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Telangiectasia macularis eruptive perstans
(TMEP) in childhood: A  case report  and
literature review

To  the  Editor,

Telangiectasia  macularis  eruptive  perstans  (TMEP)  was  first
described  by  Parker  in  1930.1 It is  a form  of  cutaneous  mas-
tocytosis,  and  is  differentiated  from  other  forms  such  as
urticaria  pigmentosa,  solitary  mastocytoma  and  diffuse  or
systemic  mastocytosis  by  its  refractory  nature  and/or  lack
of  systemic  associations.  All  forms  have  in common  exces-
sive  accumulation  of mast  cells,  whether  localised  to  the
skin  or  generalised  to involve  internal  organs.  It  is  clinically
characterised  by  red  telangiectatic  macules,  with  hyperpig-
mented,  subtle  and  discrete  papules.  Darier’s  sign  is  usually
negative  in  patients  with  TMEP  as opposed  to  other  forms  of
mastocytosis  in  which it occurs.  Lesions  typically  involve  the
trunk  and  extremities  while  facial  involvement  is  rare.2,3

Currently  no standard  cure exists  for  mastocytosis  but
some  cases  may  be  self-limited  and  generally  the lesions
are  refractory  to  treatment.  Since  TMEP  is  a rare  diagnosis
in  the  paediatric  population4 the discussion  of  treatment  is
limited  mostly  to  the numerous  cases  in adult  ages.

Herein  we  report  the case  of a 4-year-old  Caucasian  male
patient  affected  by  TMEP,  since  he  was  8  months  old, suc-
cessfully  treated  with  Montelukast.

A  4-year-old  male,  was  admitted  to  our  Paediatric
Department,  University  of  Catania,  for  episodes  of  signifi-
cant  itchiness  and  cutaneous  blistering,  recurring  since  the
age  of  8  months,  without  the  presence  of  other  clinical
symptoms.

At  admission,  lesions  were  only localised  on  his face
(Fig.  1a)  and after  2 weeks  they  increased  in number  and
spread  to  the  trunk and limbs  (Fig.  1b  and  c).

As  far  as  his  familial  anamnesis  was  concerned,  his  par-
ents  and  siblings  did not  show  any positive  history  for  atopic
diseases  and/or  mastocytosis.

Physical  examination  revealed  3---10 mm,  erythematous
macules  that  demonstrated  densely  packed,  fine  telangec-
tases  and  slight  hyperpigmentation.  The  lesions  had  sharply
defined  but  slightly  irregular  borders.  Stroking  the lesions
did  not  stimulate  Darier’s  sign.  The  remainder  of  his  physical
examination  was  normal.

Blood  analyses  were  all  in the normal  range,  except  for
total  IgE  levels,  being significantly  increased  (8518  mmol/l,
normal  range:  98---110  mmol/l).

To  state  the involvement  of  internal  organs,  chest  X-ray,
abdomen  ultrasound  scan  and  echocardiography  were  per-
formed,  and  showed  no  sign  of systemic  disease.

The  child  underwent  dermatologic  counselling,  and
physicians  made  a diagnosis  of  bullous  atopic  dermatitis.
Thus,  he  started  a  therapy  with  topical  corticosteroids,
without  resolution  of  symptoms.  For the persistence  of
the  skin  lesions,  a histopathological  examination  of  a skin
biopsy  specimen,  Giemsa  stained,  was  performed  and  it
showed  diffuse  capillaries  ectasia  and  small  superficial  der-
mal  inflammation,  with  a  modest  amount  of  perivascular
lymphocytic  plasma  cells  and an increased  number  of  mast
cells  (Fig.  2).  These  findings  were  compatible  with  the  diag-
nosis  of  TMPE.

The  child  started  a therapy  with  anti-H1  antihistamine
and oral  corticosteroids  at standard  doses,  without  resolu-
tion  of symptoms.  Thus,  oral  Montelukast  at  standard  doses
(4  mg/day)  was  added  in  therapy,  and we  observed  a  regres-
sion  of  the  child’s  skin  lesions.  At  follow-up  visits  he was
continuing  the  treatment  with  Montelukast,  without almost
any  new  lesions  and  pruritus.

Telangiectasia  macularis  eruptive  perstans  (TMEP)  is  one
of the rarest mastocytic  disorders.  Clinically  it  is  char-
acterised  by  reddish  brown  macules  with  telangiectases,
usually  involving  the  trunk,  but  also  occurring  on  the  face
and  extremities.  The  flushing  begins  abruptly  and  sub-
sides  spontaneously  within  10---30  min.  Although  flushing
usually  has  a  spontaneous  onset, it can  often  be brought
on  by  endogenous  or  exogenous  stimuli  that  cause  mast  cell
degranulation.1,5,6

