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This research aims to study mutations in the PKD1 gene which are the major
cause of autosomal dominant polycystic kidney disease (ADPKD), accounting for 85% of
cases. The complicated structure of this large gene that has been copied by at least &
homologous genes has made difficulty in its molecular study. Extremely heterogeneous
nature of PKD? mutations requires identification of all possibilities In various races
including Thai population whose little data has been obtained. Qur group has recently
developed long reverse transcription-polymerase chain reaction (long RT-PCR) techniques
for PKD1-mutation study by selective amplification of the full-length PKD1 transcripts (13.6
kb). The strategy was applied, in this study, together with multiple restriction fragment-
single strand conformation polymorphism (MRF-SSCPF) for mutation screening in long
segments of PKD1-cDNA. Sequence analyses were performed in both cDMA and
genomic-DNA specific for PKDY. Upon analysis of 20 unrelated patiants, we have
identified 6 disease-causing mutations, three of which are novel, in & families: 2 splicing
mutations (IVS13-2A>T and g.33184-33214del31), 1 nonsense mutation (Q1828X), 2
frameshift deletions ((c.5225_5226delAG and ©.8451_89452delAT) and 1 in-frame deletion
(L3287del). De novo mutations were found in 2 families, stressing the high mutation rate
of this gene. More numbers of identified PKD1 mutations would make a possibility to
correlate the genotype with the disease phenciype that uuu!dl give insight to understand
the disease mechanism at the molecular level. Immediate advantages of mutation
identifications in PKD1 are for diagnostic purposes including the differential diagnosis,
presymtomatic testing, prognostic implications (PKD1 or PKD2) and determination of living
ralated kidney donor.
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