Effects of Melinamide and Cholestryamine on
Low Density Lipoprotein Metabolism in
Cholesterol-fed Rabbits
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205%, SEOKE, & Chol BB RRCIHEETHTH2 AV F S FRUILAFT I VERL
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i2#-LDL R U"**I-methyl LDL % FIEHZEHEL, in vivo TREMA%E/7 2 LDL R 2R L7, &K
BOREHRENT 2 LDLIMYAASHEL L. Belicon i, il ®E L, B2 LDL 0D
BHANOREREHE L7z, & Chol REIFRRD N— 5 BIELLE Y KEE (8-very low density lipo-
protein, EI'F 4-VLDL &) i3 & Chol REIH 6 8% & THINL, ThAILLE Y K% & (intermediate density
lipoprotein, LA IDL &%) O LDL i3 2 ~ 4 @& . o#mL, Lk plateau JKEEIZ 2 o 72, AV F I R
EUVavAF7 2 #5125 0 & Chol BFHERRD A-VLDL,IDL kv LDL LF 34 2 1, KBRS
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density lipoprotein catabolism, hepatic EDTA-sensitive binding
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Abbreviations: ACAT, acyl CoA : cholesterol acyltransferase; ACR, absolute catabolic
rate; Chol, cholesterol ; EDTA, ethylenediamine tetraacetate; FCR, fractional catabolic
rate; HDL, high density lipoprotein ; IDL, intermediate density lipoprotein; LDL, low
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density lipoprotein ; TCA, trichloro-acetic acid; TG, triglyceride ; VLDL, very low density
lipoprotein ; WHHL, Watanabe heritable hyperlipidemic rabbit.




EE{ET#( low density lipoprotein {4381z FIg v & 709

5. KEINRIATE(L R OB EFAMET

6:BREMAE L, LDL ORBIERSE, KEREGD H
L, BEAFANCYIBRR, SMECESEREEL -, KRR
1 10%H ALY > T 24 EBEEE# Sudan VT
Bl 722, WIRELEE 2 ¥ v/ — 5 E THER,
75z A—F —CTEHEEHEL, KEBReECLED 2
HEXFEAETRDL LS, EYOHR%, & Chol &
HEFREHEL T, WRELEOERORIETE
Bl SHCEESNERA % 4um OE S 124]
9, Collagen-Van Gieson iz TH&#» e L,
B, NERUHEOEE Fh FN OB Tl
®afL 7z,

6. In vivo @ LDL R # =5

BEHE S — FORRBAOIMD AL EH 128, &
B2HA L D ERPIZHITT0.1g/1 KI 28REKiz
Matz. #7510 £Ci D¥I-LDL (FLiEHE 300~400 cpm/
ng LDL) &#710 4Ci ®'*I.methyl LDL (tLiE
300~400 cpm/ng LDL) 2 E#IkL h k8t L7, 20
5ARICHMENE L VRIRL, 05& Lk, LBIE
HREDRMIC 1 ~ 2 ml OME £ L 72, 5118 5
FEICHRM U - MR OSSN & 0 255 < Mg
ERHEE L BIRUSIOmEMkti@m Ly
Matthews D 2 77— & F AN L D (RBSS 2 —
F—2EH U,

7. LDL R0 methyl LDL O#fE# K OIS~ 0 By
UEUEN

LROEBRD BB ORME, RHERY bLE
- 45me/kg T THEER:, PR & D 500ml o
0.15M NaCl, 0.0001 M CaClLizT#RmL, SERL
OBim, BEEE RO B L, BEBOT 9 DRt
EHEHE Lz, EBE TROMMETO apol. DL £ &
D¥LLDL K& UF*%I.methyl LDL o £, HHEERD

(2000~8000 cpm/mg LDL), &%~ LDL K1t
methyl LDL OEY A48 %K 7. In vitro Dkl
&0 methyl LDL DELY 3A528 LDL S84k % /& iz
VIRDRBETHS 2 L #FERL T 30T, LDL Ot
k&5 5 methyl LDL OELD AA A2 L3
T{E% LDL BB %N 2 BRNID AL & L7,
FEBRSADI D AR 1g 472 ) DIEBED A
PRIBBREROR L DR L

