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Case report

One case of so—called thyroid adenoma with bizarre nuclei
that was reconfirmed as thyroid carcinoma based on the ge-
netic mutation of the exon 5 of p 53 by Polymerase chain re-
action —single strand conformational polymorphism (p 53—
SSCP) of the formalin—fixed paraffin—embedded specimen
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Background : Generally the cytopathological atypism is
considered to be one of diagnostic criteria of cancer. But
it is thought that even benign tumors often show cellular
atypism in endocrine tumors, which cannot be regarded as
the malignant criterion. Among thyroid tumors of endo-
crine organ, however, the true biological malignancy of
thyroid follicular adenoma with bizarre nuclei, alias atypi-
cal follicular adenoma of thyroid, has not been distinctly
settled yet and this pathological diagnosis has been used
with an uncertain malignant potentiality. We had an op-
portunity to study a case of follicular adenoma with nu-
clear atypism genetically and report its biological malig-
nancy. Case . 30—year—old female patient revealed single
expansive mass of 4 cm in diameter with multicystic and
calcified configuration. An aspiration cytology revealed
several aggregates of follicular cells with bizarre nuclei
and multinucleated cells without any necrosis and dis-
persed single tumor cells. Anaplastic carcinoma of thyroid
gland was cytopathologically suggested. Postoperative pa-
thology indicated follicular adenoma with bizarre nuclei,
mainly consisted of usual follicular adenoma without any
atypism. On immunohistochemistry there was a slight in-
crement of Ki—67—positive cells with no p 53—positive
cells. Surrounding usual follicular tumor cells failed to be
stained with above two reagents. In a genomic analysis of
p 53 suppressor gene the mutation of exon 5 was de-
tected in bizarre cells of adenoma, but not in the usual
follicular adenoma and the normal control specimen. Con-
clusion : The genomic mutation of p 53 suppressor gene
has been often seen in undifferentiated thyroid carcinoma
or in the dedifferentiation progression of thyroid carci-
noma. These observation made us speculate that some fol-
licular adenomas with bizarre nuclei were minute de novo
anaplastic carcinomas or borderline lesions between ade-
noma and anaplastic carcinoma.
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Case report

30-year-old female patient revealed single expansive
mass of 4 cm in diameter with multicystic and calcified
configuration. An aspiration cytology revealed several ag-
gregates of follicular cells with bizarre nuclei and multi-
nucleated cells without any necrosis and dispersed single
tumor cells (Fig. 1) . Anaplastic carcinoma of thyroid gland
was cytopathologically suggested. A hemilobectomy was
performed. Postoperative pathology indicated follicular
adenoma with bizarre nuclei, mainly consisted of usual
follicular adenoma without any atypism (Fig.2). Immu-
nohistochemically only several follicular cells with bizarre
nuclei were stained with anti—-Ki—67 antibody regardless
of their atypism, less than 5%, but there was no positive
cells in p 53 investigation (Fig.3). There was no infiltra-
tion nor metastasis. In a genomic analysis of p 53 sup-
pressor gene deoxyribonucleic acid (DNA) was extracted
from the trimmed focus consisted of cells with bizarre nu-
clei in routinely processed formalin—fixed paraffin—embed-
ded tissue specimen. p 53—SSCP was performed according
to our previously reported method (2-4). The mutation
of exon 5 was detected as an additional band in bizarre
cells of adenoma, but not in the usual follicular adenoma
and the normal control specimen (Fig.4). There was no
mutations in other exons, including exon 6, 7, and 8.

Discussion

p 53 is one of the suppressor genes, which prevent an
oncogenesis. So the oncogenesis is promoted by the abor-
tive genomic mutation of suppressors against tumorigene-
sis. This type of p 53 genomic mutation has been reported
in the process of carcinoma of both poorly or anaplastic
differentiation and metastatic potentiality (Fig. 5)

(1,5). The mutation of exon 5 of p 53 was revealed
within the specified cells with cellular atypism in our fol-
licular adenoma with bizarre nuclei by p 53—SSCP study.
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This genetic mutation of p 53 was also reported (1),
These p 53 genomic defects suggested that the cells with
atypism in follicular adenoma with bizarre nuclei were
anaplastic carcinoma of early phase, namely, follicular
adenoma with bizarre nuclei consisted of both usual ade-
noma and minute anaplastic carcinoma. It was useful to
recognize the aggressive carcinoma at the early stage for
preventing from life—threatening. On immunohistochemis-
try there was no overproduction of defective p 53—prod-
ucts.

Because there were still variations of cellular atypism
among cases and previous reports consisted of only case
reports, the biological malignancy of this tumor remained
to be established. It is necessary to analyze its malignancy
by the genomic study with p 53—SSCP in all cases.
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Fig. 3 c. Immunohistochemical results
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Fig. 5. Mutation of suppressor gene p 53 was found in various processes of carcinomas *






