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[ Abstract ] Objective:To establish a nude mice xenograft model of fluorescently tagged-colorectal cancer overexpression
of hypoxia-inducible factor-1a ( HIF-1o ). Methods: Four human colorectal cancer cell lines, SW480, SW620, LOVO
and HCT116, were treated with CoCl,, and the one that remained HIF-1a-negative under CoCl2 induction was chosen.
The selected cell line was infected with a lentiviral vector overexpressing HIF-1aw and EGFP, Lenti-HIF1a-EGFP. Infec-
ted cells underwent puromycin selection. Cells stably expressing HIF-1a and EGFP. HIF-1a, confirmed by Western blot-

ting, were used in transwell assay of migration in vitro and injected intraperitoneally into nude mice to create a xenograft

[BEE£mMB ] [LiEWRAEARE R SLHIAE BT H( No. 12140902302 )., Project supported the Special Fund from Shanghai Municipal Science
and Technology Commission ( No. 12140902302 )

[EERN ] EC1974 - ), 5 K A W4, fl BAEE N, 2 NS FUARRE | FORBRIE LR I RIF 5T, E-mail : lizhe@ medmail. com. cn;
M/NE(1982 = ), 5 WL T I M BIBFSE 01, 2SR 25 2= AT 5, E-mail : yexiaolei@ gmail. com, AJL[FES—1EE

[ #B{=1E& ] 2554 Li Zhe, corresponding author ), E-mail: lizhe@ medmail. com. en; #%4:2E( Yang Shengsheng, co-corresponding author ), E-mail ;
yssen@ 126. com.  AL[FEGEIEH



bl 5 o KR SR Tl o 04 I A T DA e 57 e

model of colorectal cancer in vivo. Results: After CoCl2 induction, only SW480 remained HIF-1a-negative and was thus
selected. SW480 cells stably overexpressing HIF-1o: and EGFP had enhanced migration ability ( 250 +11 ) as compared with
control Sw480 cells (50 +5 ) ( P <0.01 ). The number of tumor nodules formed on the abdominal wall was significantly
higher in mice injected with SW480 cells overexpressing HIF-1: ( 15 +4 ) than in mice injected with control cells (4 1)
(P <0.05). Conclusion: Injection of endogenously HIF-1q-negative colorectal cancer SW480 cells infected by a lentiviral
vector overexpressing HIF-1a and EGFP into nude mice would provide a feasible approach of creating a xenograft model of

fluorescently visible colorectal cancer for investigations on the function of HIF-1a in the pathogenesis of colorectal cancer.
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Fig. 1 Expression of HIF-1« in different colonrectal
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Fig. 2 Identification of pLV-HIF1x-GFP
by restriction enzyme digestion
1: pLV-HIF1a-GFP; 2: pLV-HIF1a-GFP
digested and linearized by Age | ; 3: pLV-HIFla-GFP
digested by Nhe [
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Fig. 3 Package of Lenti-HIF1a-EGFP( x40 )
A: Bright; B: Fluorescenc; C: Merge
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Fig .4 Identification of SW480HIF-1« cells with stable expression of HIF-1«

A: Cell morphology diagram after infection with lentivirus particles( horizontal line represent 100wm )( x40 );

B: Western blotting analysis of HIF-1a and its target genes

SW480 SW4BOHIF-1ua

5 Transwell %l SW4S80HIF-1« ZRAERIIEREE S x40 )
Fig. 5 Cell migration analysis of SW480HIF-1«
by Transwell assay( x40 )

B 6 SW480HIF-1c 48 H s 14 A5 JEE B
Fig. 6 tumorigenesis of SW480HIF-1« cells ir vivo

A': Tumor nodules was shown after anatomy, as indicated
by arrows;B: Fluorography of nodules stripped from
abdominal cavity ( right scale on behalf of 100 wm ) ( x40 )
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