8. FittEsS o @

In vivo RBICHER L 2 WRBOM % &% 42
LT, Kovanen 5 @ 75 %2z T 43 & (8,000xg
~100,000x g D) EFREL, WSE<L Y b g -
WCIHMEL 72, HBRLA, BAE~L v b % BERE
A 20mM NaCl, 0.62 mM CaCl,, 20 mM Tris-HCl,
PHB.0) ieEEEBL, 254 — vikststic T 107

Tyvvatk 20ME2EY =r—L, BERA T
WOmg/m Dy 7Bk 2L5ERLERL
7z,

9. ".LDL OIS E & Dkt S5=E

REix Kovanen & D FHEIZHE UfFoiz, +4b
b EDTA Xix 3485 LDL O &8 4&ET T, 100 ug DFF
ey %2 L KRPWEOSLLDL BEL 80 ul DFE
&¥ B (20 mM NaCl, 0.63 mM CaCl,, 50 mM Tris-
HCl, 20mg 7 v &7 A~ 7 > /ml, pH8.0) % 3 7
07 a—YFa—TZ AN, KAKBET0°CE0 S A
YFaX—| L, EFEASLLDL % Beckman 42.2
Tim—2 -1z T 4°C100,000x g 2 THEE 018, LB
ZRIIL, BREY YME2 ANEEGEL L, R
DBRMEE S DEL, BROE, BILSEO RS
ZHEL 72, Kita 5 DIRESD & 31z, EDTA B2
& EDTA Oz LWRRETORSEH 5, EDTA®
FETHREBTCORAELVWR L L, EDTA B
MREE 1 EDTA OFET 2 RETORESED & JEE
BLDL OFLET 2 RECOREEZE L W8
U7z, EDTA BRSO MRBEER (Kd) R URAHE
&8 Scatchard 322 & Dk -,

10. % O BIE K UHEET2E RO %

Chol, MV 2V &) K (triglyceride, I TG & #%)
BEERETRIE L7, & 208213 Lowry B2 THIE
L7,

BURE B O #% 5t % 89 B 47 4 paired & U unpaired
Student’s t-test i & D #F5 7z,

)24 #

1. MEY REALEOEL

ERRAERR(EERE) (0=5), 1%Chol &%
BIEERRE (Chol 88) (n=4), 1%Chol BHAL
500mg/HDRA Y+ 3 FIRERA(A Y F3 FE) (n=
5)RU1%Chol BRAL 2g/ADILRF S 3 Vi
EFR (AVAFZIVE) n=4) O 4BIIOWT
MERVY) REH Chol, TG % 6 Blzb? b HIEL 7

(K1, 1), M# Chol iz Chol BEETI3 8% g
L, 6 BRBICERE LR/, XUFs FEETIZ 4:B%
ETEEBMU I, MUBEFLL, avrFs sy
TR 2EREEMINL 2 2LBETFT L. &80
TCR—ME2ROWTEELZELERES Ehote,
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Fig.1. Changes of serum and lipoprotein cholesterol levels in control chow-fed rabbits(®),
cholesterol-fed rabbits (@), cholesterol-fed rabbits with 500 mg/day of melinamide (&),
and cholesterol-fed rabbits with 2 g/day of cholestyramine ().
Table 1. Changes of serum and lipoprotein cholesterol level in control chow-fed rabbits(n = 5).
cholesterol-fed rabbits (n=4), cholesterol-fed rabbits with 500 mg/day melinamide (n=5)
and cholesterol-fed rabbits with 2g/day cholestyramine (n=4).
Total Cholesterol {mg/dl) LDL-Cholesterol (mg/d!)
0 2W AW 6w 0 2W 4\ 6W
Control 79%1 51 1% 7217 7617 Control 1944 1240 26112 19 F5**
Chol-fed 8213 1089%70 1685+ 131 2130+ 143 Chol-fed 187 41425 102146 27017
Chol-fed Chnliud
melinamide 6816 159+ 74 163+38™*  141+13°**  melinamide 1243 76L44%°° 8912t S3p0t
Chol-fed Chol-fed
cholestyramine ~ 77£7 15474 545" 62+21**  cholestyramine 1512  90£507 19yt 295
VLDL-Cholesterol (mg/dl) HDL-Cholestero! (mg/dl)
1} 2w 4W 6\ 0 2W 4W 6W
Control 7.5t1.5 5.5%0.5* 2.0t0" 8.0%£2.1°** Control 262 24+0 3112 3245
Chol-fed 5.0£0.7 251%1) 6031135 893+ 148 Chol-fed 3342 3214 SMET SRLH
Chol-fed Chol-fed
melinamide 8.2%2.1 1715 14£4° L2 melinamide 30%3 25%2 J0£5° 2943
Chol-fed Chnl-_{ed
cholestyramine 6.5+1.5 126" 104 5.3%2.8* cholestyramine 44+7 225 154 VR Ml
IDL-Cholesterol (mg/di) Triglyceride (mg/dl)
0 2W 4W 6W 0 2W 4w 6W
Control 6.0£0 3.0£0° 1.0x0%* 5.2%1.6** Control 111£9 895 82%8 714
Chol-fed 4.0£0.6 2699 41847 431+77*  Chol-fed 98+£27 12219 20981 129%13
Chol-fed Chol-fed
melinamide 4.2%1.2 2113 13£6** 11£2e melinamide 91%24 112x14 11615 97+ 16
ChoLfEd Chol-fed
cholestyramine 4.0%0.6  15+9"*  4.3£1.8™" 3.0%1.8*" cholestyramine 7724 72+3°  120£29 53£10"

