical,  epidemiological,  CSF-related,  serological,  and
radiological  data  permitted  us to  diagnose  neuro-Behçet
disease.  Other  entities  that  should be  considered  in  the
differential  diagnosis  include  demyelinating  diseases,  infil-
trating  tumours,  vasculitis,  other  inflammatory  diseases,
ischaemic  stroke,  and most  importantly,  infectious  diseases.
Important  entities  in the latter  category  include  HSV (which
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Figure  1  Cranial  MRI,  FLAIR  sequence  and coronal  slice  (A),  showing  an  extensive  hyperintense  pontine  lesion.  (B)  T1-weighted
sequence with  contrast  shows  gadolinium  uptake.

can  cause  urogenital  ulcers  associated  with  encephali-
tis);  meningovascular  syphilis  (presents  with  headache  and
meningism  in addition  to  cranial  nerve  paralysis  and  genital
ulcers);  Lyme  disease;  and tuberculosis.  Since rhomben-
cephalitis  was  present,  we  considered  listeriosis  even
though  the patient  did  not  belong  to  any  of  the  at-risk  groups
(pregnant,  paediatric,  and  immunocompromised  patients)
and  blood  cultures  were  negative,  which  would  be uncom-
mon  in  this  infection.7 Regarding  the aetiology  of different
types  of  rhombencephalitis,  a recent  study  has  shown  that
its  most  common  causes  are  idiopathic,  demyelination,  BD,
and  Listeria  infection,  in that  order.8

NB  is  one  of  the causes  of increased  morbidity  and
mortality  in BD.9 Its  frequency  is  between  9%  and
4%.10 The  disease  is  more  frequent  and  aggressive  in
males.9,10 Onset  of  NB  occurs  at  about  age 30, typi-
cally  4 to  5  years  later  than the  appearance  of  systemic
symptoms.11,12 The  disease  begins  as  NB  in up  to  6%  of
the  cases,3 which  can  hamper  diagnosis,  especially  in
regions  with  a  low BD  prevalence.13 NB  is  normally  cen-
tral  and  intraparenchymal  (accounting  for  75%  of  cases12

and  usually  involves  myelitis  or  BME10 that  spares  the
red  nucleus).14 Lesions  tend to  be  hyperintense  in T2-
weighted  sequences  and the topography  often  includes  the
midbrain,  pons,  basal  ganglia,  and  white  matter.  Spec-
troscopy  of  the thalamus  shows  decreased  levels  of  N-acetyl
aspartate  with  respect  to  healthy  controls.14 Extraparenchy-
mal  forms  have  a better  prognosis6 and are caused  by
episodes  of  venous  thrombosis  (with  subacute  intracra-
nial  hypertension)  or  arterial  thrombosis  (resulting  in
stroke).11,15 Behavioural  and  extrapyramidal  disturbances,
seizures,  and  emotional  lability  are  infrequent.3,6 Common
CSF  findings  include  slightly  increased  protein  levels,  no
oligoclonal  bands,  and mononuclear  or  polynuclear  pleocy-
tosis  (0—400  ×  106 cells/L).

Treatment  is  complex  given  the clinical  heterogeneity  of
NB  and  the  lack  of  controlled  trials.  Megadoses  of  intra-
venous  methylprednisolone  with  prednisone  are  used  as
maintenance  treatment  during  attacks.  Oral  immunosup-
pressants  are added  following  a second  attack,  although
only  azathioprine  has  been  associated  with  a  lower  NB
incidence  rate.16 Cyclosporin  is  not recommended  since  it

Table  1  Older  (1976)  and  current  (1990)  diagnostic  criteria  for  Behçet  disease.

