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(dysarthria)  should  not  be  underestimated,  especially
when  they  are  persistent  or  progressive.  Likewise,  doctors
should  perform  multiple  imaging  tests  in  cases  of  suspected
ischaemia  in  the  territory  of the VBS before  determining  the
optimal  treatment  (medical  or  surgical)  for  each patient.
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Recurrent intracereberal haemorrhage in
primary amyloidosis�,��

Hemorragia  intracerebral recurrente en
amiloidosis primaria

Dear  Editor,

Amyloidosis  is  caused  by  extracellular  deposition  of  insol-
uble  fibrillary  amyloid  proteins  in  numerous  organs  and
tissues.  The  term  ‘amyloid’  was  adopted  by  Rudolph  Virchow
in  1854  to  refer  to  tissue  deposits of  this  type.  Depending
on  the  biochemical  characteristics  of  the  amyloid  precur-
sor  protein,  we  can  distinguish  between  multiple  forms  of
amyloidosis  with  different  clinical  patterns.1—3 In  developed
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countries,  the most common  form  of amyloidosis  is  primary
or  AL amyloidosis,  characterised  by  the absence  of other
pre-existing  or  concurrent  diseases.  These  patients  present
monoclonal  plasma  cells  in bone  marrow  which  constantly
produce  fragments  of  light chains.  Lambda  light  chains  pre-
dominate  over  kappa  light chains  in  a ratio  of  2:1.

Systemic  signs and  symptoms  are extremely  varied  and
include  kidney  disease  (proteinuria  or  nephrotic  syndrome),
congestive  heart  failure,  oedema,  purpura,  macroglossia,
hepatomegaly  with  or  without  splenomegaly,  pulmonary
manifestations,  motor  and  sensory  peripheral  neuropathy,
and/or  autonomic  neuropathy.4—6

Vascular  impairment  resulting  from  amyloidosis  includes
tissue  infarctions  caused  by  vascular  amyloid  infiltration,
such  as  jaw  claudication7 or  ischaemic  heart disease.  It  is
associated  with  the  presence  of  intramural  deposits  of  AL
amyloid  protein.8 Despite  the clinical  heterogeneity  of  the
disease,  descriptions  of vascular  involvement  in  the  central
nervous  system  are rare,  and  most  correspond  to  ischaemic
stroke.

We  present  the case  of  a patient  who  suffered  2  intracra-
nial  haemorrhages  in the months  after  being  diagnosed  with
primary  amyloidosis;  the  second  was  fatal.
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Figure  1  Brain  CT.  Axial  slice  left  cortical—subcortical  tem-
poroparietal  haematoma.

The  patient  was  a male  aged  78  years  with  a  history
of  arterial  hypertension  (AHT) and  nephrotic  syndrome  in
the  preceding  2 years.  He  was  admitted  on  an emergency
basis  due  to  severe  oedema  of  the legs  and  dyspnoea  with
moderate  effort.  Renal  function  deteriorated  rapidly  and
he  required  emergency  haemodialysis.  Ten days  later  he
experienced  left facial  paralysis,  abolition  of  vibratory  sen-
sation  in  the  lower  limbs,  and ataxic  gait.  There  were  no
signs  of  vascular  changes  in either the brain  MRI  or  the
transcranial  and  supra-aortic  trunk Doppler  studies.  Immu-
noelectrophoresis  of  serum  and urine  revealed  IgG-lambda
monoclonal  gammopathy.  Renal  biopsy  showed  massive  dif-
fuse  and  perivascular  deposits  in  the glomerular  capillary
and  the  interstitium.  Deposits  tested  positive  for  C3  and
lambda  light  chains  according  to  a  Congo  red  stain  and
direct  immunofluorescence  test. This  confirmed  the diagno-
sis  of  primary  renal  amyloidosis.  Furthermore,  transthoracic
echocardiogram  showed  a  marked  increase  in parietal  wall
thickness  and a  granular  appearance  that  was  compatible
with  myocardial  amyloid  deposition.  Lastly,  bone  marrow
biopsy  calculated  the level of pathological  plasmablasts  at
7%.

Once  the  patient  had  been  diagnosed  with  primary
amyloidosis  with  renal,  cardiac,  and  peripheral  nervous  sys-
tem  involvement,  doctors  began  treatment  with  melphalan
and  prednisone.  As two  cycles  of  treatment  did  not pro-
duce  a  response,  second-line  therapy  with  bortezomib  was
started.

The patient  presented  sudden-onset  language  disturb-
ance  and  right-side  hemiparesis  10  weeks  after  first  being
admitted.  A  cranial  computed  tomography  (CT)  study  per-
formed  a  few  hours  after  symptom  onset revealed  a

left  intraparenchymal  cortical—subcortical  temporoparietal
haemorrhage  (Fig.  1).  The  patient’s  condition  subsequently
improved  and  he was  discharged  with  moderate  non-fluent
aphasia.

