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apoE-HDLEEA: /e id, MOEBEICL VT A v 7 ) 7 HENER T 2F6R-11C L % 4 —
N7V T 7 ) RIS K VR ESND Z &2 /R LTz, 7A M7 U7 TIEFGF-10OHIE I
L I L RATF I — L OARRICIIMEK/ERK,  apoE-HDL DMK PNERIDE & 45 WA Z IXPI3K/Akt THILE NS
Z B AV, apoEDHREARMEIZ X S SN OIERIBER DB G N RBR S D, AR TIZ, 7 A b
YA MZEIT HFCF-11C X % apoEi s 7 DO il fEERE 12 DT, FGF-11%, LXRFEEL ) OLXR 1igand
HEERIZE T, apobEBAFHETDH Z &ML,

WFZEp B OMEEE (J53L) : We investigated the mechanism for FGF-1 to upregulate apoE
transcription. FGF-1 was shown to enhance apoE transcription through the increase of
interaction of the liver X receptor (LXR) a, a nuclear receptor for oxysterol being
involved in sterol homeostasis, with a conserved direct repeat 4 (DR4) sequence in LXR
response element (LXRE) present in the apoFE promoter. This reaction was mediated by the
increase of LXRa expression and by the production of its ligand.
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DR4 and Its Mutation

-450 AGAGTTCACC GTGGCAGAGG AATCACTACA
ttaa

-420 CTACAGAGGG GCCAGGGCTA AAACACAGTT

-390 TTCATCCCAG AAGCTGAGCC TCTTAACAGA

-360 TAGAGCCCCC CACCTATTTC CATTTAAGCC

-330 TCCAGCCCTT
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(The results of the reporter gene assays to
identify the element responsible for
activation by FGF-1 in the apoE promoter or
in the heterologous TK promoter that
contains 4X DR4s.)
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(The effects of FGF-1 to increase
cholesterol biosynthesis and production of
25-hydroxycholesterol )
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(The effect of inhibitors for FGFR1, the
MEK/ERK pathway, and the PI3K/Akt pathway
on the reactions induced by 50 ng/ml
FGF-1.)
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to increase production of apoE-HDL in rat
astrocytes. )
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