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symptoms,  HLA  DQ2  haplotype,  an ATA  IgA  value  more  than
tenfold  the  upper  limit  of  normal  and  a second  positive
marker  [EMA])  without  performance  of  a biopsy.

Our  patient  exhibited  typical  clinical  features  of CU with-
out  manifestations  suggestive  of  CD.  Subsequent  follow-up
evaluations  detected  a  progressive  increase  in serum  mark-
ers  of  CD,  which  improved  after exclusion  of  gluten  from
the  diet.  The  pattern  of  cutaneous  symptoms  paralleled  the
changes  in  serum  markers  of  CD.

The  immune  mechanisms  underlying  chronic  urticaria  and
CD  are  different  (Th2  and  Th1  responses,  respectively).4,5

A  hypothesis  proposed  to explain  cases where  both disor-
ders  are  associated  is  that  the  increased  bowel  permeability
secondary  to inflammatory  infiltration  in CD  would allow
passage  of  antigens  to  the  blood  and the formation  of
circulating  immune  complexes  believed  to be  involved  in
the  pathogenesis  of  chronic  urticaria.  Additional  mech-
anisms  have  been  proposed,  such  as  the  formation  of
anaphylatoxins  triggered  by  the production  of  antibodies,
which  in  turn  induce  the  degranulation  of  mast  cells  and
basophils.5

Recent  reviews  of  cases  of chronic  urticaria  have  con-
cluded  that  routine  performance  of a  broad  array  of
diagnostic  tests  offers  a  poor  yield  for  diagnosis  of  associated
diseases,  and  that  performance  of  tests  based  on  the find-
ings  of  the  history  taking  and/or  the  physical  examination  is
more  useful.6

This  case  study, along  with  other  reported  cases,  encour-
age  considering  the addition  of screening  for  CD in children
with  CU  to the  history  taking  and  physical  examination,  and
other  diagnostic  tests  in case  of  suggestive  findings.
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Takayasu arteritis of atypical
presentation. Tocilizumab as an
alternative therapeutic option�

Arteritis  de  Takayasu  de  presentación atípica.
Tocilizumab como alternativa terapéutica

Dear  Editor:

Takayasu  arteritis  (TA)  is  a granulomatous  large  vessel  vas-
culitis  that  is infrequent  in children.  It usually  has  onset  with
headache,  fever,  abdominal  pain  or  hypertension  (HTN).  In
rare  cases,  onset  occurs  with  heart failure,  which  has only
been  described  in  18%  of paediatric  cases.  There  has  been
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recent  evidence  of  the involvement  of  interleukin-6  (IL-6)
in  its  pathogenesis,  whose  levels  appear  elevated  in  serum
and  the arterial  wall.1

The  diagnosis  of  TA  requires  the presence  of  angio-
graphic  abnormalities  in addition to  at  least  1 out of  5
criteria  (EULAR/PRINTO/PRES  criteria,  Table 1).2 Although
computed  tomography  angiography  (CTA)  is  the gold  stan-
dard  of  imaging,  as  it  allows  visualization  of  blood  flow  and
the extent  of collateralization,  it does  not provide  any  infor-
mation  about  the arterial  wall.  Thus,  a  magnetic  resonance
angiography  (MRA)  is  also  useful  to  assess  abnormalities  of
the  vessel  wall, and  its  results  correlate  to  clinical  manifes-
tations  and inflammatory  marker  levels. Positron  emission
tomography/computer  tomography  (PET-CT)  is  not  indicated
for routine  assessment,  but  it  may  be  useful  in patients  with
negative  inflammatory  markers.2

Treatment  is  delivered  in 2  phases:  induction  and
maintenance.  In case  of  haemodynamic  instability,  the
induction  phase  consists  of  steroids  delivered  by  intravenous
pulse  initially  followed  by  oral  administration  combined
with  an immunosuppressive  agent  (cyclophosphamide  or
methotrexate).3 The  agents  used  in the maintenance
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Table  1  EULAR/PRINTO/PRES  criteria  for  childhood  Takayasu  arteritis.

Angiographic  abnormalities  (conventional,  CT  or  MR  imaging)  of  the  aorta  or  its  main  branches  and  pulmonary  arteries

showing aneurysm/dilatation,  narrowing,  occlusion  or  thickened  arterial  wall  not  due  to  fibromuscular  dysplasia  or  similar

causes (mandatory  criterion)  plus  one  of  the following  5 criteria:

1. Pulse  deficit  or  claudication:  lost/decreased/unequal  peripheral  artery  pulses  or  claudication  (focal  muscle  pain  induced

by physical  activity)

2.  Blood  pressure  discrepancy:  discrepancy  of  four  limb  systolic  blood  pressure  > 10  mmHg  difference  in any  limb

3. Bruits:  audible  murmurs  or  palpable  thrills  over  large  arteries

4. Hypertension:  systolic/diastolic  blood  pressure  greater  than  95th percentile  for  height

5. Acute  phase  reactants:  ESR  >  20  mm  per  first  hour  or  any  value  of  CRP  above  normal  (according  to  the  local  laboratory)

Figure  1  (A)  Computed  tomography  angiogram.  Stenosis  of  left  subclavian  and  vertebral  arteries,  abdominal  aorta  and  right  renal

arteries. (B)  Arteriogram  of  the  aorta.  Right  kidney  with  renal  artery  bifurcation  and  critical  stenosis  in  the  ostium,  and  left  kidney

with no  signs  of  stenosis  of  the  renal  artery.

phase  include  methotrexate,  mycophenolate  mofetil  or
azatioprine.3 In  recent  years,  new  treatments  have  been
proposed  for  refractory  cases.2,4---6

We  present  the case  of  a patient  with  TA  with  onset
of  heart  failure  that  eventually  required  biological  therapy
with  anti-IL6.

