CHAPTER V

DISCUSSION

Hypomethylation of LINE-1 in several cancers have been analyzed previously with
methylation-sensitive southern blotting method®®. This method required a large amount

of DNA and a high quality of DNA e of tissue from fresh specimen. This
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methylation among difference tissues may cause by is tissue specific DNA methylation.

methylation in cancer dgelopment. :

Dramatic changes in overall methylation of DNA occur in difference period of
embryogenesis development". The result supports the evidence that methylation

change continuously in adult tissues following the cellular differentiation.



The different level of LINE-1 hypomethylation between normal and cancer tissues
were significant in 8 from 11 cancer types including carcinomas of urinary bladder,
head and neck, liver, lung, prostate gland, stomach, colon, breast, and esophagus. The
distribution of global hypomethylation level of each tumor type corresponded well to the
distinnctive cellular differentiation. The finding are consistent with the previous notion

that global hypomethylation is a common epigenetic in cancers.

COBRA LINE-1 protocol c§ W detect 3-6% average of increased

level of hypomethylation i canc gg to difference of genomic

hypomethylation may actua" nt alt which is equivalent to change of
one or two whole chromﬁ ital| of change e global methylation may be
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activation of oncogenes when LINE-1 was tinserted and enhanced expression of
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instability of the genome.
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illustrated in colonic carcinoma. This showed significant LINE-1 hypomethylation in the
late stage comparing to dyspatic polyps (p<0.01) and normal epithelium (p<0.01).
Through, no significant in dyspatic polyps comparing to normal epithelium. This result
suggest that global hypomethylation is a progressive process developing during tumor

progression. From to previous study compare carcinogenesis among normal epithelium
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which, LINE-1 hypomethylation discovered in early event in carcinogenesisn’w. Thus,

conclusion from this study is not completely comparing to previous study.

Sera from the gastric cancer patients consistently demonstrated greater
hypomethylation levels as compared to the matched controls, with a statistical
significance (p <0.05). Nevertheless, the level of LINE-1 hypomethylation in free

circulating DNA increased modestly and si nlflcantly overlapped. This application of the

COBRA LINE-1 as a potential tool %s therefore, limited.
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In conclusion, This
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\o linical consequence. The

difference of methylation impligs the possioi ity to -;‘ OBRA LINE-1 in determining

cancer severity. Proposed COB ‘vt._;a" me 5 the first techniques to combine the
attractive features rapidly of use; highly qu _ esult and compatible with paraffin-

embedded samples. - -
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