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Expression and clinical significance of Notch1 and HERZ2 in gastric carcinoma
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[Abstract] Objective: To study the expression and clinical significance of Notchl and human epidermal growth factor receptor 2
(HER2) in gastric carcinoma. Methods: The expression of Notchl was detected by immunohistochemistry,and assessment of HER2
protein overexpression and gene amplification were done by immunohistochemistry and fluorescence in situ hybirdizaton (FISH) in
tissue microarrays containing 317 gastric carcinomas and relatively normal gastric mucosa tissue. Results: Overexpression of HER2
protein was observed in 64 cases(20.2%) and HER2 gene amplification was detected in 58 cases(18.3%) of gastric carcinoma. The
concordance rate between the immunohistochemistry and FISH was 89.1%. HER2 protein overexpression and gene amplification were
significantly associated with tumor location and the Laurén’s classification (P < 0.01),but not with differentiation grade and clinical
stage (P > 0.05). The expression of Notchl protein was observed in 197 cases (62.1%) of gastric carcinoma,and was significantly
associated with differentiation grade and clinical stage (P < 0.05). The expression of Notchl was negatively correlated to the protein
overexpression and gene amplification of HER2 (r = -0.191,P < 0.01;r = -0.169,P < 0.01,respectively). Conclusion: The signifi-
cantly dys-regulated expression of Notchl,which could promote growth and invasion of gastric carcinoma cells and correlated to the
higher clinical TNM stage,was observed in gastric carcinoma. The expression of Notchl negatively correlated to the protein overex-
pression and gene amplification of HER2 suggests that Notchl may act as a novel therapeutic target molecule for gastric carcinoma.
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Table 1 The concordance of HER2 expression detected by

immunohistochemistry and FISH (n)
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BRI —¥%E (%) PH
0 1 252 99.6
1+ 15 5 75.0 < 0.001
2+ 24 2 92.3
3+ 18 0 100.0
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Figure 1 HER2 protein overexpression and gene amplification in gastric carcinoma

2.3 Notchl &%

Notchl F2ERIRE 7 T 40 ML AR BT (&1 2),
I E R R s R 4RI 2 Notehl 553835, 197 #
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Table 2 The relationship between Notchl expression, HER2 protein overexpression and gene amplification in gastric

carcinoma [n(%)]
n HER2-THC P8 HER2-FISH PIE Notch1 PAY
51
% 181 41(22.7) 36(19.9) 114(62.7)
/e 136 23(16.9) > 0.05 22(16.2) > 0.05 83(61.3) > 0.05
HFR ()
> 58 162 31(19.1) 29(17.9) 108(66.7)
<58 155 33(21.3) > 0.05 29(18.7) > 0.05 89(57.4) > 0.05
HA7
plin i} 124 35(28.2) 33(26.6) 69(55.7)
i 193 29(15.0) <0.01 25(13.0) <0.01 128(66.3) > 0.05
JHhER B A% (cm)
=5 147 31(21.1) 28(19.1) 96(65.3)
<5 170 33(19.4) > 0.05 30(16.9) > 0.05 101(59.4) > 0.05
Laurén 7371
7 187 51(27.3) 50(26.7) 120(64.2)
Rl 91 4(4.4) 2(2.2) 57(62.6)
RAH 39 9(23.1) < 0.01 6(15.4) < 0.01 20(51.3) > 0.05
ACFREE
f=i/H5r1k 195 47(24.1) 44(22.6) 112(57.4)
&/ FA5r1k 122 17(13.9) <0.05 14(11.5) <0.05 85(69.7) <0.05
LR
A 221 46(20.8) 42(19.0) 141(63.8)
o 96 18(18.8) > 0.05 16(16.7) > 0.05 56(58.3) > 0.05
TNM 4331
I 90 15(16.7) 13(14.4) 47(52.2)
I/1 227 49(21.6) > 0.05 45(19.8) > 0.05 152(66.9) < 0.05
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Figure 2 The expression of Notchl in gastric carcinoma
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Table 3 The correlation of expression of Notchland
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