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Medullary thyroid carcinoma(MTC) may occur as either a nonhereditary disease or a main component of
dominantly inherited human cancer syndromes such as multiple endocrine neoplasia type 2A(MEN 2A), MEN
2B and familial medullary thyroid carcinoma(FMTC). Susceptibility loci for the MEN have been mapped to the
region of chromosome 10ql1.2 containing the RET proto-oncogene, which codes for a transmembrane receptor
tyrosine kinase. Recently it is revealed that mutations of RET proto-oncogene are involved in the oncogenesis
of MTC, MEN 2A, MEN 2B and FMTC via gain of function and represent as a good example of a dominantly
acting oncogenic point mutation initiating human hereditary neoplasia and are associated with some cases of
Hirschrung’s disease(HSCR) via loss of function.

In this study, we have included 9 cases of MTC. 2 cases presented as a component of MEN. One was
MEN 2A and the other MEN 2B with HSCR. We have analyzed tumor extract from formalin-fixed and
paraffin-embedded specimens for investigation of the presence of RET point mutations in exon 10, 11, 13 and
16 by single strand confirmation polymorphism(SSCP) analysis. Mutation analysis was performed with PCR-
product by direct sequencing. We found a missence mutationlATG—ACG) resulting in the replacement of
methionine with threonine at codon 818 in exon 16, which represent the catalytic core region of the tyrosine
kinase domain, in MEN 2B with HSCR patient. And we found a point mutation(TGC—TAC) which results in
the replacement of cysteine with tyrosine at codon 630 in exon 11 in one case of clinically sporadic MTC.
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