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Guillain—Barré syndrome as  the
first  manifestation of
SARS-CoV-2 infection

Síndrome de  Guillain—Barré  como forma  de
presentación de la  infección  por SARS-CoV-2

Dear  Editor:

In  the  current  context  of the  COVID-19  pandemic,  the  neu-
rological  complications  of  SARS-CoV-2  infection  and their
pathophysiology  are  being  identified.1—4 We  present  a case
of  Guillain-Barré  syndrome  (GBS)  appearing  as a  manifesta-
tion  of  COVID-19.

Our  patient  is  a  54-year-old  woman  with  history  of
arterial  hypertension,  dyslipidaemia,  obesity,  obstructive
sleep  apnoea  syndrome,  polycystic  liver  and kidney  disease
and  stage  3b  chronic  kidney  disease,  and  anterior  cervical
spondylosis  due  to  disc herniation.  She  visited  the emer-
gency  department  due  to  a  4-day  history  of  paraesthesia
initially  manifesting  in  the fingertips  and  subsequently  in
the  tips  of the toes,  progressively  associated  with  distal
weakness.  She  also  reported  low-grade  fever  and  vomit-
ing  of  simultaneous  onset,  and no  diarrhoea  or  respiratory
symptoms.

The  neurological  examination  revealed  severe  distal
weakness  in  the left hand  (0/5  in  the extensor  digitorum
and  carpal  extensor  muscles,  2/5  in the  flexor  digitorum  and
carpal  flexor  muscles,  and  2/5  in  the interosseous  muscles)
and  mild  weakness  in  the right  hand  (4/5  in the  exten-
sor  digitorum  and  carpal  extensor  muscles  and 4/5  in the
interosseous  muscles);  mild  weakness  was  also  observed  in
the  left  foot  (4/5  in the tibialis  anterior,  lateral  peroneus,
and  tibialis  posterior  muscles)  as  well  as  dysaesthesia  in  the
tips  of  the  toes  and  Achilles  tendon  areflexia.

A  lumbar  puncture  revealed  albuminocytologic  disso-
ciation;  considering  the clinical  diagnosis  of  GBS  with
sensorimotor  involvement,  we  started  treatment  with  intra-
venous  immunoglobulins.  Foot  weakness  worsened  during
the  first  24  hours  (3/5  in the  tibialis  anterior,  lateral
peroneus,  and  tibialis  posterior  muscles  bilaterally)  but
subsequently  showed  a progressive  improvement,  with  com-
plete  resolution  at  10  days  and only  residual  dysaesthesia
persisting  in the  tips  of the  toes.

Given  the  epidemiological  context,  SARS-CoV-2  is  consid-
ered  a  possible  trigger  of  GBS;  a polymerase  chain  reaction
(PCR)  test  of  nasopharyngeal  exudate  was  conducted,  yield-

ing negative  results.  During  the course of  the  symptoms,  the
patient  presented  fever,  and  vomiting  persisted,  as well  as
an  alveolar  infiltrate  in the  right  lower  and middle  lobes  in
a  chest  radiography,  with  negative  results  in urine  pneumo-
coccal  antigen  and  Legionella  antigen  tests.  Blood  analysis
results  revealed  lymphocytopaenia,  as  well  as  elevated  lev-
els  of  D-dimer,  ferritin,  and lactate  dehydrogenase.  A second
PCR  test  for  SARS-CoV-2,  performed  at 24  hours,  yielded
positive  results;  therefore,  we  started  empirical  treatment
with  ceftriaxone,  azithromycin,  hydroxychloroquine,  and
lopinavir/ritonavir.

At  day 6  after  admission,  the patient  presented  rapidly
progressive  severe  respiratory  insufficiency  due  to  acute  res-
piratory  distress  syndrome  (ARDS),  requiring  non-invasive
ventilatory  support with  continuous  positive  airway  pressure
(CPAP).  An  additional  chest  radiography  revealed  bilat-
eral  alveolar  opacities.  Given  the  clinical  and  radiological
progression,  we  decided  to  administer  treatment  with
methylprednisolone  and  tocilizumab.

Finally,  the  patient’s  respiratory  symptoms  progressively
improved,  and we  were able  to  suspend  ventilatory  sup-
port  and  subsequently  oxygen  therapy.  The  patient  was
discharged  15  days  after  admission,  with  no  vomiting  or
neurological  symptoms.

