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Establishment of orthotopic mouse model of human renal cell carcinoma and expression analysis of metastasis-

associated genes

TAN Xiao-jie' , HOU Jian-guo’, HE Song-qin' , CHANG Wen-jun', LIU Shi-jian', YU Yong-wei’, CAO Guang-wen'" (1. De-
partment of Epidemiology, Faculty of Health Services, Second Military Medical University, Shanghai 200433, China; 2. De-
partment of Urology, Changhai Hospital, Second Military Medical University, Shanghai 200433; 3. Department of Pathology.,
Changhai Hospital)

[ABSTRACT] Objective: To establish orthotopic mouse models of human renal cell carcinoma and to separate metastatic or non-
metastatic renal cell carcinoma (RCC) from the same source. Methods: Surgical specimens/cell suspensions were transplanted
into the various tissues of BALB/c nude mice (subcutis, cellular orthotopic injection into renal capsule, perinephrium, surgical
orthotopic implantation into renal capsule). Tumorigenicity and metastasis were subsequently evaluated. Immunohistochemical
analysis was employed to determine the expression of VEGF, bFGF, P16, Bcl-2 and C-met in the metastatic and non-metastatic
RCC xenograft. Results: The incidences of tumorigenicity and metastasis of orthotopic model were the highest, being at 73. 3%
(11/15)and 20%(3/15), respectively. Compared with the non-metastastic RCC, VEGF expression was upregulated in the me-
tastatic RCC(P<C0. 05) , while the expression of C-met was downregulated significantly(P<C0. 05) ; the expression of bFGF, Bel-
2 and P16 was also downregulated but without significance. Conclusion: Mouse orthotopic transplantation is the most effective
way for the growth and natural metastasis of human RCC. Primary and metastatic RCC from the same patient has been success-
fully harvested. Expression of VEGF in the metastatic tumor tissues is significantly higher than that in the non-metastatic RCC.
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SHP-2 promoting migration and metastasis of MCF-7 with loss of E-cadherin dephosphorylation of FAK and

secretion of MMP-9 induced by IL-1 bete in vivo and in vitro

Wang FM, Liu HQ, Liu SR, Tang SP, Yang L., Feng GS(Department of Embryology and Histology, Second Military Medical
University., Shanghai 200433, China)

[ABSTRACT] Shp-2, an src homology (SH) two-containing phosphotyrosine phosphatase, appears to be involved in cytoplas-
mic signaling downstream of a variety of cell surface receptors. It also plays an important role in the control of cell spreading,
migration, and cytoskeletal architecture. In our study, abrogation of SHP-2 catalytic activity with adominant-negative mutant
(SHP-2C > S) displayed an increased number of focal adhesion, high expression of E-cadhenrin and phosphorylation of the fo-
cal adhesion kinase (FAK). Interestingly, the cells expressing SHP-2C > S showed reduced IL.-1beta-stimulated chemotaxis
compared with either mock- or SHP-2 wild type-transfected cells. We also found that SHP-2-GFP-transfected cell lines did not
express E-cadherin nearly and produced high level of the matrix metalloproteinase MMP-9 in the supernatants. The loss of E-
cadherin-mediated adhesion and the increase of MMP-9-induced migration had been shown to play an important role in the tran-
sition of epithelial tumors from a benign to an invasive state. These findings have raised the possibility that SHP-2 can promote
the cancer cell to invasion the distant tissues. To determine whether SHP-2 promotes invasion and metastasis, we transfected
MCF-7 breast cancer cell lines with SHP-2-GFP, SHP-2C > S-GFP and analyzed the effects of the SHP-2 on cell migration, in-
vasion, and metastasis. in vitro, SHP-2-GFP-transfected cells migrated more efficiently, showed an increased invasion of Ma-
trigel, and adhered less efficiently to monolayers of fibroblast cells. When injected into the abdominal cavity of nude mice, SHP-
2-GFP-transfected cells metastasized widely to the lung, kidney, but MCF-7 with SHP-2C > S-GFP was not observed in the
these organs. These results demonstrate that SHP-2 promotes invasion and metastasis of MCF-7 with the loss of E-cadherin,
the dephosphorylation of FAK and the secretion of MMP-9 induced by IL-1beta.
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