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ABSTRACT

Breast cancer is one of the most common female malignancies in Thailand
and a major cause of death in women. Most of the predisposition to familial breast cancer
has been attributed to inherited defects in tumor suppressor genel, BRCAI. The BRCAI
mutations in Thai populations have been identified in the patients especially in the central
region of Thailand including Bangkok. However, it has not been studied in the southern
part of Thailand. We have screened for mutation in the entire coding sequence of BRCAI
in 31 Thai breast cancer patients (only 5 breast cancer cases with a family history of
cancer) admitted to Songklanagarind Hospital. Mutation analysis was carried out using
single-stranded conformation polymorphism (SSCP) technique and subsequently identified
by direct sequencing.

One out of the 5 breast cancer cases (20%) with a family history of cancer

did have BRCAI mutation. In this patient, intronic BRCAI mutation (IVS7 +

34 47delTTCTTTTCTTTTTT) was detected. In addition, two unclassified intronic
BRCAI mutations (IVS7+34 47delAAGAAAAGAAAAAA in the sense strand and
IVS7+50 63delTTCTTTTTTTTTTT in the antisense strand) and one unclassified intronic
point mutation (IVS7+38T>C) were also identified in the patient's healthy daughter. It is
possible that the wild-type BRCAI allele in the patient's healthy daughter may be a
heterozygous, germ-line BRCAI mutation which is not an absolute requirement for tumor
formation. These mutations are novel which have not previously been reported in the
Breast Information Core (BIC). In addition, the deletion mutation of a set of TTC repeat
was identified in the patient and the patient’s healthy daughter. Interestingly, the mutation
site was in close proximity to the triplet repeat sequence of TTC-GAA. It is predicted that
such mutation could cause genomic rearrangement or alteration of DNA structures,

potentially through slipped strand mispairing mechanism during DNA replication.

v



These novel BRCA1 mutations will be the basis for estimating disease risks in Thai women
with a family history of breast cancer and provide important information for plan and

treatment of familial breast cancer.
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