O’Duffy  criteria  (1976)  International  Study  Group  criteria  (1990)

Recurring  oral  ulcers  Recurring  oral  ulcers  (minimum  of 3 attacks  in  12  months)

Plus two  or  more  of  the  following  criteria: Plus  two  or  more  of  the  following  criteria:
Genital ulcers  Recurring  genital  ulcers
Uveitis  Eye  lesions  (anterior  or  posterior  uveitis,  cells  in the  vitreous

humour detected  by  slit-lamp  examination,  or  retinal  vasculitis)
Synovitis Cutaneous  lesions  (erythema  nodosum,  pseudofolliculitis,

papulopustular  lesions,  or  acneiform  nodules  after  adolescence)
Cutaneous vasculitis  Positive  pathergy  test
Meningoencephalitis



LETTERS  TO  THE  EDITOR  257

exacerbates  neurological  symptoms  when  used to treat
uveitis.16 Tumour  necrosis  factor  antagonists  such as  inflix-
imab  and  etanercept  are reserved  for  very  aggressive
forms  of  the disease,  relapses  after  immunosuppressant
treatment,  or poor  response  to  steroids.17 Venous  sinus
thrombosis  is  treated  with  antithrombotic  drugs.  Choice  of
drug  and  length  of treatment  are  controversial  topics.18

Regarding  prognosis,  patients  tend  to  respond  well  to
steroids,  and only a  third of  them  suffer  relapses  or  pro-
gressive  disease.  Up  to  20%  of  these  patients  have died  at 7
years  after  diagnosis,  which  testifies  to  the severity  of  the
disease.11,12

In  conclusion,  BD  should  be  included  in the differential
diagnosis  of  BME cases.  BD is  even  more  likely  if BME  is  asso-
ciated  with  mucocutaneous  lesions  (especially  urogenital
ulcers)  or  if  the red  nucleus  is unaffected.
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complications of  Behçet’s syndrome. Brain. 1999;122:2183—94.

12. Siva A, Kantarci OH, Saip S, Altintas A, Hamuryudan V,
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logical Behçet’s disease without orogenital ulceration? J  Neurol
Neurosurg Psychiatry. 1993;56:505—8.

14. Park KS, Ko HJ, Yoon CH, Park SH, Cho CS, Kim HY, et  al.
Magnetic resonance imaging and proton magnetic resonance
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Dis. 2009;12:264—6.

18. Aguiar de Sousa D, Mestre T,  Ferro JM. Cerebral venous throm-
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Wernicke’s encephalopathy secondary to
hyperthyroidism and ingestion of
thiaminase-rich products�

Encefalopatía de  Wernicke secundaria a
hipertiroidismo e ingesta de productos ricos
en tiaminasas

Wernicke’s  encephalopathy  (WE)  is  a  neurological  dis-
ease  caused  by  thiamine  deficit.  In  some  autopsy  series,  its

� Pleas cite this article as: Ventura A, et  al. Encefalopatía de Wer-
nicke secundaria a  hipertiroidismo e  ingesta de productos ricos en
tiaminasas. Neurología. 2013;28:257—9.

incidence  rates  range  from  0.4%  to  2.8%,1 and prevalence
is  especially  high  among  susceptible  populations,  including
patients  with  alcoholism.  It is  estimated  that  70%  of  all  cases
are not  diagnosed  until  severe  complications  have  appeared;
the  mortality  rate  approaches  17%.

Although  alcoholism  is  its most frequent  cause,  WE  has
also  been  described  in patients  with  malnutrition,  hyper-
emesis,  a  history  of  bariatric  surgery,  cancer,  and  parenteral
nutrition.  It  may  not be  detected  in these situations,  which
can lead  to  serious  complications.2 This  letter  presents  an
exceptional  case  of  WE secondary  to  hyperthyroidism  and
consumption  of  foods  rich  in thiaminase.

We  present  the clinical  case  of  a 54-year-old  woman
referred  to  the  Emergency  Department  with  a 3-week  his-
tory  of asthenia  and  vomiting.  During  that  time  she  had
been  ingesting  little  more  than  water  and  tea.  The  patient
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