|

) <

The University of Osaka
Institutional Knowledge Archive

EICE ZEEEEYAREALMIL) : AL XAFO—/LiE
Title EEFEOMRS : ZIa—)IcLdaALZAFYILTR
T I)VERE B B IEMEDHIH]

Author(s) |F%, B—

Citation |KPrKZ, 1991, {Bt:m

Version Type|VoR

URL https://doi.org/10.11501/3058281

rights

Note

The University of Osaka Institutional Knowledge Archive : OUKA

https://ir. library. osaka-u. ac. jp/

The University of Osaka



N
FiH X
s L &)y R EQHQ (H DL ) — 3 v
HMmegRE o RS

Bt B3 8 vz e nve B ENwE
* ®E B E % oM & —
Marked "Redusction of Cholesteryl Bster
T ain, S¥f esr WP o) e inn. MA L BV TG J& ainidl SHEy ple mea 18D e

all ifip osp o tRe I8n eifivifa it Blo 18y d¥i sepreit stel Wl orw

Do s ilt ¥y I8 plo.pir oft ¢80 i IEn C N dn e SAIEe ahh anl

Drinkers
AR XZFEZ®HE_-AMZF HEZE
Siecomid "Deparfiaént af "linternall We @i ¢l we

Qs avk a8 Ukn i8v efr sii By oM eid e 281 S ¢Th oo X

¥ B N %
Hirano Jledli-Eech i
ke ¥ W0 68d 8
A8l %o Hko 1
High density lipoprotein
Lo W& die 1i¥s it v 151 pFo pir G5t €81 il

Gth ¢'] 6.8 the Ty 18 eus Be ™ for ansféer protein




e Aenrs

AL SE TR AP

S

29N

il

W

% i<

TS
Ik B
% B

Vo

N

B B A & b

i

M

S

D

T W
= k
< A
I e
& W

T i

B B

v

g

¥ %

i X .
it &
B P D
i &
K M
b v
A4
N5 B A
5 O
K" ¥
5 T
® H
& on
<

d &
# I

s » 8

A % B O & o~ o~ ¥ x B A & ¥

N

B

W

S C M B st

o

& R

S

WV

=&
T 3
Q]

o SO 15

T i’

H
%

N
g

A 8 A B O3 & A
SEN

N
e

&lt

EE = B B M

I

N

(. C- B T P9

TRIGLYCE -




RIDE-RICH YV ® & H & & T AR AR RZTEQS
. I FE Y HE 2 R LD LBEIIRBBWTHE R
## % H D L Ifl  © &« » 5 ¢ E T P K 8 ff » %
R&ho 20 &£ RHE & — B B H S »
g h e TVNEY K EFOHRREIK EDCETPR
#HE TR, HDL - C o #FHELE LRI I 5

¥ OB REMLAEE ) XFEHCTH 2 BELLEYXE
B (L DL) o BWHEBBBEELEYT 3 & & 9210

S0 S - R AV S L e CEORLCE REOBCRENTOHPTEHNHED

v

L R#H DB TS
Z ¥ 3% E xR

o,

FEaEBEBNRHE LK BWVWT

LT VLEs T & B HEE ST
W 3,

B X T ¥, @& HD L M i %2 & 72 L 7= &K &
o)V XFEABRBREFE 2 2 1278 - v ik
% % & o B # i B W T 4 L. T # B~ W 8
B i & 3 HDL - 2 v 235 ua— 2 FtRBE 2%
oo » e ¥ 3 & & b e, B KR BEALRE B G
5 BERZEEE T 3




v
H.B2 B2 W HD L EBUCFHAD (L-RC 100
e Ad BEZEY) L BLL 0200 el knosiE g G
¥ J — Nk B HE L. 8 o g A BB EX» @
B oM 5 Bl (&FE ®® 4 2 — 6 7T F ) ¥ B

»
B

2 T 2 =¥ P 5y T POERSE
@D

| o) P53 ¥
xR D B BH S - WLPHFERHKRE B’
| HTHBEZ oK R RE® KD - e B E
| B W T~ THARBET HmEELHRE =2
| 3 8 B 2B Wit b s ke 2 # 1. 2 [ o @
| R o st MEEl AL HBE® -, A TR
M Lh > o0@EEiE>W0WTHUTFToRREH%2GT -
oo F ey EH 1L TR KRE ZBHBML LRI