Some  references  state  that  TMEP  does  not occur  in  chil-
dren,  but  at least  four children  have  been  reported  in
literature.  The  first  was  a 10-year-old  girl  whose  asymp-
tomatic  lesions  began  when she  was  8  years  old  and slowly
increased  in number  on  the  face and  limbs.  Some  of  the
lesions  disappeared  over a 12---18-month  period,  according
to  the patient’s  family.  There  was  no  further  follow-up.7 The
second  case  was  a  10-year-old  girl  whose  lesions  began  when
she  was  7 years  old.  They first appeared  on  the upper  trunk
and  slowly  progressed  to  involve  the face.  In  spite  of the lack
of  systemic  symptoms,  the  patient’s  24-h  urinary  methyl  his-
tamine  was  355 mcg/g  creatinine  (normal  50---200).  Due  to
physiological  concerns,  treatment  with  585-nm  flashlamp-
pumped  dye laser  was  utilised.  There  was  an immediate
wheal/flare  response  of  all  treated  lesions  during  the  pro-
cedure,  which  was  markedly  reduced  when pre-treatment
with  doxepin  and  diphenhydramine  was  employed.  On  post-
treatment  biopsy,  the  therapeutic  effect  appeared  to  be
limited  to  the vessels,  with  no  apparent  effect  on  the mast
cells.  Many  of the lesions  involving  the trunk recurred  within
14  months.  There  was  no long-term  follow-up.8

Chang  et  al.,  in 2001,  made  the  hypothesis  that  the
disease  was  based on  autosomic  dominant  transmission,
because  TMPE  was  shown,  during  childhood,  in people  of
three  generations  of the same  family.3 As  a  matter  of fact,
in  2005,  Neri  et al.  described  a case  of  familial  TMEP  in  a
23-month-old  child, whose  lesions  were  present  since  birth
and  were  unchanged  throughout  life  both  in the child  and  in
his  siblings.9

In our  case  the child  presented  skin  manifestations  simi-
lar  to  those  described  in  literature  before,  and  they  started
when  he  was  8 months  old. These  manifestations  occurred
as  episodes  of  flashing  and  they  did  not  revert  after  anti-
histamines  and corticosteroid  therapy.  Moreover  his  familial
anamnesis  was  negative  for  TMEP  and  other  forms  of  masto-
cytosis,  excluding  the familial  form  of  the  disease.

Since  TMEP  is a rare  diagnosis  in  the paediatric  popula-
tion;  the discussion  of  treatment  is limited  mostly  to  the
numerous  cases  in adults  which  have  a wide  spectrum  of
severity.  Currently  no  treatment  exists  for  mastocytosis  but
some  cases  may  be self-limited.  The  main  goal  of  therapy  is
relief  of symptoms  and antihistamines  are often  beneficial.
In  severe  cases  H1 and  H2  histamine  receptor  antagonists
such  as  hydroxyzine,  doxepine  and cimetidine  may  help
with  pruritus,  flushing  and  gastrointestinal  symptoms.  Oral
sodium  cromoglycate  may  also  ameliorate  gastrointestinal
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Figure  1 Skin  manifestations  of  TMEP  in  our patient’s:  face  (a)  and  limbs  (b  and  c).

complaints.  Psoralen  plus  ultraviolet  A (PUVA)  may  be of
benefit  but  its  use  on  both  adults  and  children  is  usually
reserved  for those  with  severe  disease.10 Other  treatment
options  include  systemic  and  local  corticosteroids  as  well  as
topical,  intralesional  and systemic  interferon.  Nevertheless
TMPE  generally  tends  to  be  persistent  and  unresponsive  to
treatment.

In  2009,  for  the  first  time  in literature,  Cengizlier
et  al.  described  a case  of  a 5-month-old  boy  with
TMEP  successfully  treated  with  Montelukast  at standard
dosage.11 Cysteinyl  leukotrienes  (Cys-LTs)  are  potent  pro-
inflammatory  mediators  derived  from  arachidonic  acid
through  the  5-lypoxigenase  (5-LO)  pathway.  They  exert
important  pharmacological  effects  by  interaction  with  at
least  two  different  receptors:  Cys-LT1  and  Cys-LT2.  By
competitive  binding  to  the Cys-LT1  receptor,  leukotriene
receptor  antagonist  drugs  such  as  Montelukast,  block  the
effects  of  Cys-LTs  and  alleviate  the symptoms  of  many
chronic  diseases,  especially  bronchial  asthma  and allergic
rhinitis.  Mast  cells  produce  and release  a broad  spectrum
of  mediators,  including  many  pro-inflammatory  chemoat-
tractive  and  immunomodulatory  cytokines.  CysLT1  inhibitor
MK571  and FLAP  inhibitor  MK886  decreased  IL-5  and  TNF�

Figure  2  Electronic  microscopy  image  of  the  skin  biosy:

diffuse  ectasia  of  capillaries  and  small  superficial  dermal  inflam-

mation,  modest  amount  of  perivascular  lymphocytic  plasma

cells and  an  increased  number  of  mast  cells.

production  after  Fc�RI  stimulation,  implying  autocrine  sig-
nalling  by  cysteinyl  leukotrienes  in  mast  cells.

Although  no  reported  measurements  of leukotrienes  in
patients  with  mastocytosis  between  or  during  clinical  flares
are  available,  in the case  reported  by  Cengizlier,  author
observed  an abrupt  symptomatic  relief  after  Montelukast
was  added  in therapy.