The  patient  was  a  girl  aged  11  years  presenting  with
vomiting  and  abdominal  pain  with  onset  10  days  prior  asso-
ciated  with  asthenia  of  a  few  weeks’  duration.  The  physical
examination  revealed  pallor  in the skin  and mucosae,  acral
coldness,  difficulty  breathing,  hypoventilation  and  bibasilar
crackles,  a gallop  rhythm  (heart  rate,  140 bpm),  an oxy-
gen  saturation  (SatO2) of 90%  and  hepatomegaly.  The  left
radial  and  brachial  pulses  were  absent,  with  a  blood  pres-
sure  (BP)  of  80/50  in the left arm  (below  the 50th  percentile)
and  140/100  in the  right  arm  (above  the 99th  percentile).
The  salient  laboratory  features  were  a  haemoglobin  concen-
tration  (Hb)  of  9.9 g/dL,  a platelet  count  of 636  000/mm3

and  a  C-reactive  protein  (CPR)  level  of  20  mg/L.  The
chest  radiograph  revealed  cardiomegaly  with  signs of
acute  pulmonary  oedema,  and the electrocardiogram  fea-
tured  signs  of atrial  enlargement  and left  ventricular
hypertrophy.

The  patient  was  admitted  to  the  PICU  with  a diagno-
sis  of  acute  heart failure  and  assessed  by  means  of  an
echocardiogram  that  revealed  severe  systolic  failure  (forced
expiratory  volume  in 1  second  [FEV1],  20%)  and  mild  mitral

valve  regurgitation.  Haemodynamic  support  was  initiated
with  milrinone,  diuretics  and  levosimendan,  and  respira-
tory  support  with  BIPAP,  to which the  patient  responded
favourably.

An abdominal  ultrasound  examination  revealed  signs  of
aortitis,  and since  TA  was  suspected,  the  investigation  was
completed  with  a CT  angiogram  (Fig.  1A)  that  showed  thick-
ening  of  the  left subclavian  artery  with  significant  stenosis
and  narrowing  at the  outlet  of  the  left  vertebral  artery
with  collateralization,  as  well  as  thickening  in segments  of
the  thoracic  and  abdominal  aorta  and  stenosis  of the  right
renal  arteries.  Magnetic  resonance  angiography  confirmed
the  acute  involvement  of  the subclavian  and vertebral
arteries,  and  the  chronic  involvement  of the aorta  and  its
branches.  The  patient  received  a diagnosis  of  TA  type  V  and
started  treatment  with  boluses  of  methylprednisolone  at
a  dose  of  30  mg/kg  for 3 days  (followed  by prednisone  at
a  dose  of 2 mg/kg/day)  and  intravenous  cyclophosphamide
at a dose of  500  mg/m2 every  3 weeks,  which  achieved
normalization  of  laboratory  parameters  after  the  second
dose. The  patient’s  blood  pressure  remained  above  the 99th
percentile  despite  a  combination  of  6 drugs,  so,  follow-
ing performance  of  an  arteriogram  (Fig.  1B),  the patient
underwent  a  right  renal  artery  angioplasty  that  allowed  the
discontinuation  of  4  drugs  and  achieved  adequate  control
of  the blood  pressure.  Two  months  later,  there  was  evi-
dence  of  elevation  of  CRP  (46  mg/L), the ESR (77  mm/h)  and
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serum  levels  of  IL-6  (29.4  pg/mL),  so after  administration
of  5  doses  of  cyclophosphamide,  treatment  was  initiated
with  anti-IL-6  (tocilizumab  iv  8  mg/kg  every 2 weeks).  The
patient  exhibited  a good  response  after  2  doses,  with  nor-
malization  of  laboratory  tests  and  a  decrease  in the levels
of  IL-6  (35  pg/mL).  Twelve  months  later,  the  patient  was
asymptomatic,  with  a FEV1 70% without  treatment  with  anti-
hypertensive  drugs,  so, on  confirmation  of  stabilization  by
imaging,  the  interval  between  doses  of  tocilizumab  was
increased  to  3 weeks.

In  addition  to  the  control  of  HTN,  which may  be  compli-
cated  and  in  some  cases  require  invasive interventions  such
as  renal  artery  angioplasty,4 the patient  must  remain under
strict  monitoring  of  other  cardiovascular  risk  factors,  such
as  hypercholesterolemia  and  hypercoagulability.  Our  patient
required  rosuvastatin  and  acetylsalicylic  acid.

The  challenge  in the management  of  TA  is  to  differ-
entiate  between  the active and chronic  phases,  as  there
are  no  specific  markers  of  disease  activity.  The  sensitiv-
ity  and  the  specificity  of CRP  and ESR values  are  low, so
other  biomarkers  are currently  being  investigated,  such
as  matrix  metalloproteinases  (MMPs), vascular  cell  adhe-
sion  proteins  (VCAM),  the  inverted  CD4/CD8  ratio and
pentraxin  3.5 However,  there  is  evidence  of  a  correla-
tion  between  the  levels  of  IL-6  and  disease  activity,  which
suggests  that  this cytokine  may  be  a useful target  for
treatment.1,5,6

Although  conventional  treatment  continues  to  be
widespread,  several  case  series  have  been  published
that  demonstrate  the  effectiveness  of  biological  agents
such  as anti-TNF-�  (infliximab/adalimumab)  or  anti-IL6
(tocilizumab).4---6 These  studies  have  reported  a  mean  time
to  resolution  of  symptom  of  3  months  in the  absence  of
severe  side  effects,  in  addition  to allowing  a  reduction  of
the  steroid  dose.
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