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Abstract
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The elucidation of molecular events that confer tamoxifen resistance to
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estrogen receptor «{ER} positive breast cancer is of major scientific and
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therapeutic importance. Here, we report that LEM4 overexpression 12084
renders ER+ breast cancer cells resistant to tamoxifen by activating the | ERFAEANRER
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cyclin D-CDK4 /6 axis and the ERa signaling. We show that LEM4 I BT AR

overexpression accelerates tumor growth. Interaction with LEM4 PASER |, HEETE
stabilizes CDK4 and Rb, promotes Rb phosphorylation and the G1/S ;%Egﬁ*/\@*ﬂﬁ?*
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phase transition. LEM4 depletion or combined tamoxifen and
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