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Analysis of RET Gene Point Mutation with Multiple Endocrine Neoplasia Type 2B
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—ABSTRACT —

Background and Objective : Multiple Endocrine Neoplasiatype 2B (MEN 2B) is a syndrome associated with
medullary thyroid carcinoma, pheochromocytoma, ganglioneuromatosis, marfanoid features and skeletal ab-
normalities. Since MEN 2B is an autosomal dominant disorder, early detection and treatment is crucia. Genetic
andysis of RET proto-oncogene in a patient diagnosed as MEN 2B is reported. Materials and Method : A
patient diagnosed as MEN 2B was studied at the department of Otolaryngology-Head and Neck Surgery at a
tertiary hospital in 1992. Initially, DNA was extracted from the periphera blood |eukocyte of the patient and
PCR amplification of exons 10, 11, 13, 14, 15, 16 was performed, followed by investigation of point mutation
on RET proto-oncogene using DNA sequence andyzer. Results : The automatic DNA sequence analyzing
method revealed normal findings at exon 10, 11, 13, 14, 15 while point mutation of ATG (Met) to ACG (Thr) at
codon 918 of exon 16 a RET proto-oncogene. Conclusion : The author could identify the point mutation in a
patient with MEN 2B by performing a genetic andysis of RET proto-oncogene. Although MEN 2B may be
extremely rare it shows the worst prognosis and is inherited. Thus, the result of this study showing the muta-
tions in this disease may be useful for genetic councelling. With genetic analysis of RET proto-oncogene, li-
mitations of the conventional calcitonin stimulation test may be overcome. Moreover, the approach could be
more ultimate and comprehensive through early diagnosis by carrying out this screening test for point muta-
tionsin the family members of the patient with MEN 2B. (J Clinical Otolaryngol 2007;18:79-85)
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Fig. 1. Photographs of mucosal neu-
romas at the tongue (A) and the
larynx (B).
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Fig. 2. Axial view of the abdominal CT. Marked disten-
sion of the ascending and transverse colon (short arrow)
and enlargement of right adrenal gland with multifocal
low attenuation (long arrow) are noted.
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Fig. 4. Sequencing of the wild types of codon
609 (A) codon 611 (B) codon 618 (C) codon
620 (D) in exon 10, codon 630 (E) codon 634
(F) in exon 11, codon 768 (G) codon 790 (H)
codon 791 (1) in exon 13, codon 804 (J) in
exon 14, codon 883 (K) codon 891 (L) in exon
15, codon 922 (M) in exon 16. The sequence
of the wild type which undergoes mutation in
each codon is underlined.

Fig. 5. Germline point mutation of RET gene. Point mu-
tation of ATG (Met) to ACG (Thr) at codon 918 of exon
16 at RET proto-oncogene is identified. A : Wild type,
B : Mutant type.
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