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Intracranial hypertension
syndrome in a patient with
psoriasis receiving
ustekinumab�

Síndrome de hipertensión intracraneal en una
paciente con psoriasis tratada con
ustekinumab

Dear Editor,

Ustekinumab  is  a human  IgG1k  monoclonal  antibody  that
binds  to the  p40 subunit  of  interleukins  IL-12  and  IL-23;
these  cytokines  are  involved  in  the pathogenesis  of  psoria-
sis.  The  efficacy  and  safety  of  the  drug for treating  moderate
to  severe  psoriasis  were  evaluated  in the PHOENIX  1  and  2
studies  (the  latter  had  a  follow-up  period  of  up  to  5 years).
Adverse  drug  reactions  included  infections  and  tumours.1

We  describe  the case  of  a  patient  with  psoriasis  and  receiv-
ing  ustekinumab  who  developed  intracranial  hypertension
syndrome  but showed  no  abnormalities  in aetiological
studies.

The  patient  was  a 27-year-old  woman  with  a 13-year  his-
tory  of plaque  psoriasis;  she  had previously  been  treated
with  methotrexate  and  cyclosporine,  with  no  response.  She
had  a  non-hormonal  intrauterine  device  and  was  not obese.
In  April  2016,  the patient  received  a  45-mg  injection  of
ustekinumab;  she  received  another  injection  on  week  4,
and subsequently  every  12  weeks.  Six  months  after  treat-
ment  onset  (after  the fourth  dose),  the  patient  began
to  experience  blurred  vision  in  the  right  eye  and  recur-
rent  episodes  of  complete  vision  loss  (black-outs)  lasting
several  seconds,  also  in the  right  eye.  She  also  devel-
oped oppressive  right-sided  hemicrania  continua  of mild
to  moderate  intensity.  The  patient  was  evaluated  at our
hospital’s  neurology  department  in December  2016.  The
neurological  examination  detected  bilateral  papilloedema
predominantly  affecting  the right  eye,  and normal  visual
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acuity  and visual  field.  All  analyses  yielded  normal  results
(complete  blood  count,  haemostasis  tests,  biochemical
study,  liver  profile,  hormone  analysis,  autoimmunity  study,
infectious  serology  study).  Brain  MRI,  MRI  angiography  of  the
venous  sinuses,  and  visual  evoked  potentials  revealed  no
alterations.  Ocular  ultrasound  revealed  bilateral  optic  nerve
sheath  thickening  (up  to  6.1  mm)  and optic  disc  swelling
(up  to  1 mm),  particularly  in the right  eye.  These  find-
ings  indicate  intracranial  hypertension.  A lumbar  puncture
revealed  a CSF  opening  pressure  of  30  cm  H2O;  a CSF analysis
revealed  no alterations  (infectious  serology  study,  oligo-
clonal  bands,  molecular  biology  analysis).  Treatment  with
ustekinumab  was  discontinued  in December  2016. In  Jan-
uary  2017,  the patient  was  started on  acetazolamide,  which
improved  the  headache  and  reduced  the  frequency  of  the
episodes  of  vision  loss.  An  ocular  ultrasound  performed  in
February  2017  also  showed  slight  improvements,  with  an
optic  nerve  sheath  thickness  of  5.7  mm  in the  right  eye
and  5.6  mm  in the  left.  Papilloedema  persisted.  The  ocu-
lar  ultrasound  revealed  no  thickening  of the  optic  nerve.
Two  months  later,  the patient  was  fully  asymptomatic;
acetazolamide  was  progressively  withdrawn.  In  the absence
of  any  other  findings  that  may  explain  the  symptoms,
the  patient  was  diagnosed  with  intracranial  hyperten-
sion  syndrome  probably  secondary  to treatment  with
ustekinumab.

Intracranial  hypertension  syndrome  is  characterised
by  elevated  CSF pressure,  frequently  above  25  cm H2O.
The  condition  has  been  found  to  be  associated  with  a
number  of  drugs,  including  amiodarone,  cytarabine,  cor-
ticosteroids,  ciclosporin,  LH-RH  analogues,  levothyroxine,
lithium,  rofecoxib,  levonorgestrel,  growth  hormone,  tetra-
cycline,  retinoids,  and even  some  medicinal  herbs  used
in  southern  India.2,3 In patients  with  psoriasis,  intracranial
hypertension  has also  been  associated  with  methotrexate4

and  acitretin.5 A complete  aetiological  study  should  be  con-
ducted  to  rule  out  such  other  causes  as  cerebral  venous  sinus
thrombosis  or  CNS  infection.2 Clinical  trials  of  ustekinumab
report  no  adverse  reactions  involving  the CNS, although
some  authors  have described  various  neurological  adverse
effects:  Gratton  et al.,6 for example,  report  a  case  of
reversible  posterior  leukoencephalopathy,  whereas  Stöll-
berger  and  Finsterer7 report  a  case  of  varicella  zoster  virus
meningitis.  Interestingly,  Abdelnabi  et  al.8 report  a  case
similar  to  our  own,  a young  woman  developing  intracra-
nial  hypertension  secondary  to  treatment  with  ustekinumab,
although  in their  case  the  patient  presented  memory  alter-
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ations  after  drug discontinuation.  To  our  knowledge,  this  is
the  second  reported  case  of  intracranial  hypertension  asso-
ciated  with  ustekinumab.
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