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Abstract 
Introduction: The medullary thyroid cancer or MTC occurs in 75% of cases as sporadic form and in 25% as 
familial form as part of the Multiple Endocrine Neoplasia Type 2 (MEN2). These MEN2, subdivided into 
MEN2A, MEN2B and FMTC, are containing a MTC, which can be associated with pheochromocytoma and 
hyperparathyroidism or without other clinical signs or isolated. They are rare hereditary diseases, transmitted as 
an autosomal dominant mutations associated with the RET proto-oncogene. The genotypic study is based on 
the detection of mutations in the RET gene, at 7 exons, which are most frequently affected and it should be 
explored. We report the results of the genotyping study that we have realized in patients who have a medullary 
thyroid cancer or MTC. 
Objectives: Search in patients with medullary thyroid cancer, a sequence variation of DNA in the RET gene 
exons (exons 8, 10, 11, 13, 14, 15 and 16), by molecular biology techniques. Suggest if this sequence variation is 
a mutation that can confirm the diagnosis of MEN2, for ensure at the index case, an appropriate medical 
supervision. Establish genetic testing for related to research carriers of the familial sequence variation of DNA. 
Materials and methods: Our study included 04 female patients with MEN2A or MTC diagnostic and theirs 
clinically heathy relatives. Genomic DNA was extracted from peripheral blood leukocytes by the salts method. 
Molecular analysis has concerned the 7 exons of the RET gene (8, 10, 11, 13, 14, 15 and 16), which may carry a 
deleterious mutation, and was performed by polymerase chain reaction (PCR) and direct sequencing (Big Dye 
Terminator 1-1) on ABI Prism 3130 (Applied). 
Results: The genetic analysis of the 7 exons of RET gene which was performed by PCR / sequencing, did not 
find any known germline mutation in the index cases, but reveals a variation of sequence which is C515S 
(TGC/AGC), located in exon 8, in a homozygous form in two patients and in heterozygote form in two patients. 
The study of healthy members’ family volunteers showed the same variation as heterozygous or homozygous. 
Conclusion: After these results, we estimate that, this C515S variation of DNA sequence is a rare variant non- 
pathogenic and cannot be considered as a mutation causing the MEN2.  

 