A month  later,  he visited  once  more  due  to  acute
decrease  in level  of  consciousness.  The  patient  was
comatose  upon  examination  with  left hemiplegia  and
right  mydriasis  with  a  non-reactive  pupil.  A  brain  CT
performed  approximately  1  hour  later  showed  an  exten-
sive  right  cortical  temporoparietal  haematoma  with  a
mass  effect  and bleeding  into  lateral  ventricles  (Fig.  2).
The  patient  died  48  hours  after  admission  on  this  occa-
sion.

Primary  or  AL amyloidosis  is  a plasma  cell  dyscrasia
that mainly  presents  in elderly  males.  The  yearly  inci-
dence  rate  is  8  to  9 new  cases  per  million  inhabitants
per  year.  Prognosis  is  poor,  with  a mean  survival  time
of  approximately  2  years  that essentially  depends  on  the
associated  syndrome.  When  cardiac  amyloid  deposits  are
present  and cause  symptoms,  the mean  survival  time  is
only 8 months.4,8 In general,  the  involvement  pattern
of  primary  amyloidosis  is  multi-systemic,  with  a  wide
variety  of  clinical  manifestations.  Although  a patient’s
history  and  clinical  manifestations  may  suggest amy-
loidosis,  diagnosis  can  only be confirmed  by  a  tissue
biopsy.

Neurological  symptoms  appear  in  17%  of  all cases,
mainly  in the form  of sensory,  motor,  or  autonomic  periph-
eral  neuropathy  due  to  amyloid  deposition.  Compression
of  peripheral  nerves,  especially  the median  nerve  in the
carpal  tunnel,  may  cause  more  localised  sensory  alter-
ations.

Regarding  cerebrovascular  disease  in the context  of  sys-
temic  amyloidosis,  both  TIAs  and  established  ischaemic
strokes  have  occasionally  been described  as  the  initial
manifestations  of amyloidosis.  Strokes  are generally  car-
dioembolic  (70%)  and related  to  myocardial  or  valvular
amyloid  deposition.9,10

Cerebral  amyloid  angiopathy  (CAA),  characterised  by  the
deposition  of  congophilic  material  in  small and medium-
sized  blood  vessels  in  the brain  and  leptomeninges,  is  an
important  cause  of  primary  lobar  intracerebral  haemorrhage
in  elderly  patients,  especially  those  with  associated  cog-
nitive  impairment.  This  is  due  to  rupture  of the  vascular
walls  as  a  result  of amyloid  deposition.11,12 However,  haem-
orrhages  associated  with  CAA  rarely  reach the  ventricular
system,  which  occurred  in  the  second  event  suffered  by the
patient  we  present  here.  When  haemorrhages  recur  (rate
of  21%  in 2  years),  they  tend  to  affect  the  same  lobe  as
before.13

The  literature  contains  descriptions  of  gastrointestinal
and alveolar  haemorrhages,  haematuria,  etc. in patients
with  primary  amyloidosis.  These  events  are fundamentally
related  to  vascular  infiltration  of  amyloid  material,  causing
vessels  to  become  more  fragile,  as  in  CAA14; gastrointesti-
nal  haemorrhages  may  be due  to  ulceration,  oesophageal
varices,  or  amyloidomas.  While  we  did  not  locate  any
descriptions  of  haemorrhagic  stroke  in  primary  amyloidosis,
we  believe  that  the underlying  histopathological  description
would  match that  of  other  haemorrhages:  vascular  infiltra-
tion  by  amyloid.
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Figure  2  Brain  CT.  (A)  Axial  slice.  Right  acute  cortical  tem-
poral haematoma  and  resolving  left  parietal  haematoma  and
(B) axial  slice  at  the level  of  the  lateral  ventricles  showing  an
extensive  acute  right  cortical—subcortical  parietal  haematoma
with a  mass  effect  and  bleeding  into  the  lateral  ventricles.

Although  both  CAA  and primary  amyloidosis  may  be
present  in  the  same  patient,  the  association  can  only  be con-
firmed  by  an anatomical  pathology  study  of cerebral  blood
vessels,  which  was  not  performed.

Regarding  whether  bortezomib  may  have  triggered  the
haemorrhages,  the  most  recent reviews  of  this  drug  indi-
cate  that  it is  generally  well  tolerated  and  has  a  good
safety  profile.  Although  thrombocytopenia  is  listed  as  one
of  its  side  effects,  it is  not  typically  associated  with  severe
complications  such  as  haemorrhages.15

With  this case  description,  we  would  like  to  state  that
intracerebral  haemorrhage  may  constitute  yet  another  clin-
ical  manifestation  on  the  long  list  of  primary  amyloidosis
symptoms.  As  occurred  in our  case,  it  may  have  devastating
consequences.
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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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