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ABSTRACT Primary squamous cell carcinoma of the thyroid (PSCCT) is a rare and aggressive neoplasm of the thyroid, usually presenting
with a rapidly growing mass. In order to diagnose a tumor as PSCCT, tumor should entirely consist of cells with squamous differentiation with-
out any evidence of other types of carcinomas. Tall cell variant papillary thyroid carcinoma (TCVPTC) is an aggressive variant of papillary thy-
roid carcinoma, composed of cells that are two-three times as tall as they are wide. We report two cases of PSCCT coexisting with TCVPTC. In
the literature, there are less than 50 cases showing coexistence of PSCCT and TCVPTC. In all these cases, apart from the ones in which pure squa-
mous cell carcinoma (SCC) is seen as a recurrence of TCVPTC, SCC and TCVPTC areas were intermingled. The 2 cases we report here are unique
in the way that PSCCT and TCVPTC are seen concurrently in these patients but they are separate tumors, not admixed with each other.
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Primary squamous cell carcinoma of the thyroid
(PSCCT) is an extremely rare, aggressive neoplasm
representing less than 1% of all primary thyroid ma-
lignancies.! It is more common in elderly and
women.! PSCCT usually presents with a rapidly
growing mass and pressure symptoms related to tra-
cheal and/or esophageal compression.” For diagno-
sis, tumor should exclusively consist of cells with
squamous differentiation without any evidence of
other types of carcinomas.' Perithyroidal extension
and lymphovascular invasion is frequent.>* PSCCT
shows poor radiotherapy and chemotherapy response
and the choice of treatment remains surgical resec-
tion.> The prognosis is poor, with a median survival
of 9 months.?

Tall cell variant papillary thyroid carcinoma
(TCVPTC) is an aggressive variant of papillary thy-

roid carcinoma (PTC), usually seen in elderly and as-
sociated with frequent extrathyroidal extension and
metastasis.'* Histologically, TCVPTC is composed
of at least 30% of tall cells, which are two-three times
as tall as they are wide, with typical nuclear features
of PTC.! TCVPTCs account for a substantial propor-
tion of radioactive iodine-refractory thyroid carcino-
mas and prognosis is less favorable than conventional
PTCs.! We report 2 cases of PSCCT coexisting with
TCVPTC.

I CASE REPORTS
CASE 1

A 64-year-old woman referred to ear-nose-throat
policlinic with dyspnea and stridor. On physical ex-
amination, thyroid was firm and enlarged. Bilateral
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nodules were detected in ultrasonography (USG).
USG guided fine needle aspiration biopsy (FNAB)
from right lobe was performed in another center and
pathological examination revealed PTC. Computed
tomography (CT) visualized 37x37x34 millimeter ill-
defined mass in the right thyroid lobe, invading tra-
chea. Bilateral thyroidectomy, bilateral cervical
lymph node dissection was performed.

Macroscopically, a 5x3x3 centimeter ill-defined
gray-white firm area and 1.5-centimeter well-demar-
cated yellowish-white nodule was present in the right
lobe. In the left lobe, a 2-centimeter well-demarcated
yellowish-white nodule was present. The specimen
was totally sampled.

Microscopy of the ill-defined area showed mod-
erately differentiated squamous cell carcinoma
(SCC), invading perithyroidal tissues. Immunohisto-
chemically, tumor cells were positive for p63, CK19,
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PAXS8. The nodules in both lobes were unencapsu-
lated TCVPTCs. SCC and TCVPTC in the right lobe
were separate tumors (Figure 1). No metastasis was
detected in bilateral cervical lymph nodes.

The patient received radiotherapy and radioac-
tive iodine therapy. Six months after surgery, she pre-
sented with a 5-centimeter mass at the resection site,
visualized by CT. The patient died of disease 9
months after surgery.

CASE 2

A 83-year-old man referred to ear-nose-throat poli-
clinic with dyspnea and neck mass. On physical
examination, thyroidal mass and cervical lym-
phadenopathy was palpated. The patient had USG-
guided FNAB from lymph node in another center and
was diagnosed with PTC metastasis. CT revealed a
48x44x32 millimeter ill-defined mass in the right thy-
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FIGURE 1: A) TCVPTC (left upper side) and PSCCT (right lower side) seen in very close proximity to each other but as separate tumors (H&E, x40); B) TCVPTC area in
higher magnification. The tumor is entirely composed of cells that are two-three times as tall as they are wide with eosinophilic abundant cytoplasm (H&E, x200); C) PSCCT
area in higher magnification. The tumor is composed of nests and cords of squamous cells (H&E, x100); D) Marked squamous differentiation and occasional keratin pe-
arls are seen in some areas of PSCCT (H&E, x100); E) p63 positivity in PSCCT areas (p63x100); F) PAX8 positivity in PSCCT areas (PAX8x100).

