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HEg: WENERE. g4 5 B RAGSA Mk NS M FHIEAEHE X (human hedgehog interacting protein, HHIP) H:[K 5 1 X 8 CpG & (1) 34k
KT, RIS ERAEANKR. ik RT-PCRIGIBOMIA BHAL. iS4 2UKAGSAIMIHHHIP mRNANZKIE, S fgUbss L RH IR 7 HEPCR (methyl
ation specific PCR, MSP) 4 Al & 8 41 ZURE 55 AL UM HHIP L IA FIHHIPIE R 2)) 1 B AE RS . AGSH M T AL L RS B 775 - 2% -2 | - AU it
(5-Aza-2' -deoxycitydine, 5-Aza-dc) 4FIfjJE, RT-PCR. MSPAIGLIIFPCR (bisulfite sequencing PCR, BSP) 4 5lflIAGSAi il HHHIP mRNAK
By A TR IAL KT AR CpG & AL G AR /M HTHHIPEER S 3) X CpG & FEA /K T2 1 5 HHIP mRNARIE KA R AH DG . 25 L
HIEAZH HHIP mRNA (0.82+ 0.38 vs 1.60+0.26, P=0.000) fl&H (0.51+0.03 vs 0.83+0.27, P<0.05) HIEIABALTHEHAL, I HEER.
PRI TNMZM . GRRRE . R SE A3 T8 BEAR G (B9P>0.05) . S5 A8 T HHIPEE RS 8) 71X LA 330 T B MIAGSAI N[ (17.7+£3.59) % vs
(62.9+6 14) %, (99.74+0.67) %, #P<0.05\], AGS#il¢-5-Aza-dc+1iij5HHIP mMRNAZ A B e (4.68+0 22vs 0.214+40 12, P<0.01) ,
HHIPELR 3 3 7 X LA I 8 FRE\L (10.14£0.21) % vs (90.2+0.67) %, P<0.01\], CpG i HsAbfr il Bodisd, I HHHIPILR H 507 X B K
EMRNAZIA B iM% (r=-0.693, P=0.00) , #hig. HHIPILK 5 37 X CPG I i H 3 Ak K P nl figid i 4 HHIPIL R R 15 2 5 Bm i & 2E
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Abstract:

Objective : To Observe the methylation level of CpG island in human hedgehog interacting protein (HHIP) gene in gastric cancer tissues,
peritumoral tissues and AGS cells, and to explore the relationship between the methylation level of CpG island and the tumorigenesis of
gastric cancer. Methods: The expressions of HHIP mRNA in 30 human gastric carcinnoma tissues, peritumoral tissues and gastric carcinoma
AGS cells were detected by RT-PCR. The expressions of HHIP and the methylation level of promoter region of HHIP gene in gastric
carcinnoma tissues and peritumoral tissues were detected by immunohistochemical staining and methylation specific PCR (MSP),
respectively. Before and after the treatment of methyl transferase inhibitor 5-Aza-2' -deoxycitydine (5-Aza-dc), the HHIP mRNA expression,
methylation level of promoter region and methylation sites locus on CpG island in AGS cells were detected by RT-PCR, MSP and bisulfite
sequencing PCR(BSP), respectively. The correlation between the methylation status of CpG island at HHIP promoter region and HHIP mRNA
expression level was analyzed. Results: The expression of HHIP mRNA (0.82+0.38 vs 1.60+0.26, P=0.000) and HHIP (0.5+0.03 vs 0.8+
0.27, P<0.05) in gastric carcinoma was significantly lower than that in the peritumoral tissues. No significant correlation was observed
between the expression of HHIP mRNA or protein and age, sex, TNM stage, differentiation degree and lymph node metastasis (P>0.05). The

methylation level of HHIP gene promtor in the peritumoral tissues was significantly higher than that in the gastric cancer tissues and AGS
cells (\[17.7+3 59\]% vs \[62.9+6.14\]%, \[99.7+0.67\]%; all P<0.05). Compared with that before 5-Aza-dc treatment, the HHIP mRNA

expression in AGS cells was significantly increased after treatment (4.68+0.22 vs 0.21+0.12, P<O 01), while the methylation level of AGS
cells decreased significantly (\[10.1+0.21\]% vs \[90.2+0.67\]%, P<0 01), and the methylation sites in CpG islands were significantly
reduced. The degree of HHIP methylation showed a negative correlation with the mRNA expression(r=-0.693, P=0.00). Conclusion: High
methylation level of CpG island in HHIP gene promoter may increase the expression of HHIP gene, and then be involved in the
carcinogenesis of gastric cancer.
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