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Histopathology  reveals  a well-defined,  nonencapsulated
tumor  affecting  the dermis  and,  sometimes,  the subcuta-
neous  cellular  tissue.  In most  lesions,  a Grenz  zone  is  visible
with  no  involvement  of  the  epidermis.  The  tumor  is  com-
posed  of  spindle-shaped  cell  bundles  with  pale  eosinophilic
cytoplasm  and basophilic  nuclei.  These  cells  are immersed
in  areas  of  dense  hyaline  collagen  and  other  areas  of  myx-
oid  stroma.  In  most cases,  we  can  see  mastocytes  and  small
vessels.  Cellular  necrosis  and  lymphovascular  invasion  are
not  usually  present.1---8 Immunohistochemical  staining  is  pos-
itive  for  CD34,  CD99,  and  epithelial  membrane  antigen  and
negative  for S-100,  muscle-specific  actin,  and  glial fibrillary
acidic  protein.2---7

Histologically,  it  is important  to  differentiate  this  tumor
from  cellular  digital  fibroma,  a CD34-positive  tumor  com-
posed  of  spindle-shaped  cells  with  a less  myxoid  stroma
than  in  acral  fibromyxoma  that  does  not  show immunore-
activity  for  epithelial  membrane  antigen  or  CD99.  The
differential  diagnosis  also  includes  myxoid  neurofibroma,
superficial  angiomyxoma,  fibrous  histiocytoma,  dermatofi-
brosarcoma  protuberans,  and  onychomatricoma,  owing  to
the  histological  characteristics  shared  by these  tumors
(Table  1).

Treatment  is based  on  surgical  removal,  although  the
tumor  can  recur  in  as  many  as  20%  of  cases if the excision  is
not  complete.2
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Mixed Connective Tissue Disease
in  a Patient With Castleman
Disease and Hodgkin Lymphoma: Excellent
Clinical Response to  Rituximab�

Enfermedad mixta  del  tejido conectivo en
el contexto de enfermedad de  Castleman y
linfoma Hodgkin con excelente respuesta
clínica a rituximab

To  the  Editor:

Castleman  disease  (CD),  or  angiofollicular  lymphoid  hyper-
plasia,  is  characterized  by  a process  of  reactive  hyperplasia
affecting  the  immune  system.  The  condition  can, therefore,
give  rise  to  a clinical  picture  similar  to  that  of  either  a  con-
nective  tissue  disease  or  an autoimmune  disease.1 We  report
a  case  of  Castleman  disease  and Hodgkin  lymphoma  in a
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2015;106:843---846.

patient  who  developed  a mixed  connective  tissue  disease
(MCTD).

Case  Description

The  patient  was  a  49-year-old  man,  who  had  recently
been  diagnosed  with  Hodgkin  lymphoma  and  multicentric
Castleman  disease  and was  being treated  with  adriamycin,
bleomycin,  vinblastine,  and dacarbazine.  He  was  referred
to  our  department  when he developed  skin  lesions  and  pho-
tosensitivity  in association  with  Raynaud’s  phenomenon  and
muscle  weakness  a month  after  completing  chemotherapy.

Physical  examination  revealed  the  following:
erythematous-violaceous  coloration  on  sun-exposed
areas,  elbows,  and  knees;  edema  of  the palms  and soles;
and  erythematous  scaly  papules  on the dorsal surfaces
of the  interphalangeal  and  metacarpophalangeal  joints
of  the  hands  consistent  with  Gottron  papules  (Fig.  1).
Capillaroscopy  demonstrated  disorganization  of  the  capil-
lary  bed, loss  of  normal  capillary  distribution,  and  a  few
thrombosed  giant  capillaries.

Two  of  the  explorations  performed  yielded  signifi-
cant  results:  an electroneurogram  evidenced  sensory-motor
polyneuropathy;  and autoimmune  tests  revealed  antinuclear
antibodies  (titers  of  1:1280),  anti-Smith  antibodies,  and
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Figure  1  A, Erythematous-violaceous  rash  on the  face  and  neck,  which  spares  areas  not  exposed  to  sunlight,  such  as  the  lower

eyelids and  the  submental  area;  alopecia  due  to  chemotherapy  also  observed.  B,  Gottron  papules  on  the  metacarpophalangeal  and

interphalangeal  joints.  C,  Edema  in  the  soles  of  both  feet.  D,  Swollen  palms  and  sausage  fingers.

anti-U1  ribonucleoprotein  (U1-RNP)  (titers  >  1:1.600).  The
results  of other  autoantibody  tests  were  negative.  Histo-
logical  study  of  biopsied  samples  of  skin  and  muscle  tissue
from  the  arm  revealed  vacuolization  of  the basal  layer  and
thickening  of  the basement  membrane  as  well  as  a  positive
periodic  acid-Schiff  stain  (Fig.  2)  and signs of inflammatory
myositis.  These  findings  led  to  a diagnosis  of MCTD  asso-
ciated  with  Castleman  disease  and  Hodgkin  lymphoma.  In
view  of  the  reported  association  between  Castleman  dis-
ease  and  the human  immunodeficiency  virus  and the human
herpesvirus  8,  serology  was  performed  to  screen  for  these
viruses,  with  negative  results  in  both  cases.  The  negative
result  for  the human  herpesvirus  8 was  confirmed  by  a poly-
merase  chain  reaction  assay  in peripheral  blood,  in which  no
viral  load  was  detected.

