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Abstract

AIM: To investigate the relationship between
DNA methylation and expression of p16, Rb,
and cyclin D; in the carcinogenesis of colorectal
carcinoma.

METHODS: Methylation-specific polymerase
chain reaction (MS-PCR) was used to detect the
methylation status of p16, Rb, and cyclin D, in
the specimens from colorectal carcinoma, can-
cer-adjacent tissues of carcinoma and adenoma,
and normal colorectal mucosa, respectively. The
correlations of methylation with protein expres-
sion and the clinicopathological indexes were
analyzed.

RESULTS: For the levels of p16 and Rb meth-
ylation, there were increased tendencies in the
carcinogenesis of colorectal cancer, while for
the level of cyclin D; methylation, there was a
decreased tendency. The expression of pl6 and
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cyclin D; protein were inversely correlated with
the methylation status of pl6 (normal mucosa:
r =-0.185, P = 0.173; adenoma: r = -0.381, P =
0.013; cancer-adjacent tissues: r = -0.419, P = 0.001;
cancer tissues: r = -0.516, P = 0.000) and cyclin
D, gene (normal mucosa: r = -0.282, P = 0.035;
adenoma: r = -0.329, P = 0.033; cancer-adjacent
tissues: r = -0.298, P = 0.026; cancer tissues: r =
-0.618, P = 0.000). The levels of p16 and cyclin D,
methylation were significantly correlated with
the degrees of differentiation (p16: > = 11.232,
P =0.002, cyclin D;: XZ = 9.144, P = 0.015), the
depth of invasion (p16: x> = 6.229, P = 0.013; cy-
clin D;: * = 8.023, P = 0.006) and the metastasis
of lymph node (p16: x> = 5.707, P = 0.016; cyclin
D;: y* = 7.794, P = 0.005). The methylation of Rb
gene didn't play a main role in the inhibition of
Rb protein expression during colorectal carcino-
genesis.

CONCLUSION: Aberrant methylations of p16
and cyclin D, are the main mechanisms of p16
inactivation and cyclin D, over-expression,
which play important roles in colorectal carcino-
genesis. They are valuble in the early diagnosis
and prognosis of colorectal carcinoma.
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S|¥ B3l (5—3) BNEBE IKE
p16M TTATTAGAGGGTGGGGCGGATCGC 65°C 150 bp
GACCCCGAACCGCGACCGTAA
p16U TTATTAGAGGGTGGGGTGGATTGT 60°C 151 bp
CAACCCCAAACCACAACCATAA
RbM GGGAGTTTCGCGGACGTGAC 55°C 172 bp
ACGTCGAAACACGCCCCG
RbU GGGAGTTTTGTGGATGTGAT 55°C 172 bp
ACATCAAAACACACCCCA
cyclin DM TACGTGTTAGGGTCGATCG 55°C 276 bp
CGAAATATCTACGCTAAACG
cyclin D,U GTTATGTTATGTTTGTTGTATG 55°C 222 bp
TAAAATCCACCAACACAATCA
A
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