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Proliferative Role of Notch1 Signaling in Renal Cell Carcinoma
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Abstract: Objective To explore the proliferative role of over-activated Notchl signaling in renal cell
carcinoma and the underlying mechanism. Methods The expression of Notchl in 120 renal cell carcinoma
(RCC) patients was evaluated immuohistochemically and compared with clinicopathological characteristics.
RCC cell line ACHN was used in functional experiments to analyze the proliferative role of Notch1 signaling
in renal cell carcinoma and its collaboration with PI3K/Akt pathway by Western blot. Results There were
64 cases of high expression of Notchl in 120 cases of clear cell carcinoma of kidney tissue specimens. Higher
expression of Notchl was detected in larger tumors (diameter =7cm) compared with smaller ones(diameter
<7cm) significantly (P = 0.005), and was also detected in advanced tumors(TNM Il ~ [V stage) compared
with localized ones(TNM I ~ II stage) insignificantly (P = 0.062). Conclusion Identification of the
growth-promoting effect of Notchl signaling and the underlying mechanism provides potential therapeutic
targets for the treatment of RCC.
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A: low Notchl expression;B:high Notch1 expression

Ell NotchlZEHFEAATHRREMERE (LraR
Wik, 4RR, 50um)

Figurel Representative images of low (A) and high (B)
expression of Notchl in clear cell RCC (ccRCC) tissues (IHC,
Scale bars, 50 um)
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GAPDH was used as loading control; ACHN cells were transfected
with pcDNA3 empty vector control (Con) and pcDNA3-ICN1 (ICN1)
in the presence of DMSO or LY294002 (LY)
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Figure2 Expressions of ICN1, pAkt, tAkt, PCNA and
GAPDH in ACHN cells detected by Western blot
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Figure3 Cell proliferation of each group evaluated by
using CCK-8 tests
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A-D:cell-cycle distribution was examined by PI staining and flow
cytometry of the four groups of cells as described in Figure 2. E:the
percentage of cells present in each phase of the cell cycle was shown in
bar graph
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Figure4 Cell cycle phase distribution of each group
detected by flow cytometry
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