In  the aetiology  study,  the  autoimmunity  study  yielded
negative  results  for  ANA,  ANCA,  RF,  anti-dsDNA,  and  anti-
gangliosides  and  positive  results  for  anti-Ro  antibodies;
serology  studies  for cytomegalovirus,  Borrelia,  Campylobac-

ter,  Mycoplasma,  HIV,  and  syphilis  all  returned  negative
results. Cerebrospinal  fluid  PCR  testing  for  SARS-CoV-2
yielded  negative  results.  An  electrophysiological  study  per-
formed  2 months  later  showed  decreased  amplitude  of
sensory  potentials  in  all  4 limbs and,  to  a  lesser  degree,
decreased  motor  evoked  potential  amplitudes;  an  elec-
tromyography  using coaxial  needle  electrodes  showed  a
slightly  neurogenic  recruitment  pattern  in  distal  mus-
cles  of  the  lower  limbs, with  no  signs  of  denervation.
Results  were  compatible  with  the  acute  motor-sensory
axonal  neuropathy  (AMSAN)  subtype  of  GBS,  in the  recovery
phase.

GBS  is  a paradigmatic  post-infectious  inflammatory  dis-
ease,  with  a  known  association  with  such  viral  infections
as  influenza,  cytomegalovirus,  or  Epstein-Barr  virus;  more
recently,  it has  been  associated  with  emerging  viruses,
such  as  Zika,  dengue,  or  chikungunya.  Other  cases  have
been  reported  in  association  with  other  coronaviruses,
such  as  the Middle  East respiratory  syndrome  (MERS)
coronavirus.4,5
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Figure  1  Timeline  of  symptom  onset,  complementary  tests,  treatments  administered,  and  clinical  progression.

ARDS: acute  respiratory  distress  syndrome;  CPAP:  continuous  positive  airway  pressure;  CSF:  cerebrospinal  fluid;  CT:  computed

tomography;  IVIG:  intravenous  immunoglobulins;  LDH:  lactate  dehydrogenase;  NIMV:  non-invasive  mechanical  ventilation;  PCR:

polymerase chain  reaction.

In  general,  the timeline  of  this  case  (Fig. 1)  suggests  that
the  patient  presented  an initial phase  of viral  replication,
with  respiratory  involvement  manifesting  as  pneumonia,
digestive  system  involvement  manifesting  as  persistent  vom-
iting,  and  neurological  involvement  manifesting  as  axonal
sensorimotor  neuropathy.  She  later  presented  an inflamma-
tory  phase  with  ARDS.

Several  cases of GBS  have  been  reported  in associa-
tion  with  COVID-194,6;  however,  the  pathogenic  mechanism
remains  unknown.  In  most  cases,  viral  symptoms  manifest
before  neurological  symptoms,  in line  with  the  post-
infectious  paradigm.6—9 In  some  cases,10—13 as  in our patient,
both  types  of  symptoms  overlap,  suggesting  a possible
parainfectious  mechanism.

In the  current  epidemiological  context,  a  high  level  of
suspicion  of infection  with  SARS-CoV-2  should be  maintained
in  all  cases  of  GBS,  since  systemic  symptoms  may  have  an
even  greater  role  than  neurological  signs in the prognosis  of
these  patients.
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Refractory status epilepticus in
genetic Creutzfeldt-Jakob
disease with E200K mutation�

Status  epiléptico refractario en  enfermedad
de Creutzfeldt-Jakob  genética por mutación
E200K

Dear Editor:

Creutzfeldt-Jakob  disease  (CJD)  is  the  most  common  prion
disease  in humans.  It  is  caused  by accumulation  of  abnor-
mally  folded  prion  proteins  in  the central  nervous  system.  By
aetiology,  it is  classified  as  sporadic,  acquired,  or  genetic.1

Between  10%  and  15%  of  cases  are  caused  by  mutations
in  the  prion  protein  gene  (PRNP), with  E200K  being  the
most  common  mutation.  The  disease  manifests  with  rapidly
progressive  cognitive  impairment,  cerebellar  signs,  and
myoclonus,  and  presents  a  progressive  fatal course.  Seizures
are  reported  in less  than 15%  of  sporadic  cases of  CJD.2,3

