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ABSTRACT

Metastasis to the pancreas, are uncommon and usually sign of extensive disease ; they
remain asymptomatic or are associated with nonspecific complaints . it may be difficult
to differentiate a pancreatic metastasis from a primary pancreatic tumor, being the
clinical presentation and the radiological characteristics similar for both primary and
secondary neoplasms. The cytomorphology in combination with the clinical history and

immune his to chemical findings can indicate a definitive diagnosis and avoid additional
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the pancreas.

time-consuming diagnostic procedures for appropriate clinical management ; We aim to
expose an exceptional case of a patient with a medullary thyroid carcinoma metastatic to

Metastasis.

Introduction

Medullary thyroid carcinoma (MTC) accounts for 4% of
thyroid carcinoma and originates from parafollicular cells,
secreting calcitonin and carcinoembryonic antigen (CEA) [1].
Most of them are sporadic (80%), although a minority may
occur in a hereditary form [2].

Calcitonin is the most sensitive and specific tumor
marker at the preoperative diagnosis [3] and the post surgery
follow up [4]. More than 50% of patients have lymph node
involvement at the time of surgery. Despite the fact that
thyroidectomy and neck dissection is rarely curative, the 5-
year survival rate is approximately from 78% to 91% with
continued mortality at 10 and 15 years [5].

Pancreatic metastasis are extremely rare, accounting for
3-16% of pancreatic tumors [6]. The most common tumors to
secondarily involve the pancreas include melanoma,
lymphoma and carcinomas of the lung, kidney and breast. To
our knowledge, this is the first report of MTC metastatic to
the pancreas.

Case report

A 38-year-old male north African patient, with no family
history of thyroid cancer or multiple endocrine neoplasia
2(MEN 2)-associated malignancies, who was originally
diagnosed with medullary thyroid carcinoma in 2014. At that
time, he presented with a voluminous left cervical
lymphoadenopathy. Cervical ultrasound revealed left thyroid
nodule classified as TI-RADS 5 with multiple suspicious left
jugular adenopathy. After witch a fine needle aspiration was
performed under US. Histological finding were consistent
with a diagnosis of medullary thyroid carcinoma confirmed
through the use of immunohistochemistry.

The patient was referred to a thyroid surgeon and total
thyroidectomy with left cervical dissection was carried out.
According to pathology lab report, the tumor was in
dimension of 6 cm with focal capsular invasion and with
lymph node metastasis 41N+/50 including 7 with capsular
effraction.

Tele:
E-mail address: basma.taiibi@gmail.com
© 2020 Elixir All rights reserved

© 2020 Elixir All rights reserved.

The patient did not carry any mutations of exons 10 and
11 of the RET gene found in MEN2b and familial medullary
cancers. Thus allowing to exclude a family nature to the
carcinoma. On thyroid hormone replacement, he had a TSH
of 0.199 mIU/L and free T4 0.54ng/dL. FT3 < 1 pg/l
jthyrostimuline 70,9 uUl/ml ,calcemie 103mg/l, and
calcitonin 458 ng/L .Whole body iodine scintigraphy was
noniodine avid and a total body CT was run for the evaluation
of the extension, and revealed multiple lung metastasis
(Figure 1).

Figure 1. High-resolution CT scan on lung window
showing multiple bilateral pulmonary nodules of variable
size with Feeding vessel sign, highly suggestive of
metastatic dissemination.

Thereafter the patient received 3 cures of chemotherapy
(5FU-CDDP). Over the next year a post therapeutic ct-scann
was performed and showed new lesions in the hila,
mediastinum, liver and bones (Figure 2). For witch he
received a second line chemotherapy and a palliative RTH for
spine and sacrum metastasis.

After 6 cures of dacarbazine- cyclotide-vincristine the
patient remained well and stable on the surveillance CT, until
4years after, he presented to the emergency department with a
4-week history of vomiting and epigastric pain. On physical
examination, he was in good general condition and his vitals
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were stable. Per abdomen examination revealed deep
tenderness in epigastrium; however, there was no palpable
mass.

His calcitonin at this time was 2500 pg/ml. Given the
clinical symptoms and the increase of calcitonin levels a CT
scan of the neck, chest, abdomen, and pelvis was performed
and demonstrated the appearance of a pancreatic hypodense
node with peripheral enhancement giving a target appearance
to the n (figure 3), this radiological aspect was similar to the
hepatic and lymphnodes metastasis of the patient (Figure 3).
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Figure 2. CT of neck, chest, abdomen and pelvis showing

lymphnodes (a), mediastinum(b) ,liver(c) and bones (d)
metastasis.

Figure 3. CT imaging demonstrating a pancreatic
metastasis from medullary thyroid cancer appearing as
an hypodense lesion with peripheral enhancement within
the pancreatic body.