5 Bt L feo
M # ik 8 3. 8 £ &% H DL - C ik, ~ s
y ¥ A N vy AU BRE T EREHAB —x &
WM E. EHEER ZLOWRYE. U ¥ E B B

o B B O ®E D B Kk UL nondenaturing polyacr-
ylamide gradient gel B % % 8 % ( G G E ),

VIAC E'T PR oM R B 2 ¥ 2 F 80 W

-4-




- T
1.068 g/

* £ B,

e o SR EE R

B D> R »

%

m 1

Z

% & Lt H PL g% P

B To v £ EH S HEH %2

m#& 1 0 1 %2 W A, 37

5.

g ] o L\ F 7- — @D

X WE M 2 K » 3

# k. » B L, HTGLSH®IZH

13)‘:* )]

T

2 -0




R

Table 1 & i #l o M # g E. 7 * & 4 @ %
R 9o B oo 2 2 v+ & @, 170-291 mg/dlo
H.Pi/bh s CrBisr 1882184 rng/ o & T okl
E T b .4 2 F EE 8. T8 B85 0.F & =
B PLL € & R, 1 B D LT WwRE8E AN A
1 T i, Mg Hr oS KEBXEYRKK» F T F
WA KL B EHl 2 R U5 TR MABKEEZRD
fes

BoE O E R X 5L &Y KEHASE O
T R E BB YOSy Y F R A B
TABLBI 84 KR F Xy 5NN V20 THOVWERRTrHALD L
24 B © 3 v 2 F v o— v MN FHHIKES M E R L.
HDUL :BERBREK®F &E DS KX D» - fo

PIGURE 't &&¢ L D L % @ © 2-16% POLY-
ACRYLAMIDE GRADIENT GEL ELECTROPHORESIS
® % R o EH 1. 2. 3 T . H ZF 230A »
5 290A i » 3 THE A D v F B RS A FL
W polydispersity % 3 ®» o i #l 4 & 5 T

298 E P L BB — 0O 2«2 B b 68 95T B s




F . Kik @A & WHHDLBGBAL2HA KB
T 2 0 T84 8 X LT W &£,

FIGURE 2 C E T P & # %2 /& T L D L 25
polydispersity % /"R L & f£ # 1. - % T < B o
ETPI®EMHRIERTZEZEOOH 2 0 % B E i F W
R2 L TWwE LDL ¥ —7&% ->» ktEDbHoO
2 il TR CETPB®HRHBERBRETDODH 2 401 7T

5')7:0

i

TABLE 38 . o - ¥ %= R 3o i Bl 1
& 5 HTGLIE®BET L. &EBH 2 & 4
T, L P L &M MHEML TV I

FIGURE 3 i€ — » A M o BE M I TH -» &
iE Bl © X & B ®& T o C ETPIiE MW KRTHTDL
- C 273" %, Z2H kBT EBEEK CETP
& i ER, HDL+=C#8 ET L

FIGURE 4 & fiE l 1 o L D L © G G E & o %
ft 2 R ¥ H B ik &£ » C E T P & # & ¥ mn.
HDL =CrRrREP. L DL ¥ 4L £ 2
R ® % BB ¥+ 32 & CETEPIEM.HIETT

2 & & é w H D L - C 8% L L DL &




plo kv d i spersity  Z2 7 Lilfes




——— S— pp—

?
u
&
N

am A Bk @ o
=i
o @& M
e oM o

«

(._
A

|
g om
SN o 3 moN &

dr =
¥

W

o
o & A

il
[ T
s S > o+
(e

T B

Z < E D L

i3

Ni

»

W o~ B

&
Bt
c
%
t
£

ol'ydisper si

2NN

0.

(V| N

Y

\}d

S &# O

[

it

H D &
n E R

Ja [l T

T & %

)

—

>

B O i X
B & i o

A S

~

E R i C

N

CET

D A5

L'e g0

¢ B W%

% < L
T b & ET &H 5 &% X 5

-9-

& v

wooE

¥

< A

&

o

W o~ O XM Ot o I f m H <

Ny

Y

R
B

>t

L
A

b

& at

\yd

i




B B 0. 7 N 3 — N it & h CETUPIEH® o F
B i & F L & # <. C ETP KR I8 IE & B & #F
Bf 2 H D L — C ®©o F # & L DL ® polydisp-

ersity » & » 5 h. BB CeE. Ty PLiEH o1 k

&b L DL MBIEFRIEL £ &5 R -—
B %k dBwWT S CETPHM»HDL-CO VL <
 ® L DL ok #Bic XK €< BHE5LTWISBCI L
»OHER SN ke HHEORHFMHM»S, CETP
EHEMBER OH 2L O1 TS B CETPRXIE
| D~ F v B & & T Q. L DL ® polydisp-

