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CASE FOR DIAGNOSIS
Skin Tumors Arising on Chronic
Lymphedema�

Lesiones tumorales cutáneas  sobre linfedema
crónico

Medical History

An  88-year-old  woman  with  dependence  in activities  of  daily
living  presented  with  chronic  lymphedema  secondary  to
left  breast  cancer  treated  with  radical  mastectomy,  ipsi-
lateral  lymphadenectomy,  radiotherapy,  and  chemotherapy
10  years  earlier.  Four  months  before  this  visit, she  started
to  develop  hematoma-like  lesions  on  her  left  forearm.  The
lesions  grew  fast,  causing  pain  and bleeding  and prompt-
ing  her  to  visit  the  emergency  department,  where  she  was
evaluated  by  a dermatologist.

Physical Examination

Edematous  right  upper  limb  with  multiple  edematous,  vio-
laceous  tumor  lesions  with  a diameter  of 3  cm  to  10  cm. The
lesions  had  an  elastic-like  consistency  and  some of them
were  ulcerated  and bleeding  (Fig.  1).  In  the  left chest  area,
near  the  mastectomy  scar,  there  were  2 isolated  1-cm  lesions
with  similar  characteristics.

Histopathology

The  histopathologic  study  showed  a dermal  sheetlike  pro-
liferation  of  pleomorphic  cells,  many  of which  formed  a
solid  pattern.  The  cells  were  round  and had  vesicular  nuclei
and  prominent  eosinophilic  nucleoli.  Abundant  mitoses  and
hematic  extravasation  were  also  observed  (Fig.  2). Immuno-
histochemical  staining  was  positive  for  CD34  (Fig.  3)  and
ERG,  and  negative  for  cytokeratin,  protein  S100,  GATA3,
myeloperoxidase,  CD56,  and  human  herpesvirus  8. A genetic
alteration  in the c-Myc  oncogene  (chromosome  8q24.21)  was
detected  by  fluorescent  in situ hybridization.
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Figure  1

Figure  2  Hematoxylin-eosin,  original  magnification  ×40.

Figure  3  CD34  immunohistochemical  staining  (original  mag-
nification  ×10).

What  is your  diagnosis?
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Diagnosis

Lymphangiosarcoma  associated  with  chronic  lymphedema
(Stewart-Treves  syndrome)

Clinical  Course  and  Treatment

Following  consultation  with  the Sarcoma  Committee,  the
option  of  intensive  treatment  was  rejected  due  to  the
patient’s  baseline  characteristics.  The  patient  died  1  month
after  diagnosis.

Comment

Angiosarcoma  is  an uncommon  tumor  derived  from  the
endothelium  of  lymph  and blood  vessels.  In  1948,  Stewart
and  Treves1 described  an association  between  angiosar-
coma  and  chronic  lymphedema  following  lymphadenectomy
due  to breast  cancer.  Stewart-Treves  syndrome  has  an
estimated  incidence  of  between  0.07%  and  0.45%.  As  in
our  case,  it  tends  to  present  with  multifocal,  normally
ipsilateral,  lesions  several  years  after  lymphadenectomy
for  breast  cancer.  The  mean  time  to  onset  is  approxi-
mately  10 years  and the  mean  age of  presentation  is  60
years.2 Although  the etiology  and  pathogenesis  are not
well  established,  current  pathogenic  theories  hold that
lymphedema,  regardless  of  its  cause  (radiation,  surgery,
or  other),  triggers  an angiogenic  stimulus  in the area  of
the  edema  leading  to  the  formation  of new  collateral
lymph  and blood  vessels.  The  presence  of this continuous
angiogenic  stimulus  might  then  trigger  the  appearance  of
malignancies,  such  as  Stewart-Treves  syndrome  or  Kaposi
sarcoma.3

Angiosarcoma  lesions  associated  with  chronic  lym-
phedema  or  secondary  to  radiotherapy  have  relatively
consistent  genetic  alterations.  The  most  common  alter-
ations  are  amplifications  in chromosome  8q24.21  (50%),
10p12.33  (33%),  and 5q35.3  (11%).4

The  main  entities  that  should  be  contemplated  in
the  differential  diagnosis  are  Kaposi  sarcoma,  metastases

from  breast  cancer,  and  melanoma.  Treatment  options  are
limited.  Radical  surgery,  chemotherapy,  and  immunother-
apy have  all been  used,  but  they  do  not appear  to have  any
impact  on  survival.  Prognosis  is  very  poor and  mean  survival
is  20  months  after  diagnosis.2,3 We  have  presented  a new
case  of  Stewart-Treves  syndrome,  which,  while  uncommon,
is  important  to  keep  in mind  considering  the high  number  of
lymphadenectomies  performed.
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