MTC metastatic to the pancreas has not been previously
described; therefore a US-guided FNA of the pancreatic mass
was performed and showed pancreatic metastasis of
carcinomatous process primarily suggestive of an MTC. A
third line chemo was started (5FU-Dacarbazine), and a
restaging CT imaging revealed progressive disease in
multiple sites, including the pancreas with an increase in size
of the pancreatic node and the appearance of a new lesion
with the same radiological appearance (Figure 4).

Ultimately, he continued to deteriorate and passed away
6 months after.

Figure 4. Ct imaging on axial (a) and coronal (b) planes
showing a new node in the pancreatic body resembling the
prior pancreatic lesion.

Discusion

Pancreatic metastases are extremely rare and are only
found in a minority (3-12%) of patients with widespread
metastatic disease. They account for only 2-16% of all
pancreatic tumors [6].The demographic features match those
of the primary tumor. They can occur over a wide age range,
butare most common  tothe elderly  patient.

Most pancreatic metastases are asymptomatic and are
found incidentally on imaging or at autopsy [7].

Clinically they behave as benign tumors or low-grade
malignancies. Symptoms can be seen in large lesion located
at the head of the pancreas, such as: Icterus, malabsorption
due to pancreatic insufficiency or epigastric pain.

Imaging  findings  are nonspecific, the  pancreatic
metastasis can have a variety of appearances. In general, and
they tend to appear in ultrasound; as solid hypoechogenic
masses located within the pancreatic parenchyma.
On CT there appearance has also varied widely with typically
a well circumscribed mass which isiso or hypodense to
normal pancreas on non-contrast scans [8]. In general, the
enhancement pattern resembles that of the primary tumor, but
tends to be homogeneous in smaller lesions, and peripheral in
larger lesions [7-9], as in our case (Fig.3).

The optimal approach to treatment of pancreatic
metastases has not been fully established; surgical treatment
is usually not an option but can be proposed for solitary RCC
metastasis [9]. In general, patients are treated with palliative
intent, due to widespread metastatic disease. However, biliary
stents  or gastroenteric bypassare  also  proposed for
obstruction as it improves the local control rate. Prognosis is
poor, matching that of the primary tumor.

Although any primary tumor may eventually deposit in
the pancreas, the most common primaries encountered
include renal cell carcinoma, melanoma and breast cancer [7-
8]. To our knowledge, this is the first report of medullary
thyroid cancer metastatic to the pancreas.

MTC is an aggressive form of thyroid cancer, and an
uncommon malignancy. The disease progresses from C cell
hyperplasia (CCH), often with elevated calcitonin levels, to
microscopically invasive carcinoma, then grossly evident
carcinoma[10]. Medullary thyroid cancer occurs in both
heritable and sporadic forms. The majority of medullary
thyroid cancers is sporadic, but 20% of cases are a result of a
germline mutation in the ret proto-oncogene as is seen in
multiple endocrine neoplasia types 2A and 2B (MEN2), and
familial MTC syndrome [10].
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Like other neuroendocrine tumors, MTC can elaborate a
variety of products such as calcitonin (CT), carcinoembyonic
antigen (CEA), serotonin, and chromograninA [10].In the
context of MTC, the secretion of calcitonin predominates and
can be used to confirm the diagnosis, indicate treatment
efficacy, and monitor for disease progression or recurrence.

MTC often progresses in an indolent fashion, but has a
tendency to spread to locoregional lymph nodes early,
making surgical cure difficult [7]. As in the case of our
patient, most of the patient present with an advanced MTC
with lymph node metastases (80%) and distant metastasis
(20%) [11], common sites of distant metastases in MTCs
include the lung, liver, and bone [5].

The management of medullary thyroid cancer is
predominantly surgical excision, consisting of a total
thyroidectomy and lymph node dissection.
Total thyroidectomy and lymphadenectomy result in
biochemical cure (normalization of calcitonin and CEA) only
40% of the time [10].

Patients with metastatic disease can have significant
symptoms from calcitonin excess and may benefit from
medical treatment. Unfortunately, the relative rarity of the
disease makes clinical trial design and patient accrual
difficult. Thus, much of our knowledge about medical
treatment of MTC rests upon small prospective series and
retrospective reports.

The advent of targeted small-molecule kinase inhibitor
drugs has revolutionized medical treatment of medullary
thyroid cancer (MTC). Drugs such as vandetanib and
cabozantinib produce disease regression in a significant
portion of patients, and can extend progression-free survival
in advanced; unresectable MTC External beam radiation and
radioactive iodine are mostly ineffective [10].

Although it is an aggressive tumor with early metastases,
the clinical course is often long, with continued morbidity and
mortality extending up to 20 years [11].

Conclusion

While this case is extremely rare, it serves to highlight a
number of useful points. First, it is important to consider the
possibility of a metastatic lesion involving the pancreas
whenever a neoplasm on pancreatic FNA is not typical of
ductal adenocarcinoma. Second, the possibility of more than
one primary tumor in a given patient should remain a
consideration.
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