&=L C-19
HPRAREGDEARARBESE

Rk 2 343 A 3 1 HEYE

HEES: 17102

MEIER  ABHE B)

HZEEAR - 2008~2010

SEREE S - 20390360

MERELE (FIX) EORELZTOARERHEMEICH T LHEHFMEEOETCFRAER
HEEERER (FEX) Genetic analysis of cancer stems cells in the carcinogenesis and
the intractability of treatment of cancer.

MERRSE

HE B (FHHEE (KEHARKE))

M KE - EERFHEEFHER - BENE

MEEES : 90203249

WPERCROBEE (Fn30) - R L BRY ; KT 2% ) ;@t@ké%ﬁ%ﬁﬂ
BT B, B RIS S R IR TH D . ﬁ(ﬁ%%i@“@%% ﬂéﬁ(ﬁﬁ L EERET
DEHERNRECH S, MR FE ;b T R
Bl & 2B T GWAS BFZEER & ONE N ﬁM% mkaé%ﬁ%@)xﬁéﬁnbhé6u
% ARTIEGNZ DWW TIIE R 7 L OBIfRZ (Find L OHUsA EDtk) <7, fRE
£ . 8q24rl_ﬁsi?égfm(r56983267 OR = 1.16 (1.06-1.27), p=0.0015). A3 KM53& B H 27
3’05 EERBHLMNTL AT, £72. Meta GPﬁ%ﬁ@F% non-— rlsk allele SEFIREIZ BN T

%%fﬁ’é“éL{ﬁ% pathway Z[FE L. HEHBEE h%ﬁiﬁ) *EF%T%S EEHS
Lf_o S BT K EERIC F’%ﬁ“éL(ﬁ%ﬁi%ﬂﬂiL F DOFER %Eﬂ LT LTz, FFlZp 53
@g%ggm{#@%m%ﬁﬁ WM 19913 DITEEITIALE L. k%ﬁ@%&%ﬂl%k@é
WEFER S OBEZE (9£30) : Background: Colorectal cancer (CRC) oncogenesis is considered
to be determined by interactions between genetic and environmental factors. Specific
interacting factors that influence CRC morbidity have yet to be fully investigated.
Patients and Methods: A multi-institutional collaborative study with 1511 CRC
patients and 2098 control subjects was used to compare the odds ratios for the occurrence
of polymorphisms at eleven known single nucleotide polymorphisms (SNPs) and performed
GWAS study. TagMan PCR and questionnaires were used to evaluate the effects of
environmental exposures. Then, we performed microarray analysis of genes from cancer
cells extracted from 110 primary tumors by laser microdissection. Results: Variants
of 1s6983267 on 8q24 were the most significant markers of risk for CRC (OR = 1.16
(1.06-1.27), p=0.0015). Non-insulin—dependent diabetes mellitus, a higher body mass
index (BMI) at age 20 and meat consumption were environmental risk factors, whereas a
tuna-rich diet and vitamin intake were protective factors. The cohort of rs6983267 SNP
major (T) allele at 8q24 and diabetes had a 1.66 fold higher risk ratio than the cohort
of major allele patients without diabetes. Meta—analysis of gene profiles (MetaGP)
provide a clew to explain the risk for CRC in major allele at rs6983267 with diabetes
mellitus. Conclusion: We confirmed that interactions between the genetic background
and environmental factors are associated with increased risk for CRC. There is a robust
risk of the minor G-allele at the 8924 rs6983267 SNP, however, a major T-allele SNP could
more clearly reveal a correlation with CRC specifically when diabetes mellitus is present.
In addition, PICT1 gene, located on 19q13 (CRC oncogenic SNP), a p53 regulating gene,
(ijs assocliated with the progression of CRC and determined prognosis of CRC cases
efinitely.
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