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Baackground

The simultaneous occurrence of medullary carcinoma (MTC) and papillary carcinoma (PTC) in the same thyroid gland is a
rather rare phenomenon. In fact, the presence of two synchronous carcinomas in the organ, one of the medullary type
and the other papillary is a quite unique phenomenon, deriving these tumors from two different embryological cell lines:
the first from the C cells, parafollicular thyroid, the second, also differentiated, from the common follicular cells much
more widely represented in the gland. The percentage of association between MTC and PTC (starting from a screening of
the MTC population) is about 10%. The cases reported in the literature show the presence, in the same patient, of well-
separated pathologies of MTC and PTC, with a high tendency of cases of papillary carcinoma of a size less than or equal to
one centimeter (micro papillary carcinoma). The hypothesis of a common pathogenesis has always been very appealing
especially considering that in both tumors alterations of the same oncogenes come into play. It is in fact known that the
RET oncogene is mutated in the MTC (activating point mutations) but also in the PTC, although with another mechanism
(RET / PTC gene rearrangement). Recently it has been shown that the RAS oncogene, already known to be involved in the
pathogenesis of PTC, can also be mutated in MTC. From previous studies, the mutational RET analyzes performed to
verify if the prevalence of mutational events were higher in the MTC / PTC group vs the MTC group, showed no
differences. On these data it was speculated that the presence of RET mutations in MTC does not increase the risk of
developing a PTC. Despite this, it can not yet be ruled out that there is a common pathogenetic mechanism. We also
consider that from 2004 to today the methods of analysis have been improved and there is the possibility to analyze
more mutations of different oncogenes. Increasing attention has also been paid by the scientific community to the study
of microRNAs, which intervening on gene transcription could however play a role in the pathogenesis of these tumors.

Study design and methods

Observational, retrospective, multicentre, non-profit study.

It will collected and evaluated the epidemiological data of patients with MTC and PTC in the same gland (MTC / PTC), in
order to perform an analysis of their characteristics and the course of their follow up, compared to patients with only PTC
or only MTC. Data collection will be carried out by filling out a form in which the entries relating to the patient's clinical-
epidemiological information will be reported. The data will then be inserted into a database for the final statistical
evaluation.

PRIMARY OBIJECTIVE
ldentification of specific epidemiological and pathological characteristics of MTC / PTC cases

SECONDARY OBIJECTIVE

If the collection of epidemiological data identifies a consistent series, we will proceed with molecular analysis, to evaluate
the pattern of specific molecular alterations of MTC / PTC cases. In this case, it will be necessary to have the availability of
paraffin sections of the patient's operating piece.
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