Initial  treatment  with  corticosteroids  and antimalarials
had  little  effect  on  the symptoms  of MCTD,  but subsequent
treatment  with  rituximab  achieved  remission  of  both  MCTD
and  Castleman  disease.  The  regimen  used  was  375 mg/m2

administered  intravenously  once  a week  for  4  weeks,  with
a  repeat  cycle  after 6  months,  in  combination  with  methyl-
prednisolone  7.5  mg/d  (Fig.  3).

Discussion

MCTD  was  first  described  in 1972  as  a disorder  char-
acterized  by  a  combination  of  the clinical  features

of  systemic  lupus erythematosus,  systemic  scleroderma,
polymyositis/dermatomyositis,  and  rheumatoid  arthritis  in
the  presence  of  high  titers  of  anti-U1-RNP.2 The  most com-
mon  clinical  manifestations  include  Raynaud’s  phenomenon,
swollen  hands, fingers  with  a sausage  appearance,  joint
pain,  and  muscle  weakness.  The  cutaneous  manifestations
include  features  consistent  with  a  dermatomyositis-like  or

Figure  2  Basal  layer  vacuolization  and  thickening  of  the  base-

ment  membrane  (periodic  acid-Schiff  ×20).
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Figure  3  A, Resolution  of  the  facial  rash  following  treatment  with  rituximab.  B,  Appearance  of  hands  after  treatment.

systemic  lupus  erythematosus-like  photosensitivity,  ulcers,
Sjogren  syndrome,  and  urticarial  vasculitis,  although  no  spe-
cific  or  pathognomonic  clinical  finding  has been  identified.3

The  diagnostic  criteria  proposed  by  Alarcón-Segovia
et  al.4 have  a sensitivity  of  100%.  For  a  confirmed
diagnosis,  the  patient  must  fulfill  the serologic  criteria
(anti-U1-RNP  autoantibodies  with  a titer  in hemagglutina-
tion  of  > 1:1600)  and at least  3 of  the  clinical  criteria,
which  are  swollen  hands,  synovitis,  myositis,  Raynaud’s  phe-
nomenon,  and acrosclerosis.

There  have  been  several  reports  of  patients  with  Castle-
man  disease  presenting  autoimmune  manifestations,  with
more  cases  of hemolytic  anemia  and  fewer  of connective
tissue  disease.  The  onset  of autoimmune  manifestations
has  been  reported  as  occurring  both  before and after  the
onset  of  Castleman  disease.  To  date,  only 3  cases  of MCTD
associated  with Castleman  disease  have  been  reported  in
the  literature.  Nanki et  al.5 reported  the  case  of  a 60-
year  woman  with  multicentric  Castleman  disease  and  EMTC
in  which  pharmacological  remission  was  achieved  following
treatment  with melphalan;  Chrispal  et  al.6 reported  asso-
ciated  EMTC  and  Castleman  disease  in  a 16-year-old  girl;
and  Hosaka  et  al.7 reported  3 cases  of  Castleman  disease
mimicking  the  features  of  collagen  disease,  one  of  them
with  symptoms  typical  of MCTD.  No  association  with  Hodgkin
lymphoma  was  reported  in any  of these  cases.

In  the  case  of  our  patient,  the treatment  chosen  was  the
anti-CD20  agent  rituximab  because  an  increased  mean  sur-
vival  has  been  reported  in  patients  with  Castleman  disease
on  rituximab-based  therapies,  although  there  is  less  experi-
ence  on  the  use  of  this therapy  in  EMTC.8 Remission  of  the
clinical  manifestations  of  subacute  lupus  has  been  reported
in  patients  with  MCTD  as  well  as  improvement  in refractory
thrombocytopenia  and Raynaud’s  phenomenon;  the  only
adverse  effect  reported  in these  patients  treated  with  rit-
uximab  was  1  case  of  severe  ischemia.9---11 The  therapeutic
mechanism  of rituximab  involves  depletion  of  CD20  positive
cells,  which  are  its  therapeutic  target.  CD20  positive  cells
are  directly  or  indirectly  responsible  for  the dysregulated
production  of interleukin-6  and  other  cytokines.

In  this  case  it appears  that  3  diseases  may  be  related.
Overproduction  of  interleukin  6  by  Reed-Sternberg  cells  and
histiocytes  in Hodgkin  lymphoma  has  been  demonstrated,
and  this  abnormal  immune  state  is  responsible  for  the

association  between  Hodgkin  lymphoma  and  Castleman
disease.12 The  resulting  proinflammatory  cytokine  microen-
vironment  may  trigger  an exaggerated  immune  response,
leading  to  a loss  of  tolerance  and  the development  of  an
autoimmune  disease.13
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Are We Examining Our Patients
Properly and Can We  Do  a Better
Job?�

¿Exploramos  correctamente a los pacientes?
¿Qué nos  está pasando?