| ersity W@ ®» 540 %W &dsb LDLOHK

— btk BE® HF o #H ¥ 49 oo CETEPIEHTRE

4 T H 5 C & b HEE S N B

y # EH VoA~ (L PL) 2K & by ¥

Y £ Yy F Yy~ ¥ (HT GL ) @, HDL 2
5 HD L s0 X% B 5T 3% &3F XS 0 T B
Lle 8L N T baTMED =g &Y prig—pidvogll
2w TR ELOHEL A SN B 'Y, KW
T b Y - EHRERERRD 5 N, DL
& L P L &M% D LA &HTGLIEHR. o KT

~FoHR T s ¥

_10_




\y,
5
it
=

2 B L i BT
i b 52 B E R B 5

R
L T W
B L. H TG L » #F B
)
f

(6,
A & O
D
\}J
=
0
=

I -
=

2 IE® o # ¥ S #l 8 it 8B W TUL D

A

% I o

o
2
‘\-

» B, pol-

i € ET P

R\
e

1DI

5
L o 2H & D
ydisperse {t L

&

S
c ¢
&

w0 F O I T W 3 & F

5 N %o

5
=

w < B 5

T o 2 %
H & sk M
S B T B
16)6?&5

e 9 S = 0 e % B e BT P

RE
=

X A 3BT’ W

E o0 A BB MY HERK S HS
3, CETPHEEHLE
& h 3 B, D E b

{1

"X OB R O
B ¥ & & w
o9 o4 #F 3 o
S B o I O#® OF X o
o B ¥ W

2 C E T P inhibitord T & 3%,
B iE Al 1 — 3 MK, E Al 4. 5

T PXRXIBEEF* & & & 1 EWVE

b € B
T e RE
& & F R

R OB Al
&

ot
[
o

E i’ h 5 0O % fl T C E
B OE A L

T % B
H D L o % fr & {1t pf # % &

Ok
&
<
-

o

EE o &l
> o #
a
H
=
=]

R e v 2 L &

Nt
a
|

-11-




W %X 3 %2 2 v z2F e — Vv #¥EXRHHEE S EE
. COBERLBLDITRERERRECETTP
LY o — ¥R ENEHE K CBEE L TW3 EEZX
5 h 5, A EBRHE LU LEMARSB VT HKRBILG
o B HERERXMYEFEAEL £ & & EfLFHNR
kXY CETPEEREET®Y =% & R
. L DL KX FoOoHMNREREIIRZDL 5 h &
oy 7T M a3 — 3 v R Fom o — o EER
=B E T 5 0 EH NP HE K T N B HHERS
WU HE E M A BERBCRLOE® &L AEEH
D L Ifi f ¥ @ &E & £ &', CETZPRXIE
iE R U A B R TR L w7 Va3 — Vi K B
X CETPE®BBETRERSBS WT &8 K
B EEY ¥ EHT S S5LDLOEENSRD
5 h £ & 5 HDLMERZ VR F v —
Vo X RO RECTHE D LT L ELWVE
it & B & A B v & X 5 h 3%,

-12-




B’

1) 2# kBT CETZPIEH®R IETLTW
o

2 ) 1 Bl XR® Kk E o F WG KL 26
BWTHBR Z R D I

3 ) CETUP®HKH»FHIETL L HT I

C ETUP RXIEHIE & B B L DL ® polydisp
ersity 2 8 » &5 h 71,

4 ) Bk &Hv, CETPIHERBZLEAEL =%
hic & wWHDL - C i3 & D L DL K ¥ %

| E ® 1L L %o

! g kE X by T »n = VW £ & 3 H DL — C @
i EBHB & CETTP O & »EE$ B LB
| W K L DL

E BB,

N a2 —

\YJ
ot
Cx
‘4

B F oor
B
jost
o
ot
[
O
H S
h.
Bl
f-?-
&
o
(o
o
by
94k

b) 2 vt

5

5 T %,

NS

e T 8 2 B

_13_




# B

Moe & X 31 H b, KREKRKXKERE%RE 2
N # I Ho— BB E R HBEL T
T R, EECHEZTELALAKXKEKRNZEER B ZE 2
N H 7R R G OBDowC R OHM B L O J

_14—




Table 1
Serum lipids and apolipoproteins in subjects.