We  present  the case  of  a 48-year-old  white  man  with
personal  history  of arterial  hypertension,  dyslipidaemia,
and  chronic  tobacco and cannabis  use.  He  had  no  rel-
evant  family  history  or  prior  treatments.  The  patient
was  admitted  due  to  speech and  gait  alterations  of 2
months’  progression.  At  admission,  he presented  predom-
inantly  motor  aphasia  and  gait  ataxia. Physical  examination
identified  dysphasia,  disinhibited  behaviour  with  psychomo-
tor  agitation  and  unprovoked  laughter,  bilateral  grasping
reflex,  dystonia  in the  left  hand,  dysmetria  in the  upper
limbs,  stimulus-induced  multifocal  myoclonus,  and cere-
bellar  ataxia.  A complete  blood  analysis  including  serology
and  autoimmunity  studies  revealed  no pathological  find-
ings.  The  cerebrospinal  fluid  (CSF)  was  acellular  with
slightly  elevated  protein  levels;  microbiological  findings
were  negative  and  a 14-3-3  assay  was  positive.  Brain

� Please cite this article as: Gómez Roldós A, Esteban de Antonio

E, Pérez-Chirinos Rodríguez M, Pérez Sánchez JR. Status epilép-

tico refractario en enfermedad de Creutzfeldt-Jakob genética por

mutación E200K. Neurología. 2020;35:712—714.

magnetic  resonance  imaging  (MRI)  showed  FLAIR  hyperin-
tensity  in both  caudate  nuclei  and  diffusion  restriction  in
the putamina,  both  caudate  nuclei,  frontal  and  temporal
parasagittal  areas,  and  both  cingulate  gyri,  with  left pre-
dominance  (Fig.  1).  On  the third  day after  admission  the
patient  presented  an episode  of  tonic ocular  deviation  to
the right  and  altered  level  of consciousness,  of  2-3  min-
utes’  duration,  which suggested  a secondarily  generalised
focal  seizure.  During  the first  2 weeks  after  admission,
6  electroencephalography  (EEG)  studies  were performed,
revealing  pseudoperiodic  discharges  of generalised,  pre-
dominantly  left  biphasic  and triphasic  sharp  waves  with
spikes/polyspikes  (Fig.  2). Despite  antiepileptic  treatment
with  levetiracetam  at  2000  mg/24  hours,  on  day  11  he  pre-
sented  secondarily  generalised  status  epilepticus  with  EEG
correlate,  which  was  responsive  to  clonazepam.  The  patient
was  transferred  to  the  intensive  care  unit,  and progressed
poorly  despite  treatment  with  multiple  antiepileptics  (leve-
tiracetam,  lacosamide,  phenytoin,  clonazepam,  midazolam,
and  propofol)  and  immunomodulation  with  corticosteroids
and  immunoglobulins.  Genetic  testing  for CJD  confirmed
homozygous  presence  of  the  E200K  mutation  of  the  PRNP

gene,  with  methionine  at  codon  129  (MM genotype).  The
patient  died  3  weeks  after  admission.  The  neuropatho-
logical  examination  showed  widespread  vacuolisation  and
transcortical  astrocytosis,  which  were  particularly  intense
in limbic  regions  and the temporal  neocortex;  these  findings
are  compatible  with  diagnosis  of CJD.

The  clinical  presentation,  with  rapidly  progressive  cog-
nitive  impairment  and ataxia,  multifocal  myoclonus,  and
focal  dystonia,  led us to  suspect  a  prion  encephalopa-
thy  as  the  most  likely  diagnosis.  Differential  diagnosis
included  autoimmune  encephalitis,  infectious  encephalitis,
toxic/deficiency  and  metabolic  encephalopathies,  vasculi-
tis,  and  leptomeningeal  carcinomatosis.  Due  to  the episode
of  status  epilepticus,  we  considered  the possibility  of
autoimmune  encephalitis,  after ruling  out herpes  sim-
plex  encephalitis,  and  started  empirical  treatment  with
corticosteroids  and  immunoglobulins.  In addition  to  the
characteristic  clinical  presentation  and  rapid  progression,
one  of  the key  clinical  findings  prompting  suspicion  of CJD
was  the  presence  of  myoclonus.

CJD  is a rare  neurodegenerative  disease;  diagnosis  of
probable  CJD  is  based  on  clinical,  EEG,  neuroimaging,  and
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