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TAMR %8 it o 09 R AT MCF-7 fm i, JF B3 R AR-TF oy AR E AKT 12 5 @38 69 7% b, AR 3 FURR R 2m o a4t 32 4 25 04
%, FIAT,FKBP51 & ER+He3E 5 50t 25 A SUIR S 20 20 P Ok AR FAR T AL L B 2R OB AFURR IR 428 . 8518 : FKBPS1 R A KT
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Effect of FKBP51 on tamoxifen resistance in estrogen receptor positive breast cancer
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Abstract Objective: To explore the effect of FK506 binding protein 51 (FKBP51) on tamoxifen resistance in estrogen receptor positive
(ER+) breast cancer and its mechanism. Methods: The ER+ human breast cancer MCF-7 cells was used to establish tamoxifen—resistant
MCF-7/TAMR cell line. The effect of tamoxifen on the proliferation of MCF—-7 and MCF-7/TAMR cells was detected by MTT method.
Western blot was used to detect the expressions of FKBP51 and the associated proteins in AKT signaling in MCF-7 and MCF-7/TAMR
cells.Results: The MCF-7/TAMR cell line was successfully established. The inhibitory rates of tamoxifen on the proliferation of two breast
cancer cells were in a dose—dependent manner, which on MCF-7 cells was significantly higher than that on MCF-7/TAMR cells (P<0.05).
Western blot results showed that the expression of FKBP51 in MCF-7/TAMR cells was significantly lower than that in MCF -7 cells.
Compared with MCF-7 cells, AKT signaling increased in MCF-7/TAMR cells. Conclusion: lower FKBP51 expression promotes tamoxifen
resistance in patients with ER+ breast cancer, which may be related to activation of AKT signaling pathway.
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R e i 2548 50 DL 6x1074L#F MCF-7 MCF-7/
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KAl PCR WA Z A DNA 1 L, Fij514(10 wmol)
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Y115 B . FKBP51-Hi5 [ 4#)-5" - ATGAAGAAAGCCCC
ACAGC -3";FKBP51-J55|#)-5" -~ CCTCACCATTCC
CCACTCT -3’; GAPDH-F{514#)-5" - GGAGCGAGA
TCCCTCCAAAAT -3’ ;GAPDH - J5 3 ¥ -5 -
GGCTGTTGTCATACTTCTCATGG =37,
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2 #R

2.1 ME ER*ASLIE S MCF-7/TAMR &g 21d
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Figl The growth of MCF-7 cell line under different treatment
(400x)
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BE T B 50 MCF-7 (A4 3 5 F MCF-7/
TAMR, 57 HA G145 L (P<0.05), W& 2. MCF-7/
TAMR ZH ARG (1C50) 0 (31.41£1.57 )ug/mlL,
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MCF-7/TAMR [Jifif 2546 %h (3.58+0.33) .
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Fig2 the comparison of cell growth inhibition rates in two groups

with different concentration of tamoxifen after 24 hours
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Fig3 The expression of FKBP51 in two groups of cell line and the
changes of AKT signaling pathway activity detected by
Western blot
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Fig4 The expression of FKBP51 detected by PCR in breast cancer

tissue from the patients sensitive to or resistance to tamoxifen
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FigS The effect of Knocking down or overexpressing FKBP51 on

cell proliferation
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Fig6 Regulation of AKT signaling pathway by knocking down or
over expressing FKBP51
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