To our  knowledge  this is  the  second  case  of  TMEP
successfully  treated  with  Montelukast  ever  described  in
literature.  The  child’s  skin  lesions  were  unresponsive  to
antihistamine  and  corticosteroid  therapy  at  standard  doses
and  we  obtained  a resolution  of  symptoms  only when  Mon-
telukast  was  added  to  the therapy.

The  long-term  prognosis  of  TMEP  is  unknown  because
reported  follow-up  information  of  childhood  cases  is  lack-
ing.  Currently,  a  standard  protocol  for  the treatment  of the
disease  does  not exist.  As  it is  a rare  disorder,  controlled
studies  evaluating  efficacy  of  treatment  modalities  cannot
be  carried  out and treatment  is  usually  based  on  data  evolv-
ing from  case  reports.  We  have  achieved  an  abrupt  clinical
response  through  the  use  of Montelukast.  Since there  are
only  two  reports  on the  use  of  Montelukast  in TMEP, we  could
not  suggest  its standard  use.  Nevertheless,  further studies
could  consider  its  efficacy  and safety  in paediatric  patients
affected  by  TMEP  resistant  to  other  therapies.
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Challenge-based pregabalin induced
urticaria and angioedema. A  case report

To  the  Editor,

Pregabalin  is  an antiepileptic  drug,  which  is  analogous  of  the
gamma  aminobutyric  acid  (GABA)  and  exhibits  a  structure
similar  to  gabapentin.  It  is  an �2---� ligand  that  has  analgesic,
anticonvulsant,  anxiolytic,  and  sleep-modulating  activities.
Pregabalin  has  also  been  used  successfully  in the  treatment
of  itch  --- for  instance  in haemodialysis  and  brachioradial
pruritus.  Pregabalin  binds  to  the �2---�  subunit  of  calcium
channels,  resulting  in  a  reduction  in the  release  of sev-
eral  neurotransmitters,  including  glutamate,  noradrenaline,
serotonin,  dopamine,  and  substance  P.1---3 In  the  last  years,
there  has  been  an  increase  in  its  use  and  it  has  shown  to
be  effective  in neuropathic  pain,  fibromyalgia,  incisional,
inflammatory,  and  formalin-induced  injury.  It  is  also  effec-
tive  in  the  treatment  of anxiety  as  well  as  sleep-modulating
drug.4,5

Phase  3 clinical  studies  with  pregabalin  indicate  the  rare
occurrence  of  skin  reaction,  ranging  from  purpuric  to  vesicu-
lobullar  and  desquamating  Stevens---Johnson  syndrome.
Although  a  hypersensitivity  reaction  due  to  pregabalin  has
been  reported  before,6 the involvement  of pregabalin  as
causative  agent  was  not  definitely  tested  with  an  appro-
priate  challenge.  We  describe  a case  report  of  a patient
who  developed  urticaria  and angio-oedema  after  beginning
pregabalin  therapy  for managing  chronic  pain.

The  patient  was  a  65-year-old  woman  with  personal
history  of  obesity,  glaucoma  and  chronic  pain  due  to  a  degen-
erative  joint  disease.  Pain  was  treated  with  etoricoxib,
pregabalin,  tramadol  and  acetaminophen.  Two  months  later,
she  presented  eyelid  and  lip  angio-oedema  and  a  diffuse
pruritic  erythematous  maculopapular  exanthema  on  trunk
and  face,  which  yielded  once  treatment  was  discontinued.
She  tolerated  later  acetaminophen,  ibuprofen,  metamizol,
diclofenac  and  tramadol.

Risk  and  benefits  of  a rechallenge  with  etoricoxib  and/or
pregabalin,  which  had not  been reintroduced  after the
adverse  reaction,  were  discussed  with  the patient  in order
to  elucidate  a  definite  causal  relationship  of  the  cutaneous
reaction.  A  single-blind,  placebo-controlled  (SBPC)  oral
challenge  with  etoricoxib  was  carried  out  in a supervised
hospital  setting  with  good  tolerance.  Skin  prick  test  (2)  (dilu-

tions  0.01  mg/ml,  0.1  mg/ml,  1  mg/ml),  intradermal  test
(0.01  mg/ml,  0.1  mg/ml,  1 mg/ml),  and  patch  test  (1  mg/ml)
with  pregabalin  were  negative.  The  patient  underwent  a
single-blind,  placebo-controlled  oral  challenge  with  prega-
balin  (10  mg,  25  mg  and  50  mg  at 1-h  interval).  A  pruritic
maculopapular  exanthema  developed  30  min  after 25  mg
dose. Symptoms  resolved  1 h  after treatment  with  pred-
nisone  50  mg and dexclorpheniramine  5  mg.  Tryptase  levels,
total  and  specific  IgE  were  not obtained.  No  skin  tissue  pre-
gabalin  levels  were  measured.

We  present  the  first  case  report  of  immediate  extensive
cutaneous  reaction  induced  by  pregabalin  confirmed  with
a  SBPC oral challenge.  Skin tests  were  not  useful  in our
patient.  Further  cases will  be needed  to  assess  their  value.
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