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Synchronous malignant struma
ovarii and papillary thyroid
carcinoma�

Estruma ovárico maligno y cáncer papilar
de tiroides sincrónicos

The  term  struma  ovarii  designates  an uncommon  class  of
ovarian  tumors  consisting  only or  mainly  of thyroid  tissue.1

Malignant  transformation  of struma  ovarii  occurs  in approx-
imately  5%  of cases  and  may  lead  to the  occurrence  of
metastases.2 On the  other  hand,  differentiated  thyroid
cancer  may  metastasize  to  one  or  both  ovaries,  or  occur
concomitantly  with  struma  ovarii.3 A case  of  concurrent
malignant  struma  ovarii  and  papillary  thyroid  cancer  is
reported  here.

A  33-year-old  female  patient  with  no  familial  or  personal
history  of  thyroid  disease  was  incidentally  found  to  have a
tumor  in  her  left ovary  during  a cesarean  section.  Unilateral
oophorectomy  was  therefore  performed  during  the surgical
procedure.  The  resected  ovary  weighed  194  g and  measured
9.5  ×  7.5  × 3.5  cm.  A pathological  examination  confirmed
the  presence  within  a  mature  cystic  teratoma  of  thyroid
tissue  representing  20---25%  of  the tumor.  A capillary  thyroid
carcinoma  2.5 cm  in largest  diameter  was  seen  in the
thyroid  component  (Fig.  1).  There  was  no  histological
evidence  of  vascular,  lymphatic,  or  extraovarian  invasion.
The  results  of  thyroid  function  tests,  performed  before
surgery,  were  normal.

The patient  was  referred  to the  endocrinology  depart-
ment  of  our  hospital.  Thyroid  ultrasonography  was  per-
formed,  showing  a  1.5 cm  hypoechoic  nodule  with  ill-defined
borders,  located  in  the left thyroid  lobe;  fine  needle  aspi-
ration  (FNA)  of  the  thyroid  nodule  was  consistent  with  a
benign  follicular  nodule. However,  because  of the  ultra-
sonographic  features  of  the thyroid  lesion  and  to  achieve
adequate  radioiodine  (131I)  uptake  by the primary  tumor,
total  thyroidectomy  was  performed.  The  surgical  specimen
weighed  14 g,  measured  7.1  ×  2.5  ×  2.2 cm, and contained
a  poorly  delimited  nodule  1.4  cm  in largest  diameter.  The
thyroid  tumor  turned  out to  be  a  classical  papillary  thyroid
carcinoma  with  metastases  to  two  lymph  nodes  and invading
the  perithyroidal  soft  tissue.

The  administration  of  a  dose  of  100  mCi  of  radioiodine
(131I) was  decided  upon,  and  a  subsequent  whole  body scan
(WBS)  revealed  strong  uptake  in  the thyroid  bed,  with  no
evidence  of  locoregional  or  distant  pathological  uptake.
Suppressive  therapy with  levothyroxine  was  subsequently
started.  One  year  later,  due  to  the persistence  of  a mini-
mum  residue  in the  neck  area  in a new  WBS  and detectable
plasma  thyroglobulin  levels  (8.6  ng/mL)  concurrent  with
elevated  TSH  levels  (99.4 IU/mL)  and negative  thyroglobulin
antibodies  (<60  IU/mL),  an additional  dose  of 100  mCi  of
radioiodine  (131I)  was  administered.  The  complete  ablation
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Figure  1 Histological  image  of  mature  cystic  teratoma  show-
ing the typical  nuclear  characteristics  of  papillary  thyroid
cancer,  as well  as  positive  TTF1  (thyroid  transcription  factor-1).

of  the thyroid  remnant  and  the absence  of  abnormal
extrathyroid  uptake  were  verified during  follow-up.  Plasma
thyroglobulin  levels  currently  remain  undetectable  with
stimulated  plasma  TSH  levels.  In addition,  there  is  no  evi-
dence  of  tumor  relapse  six  years  after  the initial  diagnosis
of  malignant  struma  ovarii.

The  coexistence  of  differentiated  thyroid  cancer  and
malignant  struma  ovarii  in the same  patient  is  an exceptional
finding  in clinical  practice.4 Such  synchronous  occurrence
raises  the dilemma  of  whether  the  tumors  are separate  pri-
mary  neoplasms  coinciding  in time,  or  whether  one  of  them
results  from  the distant  metastatic  dissemination  of  the
other.  Although  this  dilemma  may  be difficult  to  resolve,
a  number  of  phenotypic  variables  of the  tumor  and  clinical
data  may  be helpful in  this  regard.4

Phenotypic  variables  include  the morphological,  immuno-
histochemical,  and molecular  characteristics  of  both
neoplasms.  In  the reported  case,  both  tumors  showed  mor-
phological  characteristics  of  a classical  papillary  thyroid
cancer  with  a  papillary  and  follicular  pattern. The  immuno-
histochemical  pattern  with  HBME-1  (antibody  against  the
microvillous  surface  of  mesothelial  cells),  CK-19  (cytoker-
atin  19  of high  molecular  weight),  and  galectin-3  may  also
be  of  help  in tumor  characterization,  but  in our  case  the
only  difference  shown  was  the  absence  of  a  positive  result
for  galectin-3  in the  thyroid  neoplasm  and  a focal  positive
result  for  galectin-3  in the  ovarian  tumor.  While  the  expres-
sion  of  some oncogenes  such as  BRAF,  RAS,  or  RET/PTC
has  not  been  shown  to  be  useful for  characterizing  syn-
chronous  primary  tumors,  the  study  of  the clonal  origin  of
these  tumors  by  analyzing  the  differences  in  length  of  the
polyglutamine  tract of  the human  androgen  receptor  may  be
helpful.4

