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[Abstract] Objective To study the specific mechanism of NUMB regulate tumor proliferation. Methods A
stable cell line by knocking down NUMB in Hela was eatablished and the Western blot and qRT-PCR was applied to
confirm the knocking out of NUMB. The effect on tumor proliferation in the absence of NUMB was investigated by
observing tumor growth in nude mice. The effect on the cell cycle in the absence of NUMB was detected by flow
cytometry and Brdu assay. Finally, differential expression profiles of various cell cycle regulatory proteins was
detected by using Western blot analysis. Results Western blot and qRT-PCR results indicated that NUMB was
specifically and efficiently knocked down in the Hela stable cell line. Tumor growth experiments demonstrated that
NUMB depletion significantly promoted the tumor proliferation. Flow cytometry and Brdu assay indicated that
NUMB depletion significantly promoted the G, /S transition and enhanced the cell proliferation. Western blot results

demonstrated that Cyclin-E protein level was increased in NUMB depletion cell, whereas expression of P27 protein

was decreased. Conclusion NUMB might be involved in cell cycle process by regulating Cyclin-E and P27 protein

level and thereby has an effect on tumor proliferation.
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Fig 3 NUMB depletion significantly promote the cell proliferation

A: Control and NUMB depleted Hela cells were stained with PI then analyze by flow cytometry; B: Control and NUMB depleted Hela

cells were incubated with Brdu (20 pmol/mL) for 30 min, then stained with DAPI and Brdu antibodies
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Fig 4 Differentialexpression profiles of various cell cycleregulatory
proteinsin the absence of NUMB
A: Cell cycle Gy; B: Cell cycle G1/S; C: Cell cycle G2/M;1;
plko-empty vector; 2: plko-NUMB shRNA vector
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