Prognostic significance of estrogen receptor beta in early stage breast cancer
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Introduction / Experimental \ Fig. 2: ERB1 is transcriptionally active in the absence of ERa activation
Breast cancer (BC) is the most common cancer among women worldwide. Estrogen receptor (ERa) is Cell lines: 500
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(ERB1-5), of which only ERB1 has estrogen and antiestrogen binding ability. Ligands: o treated with vehicle (0.1%
ERB1 and ERB2 are the isoforms most frequently expressed in BC. The role of ERB isoforms on breast E2, estradiol (estrogen) ‘S 300- " DMSO), 10 nM E2 or 100 nM of
cancer prognosis and treatment remains elusive. OHT, hydroxytamoxifen (antiestrogen, Novaldex) X * Wﬂj each of OHT, MPP, DPN and
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We have previously shown that while low ERB1 expression is a marker of early relapse of early-stage @ , , MCF7-WT MCF7-ERB1 MCF7-ERPB2
ERa-positive BC following AET, high ERB2 expression is a marker of late relapse [Cancer Lett L'l S| ERB1 -- ERB2  Western blot analysis of nuclear fraction
2015:358:37-42. doi: 10.1016/j.canlet.2014.12.022]. of MCF7-WT, MCF7-ERB1 and MCF7-ERB2
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Aim: to study the role of ERB1 and ERB2 expression in modulating the Expression of ERB1 and ERB2 results in lower ﬁlg. 5: ERB1 expression reduces anchorage-independence of MCF7 cells \
response of ERa-positive MCF7 cells to antiestrogens. k TBP | — 18P levels of ERa expression in MCF7 cells / 140 Colony formation for MCF7-WT,
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120 = MCF7-ERB2 cultured for 15 days in soft agar in the
Fig. 4: ERB1 sensitizes and ERB2 desensitizes MCF7 cells to OHT and atRA 100 * presence of vehicle (0.1% DMSO) or
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Fig. 3A: ERB1 expression sensitizes MCF7 cells to low concentrations of estradiol 80
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Proliferation of MCF7-WT, MCF7-ERB1 and MCF7-ERB2 cells cultured in medium supplemented
with 0.1 nM E2 for 24 h and subsequently treated with vehicle or increasing concentrations of
OHT (left panel) or ICI182,780 (right panel) for 6 days. Relative cell numbers were expressed as
the percentage of that of vehicle-treated cells. Representative graph of at least three
independent experiments.

signatures associated with ERB1-mediated sensitivity and ERB2-mediated
Conclusions \

resistance of MCF7 cells to antiestrogens, retinoids and their combination.

ERB1 can be transcriptionally activated independently of ERa activation
ERB1 expression sensitizes MCF7 cells to OHT and to 1CI182,780
32 expression desensitizes MCF7 cells to 1C1182,780
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