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Summary

Hirthle cell carcinoma is a rare thyroid neoplasm with unpredictable development. Ever since its first description in 1907
by Langhans there have been a debate about their origin, clinical course, treatment and prognosis. Here, we describe a
case of an 81-year-old male which after great diagnostic dilemma proved to be an aggressive Hiirtle cell carcinoma. This
case illustrates an aggressive Hurthle cell carcinoma with unpredictable slow progressive development and resistant to

treatment options including surgery and radioactive iodine.

Introduction

Harthle cell carcinoma is a rare thyroid neoplasm with
unpredictable development [1]. It represents only 1 to 3% of
all thyroid cancers. This type of tumors is well differentiated-
solitary masses in the thyroid, comprised of Hirthle cell
(at least 50%) and confined by a capsule. Ever since its first
description there have been a debate about their origin,
clinical course, treatment and prognosis. At the core of these
debate stand the fact that these tumors are extremely rare,
and no single institution can gain enough experience in their
treatment [2]. Here, we describe a case of an 81-year-old
male which after great diagnostic dilemma proved to be an
aggressive Hirtle cell carcinoma.

Case History

A 81-year-old man presented to the surgery clinic of
our hospital with complaint of recurrent nodule in right
lateral lymph node compartment (Level 1IA). This nodule
first appeared in May 2014. It was painless and gradually
progressive in size. The patient was admitted in a ENT unit
where they made surgical biopsy. During the procedure the
ENT specialist in charge palpated another nodule. It was
larger and located in levels 1l and VA. Histopathological
examination showed benign oncocytoma. The patient was
treated with antibiotics and then released home. Because
of the intraoperative findings the patient wasdirected to
conduct CT scan of the neck and chest. The CT scan showed
a significantly enlarged right thyroid lobe 9/5 cm descending
in the mediastinum. The right carotid artery and jugular vein
were shifted medially and backwards paravertebrally along
the periphery of the formation. In the right lateral lymph node
compartment the CT scan showed two nodular formation-in
level lll 6 cm in diameter and in level Va 5 cm (Figure 1).

Because of this findings the patient was referred to our
Endocrine surgery center for management. We made FNA
biopsy of the right thyroid lobe. The result was inconclusive
because of the limited material (Figure 2).

When we revised and compared the previous biopsy to
ours we decided that the most likely diagnosis was Hiirthle
cell carcinoma. The patient underwent total thyroidectomy
with right cervical lymphadenectomy of regions IIA, Ill, and
VA. During the operation we used THUNDERBEAT® energy
device to free the tumors of the surrounding structures.
Unfortunately the right laryngeal nerve was covered
on all sides by the tumor and it had to be excised. The
histopathological examination showed Hirthle cell carcinoma
invading the capsule and the surrounding soft tissues with
nodal metastasis (Figure 3).

TNM classification after definite histopathological analysis
was pT3N1laMx. He recovered but had unilateral RLN palsy.
The patient began TSH suppressive therapy with 150 pg L
thyroxin. The 131 | scintigraphy showed thyroid remnant
tissue from the left thyroid lobe and two months later he
underwent radioablation with 129 mCi. Onthe 6 months follow
up the ultrasonography and the 131 | scintigraphy showed
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Figure 1: The CT scan shows significantly enlarged right thyroid lobe 9/5 cm and two nodular formation-in level Il 6 cm in diameter and

in level Va5 cm.

=

Figure 2: FNA cytology. There are numerous single and groups of cells with cellular and nuclear pleomorphism. The cells are with clearly

visible nucleoli and poorly defined boundaries (MGG x 100).

new lymph nodes in the right [IB and VB regions. The Tg levels
were elevated-82.55 ng/ml. Ten months after the previous
operation the patient was readmitted in our department and
he underwent right cervical lymphadenectomy of regions Il
B and VB. The excised lymph nodes returned positive for a
Hirthle cell carcinoma invasion. After the operation the Tg
levels remained elevated and the patient was directed for
a second radioablation with tsh recombinante (thyrogen)
stimulation. He underwent radioablation with 127 mCi.
Six months after the second radioablation the patient was
instructed to perform a whole body PET scan. The result of the
PET scan showed right lateral cervical and mediastinal lymph
node engagement, as well as metabolically active lesions in
parenchyma of the right and left lung (Figure 4).

Discussion

The German histologist Karl W Hurthle is actually not
the first one to describe the Hirthle cell because what he
described initially were the parafollicular or C cells. It was
Askenazy who initially described these oncocytic cells [3].
In 1974, Thompson first described a series of 25 patients
with Hurtle cell neoplasms [4]. The interesting fact was that
75% of those lesions were initially described as benign but
unfortunately subsequently died of Hirtle cell carcinoma.
Since then, however, several studies have shown that
histologic criteria can reliably differentiate between Hirtle
celladenomas and carcinomas [5]. Nowadays the main criteria
for differentiation between benign from malignant Hirtle cell
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neoplasm is full-thickness capsular and/or vascular invasion
[6]. At present, the general agreement is that Hurthle cell
neoplasms are a subset of all differentiated thyroid cancer,
irrespective of the papillary or follicular growth pattern.
But there are some The (WHO Committee) who considers
this tumour theoxyphilic variant of follicular thyroid cancer
[7]. They two admit that there are some differences - Hirtle
cell carcinomas tend to be larger, with nodal metastases in
approximately 30% of cases and occur in older patients [8].
In contrast follicular carcinomas of conventional type present
as unifocal masses with nodal metastases in less than 5% of
cases. However one must have in mind that, oncocytic tumors
may also occur in major salivary glands and generally account
for < 1% of all salivary tumors [9]. These facts makethe
differentiation between benign and malignant lesion from a
node biopsy near the parotid gland extremely difficult. Fine-
needle aspiration can reliably detect Hiirtle cell neoplasms

Figure 3: Histology of Hiirthle cell carcinoma-with presence of tumor
embols in a vessel.

[10]. FNA cannot accurately distinguish Hirtle cell adenomas
from carcinomas. Molecular profiling for expression of
specific markers (ras, p53 and others) have failed to show any
correlation with Hirtle cell carcinomas [11].

Hirtle cell carcinomas are known to be able to secrete
thyreoglobulin but generally fail to concentrate 131 | and
therefore, in most patient, radioablation does not offer a
therapeutic benefit. As a result, the only curative treatment
is surgical resection. However many studies have showed
that Total thyroidectomy and RAI ablation of thyroid remnant
tissue can impact the survival of patients [12]. Also this offers
the advantage of screening for recurrence by thyreoglobulin
levels [13,14]. In our case the patient underwent radioablation
two times with no significant benefit. After the second one
we detected on PET scan distant lung metastasis. Although
chemotherapy has proved ineffective in the past there are
some initial reports that some new molecules might be an
effective chemotherapy regimen for multi-metastatic of
Hurthle cell carcinoma [15,16].

Hirthle cell carcinoma is a unique and unpredictable
disease. This case illustrates an aggressive Hirthle cell
carcinoma with unpredictable slow progressive development
and resistant to treatment options including surgery and
radioactive iodine. However there are some initial reports that
new drug regiments might be effective in multi-metastatic
Hurthle cell cancer.
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Figure 4: The PET scan shows progression of the disease to the mediastinal lymph node and lungs.
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