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Abstract

The activity of hepatic 3-hydroxy-3-methylglutaryl-CoA (HMG-CoA) reductase and
7a-hydroxylase, which are the enzymes controlling the rate of hepatic synthesis respe-
ctively, in the cholesterol and bile acids were studied in mice receiving ursodesoxycholic
acid (0.5% of the diet)for 10days and in the microsomal fraction containing 10~*M urso-
desoxycholic acid in vitro.

Both the activities of HMG-CoA reductase and cholesterol 7a-hydroxylase were
reduced in vivo and in vitro.

On the basis these findings, it is suggested that the decreased rate of cholesterol
synthesis and cholesterol degradation to bile acid may play a significant role in the

elimination of cholesterol in the serum and liver after ursodesoxycholic acid feeding.
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#: ICR-JCL + A< A W, invivo
EEETIZ0.5%UDCA A+ ) = v & VEET10
HREEIE L 7=, in vitro EER TO UDCA {RINE
BT, E¥~ Y AF2HVA, 83T T
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1. HMG-CoA reductase iﬁfi@iﬂﬂi7
HESZ0.8mé H12100mM V) ER4E &R pH7. 4,
3 mM MgCl,, 3mM NADP, 10mM glucose-6-

phosphate, 2 B[ glucose-6-phosphate de-
hydrogenase, 50mM3ZTTL7 V¥ F4 ~, 0.2m
MR, S- (3-"C)-HMG-CoA, v4{ 7uv/— A
EH0.1—0.3mg ¥ & &, WERIFIIT, 305
W% IONHCI0. Iml 202 RIG & 1k, AR
ELT3mghx"avgs5 7 by aiMilk, 2
Ni20.5ml DALY 7 — )b, Na,SO,1g%hN
Z, 2ml® diethyl ether T4 [al4 1 U &
N, FCE#EL, 7 M VIZA»L, 20—
BEVUATNVGHEBTL - MIARy ML,
T hy—~Nry¥r(1:1) CEME, 2,7—di-
chlorofluorescein # A 7L — L %4+ 42(366 nm)
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ZOEHEROVMY K Y FL =23 A
vy —THRETRERRIE L 72,
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HMG-CoA reductase {1, pmol/ZE Hmg
/B THFEHLLE MBIEEHRL -~v{70 ) — 4
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2. 7Te-hydroxylase &M DRI

Van Cantfort 58) DFHEIZEE L TIT W, $XT
KEHES TIT- 70 HIESRL OmdF 2 4mM Mg
Cl,, 2mMNADP, 20mM glucose-6-phosphate,
3 H{I glucose-6-phosphate dehydrogenase,
20mM cysteaminum chloride, ¥4 70/ —A
ZH[0.1—0.4mg, 100mM ') » EEiEME#E pHY. 4,
0.1CiaL A5 19— )L —4—"C (56mci/mmol)
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TEREIL, 7uuaik s x4 /=212
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sterol ¥ & Uf 78-hydroxycholesterol, choles-
terol # R 430 ug [B—HFTIZAR Yy b L1z, 7
L—bME5CT—F L TRM, RE%3.5%
phosphomolybdi;: acid-x %/ — VBT AT L
— L80C mEigEIIZ AN, BB SE/-, RIfEIX
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Table1. Effect of 107*M ursodesoxycholic
acid on HMG-CoA reductase and
7a-hydroxylase activity in mice liver
microsome in vitro.

Group }:Zﬁ;gsoﬁ 7a-hydroxylase
Control 93.5%5.4* 13.2+0.41
72.3%4.1 11.6-+0.40
Treated (_23%) (_12%)
P (0.02 (0.05

*N=5, M=*SE, pmol/mg protein/min
UDCA @ HMG—CoA reductase 1Zxt351E
IOV T Carulli 5 137 v | T 5% UDCA
hgAEC 1 EMEE $ 5 L iEMEITEMmL, BA

Table 2.Effect of 0.5% ursodesoxycholic acid
of the diet on HMG—CoA reductase
and 7ae-hydroxylase activity in mice
liver microsome in vivo.

Group ljlt\e/ilgc_tgsoeA 7 a-hydroxylase
Control 127.0+7.62* 11.2+0.43
78.7+4 .87 9.51+0.41
Treated (—38%) (~15%) .
P {0.001 (0.05

*N=5, MxSE, pmol/mg protein/min
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