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[ Abstract ] Background and objective The inhibitor of growth 4 (ING4) is an important tumor suppressive gene.
It has been proven that ING4 could inhibite the proliferation of many tumors. The aim of this study is to investigate the inhibi-
tory effect and anti-cancer mechanism of adenovirus-mediated ING4 gene on SPC-Al human lung adenocarcinoma in nude
mice. Methods A human lung adenocarcinoma xenograft model was established with SPC-A1 cells in nude mice. A total of
1S tumor-bearing nude mice were randomly divided into three groups, namely, PBS, Ad-GFP, and Ad-ING4. The mice in the
three groups were intratumorally injected every other day. Their tumor volumes were continually recorded. The treatment tu-
mors were then removed from the mice and weighed. Tumor inhibition rates were calculated. Cell apoptosis was examined by
TUNEL method. Caspase-3, COX-2, Fas, and FasL expressions were investigated by immunohistochemistry SP assay. Results
Both tumor weight and volume in the Ad-ING4 group were significantly decreased. The tumor inhibition rate of the mice in
the Ad-ING#4 group (33.17%+5.24%) was statistically different from that of the mice in the Ad-GFP group (1.31%+0.31%;
P<0.05). The apoptotic index of the mice in the Ad-ING4 group (69.23%+6.53%) was also significantly different from those in
PBS (17.04%+1.10%) and Ad-GFP groups (18.81%%1.93%; P<0.0S). Based on immunohistochemistry SP assay, the results
showed that Ad-ING4 may not only upregulate the expressions of caspase-3, Fas, and FasL but also downregulate the expres-

sion of COX-2. Conclusion ING4 gene elicited a remarkable growth inhibitory effect on human lung adenocarcinoma xeno-
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grafts in nude mice. The mechanism is possibly related to an increase in tumor cell apoptosis.
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Fig 1 Inhibition of human lung adenocarcinoma xenografts by Ad-ING4 (¥*P<0.05 compared with PBS and Ad-GFP group). A: The pictures of human
lung adenocarcinoma xenografts; B: The weight change of human lung adenocarcinoma xenografts treated with Ad-ING4; C: The curves of tumor

volume of human lung adenocarcinoma xenografts after treatment.
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Fig 2 The pictures of cellular morphologic of human lung adenocarcinoma xenografts (HE, X400). PBS group and Ad-GFP group: a few necrosis cells,

tumor cells grow well in nude mice with transfection; Ad-ING4 group: a lot of necrosis cells are presented in the tumor tissues in nude mice with

transfection, while a few tumor cells.
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Tab 1 Expression change of cytokines in human lung adenocarcinoma xenografts

Group Caspase-3 COX-2 Fas FasL
PBS 13.421+3.69 112.64%11.21 13.53%6.09 14.01£3.87
Ad-GFP 15.39%3.04 109.72£9.57 14.761+3.66 15.781+4.81
Ad-ING4 43.13+6.07* 72.33£7.10* 32.98+4.49* 39.35+5.23*%

*P<0.05 compared with PBS and Ad-GFP group.
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Fig 3 Expression change of Caspase-3, COX-2, Fas and FasL (SP, X 400)
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