Case 1 Case 2 Case 3 Case 4 Case 5 Control**

Age 67 53 42 42 55 42+ 15
Sex M M M M M M
T.¢hol. " 194 254 291 249 170.7 17984%
HDL-chol. " 115 123 184 138 103 52+ 11
TG* 81 1217 136 53 99 88+ 29
Apo A-I° 189 226 300 242 202 134%16
Apo A-II° 36 45 57 4% 43 33t 4
Apo B” 94 95 61 98 62 83t 16
Apo C-I1° T8 7 1762 5.9 6.5 2.6 7 % 0310
Apo C-I11° 140.% 21,60 22.8. 0 16.% Sl b 8 SER0EY
Apo E° 181 5.2 5.3 7.0 .1 % 8. 5&0:9

¥ mg/dl %% Mean+S.D.
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Table 2

Concentrations of cholesterol and triglyceride

in lipoprotein fractions

Cholesterol® Case;l Casel? Bases 3 Casetd Case. 5 Control™**

VLDL 3 347 (R1s2 143
IDL 6.1 3.4 4.6 4.8
LDL 100.4 119.6 68.4  77.1
HDL2 T9:8 /9 90:3 s448:8 » $103
HDLsz 21.% %1% 26.% 32.38

2540 10+ 4
§:47 6t 2
50.4 102+% 22
75.9 38+ 11
21.4 24%5

Triglyceride®™ Case 1 Case 2 Case 3 Case 4 Case 5 Control™"

VLDL 21.7T 61.5 71.9 51.1
IDL 10.2 1.3 5.2 5.5
LDL 22.2 20.6 13.5 12.2
HDL2 13.2 - 338, &#359 1.2
HDLs 5.5 11.9 5.5 9.5

¥ mg/dl *% Mean=* S.D.
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11.9 16%4
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Table 3
Postheparin lipolytic activities

Case 1 Case 2 Case 3 Case 4 Case 5 Control**
LRL™ 9.1 16. 8 10. 0 18.8 12. 4 S
HTGL*® 6.8 18.1 26. 1 180115 Sl S LT

¥ micromolar of FFA/ml1/hr %% Meant S.D
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Figure 1

2-16% polyacrylamide gradient gel electrophoretic patterns
of LDL fraction in subjects.

Ultracentrifugally separated low desnity lipoprotein
fraction was run on 2-16% polyacrylamide gradient gel
electrophoresis.
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Effect of one-month's abstinence on HDL-cholesterol(right
panel) and CETP activities (left panel).
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HDL-C 115
(mg /dg)
CETPA 4 13 6
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Figure 4

Changes in 2-16% polyacrylamide gradient gel elctrophoretic
patterns of LDL fraction in Case 1.

lane 1; sample obtained during drinking alcohol

lane 2; sample obtained after one-month's abstinence.

lane 3; sample obtained when resumpting alcohol.
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Abstract

High density lipoprotein (HDL) has been speculated to
play an anti-atherogenic role in reverse cholesterol
transport system, in which cholesterol is delivered from
peripheral tissues to liver. Alcohol intake is well known to
raise the serum level of HDL-cholesterol. The mechanism
underlying this increase is fully understood, some
investigators have suggested the possible roles of
triglyceride-rich lipoproteins and of the abnormal lipases
activity. In order to elucidate the mechanism for this
increase, we studies the lipoprotein metabolism in five male
chronic alcohol drinkers with marked
hyperalphalipoproteinemia. Their serum HDL-cholesterol
levels ranged from 103 to 184 mg/dl and their serum levels
of apolipoprotein A-I, A-II and C-II were elevated. The
activity of cholesteryl ester transfer protein ( CETP) was
reduced in all subjects. Especially in three of them ( Case
1-8) this activity was less than one-fifth the control
value. The analysis of low density lipoprotein (LDL ) on

2-16% polyacrylamide gradient gel electrophoresis revealed
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polydisperse LDLs in these three patients, similar to that
of the genetically CETP-deficient patients described
previously. The polydisperse LDL became homogeneous
concomitant with elevation of CETP to about 60% of the
control value after one-month’s abstinence in a patient
(Case 1). Polydisperse LDL was not observed in two other
subjects (Case 4 and 5) with one-half the normal CETP
activity. These observations shows that the chronic alcohol
intake may reduce CETP activity which is one cause of
hyperalphalipoproteinemia in alcohol drinkers. This study
also confirms that CETP plays an important role in the

formation of normal homogeneous LDL.
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