* Significantly different from cholesterol-fed rabbits (p<0.05)
** Significantly different from cholesterol-fed rabbits (p<0.01)
*** Significantly different from cholesterol-fed rabbits (p<0.001)

Values are mean:SED.
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9, Chol &8¢ VLDL D3 X1z -VLDL O#EAN
213 eZZ 50t IDL-Chol i¥ Chol REETIE, 2
B, ABEEIUZY, 63BRIZE LA CHEINE T,

18#%10131F plateau IREEWEL Tadz, AUF I P
220 IDL-Chol i VLDL-Chol t RIS DB & % R L
7. AVAF T2 O IDL-Chol bRBDOH & TH

il

CONTROL CHOL~FED

CHOL~FED cuo*gwpgn Sl
MELINAMIDE  CHOLESTYLAMI
'Fig. 2. Sudan stained endothelial surface of rabbit

aortas from control chow-fed rabbits, cholesterol-

fed rabbits, cholesterol-fed rabbits with melina-
mide, and cholesterol-fed rabbits with cholestyra-
mine.

D, BChol REFL LT 2 L ZE L K{ET L%, LDL-
Chol (& Chol &# T2 2 8% plateau i L, 638

Table 2. Atheromatous lesions of thoracic aortas
from control chow-fed rabbits (n=3),
cholesterol-fed rabbits (n=2), choleste-
rol-fed rabbits with melinamide (n=2),
and cholesterol-fed rabbits with choles-
tyramimine (n=3)

Intimal surface with Reduction
Sudan-positive lesion (%) by drugs(%)
Range
Control 0.37 (0-1.1) -
Chol-fed 27.00 (18.3-35.7) -
Chol-fed
Meli:amide 2.35 (0.9-3.8) 91.3
Chol-fed
Cholg—styramime 1.50 (1.1—2.1) 94.4

Areas of stained atheromatous lesions are ex-
pressed as % of total surface of thoracic aortas.
The differance between area of stained lesions
from drug-treated rabbits and cholesterol-fed
rabbits is divided by area of stained lesion from
cholesterol-fed rabbits. This ratio is exprssed as
reduction by drugs.

RS R T .o

Fig.3. Histological cross-sections of aortic arches from control chow-fed rabbits (a), cholesterol-fed

rabbits (b), cholesterol-fed rabbits with melinamide (c), and cholesterol-fed rabbits with