The  following  clinical  variables  have  been  used  to
establish  the difference  between  synchronous  primary
tumors  and  differentiated  metastatic  disease:  the  dissem-
ination  pattern  in WBS  with  radioiodine  (131I)  or  positron
emission  tomography-computed  tomography  (PET-CT),  stim-
ulated  plasma  thyroglobulin  levels  before  radioablation,
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histological  characteristics,  and  uni  or  bilateral  ovarian
tumor,  as  well  as  favorable  or  unfavorable  prognosis  during
the  course  of  the disease.4

Our  patient  had only  left  ovary  involvement  with  a
tumor  of  teratomatous  characteristics;  WBS  after  ablation
therapy  with  radioiodine  (131I)  only showed  uptake  in the
cervical  bed,  but  no  advanced  metastatic  disease;  finally,
thyroglobulin  levels  before  thyroid  ablation  with  radioio-
dine  were  not  excessively  high  (16  g/mL).  After six years
of  clinical  monitoring,  the  patient  remains  free  of  tumor
recurrence.  All  of  the  foregoing  suggests  that  this  case
had  the  clinical  characteristics  of  two  synchronous  primary
tumors.

Although  the therapeutic  management  of  malignant
struma  ovarii  is  controversial,  it is  advisable  to  per-
form  neck  ultrasonography  and thyroid  FNA if any
thyroid  nodule  is  detected.  Total  thyroidectomy  is  recom-
mended  if  there  is  any  suspicion  of  a  malignant  thyroid
nodule.5

The  synchronous  presence  of  malignant  struma  ovarii  and
papillary  thyroid  cancer  is usually  associated  with  a  favor-
able  prognosis,  unlike  in  the  presence  of  metastatic  disease
having  one  or  the other  origin.  The  main  barrier  for  making
recommendations  on  the clinical  management  of  these  syn-
chronous  tumors  is  the rarity  of  their  coexistence  and the
lack  of sound  scientific  evidence.
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Reproductive options in
osteogenesis imperfecta.
A  two cases report in the same
family with a new mutation
in  COL1A1�

Opciones reproductivas en pacientes
con osteogénesis imperfecta. A propósito
de 2 casos de la  misma  familia con una  nueva
mutación en COL1A1

Osteogenesis  imperfecta  (OI)  is  a  genetic  disorder  cha-
racterized  by  bone  fragility,  usually  due  to  a  muta-
tion  in  the  COL1A1  or  COL1A2  genes  that encode
for  the  �  chain  of  type  1  collagen,  the main  bone
protein.1---4

Two  patients  with  OI  (father  and  daughter)  in whom
a  genetic  study  showed  a c.3607C>T  (p.Gln1203*)  change
in  the  COL1A1  gene  not  previously  described  are
reported  here.  The  potential  reproductive  options  are
reviewed.

� Please cite this article as: Pavón de Paz I, Gil Fournier B, Navea
Aguilera C, Gómez Rodríguez S, Ramiro León MS. Opciones repro-
ductivas en pacientes con osteogénesis imperfecta. A propósito de
2 casos de la misma familia con  una nueva mutación en COL1A1.
Endocrinol Nutr. 2016;63:367---369.

Case  1

This  was  a 55-year-old  male  diagnosed  with  OI  after  his
affected  daughter  was  born  (Fig.  1). He  had sustained  at
least  10  fractures  and several  dislocations  before  reach-
ing  14  years  of age.  The  patient  had  been  diagnosed  with
mixed  hearing  loss.  Physical  examination  findings  showed
the  following:  height  158  cm,  blue  sclerae,  normal  teeth,
no  bone  deformities.  Laboratory  test  results  showed:  normal
calcium,  phosphorus  and  creatinine  levels;  25OH-vitamin  D,
16  ng/mL;  iPTH,  65.7  pg/mL  (NR,  15---65);  24  h  calcium  lev-
els,  260 mg.

Normal  bone  density  as  measured  by  densitometry  (DEXA)
gave  a  mean  T-score  in the lumbar  spine  (LS)  ---2.2  (---3.7 in
L4).  Treatment  with  alendronate  plus calcium  and  vitamin  D
was  administered  with  a good  response  (T-score  in LS  after
four years  of  treatment,  ---0.9).

A  genetic  study revealed  a c.3607C>T  (p.Gln1203*)  muta-
tion  in the COL1A1  gene.

Case  2

This  was  a  21-year-old  female,  the  daughter  of  the above
patient,  who  was  diagnosed  with  OI  at birth.  During  preg-
nancy,  curved  tibiae  and intrauterine  growth  retardation
were  detected  (birth  weight,  2 kg).  She  sustained  her first
fracture  at  four days  of life,  and subsequently  had  several
fractures,  especially  in  the  lower  limbs,  before  the  age  of
16  years.
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