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Abstract

Introduction: Kidney cancer is relatively rare when compered to other malignancies. It accounts for
approximately 3% of adult malignancies. The renal clear cell carcinoma (RCCC) is the most common. In 70% of
cases the disease is confined to the kidney and surgical approaches are generally curative. One third of cases is
discovered in metastatic stage (30% of cases), specially bone and lung metastases; however, other rare metastases
sites have also been described.

Case report: We report a fascinating case of kidney cancer with thyroid metastases, discovered fortuitously
during the surgical management of multinodular goitre; in a 54 years-old-woman with a history of nephrectomy 9
years ago for renal neoplasm.

Conclusion: Thyroid metastases of kidney cancer are uncommon, it’s important for the surgeon and the
oncologist to be able to recognize and differentiate thyroid metastases from primary tumours. The diagnosis can be
suspected if the patient has a thyroid tumour and a past history of kidney cancer. These tumours, on the whole, tend

to behave more aggressively and in most cases the use of multimodal therapy is recommended.
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Introduction

Usually, thyroid gland represents a site of primary tumours; the
four main types of this primary thyroid cancer are papillary, follicular,
medullary and anaplastic thyroid cancer. However thyroid gland is
a very rare site of clinically detectable tumour metastases, a same
situation is a diagnosis dilemma because of similarity to malignant
primary thyroid tumour.

Case Presentation

A 54-year-old woman with a history of left nephrectomy 9 years ago
for renal clear cell carcinoma. The tumour was 60 mm in diameter and
was localized in the upper pole of left kidney with adrenal and renal
fascia involvement (Figure 1).

The tumour had been incidentally demonstrated on a routine
ultrasonography (US). Preoperative whole body CT-Scan was negative
for local and distant metastases. Histology examination has shown
tumour extension into renal vein, renal fascia and the adrenal (pT3b
pNx MO). The surgical margins were free of tumour.

The postoperative course was uneventful. Neither postoperative
adjuvant treatment nor interferon were given 9 years later the patient
presented a throat mass, the ultrasonography has demonstrated a large
heterogeneous mass of 50/45 mm in left lobe of the thyroid without
vascular involvement or lymph nodes. The thyroid balance has shown
euthyroid.

The patient underwent subtotal thyroidectomy and the histology
examination has shown an undifferentiated carcinoma very difficult
to classify, related to a parathyroid carcinoma or a renal clear cell
carcinoma taking as important consideration the patient’s cancer
history. The immunohistochemistry examination has demonstrated a
negative staining to CK7 and positive staining to TTF1 as well as CD10
and vementine (in 100% of the cellular population)

The radiologic investigation (whole body CT-Scan) has shown
multiple spread lung metastasis (Figure 2) in various measures (between
7 and 36 mm).

Figure 1: Macroscopic view of surgical specimen of nephrectomy.

Figure 2: Horizontal view: spread lung metastasis in various diameters.
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Figure 3: Horizontal view: persistence of basal spread metastasis which
doesn’t exceed 15 mm.

Figure 4: Horizontal view: disappearance of lung metastasis.

The patient has received a targeted therapy “Sunitinib” 50 mg/day 6
weeks on and 2 weeks off with a thyroid treatment substitution. Three
03 months later radiologic assessment by whole body CT-Scan (Figure
3) has shown a good response rate (number and size decline of lung
metastases to 5-15 mm confined to the basal part of lungs) and tolerable
adverse events (grade I asthenia and fatigue).

At present, the patient is disease-free of 25 months and actual
radiologic assessment demonstrates disappearance of lung metastasis
(Figure 4).

Discussion

The prevalence of intra thyroid metastases of solid tumours range
from 1.9% to 25% [1-10], Mortensen et al. account 4% of patients with
metastatic neoplasm with secondary tumours to the thyroid gland [11].
Silverberg found 25% on his autopsy series [12].

Usually, lung, kidney, breast and stomach are the most common
tumours metastazing to the thyroid [1-10]. In Shimaoka s study intra
thyroid metastases occurred in 39% of melanoma patients, 21% of
breast cancer patients, 12% of kidney cancer patients and 10% of lung
or head and neck cancer [13].

However, the incidence of clinically significant metastases appears
to be lower than the incidence found in autopsy. According to Shimaoka,
the thyroid metastases were rarely clinically apparent in only 5% to 10%
of the patients [13].

The physiopathogenesis explanation concerning intra thyroid
metastases of kidney cancer is related to the renal cancer’s venous
tropism and thyroid hyper vascularisation [14].