TCVPTC: Tall cell variant papillary thyroid carcinoma; PSCCT: Primary squamous cell carcinoma of the thyroid.
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FIGURE 2: A) PSCCT composing of nests and cords of squamous cells (H&E, x100); B) PSCCT area in higher magnification (H&E, x200); C) TCVPTC metastasis in the
lymph node (H&E, x40); D) TCVPTC metastasis in higher magnification. The tumor is entirely composed of cells that are two-three times as tall as they are wide with eo-
sinophilic abundant cytoplasm (H&E, x200); E) p63 positivity in PSCCT areas (x100); F) PAX8 positivity in PSCCT areas (PAX8x200); G) CK19 positivity in PSCCT areas
(CK19x200). PSCCT: Primary squamous cell carcinoma of the thyroid; TCVPTC: Tall cell variant papillary thyroid carcinoma.

roid lobe, invading larynx. He underwent bilateral
thyroidectomy and right cervical lymph node dissec-
tion.

Macroscopically, a 5x4x3 centimeter ill-defined
yellowish-white firm area was seen in right lobe. Left
lobe parenchyma was heterogeneous with scant col-
loid. Both lobes were totally sampled.

Microscopic examination of the right lobe
showed poorly differentiated SCC with extrathy-
roidal invasion. Immunohistochemically tumor cells
were positive for p63, CK19, PAXS (Figure 2). Left
lobe showed adenomatous hyperplasia. Among 20
lymph nodes from the right cervical dissection, 7
showed TCVPTC metastasis.

The patient received radiotherapy and radioac-
tive iodine therapy. Six months after surgery, a 3.5-
centimeter paratracheal mass was detected by CT and
biopsy revealed SCC. The patient is alive with dis-
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ease 8 months after surgery. Informed consent was
obtained from both patients for the case report.

I DISCUSSION

PSCCT is a rare and aggressive neoplasm of the thy-
roid, consisting predominantly or entirely of tumor
cells with squamous differentiation.! The most im-
portant entities in the differential diagnosis are metas-
tasis or direct invasion from other sites, squamous
differentiation in other carcinomas, squamous meta-
plasia associated with nodular goiter and lymphocytic
thyroiditis. Immunohistochemical staining is helpful
for differentiating metastatic SCC from PSCCT.
PAXS is a sensitive marker for confirming thyroidal
origin.? TTF-1 and thyroglobulin positivity can be
seen.’

Over the years, an association between PSCCT
and TCVPTC has been noticed.”'"> Bronner and
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LiVolsi reported 5 cases of spindle cell SCC admixed
with TCVPTC and suggested that this association
was not coincidental and may represent a histopatho-
logic link in thyroid carcinogenesis.’ Gopal et al.
studied 31 cases of spindle cell SCC in association
with TCVPTC,; in 18 cases, both tumors were present
at the same time; in 5 cases, SCC was seen as a re-
currence of TCVPTC; 8 cases presented with laryn-
geal mass, sections of which revealed SCC admixed
with TCVPTC.’ In the cases reported by Evans and
Basnet et al., SCC was seen as a recurrence of
TCVPTC.? Kallel et al. reported the first case of
PSCCT associated with TCVPTC and Hashimoto
thyroiditis.!® SCC and TCVPTC were separate tu-
mors; authors stated that SCC probably originated
from Hashimoto thyroiditis following a phase of
metaplasia. Gadde et al. reported a recurrent
TCVPTC case with metastatic lymph node showing
areas of SCC and TCVPTC.!!

Apart from the cases presenting as pure SCC
with a history of TCVPTC, all cases in the literature
showed mixed areas of SCC and TCVPTC. In our
first case, SCC and TCVPTC were separate tumors.
Immunohistochemical studies of SCC were consis-
tent with thyroidal origin. No sign of squamous dif-
ferentiation was seen in TCVPTC. The second case
showed SCC in thyroid and TCVPTC metastasis in
cervical lymph nodes. No sign or history of TCVPTC
in thyroid was present. This case might represent
TCVPTC undergoing complete transition to SCC
after metastasizing to lymph nodes.

As seen in our cases, patients with SCC and
TCVPTC have poor prognosis. By FNAB, these
cases are mostly diagnosed as PTC, but not SCC;
probably because the firm consistency of SCC
makes sampling difficult. In patients diagnosed with

PTC, presenting with rapidly growing neck mass;
coexistence of SCC should be kept in mind, despite
its rarity. Other diagnostic procedures, such as tru-
cut biopsy or frozen section can be considered in
order to plan the type of surgery and palliative ther-
apies.

To conclude, we report two cases of PSCCT, co-
existing with TCVPTC. The first case is unique in the
way that TCVPTC and PSCCT are separate tumors
and the second case demonstrates an original co-oc-
currence of PSCCT and metastatic TCVPTC, with-
out evidence or history of PTC in thyroid.
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