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CASE AND RESEARCH LETTERS

Rapamycin in the Treatment of
Blue Rubber Bleb Nevus
Syndrome�

Rapamicina para el tratamiento del síndrome
del nevus  azul  en tetina de goma

To  the  Editor:

The  blue  rubber  bleb  nevus  syndrome  (BRBNS)  or  Bean
syndrome  is  a  relatively  rare  congenital  disorder  charac-
terized  by  the  presence  of  multiple  cutaneous  and  visceral
venous  malformations,  particularly  in  the digestive  tract;
the  lesions  progressively  increase  in  number  and  size.1 These
patients,  particularly  in the severe  cases,  typically  develop
intense  chronic  iron  deficiency  anemia  secondary  to  recur-
rent  gastrointestinal  bleeding,  and repeated  transfusions
and  long-term  iron  therapy  are necessary.  There  is  currently
no  curative  treatment.  Surgical  treatment  of  the lesions  by
endoscopic  argon-plasma  fulguration2 or  intestinal  resection
with  end-to-end  anastomosis3 may  be  required  in  serious
cases.  Treatment  with  antiangiogenic  drugs,  such as  corti-
costeroids,  propranolol,  and  interferon  alfa,  has  also  been
described,  but  the  results  have been  poor.  Recently,  the effi-
cacy  of  oral  sirolimus  (also  known  as rapamycin)  has  been
reported  in  2 cases  of  BRBNS.4,5

We  present  the  case  of a full-term  newborn  infant  with
a  congenital  tumor  of  7 cm  diameter  that  arose  from  the
fronto-orbital  region  and occluded  the left eye  (Figure 1A).
The  lesion  was  surgically  removed  at 5  days  of life.  His-
tology  revealed  the  presence  of  dilated  vessels  with  a  thin
endothelium,  calcifications,  and  a  granulomatous  reaction.
The  medical  history  excluded  problems  during  gestation  or
delivery,  as  well  as  any family  history  of  vascular  disorders.
Histological  study  of  the  placenta  was  not  performed.

At  4  months,  a  soft, bluish  subcutaneous  tumor  appeared
in  the  area  of  the scar,  associated  with  multiple  bluish
papules  of 0.2  to  0.5 cm diameter  arising  mainly  on  the  trunk
and  limbs.  With  a suspected  diagnosis  of BRBNS,  gastroin-
testinal  endoscopy  was  performed  and revealed  multiple
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vascular  malformations  along  the length  of  the intestine.
Over  the  following  years,  the lesions  in the  skin  (Figure  1B)
and  intestine  (Figure  1C) progressively  increased  in num-
ber  and size,  affecting  nerves  and joints,  causing pain  and
interfering  with  walking;  the patient  also  presented  recur-
rent  episodes  of  severe  gastrointestinal  bleeding.  Secondary
to  the  intestinal  bleeding,  the  patient  developed  severe
iron  deficiency  anemia  that  required  repeated  transfusions
and  oral and  intravenous  iron  therapy.  Some  of  the symp-
tomatic  skin  lesions  were  treated  by  excision or  sclerosis.
At  6  years  of  age,  laser  ablation  of  the  intestinal  malfor-
mations  was  performed,  achieving  a  partial  response  but
with  subsequent  recurrence.  In  view  of  the  patient’s  poor
clinical  course  and the persistence  of  the  anemia,  requir-
ing  intravenous  iron  therapy and  more  than  3 transfusions
in  the last  year,  when the  patient  was  8 years  of age it
was  decided  to  commence  treatment  with  oral sirolimus
at a  starting  dose  of  0.05  mg/kg.  The  dose  rapidly  had
to  be reduced  to  half  (0.025  mg/kg)  due  to  the  presence
of  elevated  sirolimus  levels  in the  blood;  the dose  reduc-
tion  achieved  levels  in the appropriate  range.  Tolerance  to
treatment  was  good  and  no  adverse  effects  were  observed.
The  skin  lesions  showed  a  slight  improvement,  and the
hemoglobin  levels  normalized  within  a  month;  no  further
blood  transfusions  were  necessary  after  12  months  of  con-
tinuous  treatment.

