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Functional analysis of prostate cancer bone metastasis-related IncRNA and
establishment of the basis for the development of new therapies
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In this study, we found that homeobox A1l antisense RNA (HOXA11-AS), a
highly expressed IncRNA in cell lines derived from prostate cancer bone metastases, promotes cell
invasion and proliferation of PC3 prostate cancer cells. Transcription factor homeobox B13 (HOXB13)
was identified as an upstream regulator of HOXA11-AS. HOXA11-AS regulated bone metastasis-associated

C-C motif chemokine ligand 2 (CCL2)/C-C chemokine receptor type 2 (CCR2) signaling in both PC3
prostate cancer cells and Sa0S2 osteoblastic cells. The HOXB13/HOXA11-AS axis also regulated
integrin subunits specific to prostate cancer bone metastasis. Furthermore, conditioned medium
containing HOXA11-AS secreted from PC3 cells could induce the expression of CCL2 and IBSP in Sa0S2
osteoblastic cells. These results suggest that prostate cancer HOXA11-AS and HOXB13 promote
metastasis by regulation of CCL2/CCR2 and integrin signals in autocrine and paracrine manners.
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HOAF NI (5-mC) #t FrF XA F/LE (5-hmC) (2 HL3 % Ten-eleven translocation-2
(TET2) 2MILEOEAEE & LCRIES L, 7> Fa s v T8 X5 miR-22, miR-29a/b
28 TET2 /0 L CHINIRDA A DS ) AZEfbz bbb T 22 onc L
(Takayama#, Misawa# et al. Nat Commun, 2015, #co-first author) (Fig.1), ¥{(Z, RNA > —7 x>
ARHTICZ L O 7> a7 TRENZENT 5 IncRNA ZHEHE L, FE L 10 FEOT >~
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2016; Misawa et al. Cancer Sci, 2016)

2. WFIEDO B

T E TEZ < OBFFETHINLARS AFIIBIC 1T D neRNA DFENT M Thh T & 728, i
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microRNASs in cancer, 2012), FFlZ, ARRIGHIEDN R THRPMO TAR TH L EE LT
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LT VCaP TEE L TWAEMLRTFZ M LT, HRHbEH L TWHEMRTON, FRZ
HOX 7 7 A X —HEOBLETDEIE SN2, 2, HOXALI-AS |E LNCaP &btz LT
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YINVOHT LD . TS OBE XA THICEE LRI RS A TRWREBLAZ R LT,
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