cholestyramine (d).
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BUTEDLABEERTLURZ., AV + 3 FEEOLDL-
Chol 13 45B% = TIEIL 7223, 6:BRICIIBEETL
Fr. AVAFTICETR2ERICERLZN, R
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2 . KREWRBERTELRDOZEAL
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AXTEDENELoT, T2 A—F -k ZERH
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91%, 9M4%BDWFRFELOBMP T S (F2).
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FEICHET 2 £, EERFCHAREREZRD 2V
2K(X3a),Chol BEETRABK 7 7 u—LHEE%:
2, BEICEAEERRSERE DT 55
WoeNnz(@3b), AVUF I FETIAKORERR
LTEBLTHY (M3 c), TIVAFT S VETIAED
EERFEDs o7z (K3 d).
3. In vivo I28J 2 LDL
RYFIRRVPIVAFS D Chol ETEMIC
B3 LDLEZAKORE 2HS»ICT HENT, 4
1z DWW Tin vivo 2B 5 LDLREEER2{T-72
(B 5). B4 CEBRIZHER L 7% LDL & Uf methyl
LDL O#R MM & 2 3R 2R L /2. Methyl
LDL 04 f2E 1 LDL ©#)1/8 TH D, methyl-LDL
X IDLZBEENSIRVAAIRY Y v BROAHTH
DRAENWAEENDE LEZbNT, B KBRIBY
2L DL Kk U*[-methyl LDL oIkt z R
L, ZOfiEroBonRE AT A—F—2R3IC
w7z,
Zosike N7 5 LDL RE L #EHK 2N &% LDL
REtofE3#b 3 LDL O fractional catabolic rate
(LIF FCR & B) 12, Chol B TRIEREHD 4%
WAETF L7z, & Chol 812 & » T{ET L7z LDL &
AVFERFRVIVAFI I VIZL>TERBFD
58%, T8% 3L 72, B&MEE M & 40w LDL A=
#b % methyl LDL @ FCR 2 i3 4 H#ETEELEL
R ol BEKENTS LDLRBERLT
LDL ® FCR %5 methyl LDL @ FCR #2 L 35|z
{#ix Chol BH, AVUF S REE, aVRAF T I VEETHR
BRIEEERD 12%, 40%, 68%ThH - 72, & Chol B
WEoTELETLLRERENT 2 LDL R#H 2
AVFIFRPIVRFF S IZT 244%, 489%3EM
L7z, # LDL 3z xd 3 2 254 % N U7z LDL &3

©
]
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I'Lipoprotein, pg protein/ml

Fig.4. Degradations of '*I-LDL (@) and '»[
methyl LDL (o) by rabbit fibroblasts. Each
point represents the average of duplicate incuba-
tions.

OEIERIER AR, Chol BF, AV 7 I FERUIL
A+ T I UBTER, 40%, 11%, 28%, 36%THY,
AVF IR, aVvARF T VEEIL > TREEEN
7% LDL RBOBEHHZ Tl (E3).

¥ absolute catabolic rate (AT ACR & 8) i3 Chol
ARTRLEL, AVFIFE, avAFTIUE,
FEARBOIRCE L. EEEZN T 2 ACRY
LDL @ FCR PR %RL, 2 VAFT IVl
TRLEL, EEREE, AV 3 FE, Chol BF0OE
CAETF L2, BEEZbof, BREZNSRL
ACR B2 EE%ENT % ACR L IZHOERTHY, Il
1 LDL OB WEELSEINL Tz (8 3).

4. [M% apoLDL {H & apoLDL O R#RUEH L
DBk

ERhD ) REBEARESERREBLELD L,
apoLDL @ ACR it apoLDL O A& 2 &Kb T L ¥
Z 6552 SEOEE L LT apoLDL O ACR %,
RBOEE L L TapolLDL® FCR % £ -7, Mm%
apolDL #/E r OB 2ME T2 &, H6DLIK,
ACR &3 r=0.767, p<0.001 TIEDHERE, FCR &id
r=—0.664, p<0.01 TEODHEMMESNT.

5. #&HgEs0 LDL B D A&

Y OEEA in vivo TO LDL RBEE THD 1L
7 LDLRBMEFRITE->T VL2 ERET 2EN
T, SHBRUVEEO LDLER D AAERILL
Methyl LDL QER D iAH % ZEEE NS 7 WERLD AB
¥ LC,LDL ®EL Y iA&H» & methyl LDL O ikH
RE LB EERERENT BEDAS L L THE
U7, g #%7 0 CI B, i, AT, QMBI
BanEmor (D7), BEEENT DM BAEE
l#38 X b Chol RBTETL, AU F L FEf, 2V AT
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Fig.5. Disappearances of plasma radioactivity after intravenous injection of *I.LDL
and '*I-methyl LDL in control chow-fed rabbits (®,0), cholesterol-fed rabbits (¢,0),

cholesterol-fed rabbits with melinamide (A,4A), and cholesterol-fed rabbits with
cholestyramine (= ,0).
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Table 3. Kinetic data for LDL and methyl LDL turnover in control chow-fed rabbits, cholesterol-fed rabbits,
cholesterol-fed rabbits with melinamide and cholesterol-fed rabbits with cholestyramine.

