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Ibrocalculous pancreatic diabetes (I'CPD) or fibrocalculous pancreatopathy is |
| a unique form of diabetes secondary to chronic pancreatitis found in developing
. countrics of the world. The condition is associated with either overt protein-calorie
malnutrition or. more uvsually. with deliciency of certain micronutrients. FCPD |
affcets young individuals and runs an aggressive course 1o reach the endpoints otﬁ‘
diabetes, pancreatic caleuli and exocrine pancreatic dysiunction (steatorrhoca) in the !
majority of cases.  Although the actiology of FCPD is still unclear. the role of
lithostathine or regenerating (Reg) protein could possibly be once of the mechanisms
responsible for FCPD. Human lithostathine or Reg protein is a pancrealic secretory
glycoprolein encoded by the Reg gene, which iy expressed both by regenerating beta
cell, in whicl it may promote growth and regeneration, and by pancreatic exocrine
- tissuc, as a secretory protein thal may inhibit precipitation of calelum carbonate. [t
has been suggested that the deliciency of lithostathine in pancrealic secretion may
play role in lithtasis in FCPD. |

In order to study the role of Reg/A gene in the pathogenesis of FCPD, the
entire coding region of Reg/A gene and its mRNA were analysed for mutation in 10
patients with 'CPD, 10 normal control subjects, 4 and 3 paticnts with type 1 and type

2 diabetes mellitus, respectively.  To  search for mutation, genomic DNA
amplification was performed to obtain the coding sequence of Regi/A pene including
promoler, exon-intron boundaries, and polvadenylation signal. RT-PCR  of ‘

tlicgitimate Reg/A4 transcripts obtained from the peripheral blood lymphocyies was
; carried out o produce Reg/d cDNA.  The PCR products were digested with

appropriate restriclion enzymes o generale smaller sizes of DNA fragments, suilable
for detection by single strand conformation polymorphism (SSCP) analysis. TINA ‘
sequencing was subscquently used to identify the nucleotide sequence of the DNA
fragment revealed as the band shifl in gel electrophoresis in the detection of SSCI.
The result of SSCP detection showed the mobility shifl of exon | fragments, at hoth
room temperature and 4°C condition of clectrophoresis,  DNA sequencing of the
' shifted fragments showed the nucleotide change from T2>C al position 10 o
nucleotide sequence, This nucleotide change of ReglA gene caused the mobility shift
ol DNA banding patierns in SSCP analysis which was found in both diabetic patients !
and normal controls.  The signilicance of this polymorphism is stll unknown.
| However, no mutation of the Reg/A4 gene was found in any groups of the diabetic |
patients (FCPD, 1DDM, and NIDDM), indicating that the pathogenesis of diabeles |
" mellitus may not be associated with Reg/ A4 gene mutation.