To  the  editor:

Melanoma  remains  a  prominent  health  concern.  It is  one  of
the  most  frequent  tumors  in young  adults.1 The  incidence
and  associated  mortality  has  increased  in recent  decades.2---4

Although  metastatic  melanoma  can  only  be  cured  on
limited  occasions,  new  immunotherapy  treatments5---7 (for
example,  high-dose  IL-2,  ipilimumab  [anti-cytotoxic  T-
lymphocyte  antigen  4],  pembrolizumab,  and  nivolumab
[anti-programmed  cell  death  1],  etc.)  and combination
treatments  for specific  mutations8,9 (BRAF,  mitogen-
activated  protein  kinase  [MEK],  and c-KIT  inhibitors)  have
increased  survival  for  patients  with  stage  iii  and iv  dis-
ease.  At  times,  melanoma  is  diagnosed  in  an advanced
phase  and  a primary  tumor  is  not  detected  despite  exhaus-
tive  study.  Metastatic  melanoma  from  an unknown  primary
tumor  is  defined  as  the  histologically  confirmed  presence  of
melanoma  in a lymph  node,  organ,  or  other  tissue  without
history  or  evidence  of a  primary  skin,  mucosal,  or  ocular
lesion.  These  metastatic  lesions  are  estimated  to  comprise
3.2%  of  all  melanomas  and  they  seem  to  have  a better  prog-
nosis  than  those  metastatic  lesions  of  known  origin.10

We  present  the cases  of 2 patients  seen  initially  in tertiary
hospitals  with  metastatic  melanoma  of  unknown  origin  who
sought  a  second  opinion  in our  hospital.

Case Histories

A  67-year-old  man  was  seen  in his  local  hospital  with  swollen
lymph  nodes  in  his left  groin.  After  histologic  and immuno-
histochemical  study  of one  of  the  swollen  lymph  nodes,
metastatic  melanoma  of unknown  origin  was  diagnosed.  The

� Please cite this article as: Ivars M, Redondo P. ¿Exploramos

correctamente a los pacientes? ¿Qué nos está pasando?. Actas Der-

mosifiliogr. 2015;106:846---848.

patient  was  assessed  by  an oncologist  and a  dermatologist,
who  were  unable  to  locate  the  primary  melanoma.  Given
that  immunotherapy  treatment  was  contraindicated  and  the
BRAF  mutation  was  absent,  he  received  3  chemotherapy  ses-
sions  for  several  months.  We  are  awaiting  a reduction  in the
inguinal  mass  before  palliative  lymphadenectomy.

By  coincidence,  in the  same  week,  we  assessed  the sec-
ond  patient.  He  was  45  years  old,  and had  a  large and
rapidly  growing  tumor  in the left  laterocervical  region  that
prompted  him  to  attend  his  reference  hospital.  Histologic
and  immunohistochemical  study  of  the mass  pointed  to
diagnosis  of metastatic  melanoma.  The  lesion was  positive
for  the BRAF mutation.  In the  study  of  extension  by com-
puted  tomography-positron  emission  tomography,  lymph
node  metastases  were  also  found  at other  sites.  After  mul-
tidisciplinary  assessment  by  an oncologist,  a dermatologist,
an ear-nose-throat  specialist,  and  a  ophthalmologist,  he  was
diagnosed  with  metastatic  melanoma  of  unknown  origin  and
prescribed  treatment  with  a  BRAF  inhibitor  (vemurafenib)
and  a MEK  inhibitor  (trametinib).

After  taking  the medical  history  and  the  physical  exam-
ination  of  the  patients,  the primary  tumor  was  located  in
both  patients:  the first  patient  had  a  dark,  keratotic  pig-
mented  lesion  measuring  1.5  ×  1  cm,  with  the  Hutchinson
sign,  on  the  ball  of the left big  toe  (Fig.  1).  The  second
patient  had  a  hyperpigmented  lesion  measuring  2 × 1.5  cm
in diameter  in  the  left parietal  region,  with  a characteris-
tic  atypical  dermoscopic  pattern  (Fig.  2). In  both  cases,  the
lesion  was  evident  and  was  located  on  a region  of  the  skin
that  should  be examined  given the  site  of the  lymph  node
metastasis.  Certain  care  in the  examination  was,  however,
required  because  the lesion  was  located  on  an area  of the
scalp  covered  by  hair  in one  case  and  in the  acral  most  part
of  the body in  the other.

We present  2  cases  that  may  well  reflect  other  avoid-
able  situations  in dermatology  departments  in our hospitals.
Although  this may  appear  a  diagnostic  omission  and  would
have  no  bearing  on  the follow-up  and therapeutic  approach,
prognosis  does  vary  according  to  whether  the  primary  tumor
is  known  or  unknown.10

A detailed  medical  history  and  careful  physical  exami-
nation  are the  basis  for  diagnosis.  A study  in the United
States  concluded  that the  percentage  of  dermatologists  who
perform  a  complete  examination  of  patients  with  risk  fac-
tors  for  melanoma  does  not  exceed  50%.11 Other  studies
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