Rabi Weight Cl;s,_lnr:i ApoLDL FISR, pools/day ACR of ApoLDL, mg/kg/day
kg mg/dl Total eceptor- Receptor- Total Receptor-  Receptor-
ml Independent Dependent Independent Dependent
Control
Exp. 1 104 2.22 99 0.31 1.57 0.70 0.87 21.7 9.7 12.1
105 2.36 106 0.44 1.16 0.95 0.21 22.8 18.8 4.0
Exp. 2 1 2.18 104 0.20 2.70 1.28 1.42 26.0 12.3 13.7
2 2.30 119 0.35 1.69 1.43 0.26 30.9 26.1 4.7
3 2.44 132 0.18 2.49 1.38 1.11 24.5 13.6 10.9
Mean+SE  2.30+0.05 1126 0.30£0.05 1.9240.20 1.15%0.14 0.77+0.24 25.2%1.6 16.1£2.3 9.1+2.0
Chol-fed
Exp. 1 107 2.42 95 1.95 0.58 0.47 0.11 44.6 36.1 8.5
108 2.40 108 1.61 0.49 0.41 0.08 35.5 30.0 5.5
Exp. 2 202 2.52 82 1.72 1.22 1.16 0.06 68.3 64.9 3.4
203 2.44 96 1.40 1.06 0.96 0.10 58.2 52.7 5.5
Mean+SE 2.45%0.03 955 1.67x0.11 0.84%0.18 0.75%0.18 0.09%0.01 51.7%+7.2 45.,9%£7.9 5.7+1.0
Chol-fed + Melinamide
Exp. 1 109 2.12 81 1.04 0.90 0.57 0.33 35.7 22.6 13.1
110 2.04 103 0.45 0.87 0.61 0.26 19.8 14.0 5.9
111 2.10 96 0.79 0.93 0.79 0.14 33.4 28.4 5.0
Exp. 2 206 2.36 103 0.44 1.78 1.13 0.65 34.7 22.0 12.7
208 2.46 104 1.04 1.14 0.99 0.15 50.0 43.5 6.5

Mean+SE 2.22%0,

Chol-fed +Cholestyramine

Exp. 1 112
13
Exp. 2 210
211

1.62
1.90
2.48
2.64

08 974 0.75%0

104 0.25
106 0.20
96 0.80
162 0.32

Mean*SE 2.16%0.24 117+15 0.39%0

3 na2xo

1.30
1.26
1.60
LT 1.81
14 1.49%0

.17 0.82%£0.11 0.31%£0.09 34.7+4.8 26.1£4.9 8.6+1.8

0.72 0.58 20.6 11.4 9.2
0.91 0.35 13.7 9.9 3.8
1.09 0.51 49.7 33.8 15.8
1.15 0.66 35.7 22.7 13.0

A3 0.97%£0.10 0.53+0.07 29.9%8.0 19.5%5.6 10.5%2.6

- Signiﬁcantly different from cholesterol-fed rabbits (p < 0.05)
o S!gniﬁcantly different from cholesterol-fed rabbits (p<0.01)
*+** Significantly different from cholesterol-fed rabbits (p < (.001)
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Fig.6. The relationships between FCR, synthetic rate for apoLDL and plasma apoLDL
concentrations in control chow-fed rabbits (®), cholesterol-fed rabbits (), cholesterol-fed
rabbits with melinamide (A), and cholesterol-fed rabbits with cholestyramine (®).
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Fig.7. “L.LDL and '*I- methyl LDLuptake per gram wet tissues from control chow-fed
rabbits, cholesterol-fed rabbist, cholesterol-fed rabbits with melinamide, and cholesterol-

fed rabbits with cholestyramine.

Receptor-mediated LDL uptake is calculated as the difference between *'I-LDL uptake

and '**I-methyl LDL uptake.

*Significantly different from cholesterol-fed rabbits (p<0.05)
**Significantly different from cholesterol-fed rabbits (p<0.02)
***Significantly different from cholesterol-fed rabbits (p<0.01)
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Fig.8. "™I.LDL and '*I-methyl LDL uptake by organs from control chow-fed rabbits,
cholesterol-fed rabbits, cholesterol-fed rabbits with melinamide, and cholesterol-fed
rabbits with cholestyramine.

