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imicking urticaria: a
chnitzler syndrome case�

ear  Editor,

chnitzler  Syndrome  (SchS)  is  a  rare  disorder,  with  ∼350
ases  reported  in  the  literature,  characterized  by  a  neu-
rophilic  urticarial  dermatosis  and  monoclonal  gammopathy
IgM  in  more  than  90%  of  the  cases),  associated  with  clini-
al  and  biological  signs  of  inflammation.1---3 In  2013,  Lipsker,
chnitzler,  and  other  experts  met  and  proposed  the  Stras-
ourg  diagnostic  criteria,  which  are  widely  used  today  to
iagnose  SchS  (Table  1).1,4 We  report  a  case  of  a  man  with  a
linical  and  laboratory  diagnosis  of  SchS  in  Brazil.

A  67-year-old  man  presented  to  our  department  with

Table  1  Strasbourg  diagnostic  criteria  of  Schnitzler
syndrome.

Obligate  criteria
-  Chronic  urticarial  rash  and
- Monoclonal  IgM  or  IgG
Minor  Criteria
- Recurrent  fevera

-  Objective  findings  of  abnormal  bone  remodeling  with
or without  bone  painb

-  A  neutrophilic  dermal  infiltrate  on  skin  biopsyc

-  Leukocytosis  and/or  elevated  CRPd

Definite  diagnosis  if
- Two  obligate  criteria  AND  at  least  two  minor  criteria  if
IgM and  three  minor  criteria  if  IgG
Probable  diagnosis  if

-  Two  obligate  criteria  AND  at  least  one  minor  criteria  if
IgM and  two  minor  criteria  if  IgG

a Must be >38 ◦C and otherwise unexplained. Occurs usually ---
but not obligatory --- together with the skin rash.

b As assessed by bone scintigraphy, MRI, or elevation of bone
alkaline phosphatase.

c Corresponds usually to the entity described as ‘‘neutrophilic
urticarial dermatosis’’; absence of fibrinoid necrosis and signif-
icant dermal edema.

d Neutrophils >10,000 mm3 and/or CRP > 3 mg/dL.
ecurrent  pruritic,  not  painful,  urticaria-like  lesions  on  the
xtremities  and  the  trunk  (Fig.  1).  The  lesions  resolved
ithin  24  hours  without  leaving  behind  dusky  hyperpigmen-

ation.  He  had  intermittent  fever  of  up  to  39 ◦C,  generalized
rthralgia,  and  fatigue.  The  inflammatory  episodes  lasted
or  2---5  days  with  severe  general  impairment.  The  patient
uffered  outbreaks  with  variable  intensity  on  almost  a
onthly  basis  over  the  past  fifteen  years.  Histopathology

f  lesional  skin  showed  a  perivascular  and  interstitial  poly-
orphonuclear  infiltrate,  described  as  consistent  with  the
iagnosis  of  urticarial  lesions  and  compatible  with  SchS
Fig.  2).

Laboratory  investigations  revealed  leucocytosis  (up
o  21.000  mm3,  ref  4000---11600  mm3),  an  elevated  ESR
120  mm/hr;  0∼20  mm/hr),  and  increased  IgM  levels
2550  mg/dL;  46∼260  mg/dL)  in  serum  protein  elec-
rophoresis  (Fig.  3).  In  the  bone  scan,  there  is  a  slight
symmetry  of  uptake  in  the  tibias,  slightly  greater  on  the
eft.  Bone  marrow  biopsy  was  performed  with  a  negative
ytogenetic  study  for  lymphoproliferative  diseases.  Based
n  these  clinical  and  laboratory  findings,  he  was  diagnosed
ith  Schnitzler  Syndrome.

He  was  started  on  a  high-dose  corticosteroid,  NSAIDs,  and
ntihistamines  with  partial  remission  of  his  symptoms.

There  are  a  few  cases  reported  in  Latin  America  and  in
eneral,  it  is  underdiagnosed  despite  the  well-established
iagnostic  criteria,  but  the  pathogenesis  is  unknown.5

The  major  complication  is  hematological  malignancy,
ith  lymphoproliferative  disorder  occurring  in  about
0%---20%  of  patients.5,6 In  addition  to  chronic  spontaneous
rticaria,  other  differential  diagnoses  should  be  considered
Table  2).7

At  present,  for  patients  with  CRP  <  3  mg/dL,  treatment
ptions  include,  colchicine,  Nonsteroidal  Anti-inflammatory
rugs  (NSAIDs),  and  hydroxychloroquine.1,2 Corticosteroids
as  a  moderate  effect  and  antihistamine  therapy  has
o  effect.8 According  to  Simon  et  al.,  the  efficacy  of
olchicine  is  only  25%,  but  based  on  the  benefit/risk  ratio,
olchicine  is  recommended  as  the  first  choice  of  treatment.9
xperts  recommend  the  use  of  anakinra  (IL-1  block)  in
ore  symptomatic  patients,  such  as  Erythrocyte  Sedimen-