Sirolimus  is  an  immunosuppressant  drug  that  acts  by
inhibiting  the mTOR  (mammalian  target  of rapamycin)  path-
way.  Its  main use  up to now  has been  as  an oral  medication
to  prevent  rejection  in kidney  transplant.  Given  its  anti-
cancer  properties  through  its inhibition  of  neoangiogenesis
and  of tumor  cell  proliferation,  it has been  found  to be  use-
ful  to  reduce  the number  and size  of  tumors  in patients
with  tuberous  sclerosis6---8 as  well  as  in certain  serious  vas-
cular  abnormalities.9,10 The  first  description  of  the  efficacy
of sirolimus  at a  dose  of 0.05-0.1  mg/kg  to  reduce  the size
of  the skin  lesions  and  decrease  gastrointestinal  bleeding
in  a  patient  with  BRBNS  was  published  in April  2012. More
recently,  in November  2013,  sirolimus  was  used successfully
at  a dose  of  4  mg  to  resolve  chronic  anemia  in  an  18-year-old
patient  with  BRBNS.

In  our  case,  a lower  dose of  sirolimus  (0.025  mg/kg)  has
been  effective,  leading  to  the  cessation  of  gastrointestinal
hemorrhage,  normalization  of  the  hemoglobin  levels,  and no
further  need  for  transfusion.

In the future,  study  of  the  expression  of proteins  of  the
mTOR  pathway  in  the skin  lesions  may  enable  us  to  predict
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Figure  1  A,  A large,  pedunculated  vascular  tumor  with  superficial  telangiectasias.  The  tumor  had  a  blue-purpuric  color  centrally

and was  pale  peripherally,  similar  to  a  rapidly  involuting  congenital  hemangioma.  B,  Multiple  bluish  skin  lesions  on the feet,  typical

of blue  rubber  bleb  nevus  syndrome.  C,  Venous  malformations  in the  gastrointestinal  tract.

the  response  to  drugs that  block  their  activation,  such  as
sirolimus,  temsirolimus,  everolimus,  and others.

Conclusion

Sirolimus  appears  to  be  a therapeutic  option  in  blue  rubber
bleb  nevus  syndrome.  However,  further  studies  are  neces-
sary  to  confirm  its  efficacy  and  to  establish  the  dose  regimen
in  this  rare  condition.

References

1. Del Pozo J, Gómez-Tellado M, López-Gutiérrez JC. Malfor-

maciones vasculares en la infancia. Actas Dermosifiliogr.

2012;103:661---78.

2. Ramírez M, López Gutiérrez JC, Díaz M, Soto C, Miguel M,

de la Torre Ramos CA, et  al. Bean or blue rubber bleb nevus

syndrome. Presentation of 6 patients. Cir Pediatr. 2010;23:

241---4.

3. Fishman SJ, Smithers CJ,  Folkman J, Lund DP,  Burrows

PE, Mulliken JB, et  al.  Blue rubber bleb nevus syndrome.

Surgical eradication of  gastrointestinal bleeding. Ann Surg.

2005;241:523---8.

4. Yuksekkaya H, Ozbek O,  Keser M, Toy H. Blue rubber bleb

nevus syndrome: Successful treatment with sirolimus. Pedi-

atrics. 2012;129:e1080---4.

5. Warner B, Butt A, Cairns S.  Sirolimus (SRL or rapamycin) is a suc-

cessful treatment for recurrent iron deficiency anaemia in Blue

Rubber Bleb Naevus Syndrome (BRBNS). J  Pediatr Gastroenterol

Nutr. 2013 [Epub ahead of print].

6. Knöpfel N,  Martín-Santiago A, Bauza A, Hervás JA. Rapamici-

natopica al 0,2% para el  tratamiento de angiofibromas faciales

y maculas hipomelanoticas en la esclerosis tuberosa. Actas Der-

mosifiliogr. 2013.

7. Franz DN, Leonard J, Tudor C, Chuck G,  Care M, Sethuraman G,

et al. Rapamycin causes regression of astrocytomas in  tuberous

sclerosis complex. Ann Neurol. 2006;59:490---8.

8. Cabrera López C, Martí T, Catalá V, Torres F, Mateu S,  Ballarín

Castán J,  et  al. Effects of rapamycin on angiomyolipomas in

patients with tuberous sclerosis. Nefrologia. 2011;31:292---8.

9. Hammill AM, Wentzel M, Gupta A, Nelson S,  Lucky A, Elluru

R, et  al. Sirolimus for the treatment of complicated vas-

cular anomalies in children. Pediatr Blood Cancer. 2011;57:

1018---24.

10. Kai L, Wang Z, Yao W,  Dong K, Xiao X. Sirolimus, a promising

treatment for refractory Kaposiform hemangioendothelioma. J

Cancer Res Clin Oncol. 2014;140:471---6.