Receptor-mediated LDL uptake is calculated as the difference between *1.-LDL uptake
and **I-methyl LDL uptake.
*Significantly different from cholesterol-fed rabbits (p<0.05)
**Significantly different from cholesterol-fed rabbits (p<0.02)
***Significantly different from cholesterol-fed rabbits (p<0.01)
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Fig.9. Binding of "S.LDL to liver membranes from a control chow-fed rabbit, a
cholesterol-fed rabbit, and a cholesterol-fed rabbit treated with melinamide.
Each assay tube contained 100 4g of membrane protein and the indicated concentration
of ***]-LDL (493 cpm/ng protein) in the absence (®, 8 ,4) or presence of either 5 mM EDTA
(0,8,4) or unlabelled rabbit LDL at 1 mg/ml (0,0,A).
Values represent the mean of two assays on a single set of membrane preparations.
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Abstract

It has been known that the low density lipoprotein (LDL) receptors, especially hepatic LDL
receptors play an important role in regulating serum cholesterol levels. This study deals with the
effects of decreased intestinal cholesterol absorption by melinamide, and increased hepatic
cholesterol excretion by cholestyramine, on the receptor-mediated LDL catabolism and hepatic
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LDL receptor activity in cholesterol-fed rabbits. Control chow-fed rabbits (n=5), 1% cholesterol-
fed rabbits (n=4), 1% cholesterol-fed rabbits with melinamide (n=5), and 1% cholesterol-fed
rabbits with cholestyramine (n=4) were used in this study. When !*! |.LDL and!2 I-methyl
LDL were injected simultaneously into rabbits, kinetic parameters for LDL catabolism were
measured. Various tissues were removed from rabbits at the end of the turnover study and the
uptakes of **'I-LDL and '?®I-methyl LDL were measured. Binding of 125 -LDL to hepatic
membranes prepared from control chow-fed rabbits, cholesterol-fed rabbits, and cholesterol-fed
rabbits with melinamide was examined. In cholesterol-fed rabbits, f-very low density lipoprotein
(B-VLDL) increased with time over 6 weeks after cholesterol feeding while intermediate density
lipoprotein (IDL) and LDL levels increased with time and then reached a plateau state 2-4 weeks
after cholesterol feeding. Melinamide and cholestyramine prevented increases in serum choles-
terol, BVLDL, IDL, and LDL, and then inhibited the formation of atheromatous plaque in
cholesterol-fed rabbits by 91%, and 94%, respectively. LDL kinetic study showed that total
fractional catabolic rate (FCR) for LDL in cholesterol-fed rabbits was reduced by 56%. Melin-
amide and cholestyramine increased the reduced FCR for LDL in cholesterol-fed rabbits by 33%,
and 77% respectively. Receptor-dependent clearance of LDL in cholesterol-fed rabbits was
reduced by 88% when compared with control chow-fed rabbits. Cholesterol-fed rabbits treated
with melinamide and cholestyramine showed a 3.4 fold and a 5.4 fold increase of receptor -de-
pendent catabolism of LDL, compared with cholesterol-fed rabbits, respectively. Neither choles-
terol feeding nor the drugs significantly influenced the receptor-independent catabolism of LDL.
When the tissue uptakes of LDL in rabbits were examined, the adrenal gland was most active in
its uptake per gram weight, but, in terms of whole-organ, the liver was by far the major contrib-
utor to LDL clearance. The hepatic LDL uptake was greatly reduced by high-cholesterol diets.
These results demonstrated that the liver played an important role in regulating the LDL catabo-
lism. Binding of !25-LDL to hepatic membranes prepared from rabbit liver of control chow-
fed, cholesterol-fed and cholesterol-fed with melinamide, was studied. EDTA-sensitive binding
on liver membrane from a cholesterol-fed rabbit was abolished. Administration of melinamide
restored EDTA-sensitive binding by 29% of normal binding. Neither cholesterol feeding nor
melinamide affected the amounts of EDTA-resistant binding site. These results demonstrate that
both decreased intestinal cholesterol absorption by melinamide, and increased hepatic cholesterol
excretion by cholestyramine lower the serm cholesterol levels in cholesterol-fed rabbits by
promoting catabolism of plasma LDL, especially by increasing a hepatic EDTA-sensitive binding
of LDL, and then inhibit the atherosclerosis in cholesterol-fed rabbits.