� Study conducted at the Hospital Universitário Clementino Fraga
ilho, Universidade Federal do Rio de Janeiro, Rio de Janeiro, RJ,
razil.
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Fig.  1  Urticarial  lesions  on  the  trunk  and  left  arm.

ation  Rate  (ESR)  and  CRP  above  the  upper  limit  of  normal
CRP  >  3  mg/dL).1

Treatment  with  corticosteroids,  NSAIDs,  and  antihis-
amines  is  symptomatic  and  unsatisfactory.9 Anakinra

IL-1-neutralizing)  is  the  choice  drug.  The  effect  of  inhi-
ition  of  IL-1  has  led  to  new  expectations,  but  there  is
urrently  unavailable  in  Brazil.  An  alternative  drug  could
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Fig.  2  Inflammatory  cells  around  superficial  dermal  vessels  with  neutrophils  (A,  Hematoxylin  &  eosin,  ×100)  also  observed  in  the
interstitial space  among  collagen  fibers  (B,  Hematoxylin  &  eosin,  ×400).

F
t

b
a

w
t
i

F

N

A

K
o
a
o
r

Table  2  Differential  diagnoses  of  Schnitzler  syndrome.

Autoimmune  diseases
Adult  Onset  Still  Disease  (AOSD)
Systemic  Lupus  erythematosus
Acquired  C1-esterase  inhibitor  deficiency

Hematologic  diseases
Monoclonal  gammopathy  of  undetermined  significance

i
m

o
m

ig.  3  Increased  IgM  levels  in  serum  protein  electrophoresis
est.

e  canakinumab,  a  human  anti-IL-1�  monoclonal  antibody
iming  at  the  neutralization  of  1�  signaling.10

In  patients  presenting  with  chronic  urticaria  associated
ith  signs  of  systemic  inflammation,  this  rare  and  debili-

ating  syndrome  should  be  considered.  Early  treatment  can
mprove  patient’s  quality  of  life  and  disease  prognosis.
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yoderma gangrenosum
riggered by secukinumab in a
atient with palmoplantar
ustulosis�

ear  Editor,

 35-year-old  female  patient  presented  with  recurrent  mul-
iple  pustules  involving  her  palms  and  soles  for  more  than
ne  year  (Fig.  1A).  No  acne,  keratotic  plaques,  or  bone-
oint  manifestations  were  reported.  A  skin  biopsy  taken
rom  her  palm  showed  a  collection  of  neutrophils  within
he  spongiform  epidermis  (Fig.  1B---C).  Thus,  a  diagnosis  of
almoplantar  pustulosis  (PPP)  was  made.  As  she  could  not
olerate  the  side  effects  of  conventional  systemic  drugs,
ecukinumab  was  chosen  as  an  alternative  therapy.  Her  pus-
ular  lesions  on  the  palms  and  soles  almost  healed  after

 months  of  treatment  (secukinumab  300  mg  per  week
or  5  weeks,  followed  by  secukinumab  300  mg  per  month,

ulcerated  and  enlarged  after  the  7th  dose  of  secukinumab.
Fever  or  other  systemic  symptoms  were  absent.  She  had  a
history  of  rheumatic  heart  disease  with  normal  cardiac  func-
tion  for  10  years,  controlled  by  4  mg  methylprednisolone
every  day.  No  history  of  inflammatory  bowel  disease  was
reported.

On  physical  examination,  multiple  tender  wide  ulcers
with  irregular  elevated  violaceus  borders  surrounded  by
infiltrated  erythema  were  found  on  her  lower  extremities
(Fig.  2A).  The  largest  ulcer  was  approximately  6  cm  in  diam-
eter  (Fig.  2B).  Repeated  swab  cultures  for  bacteria,  fungi,
and  mycobacteria  from  these  ulcers  were  all  negative.
Hematoxylin-eosin  staining  of  skin  biopsy  revealed  a  pre-
dominantly  neutrophilic  infiltrate  in  the  dermis  (Fig.  3A---B).
In  addition,  laboratory  examinations  revealed  normal  com-
plete  blood  count  and  moderately  elevated  levels  of
erythrocyte  sedimentation  rate  (56  mm/h,  normal  range
0---20  mm/h),  C-reactive  protein  (37.6  mg/L,  normal  range
<10  mg/L),  and  anti-streptolysin  O  (438  IU/mL,  normal  range
<200  IU/mL).  A  blood  test  for  HLA-B51  was  positive.  Based
ig.  1D).  However,  several  painful  eruptions  started  on  her
ower  legs  after  6  doses  of  secukinumab.  The  lesions  rapidly

� Study conducted at the Peking University First Hospital, Beijing,
hina.

o
n
(
a
f
i

96
n  the  clinicopathological  findings,  this  patient  was  diag-
osed  with  secukinumab-induced  pyoderma  gangrenosum
PG).  Then,  we  discontinued  her  anti-IL17A  treatment

nd  started  oral  methylprednisolone  (24  mg/day),  oral  sul-
asalazine  (3  g/day),  and  a  careful  ulcer  care.  Lesions  ulcers
mproved  substantially  after  8  weeks  (Fig.  4A---B).
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