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WFTER R OBEEE (Fn30) : HMGAla I DNA 5 G VEER B RAEIA 7 Ch D 23, BLAIRF A RNA FE AP
AT TA T THERT- & L TOREELZ O, & OFREA RNA 558U 2 R I EE ) EE T
ERBLIZEZA, HEICEHDLI A ba U2 KK (ERa) BB 1725 & LTHROMN- 7,
ERa =7 V2 1D5 AT T A ZENLD 33 HIHAF EFEICH D RNAELFIZ HMGALa 23f&E & L  MCF-7
HIEEHIIZIB T ERa DT A V7 +—2LTh 5 ER o 46 mRNA DFEEL 23538 L 7~ HMGAla @ RNA
fEAAEMETS [B8L D] RNA X ER w46 mRNA DR AHE L=, ERa 2 ¥ 1 ® HMGAla @
RNA FEBEALIL, 185" A7 T4 AEALICHEE L TR0, B X7 A AFITHEAT 51X
97D UlsnRNP 73 HMGAla IZ X W 4 5° A7 T A4 ZAEALICHifE ST LEW, E#H S X754 2
ERALOFEREIEINZ LV ERa =7 Y U 1 BRSb, IR A 7T A 2 712 K 5 ER a 46 mRNA (D3 H,
\ZD72 3% Z & AFEM L=, HMGAla @ RNA #5& ZFHET 5 T8 L D RNAIC K D ERa 46 71 Y/
T —LNEADOFRBEB AR L, [IBL 0] RNA O EIH MCF-7 Mfakkix, JPEHfEH, — X
faZo Xy MEOIALX— R0 XM LT & 2 A, BHEMIEO S EEHE S e S
NI ERad46 7 A YV 7+ — AL, BEFRa DT A a7 U EEMEAET A Z ERNmb5n TN
B, AE, HMGAla @ RNA fEE % HETS T3E V] RNA S, ERad6 74 YV 7 +— L&D &
. MCF-7 fiiffmd = A b 7 nBME 2k d#E LI FE R, ERa BtEslmiiao = 2 ko 7 K
PIES DO L AOHIZ SRR Db D EEZ D,

WFZER RO EE  (J30) : HMGAla, known as a DNA-binding transcription factor, was found
to induce alternative splicing through novel sequence-specific RNA-binding. We found an
HMGAla RNA-binding site in Estrogen Receptor alpha (ER«) pre—mRNA. HMGAla binds an RNA
sequence 33 nucleotides upstream the 5° splice site of ERa exon 1. Interestingly, HMGAla
induces ER a 46 isoform mRNA expression by exon skipping of ERa exon 1, and an RNA decoy
of the HMGAla RNA binding site inhibits ER o 46 isoform mRNA expression in cultured MCF-7
mammary carcinoma cells. The HMGAla RNA binding site in ERa exon 1 is located adjacently
upstream a pseudo 5~ splice site. Thus, HMGAla traps Ul snRNP to this upstream 5’ splice
site and leads to dysfunction of the authentic 5’ splice site of ERa exon 1. In this
way, exon skipping is induced and consequent expression of ERa 46 isoform is achieved
through alternative splicing. Confirming the decrease of ERa 46 protein expression in
MCF-7 cells expressing the RNA decoy of HMGAla RNA binding site, a stable transfectant
of MCF-7 cells was established. This stable transfectant was implanted subcutaneously
to ovarectomized nude mice with estrogen pellet, resulting in attenuated growth of the
implanted cells. Since ERa 46 isoform protein is known to inhibit the estrogen response
of full length ER«, the findings shown here “an RNA decoy of HMGAla improves estrogen
response of MCF-7 cells by regulating alternative splicing of ERa” will give us a clue
in deciphering the mechanism of estrogen resistance in ERa positive mammary carcinoma.
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