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WFZER RO (Fis0) : IRVFEE—FGF 212 X 2 BT IEE AT O ot o 7-o, 1
HERIZ X 2105 FGF15/19 OB O & FGF15/19 O AFIgs EHRE O FE D 2 >0
JFT D BFENT 235056 L7z, MBI IC X B IR 2 Wi & 5 LRl FGF15 ELMK T
LT, FIROMBHEEA A TTHEE LTz, FGF19 B\ {s 137 v —& —fEikc O FXR IGEH
WAEH L, 200 0MEEkE N U CHHERIZE D MR EFE SN ENRAL N E o7,
EERHETET LD Fxr K~ 7 22 FGF19 # #5925 LT E, ) 7V &
U RL~ULME TR L7,

MR OB EE (F30) : We studied on the bile acid-mediated regulation of ileal FGF15/19 expression
and FGF15/19-mediated regulation of hepatic lipid metabolism. The suppression of
enterobacteria-mediated bile acid conversion decreased ileal FGF15 levels resulting in the elevation of
hepatic bile acid synthesis. Multiple FXR responsive elements that are involved in the bile
acid-mediated transcriptional activation of FGF19 gene were found in the promoter region. FGF19
treatment decreased hepatic triglyceride and free fatty acid levels in Fxr-null mice.
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£1 FUEVILHANMEO— LB ST I ADHEILEERER

BB+ EEHE AR
Vehicle ABPC Untreatment cA
Primary bile acid (umol)
BMCA 0.32:0.32 N.D. 040008  0.02+0.02"
TEMCA 343157  6.63:060" 3401104 040022"
UDCA N.D. N.D. N.D. N.D.
TUDCA 0.10 £ 0.07 0.32+£0.03" 0.14 £ 0.06 0.06 +0.02°
CA 0.54 +0.46 N.D. 0.64 £ 0.30 1.14+£1.02
TCA 3.05+0.86 5.39+ 042" 3204£0.50 12.38+3.98"
CDCA 001001  0.01£0.01 N.D. N.D.
TCDCA 0.04 +0.03 0.17 £0.04™ 0.02 £ 0.02 N.D.
Total 749187 125095 7.80:1.82  14.00£4.78
Secondary bile acid
DCA 0.04+0.06 N.D 002:002  0.24:038
TDCA 0.21£0.09 N.D 006002 396:126™
LCA N.D. N.D N.D. N.D.
TLCA N.D. N.D N.D. N.D.
Total 0.26:£0.09 N.D. 008002  4.181.14™
Total bile acid 7744181 125+ 095" 7.88+1.80 18.20 + 5.86"

Data are shown as mean £ 5.0. (n = 4-5). N.D. represents <0.01 umol. Signiicant difierences from the
vehicle-treated group are expressed with an asterisk (*, p < 0.05; **, p < 0.01; *** p < 0.001).
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Fxr-null Wild-type
(ug/kg/day) 0 4 400 0
Liver weight (g) 127+024 126:012 1.33:0.19 1.05 = 0.06
Body weight (g) 197086 19.3:044 1932042 20.6 = 0.66
Liver /body weight 646119 650+053 6.84:0.92 5.12x0.21
ratio (%)

ALT (lUIL) 827=487 815:318 242=z73 19.12 0.3
ALP (IUIL) 151.4=67.1 958=:209  90.6=21.1 68.7 + 7.7

Mice received vehicle or FGF19 (4 ug and 400 pg/kg/day) for 3 consecutive days through
tail vein injection. Livers were dissected 6 h after the last injection. Data are shown as the
mean = S.D. (n = 5-8). The significant differences were assessed by Dunnett’s test (*, p <
0.05 vs corresponding control mice) or Student’s r-test (##, p <0.01; ###, p <0.001 vs
vehicle-treated Fxr-null mice).
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