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cer18. The overall 10-year survival rate reported in large 
series range between 72%, and 87%, while a number of 
prognostic factors have been studied15. In our series, after 
a median post-surgical follow up of 53.5 months (range 
6-120 months), 19 or 76% of patients were living dis-
ease-free, 4 or 16%  were living with disease, 1 or 4% 
was deceased due to MTC, and 1 or 4%  was deceased 
due to another cause. We have previously reported a po-
tential correlation of the increased incidence of papillary 
thyroid carcinoma in Crete between 1995 and 2000, with 
the Chernobyl fallout19. Though, an association of MTC 
and radiation exposure cannot be established.

Systematic reviews and meta-analyses are very im-
portant for clinicians, as these keep them up to date, and 
are often used as a starting point for developing clinical 
practice guidelines. The PRISMA statement (Preferred 
reporting items for systematic reviews, and meta-analy-
ses) helps authors to improve the quality of their report-
ing. It is focused on randomized trials, but we used it as a 
basis for our systematic review17. Thus, the meta-analysis 
of these published series reveals that among 812 indi-
viduals treated for MTC the last 51 years, 123 patients 
(15.14%) deceased due to their disease, and 47 individu-
als (5.78%) deceased due to other cause. Table 1 com-
pares same surveillance rates to other studies in the litera-
ture. Safe overall survival rates cannot be determined due 
to lack of evidence data. Though, in most reviewed series 
5-year survival rate reaches approximately 70-80%. The 
incidence of patients alive, free of disease and the 5-year 
survival rate in our study has been noticed to be slightly 
higher than the rate reported in most series, possibly due 
to early diagnosis and aggressive surgical treatment. 

The relevant small sample size, did not allow us to 
identify any variable as an independent prognostic fac-
tor. However, age of diagnosis has been reported to be 
a stronger predictor of survival for patients with MTC, 
as well as in follicular carcinoma, than for patients with 
papillary carcinoma20. Gender (male), TNM stage at the 
time of presentation, MTC subtype (sporadic/hereditary), 
and type of operative procedure have also prognostic val-
ue, but their significance remains controversial.

 If MTC is suspected, pre-operative assessment should 
include serum basal calcitonin level measurement, carci-
noembryonic-antigen (CEA), calcium (albumin-corrected, 
or ionized), and detection of local metastasis with neck 

sonography6. Exclusion of comorbid conditions, such as 
hyperparathyroidism, or pheochromocytoma is critical. 
Pheochromocytoma is unlikely with negative plasma free 
metanephrine and normetanephrine counts, or negative 
adrenal CT, or magnetic resonance imaging. Patients with 
palpable neck mass should undergo chest X-ray, and ab-
dominal sonography to exclude distant metastasis6,7. The 
pentagastrin-stimulation test can be useful to diagnose 
familiar forms of MTC, because the clinical examination 
and imaging can be negative, and calcitonin, as well as 
carcinoembryonic-antigen (CEA) are serum markers for 
the post-surgical monitoring, as they allow the detection 
of recurrent disease. However, this test is not part of pa-
tient’s standard preoperative assessment, as is not available 
in many parts of the world. Germline DNA-based testing 
of the RET gene identifies mutations in more than 95% 
of cases with MEN2A and MEN2B and in about 88% of 
individuals with FMTC. In familial forms genetic testing, 
in combination with calcitonin measurements and ultra-
sound are key tools. Similar to the evaluation of all thyroid 
nodules, fine-needle aspitation (FNA) plays a significant 
role in diagnosing MTC. However, it can be mistaken for 
parathyroid carcinoma or anaplastic thyroid carcinoma 
when spindle-shaped cells are present. Therefore, speci-
men is stained for calcitonin, chromographin A, or CEA, 
substances that confirm the diagnosis21.  

Variation in practice patterns exist because of low in-
cidence of MTC which limits both widespread clinical 
expertise and definitive large randomized clinical trials22. 
Radioactive iodine, external beam radiation therapy, and 
conventional chemotherapy have not been effective. 
Nevertheless, the consensus is that early diagnosis, to-
gether with aggressive surgical management, including 
prophylactic thyroidectomy for patients with hereditary 
MTC, improves the prognosis23. Before the operation, the 
presence of pheochromocytoma must be excluded, and 
treated in advance, if found6.

 According to the American Thyroid Association 
(ATA), primary treatment usually consists of surgical 
resection that includes total thyroidectomy followed by 
central neck node compartmental dissection6. Lateral 
neck dissection is indicated in patients with suspected 
limited local metastatic disease to regional lymph node. 
Some authors advocate the necessity of  a more aggres-
sive approach (ipsilateral, or bilateral modified radical 

Table 2.  Data of patients treated for medullary thyroid carcinoma in the department of Otorhinolaryngology of the Uni-
versity Hospital of Crete, from January 1990 to December 2011.

Number of Patients %

Ca 488 100%
MTC 25 5.12%
Sporadic MTC 20 80%
Familiar non MEN MTC 4 16%
MENIIA 1 4%
MENIIB 0 0%

Ca: Thyroid Carcinoma, MTC: Medullary Thyroid Carcinoma, MEN: Multiple Endocrine Neoplasia.