Although, the presentation of a thyroid nodule or goitre years after
the treatment of primary renal cancer often poses a diagnosis dilemma.
Thyroid metastases are usually metachronous and rarely synchronous
(there are some report about metastases which appeared prior to

the primary renal tumour being detected) [15,16] with an extremely
variable delay onset from 1 month to 26 years (9.4 years as average)
[17,18]. This case report which the patient presented a metachronous
thyroid metastasis 9 years after is the confirmation. In similar situation,
with a long period between the detection of the primary tumour and
the development of thyroid metastases, the difficulty when making a
correct diagnosis could increase as well [17].

In clinical practice, in a patient with a diffuse and bilateral multi
nodular goitre a correct diagnosis is difficult. Since there are no
specific findings of metastatic thyroid tumour on ultrasonography or
computed tomography scan (CT-Scan) investigations [19]. Elliott and
Frantz found 44 reported cases of metastatic carcinoma that had been
misidentified as primary thyroid cancer [20].

Therefore, a correct diagnosis of metastatic thyroid tumours
requires a careful consideration about patient’s history of cancer. This
information immediately stratifies a patient into a high risk category.
So we have to respect the rule of “every thyroid nodule in neoplastic
context is a metastasis until proof otherwise” [21].

In common, ultrasonography or CT-Scan demonstrates a
voluminous heterogeneous lesion with necrosis or inflammation [19]
like in the present case.

The fine needle aspiration (FNA) cytology is very specific and can
allow the preoperative diagnosis, specially if the cancer is known. It is
contributory in 80% of cases (nevertheless, the intra thoracic location
can defeat this diagnosis tool) [21], but unfortunately our patient didn "t
undergo a fine needle aspiration which determines the treatment.

Once the diagnosis of metastatic disease has been confirmed on
FNA, the patient should undergo a metastatic work-up to rule out
other distant metastases [21]. For our patient thyroid metastasis was
misdiagnosed by the surgeon and here thyroid mass was considered as
a primary tumour that’s why she underwent immediately to surgery.

Nevertheless, certainty diagnosis of thyroid metastases of
renal clear cell carcinoma requires a histological examination and
an immunohistochemistry test [22]. Commonly, histopathology
examination shows nests and cords of large clear cells with abundant
optically empty cytoplasm, sharply outlined boundaries and moderately
atypical nuclei [23]. The tumors cells have a CD10, EMA and vementine
positive staining on immunohistochemistry [21]. Doubtful pathology of
surgical specimen of our patient led to necessary immunohistochemical
test which has demonstrated a profile of a thyroid metastasis of renal
clear cell carcinoma (100% of cells positive to CD10 and vementine).

Finally, if it’s technically feasible, thyroidectomy can be effective
for local control. Surgical resection is considered as the best treatment
for a metastatic thyroid tumour, specially if the primary carcinoma
appears to be controlled and there is no evidence of metastasis [17,24].
Moreover. According to Czech et al. loboisthmectomy is the best
option and thyroidectomy would be required in order to treat tracheal
compression [10]. For Miraillé et al. surgery is the best treatment in
case of isolated thyroid metastases or other resectable metastases are
associated [25]. Our patient underwent subtotal thyroidectomy despite
she has lung metastases, because whole body CT-scan was demanded
after surgery which reveal the importance of metastases assessment
before surgery

The standard treatment of metastatic renal clear cell carcinoma is
targeted therapy: tyrosine kinase inhibitor anti VEGF and anti VEGFR,
but the value of this treatment in thyroid metastases was never evaluated
because of the lack of cases identified through literature [26]. However,
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after surgical management the administration of systemic therapy is
recommended.

According Miraillé et al. the survival of patients with thyroid
metastases was significantly better if the primary tumour is the
kidney. Authors have demonstrated that for isolated thyroid
metastasis, thyroidectomy has prolonged the overall survival in these
patients. Complete resection of metastasis and a long delay between
nephrectomy and metastases diagnosis predict a good prognosis with a
survival of 7-22 years [27]. Chen et al. reported that 60% of the patients
with solitary thyroid metastases were still alive after a thyroidectomy
during a median follow-up period of 5.2 years [28]. In our case report,
prognosis depends on lung metastases not in thyroid metastasis,
although our patient is 25 months free-disease.

Conclusion

Thyroid metastases of kidney cancer are uncommon, it's important
for the surgeon and the oncologist to be able to recognize and
differentiate thyroid metastases from primary tumours. The diagnosis
can be suspected if the patient has a thyroid tumour and a past history
of kidney cancer. These tumours, on the whole, tend to behave more
aggressively and in most cases the use of multimodal therapy is
recommended.
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