L.  Ferrés-Ramis,a N. Knöpfel,b J.A.  Salinas-Sanz,a

A.  Martín-Santiagob,∗

a Servicio  de Pediatría,  Hospital  Universitario  Son  Espases,

Palma  de  Mallorca,  Spain
b Servicio  de  Dermatología,  Hospital  Universitario  Son

Espases,  Palma  de Mallorca,  Spain

∗ Corresponding  author.
E-mail  address:  anahsd@telefonica.net
(A.  Martín-Santiago).

http://dx.doi.org/10.1016/j.adengl.2014.12.006

http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0055
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0055
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0055
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0055
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0055
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0055
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0055
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0055
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0055
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0055
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0055
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0055
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0055
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0055
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0055
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0055
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0055
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0055
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0055
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0055
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0055
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0055
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0055
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0060
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0060
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0060
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0060
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0060
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0060
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0060
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0060
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0060
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0060
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0060
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0060
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0060
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0060
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0060
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0060
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0060
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0060
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0060
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0060
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0060
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0060
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0060
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0060
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0060
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0060
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0060
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0060
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0060
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0060
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0060
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0060
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0060
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0060
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0060
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0060
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0060
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0060
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0060
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0060
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0060
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0065
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0065
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0065
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0065
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0065
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0065
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0065
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0065
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0065
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0065
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0065
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0065
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0065
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0065
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0065
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0065
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0065
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0065
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0065
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0065
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0065
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0065
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0065
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0065
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0065
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0065
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0065
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0065
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0065
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0065
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0065
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0065
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0070
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0070
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0070
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0070
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0070
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0070
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0070
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0070
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0070
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0070
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0070
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0070
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0070
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0070
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0070
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0070
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0070
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0070
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0070
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0070
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0070
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0070
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0070
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0070
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0070
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0070
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0070
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0070
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0075
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0075
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0075
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0075
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0075
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0075
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0075
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0075
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0075
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0075
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0075
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0075
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0075
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0075
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0075
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0075
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0075
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0075
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0075
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0075
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0075
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0075
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0075
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0075
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0075
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0075
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0075
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0075
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0075
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0075
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0075
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0075
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0075
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0075
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0075
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0075
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0075
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0075
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0075
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0075
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0080
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0080
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0080
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0080
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0080
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0080
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0080
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0080
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0080
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0080
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0080
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0080
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0080
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0080
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0080
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0080
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0080
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0080
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0080
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0080
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0080
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0080
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0080
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0080
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0080
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0080
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0080
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0080
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0080
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0080
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0080
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0085
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0085
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0085
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0085
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0085
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0085
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0085
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0085
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0085
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0085
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0085
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0085
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0085
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0085
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0085
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0085
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0085
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0085
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0085
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0085
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0085
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0085
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0085
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0085
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0085
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0085
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0085
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0085
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0085
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0085
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0085
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0090
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0090
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0090
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0090
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0090
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0090
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0090
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0090
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0090
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0090
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0090
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0090
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0090
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0090
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0090
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0090
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0090
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0090
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0090
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0090
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0090
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0090
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0090
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0090
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0090
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0090
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0090
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0090
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0090
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0090
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0090
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0090
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0090
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0090
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0090
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0090
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0095
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0095
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0095
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0095
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0095
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0095
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0095
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0095
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0095
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0095
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0095
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0095
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0095
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0095
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0095
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0095
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0095
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0095
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0095
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0095
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0095
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0095
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0095
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0095
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0095
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0095
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0095
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0095
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0095
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0095
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0095
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0095
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0095
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0095
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0095
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0095
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0095
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0100
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0100
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0100
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0100
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0100
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0100
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0100
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0100
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0100
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0100
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0100
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0100
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0100
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0100
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0100
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0100
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0100
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0100
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0100
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0100
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0100
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0100
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0100
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0100
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0100
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0100
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0100
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0100
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0100
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0100
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0100
http://refhub.elsevier.com/S1578-2190(14)00332-1/sbref0100
mailto:anahsd@telefonica.net
dx.doi.org/10.1016/j.adengl.2014.12.006

	Rapamycin in the Treatment of Blue Rubber Bleb Nevus Syndrome
	Conclusion

	References
	Extragenital Warts Treated With Sinecatechins Ointment
	References
	Effectiveness of Extracorporeal Shock Wave Lithotripsy to Treat Dystrophic Calcinosis Cutis Ulcers
	References
	Small-Cell Neuroendocrine Carcinoma, Not Merkel Cell Carcinoma, in the Sinonasal Region: A Case Report
	References
	Allergic Contact Dermatitis to Hexyl Cinnamaldehyde, Cinnamaldehyde, and 3,4 Methylbenzylidene Camphor in a Patient With Previous Photoallergic Contact Dermatitis to Dexketoprofen
	References
	Geometric Alopecia after Embolization of a Ruptured Aneurysm
	Acknowledgments

	References
	Pediatric generalized morphea that developed at a BCG vaccination site
	References

