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To identify the novel diagnostic and therapeutic factors for endocrine
therapy-resistant breast cancer, we focused on FOXP1, one of a forkhead transcription
factor family, as a candidate, and its genome-wide distribution in ERoa—positive breast
cancer MCF-7 cells was examined by next—generation sequencing strategy. We demonstrated
that majority of binding regions of FOXP1 in MCF-7 cells stimulated with estrogen were
overlapped with those of both ERa and FOXA1. We also demonstrated that the double—positive
immunoreactivities of FOXP1 and FOXAl are significantly associated with a favorable
prognosis for survival of breast cancer patients receiving adjuvant tamoxifen therapy.
In this study, we revealed that, similar to FOXAl, FOXP1 is assumed to be a critical
transcription factor for ERa signaling, and both forkhead transcription factors can serve
as predictive factors for acquired endocrine resistance in breast cancer.
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HABRADFAE - HIEIZIZ= A ha v
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WX, ER IZH T 2 45FHER TH L= R
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kv B ARTEVEILS A DIBIEIC R L T
5, LU 6, TAM ORI G2 XL Vit
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DTAEIIDORBN S & SN TW5D, ERIZY
H v KGO ER T, =X hasr o
X vIEH s, ¥/ A X b
U RLY) (BRE) I2REA L. £ OUED
BB OWRE > BE#ERG T2 LT, =
A ka7 U AEREES LT 5, ER @ ERE %
N U7 S I3RE & 72 coregulator X°
cofactor 2’ > TEY, 7 u~vTF o L~Ub
TOXAF I v 7 BREE A =X LBH Z
HBNTWS, HTHIIFE, 74—~y Rig
B (FOX) 77 2V —D—>Th 5 FOXAL
IXEDBANCEBIT D ER OXAL F=TRF L&
Z6NnNTEY, Za~FrolEeT) 7k
ML TR F ey U AENE GO G
WD Z ENER SN TS, IEF T,
7 a<F o5 (ChIP assay) & DNA
chip & & fAA 5 7= ChIP-on—chip fif T <,
ChIP assay &ty —47 v —%flAHED
72 ChIP-seq f#E#T7e &, MREM 72 fRMT T-15
Z I L, FOXAL X° GATA-4, AP-2y, TLE1 72
COEER T2 L% R BEEOFE A =R
LD ) AT A RITHHTEh220H 5,
HEEHE OO 7 v —7TiE, LA - F
NI A7 8 DR ARTEERS S BT
HTAROTUOERAA =X LEGMNIC
T2 HMTHH = A b a7 iEEis 1 %A
EL, TN OMREZMIIL CT& 70, BRI
WZ &I, FOX B5BRK 7 7 I U —IZET 5
FOXP1 N7 > RuZF 2% K (AR) & OFAE
YER %7 LT AR OEEMHEICEb D Z &%

# L7~ (Biochem Biophys Res Commun 374,
388-393, 2008) 73, FOXP1 I ER FotERLas A
MlECB 2= A ha Ui ELE T CTHLH
V. ER @ ERE &/ L7-#s G iEMEE AR & 13
(CHEBR L, = A b o & U ARLEME O HEHE A i
THZEEALNI L, £72. B AERE
BRIz 3N T, FOXPL DFEHLAS ER =2 FOXAL O
FELEICHE L, U o Hifin s & oy
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BMbasRT+THLARMEERHEL TS
(Horm Cancer, 2, 286-297, 2011). FOXP1
WA TR b FUinEiEia & LTHRE
L7z Efp OFBIN, B AMERIZB W T LA
LCEY, PHREMEBETLIZEZHLNIL
7= (Clin Cancer Res 11, 6148-6154, 2005).
S B2 Efp iITMifaE o7 L —F 1% 14-3-3¢
OWEEAZH I 2 eXF L ) HT—BThHiH I &
ZARET L. AERRJE HIAE 722 5 QNS DS AT R
BOF LWA =X LZMEIA L7 (Nature
417, 871-875, 2002), = A hu X/ Lt ER
BPEFLAS AMIREIZ Efp @ RIFEHL S E7- & 2
AT A kvl U ARIEVEREGE AR L (2 Efp
DRBEMZ D EBIERMZ DN Lk,
Efp 13T LW ATRIRD 5 FHER Th H 2 &
B A~DIEHARAETCHILZ EERLTE
(Cancer Gene Ther 17, 624-632, 2010), =
72 Efp LIAh D= A b a7 VS B G T DR
& LT EBAGY, COX7RP % & o3 OIEHIE
F%[FE L7 (Mol Cell Biol 18, 442-449,
1998; Mol Brain Res 63, 375-379, 1999).
EBAGY XIS HZIC b B G~ — I —THh
52 L &5 2L (Cancer Res 65,
3700-3706, 2005). RINZARDS A DT OIMNT
LZEZFHIRFTHBZ a2 RLE (Int ]
Cancer 106, 310-315, 2003), F7-. HE
=R b a7 B AR ERRy2S = 2 ke
VIEHSER T CTH Y . LBRAD Y L oRHIERE
CIEICHBET A Z L &x L7z (J Steroid
Biochem Mol Biol 123, 1-7, 2011), ZiLH
DT A f a7 VBB OfENT 218 U T,
FOXP1 OHAMN AW BT 2 ENERG 1 &
ERo/FOXA1 #2BFHEH I~ h U —27 & OHRER)
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776
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