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Enhancement on expression of LDL receptors in
cultured rhesus renal epithelial cells by verapamil
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ABSTRACT
atherogenic properties of calcium antagomnists,
human serum low density lipoproteins {LDL)
were isclated by density gradient ultracen-
trifugation and icdinated with
monochloride method.

In order to investigate the anti-

157 by iodine
Effects of verapamul
on activity of LDL receptors in cultured rhesus
renal epithelial cells were examined by radio-
ligand analysis. The receptor-mediated hind-
ing. internalization. and degradation of cul-
tured cells pretreated with verapamil 4 4 mmol
+ L' for 2 4 h and cells pretreated for 2 4 h
and incubated for 10 h with verapamil were
increased compared with control group (61 &
11, 5248 ws 20+3.5, 1006+ 106, 579+124
w5233+ 78,.630+43,541+46ws374+£53
'"BI-LDL/pg-g ! cell protein). In verapamil-
treated cells without verapamil pretreatment.
increased internalization and degradation were
not significant, and binding was not in-
When the cells were pretreated with
verapamil 22 mmol+L™! for 24 h and then in-
cubated with 53, 20, 50 '""1-LDL/mg-L"}%,
binding and internalization were increased .
increased degradation was seen only with 5 0

“I-LDL/mg * L™'. The results indicated

that the verapamil enhances expression of LDL

creased.

receptor in cultured rhesus renal epithelial
cells, which might contribute to the protective
effects of calcium antagonists in experimental
and human atherosclerosis.
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MATERIALS AND METHODS
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SCP-85H Ry # &.C-Hl. 10 C ., 206 800X g, BS.>150
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EW.EB MEZTOIBERELES CRTEEH.

mipE s fEM B S T E M (thesus renal
epitheliol cells VR EREH S WE M ZER., LRAW0
—50fl. WHEEERETF &10 % 0N&FH Eagle
MEM 5P

LDL s EfRiCMEE' A IC1#% LDL i
'H1-LDL . W MU T i B sk s e Rt . W
ﬁﬁ?&&z 55—6. 66 GBq/g LDL . B & B0 13—

S9N EERIEEN M. SRESFERERREE
%iﬁﬁ—:.

LDL W{FEFHERMTE % Goldsrein B 1L S{&iE
PEM G =TT, R IER M H A AR BCE RS
HiE MR . BEFEE S MA S5 <107
A EHTSHTHER., TRAM Vo (T BEEH
Fd@. JpH 46 HEE T KIFHE) 22— 44 mmol
LN MR AHEERYN pH 4 — 6 R B £,
HRKERIRANE, FF47E W BIEtri2 LDL &
TEMESESERASS . BAHBREHE. LDL#R
Wpg-g ' WEREAERR. FRRSEH. QRBRIT
&MY E ) E .

RESULTS

B L priHie LDL MM #4474
5k B 0 ST YE R R SR R IS F BE T o i
. VA8 LDL ZBRMH4E S LDL #
MR e, 2RlEMEERwmaEERE. B
Woolf iRt /N B EK RS SRR

SEWEAE—HEHLHFE. Y=04161+
0.0234X. HULFIME & EZ437 CIHEBX
BENEE S (Bu) LDL H43 sp/g AR E
B, #RESERK,ONIT.8 mg-L .

Ver £ LDL F{F;EMERE 1E11—44
mmol-L BRI N Ver @14 Bk 1Y
hi T AN, 2ok BB YE, Bk X4 4mmol
LTUHHER B, WS vk AL e A = ek 58
(Fig 1).
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Fig 1 . Effect of verapamil on association of
HI_LDL by MA cells.

EFHEFAR24 b FEUAARKE Ver #2210
H10h. #& NHEAMRRERRTHSIEN,
EHAAHMEBEAENRE L. EMABREFITR
H(P0.05). {(THE Ver HHFI1I0h MEATRT .
WSS BRLELER, NEMEEILERSX
MEMAL T EEWMP0. 05, Tab 1).

Tab 1- Effect of Ver on binding., internalization, and
dregradation of '"I[-LDL by rhesus renal epithelinl
cells pretreated with Yer 44 mmeol-L~' for 24 h and/
or incobated with Ver 44 munol-L™! for 10 h-
P>0.05. “P<<0- 08 vs drug-free group-

Internalizarion
Degraidarion
{FL-LDL/pg-g™*

Pretreated Incubared
with Ver with Ver Binding

for 24h for 10 h .
cell protein)
No No .20%3.5 253478 374453
44 mmol "
St No f1E11* 1006+ 106" 63043
44 mmol ’
No ! 20+ 0.6 383149 4494 63"
44 mmol 44 mmol b b N
Lot L-! 5218 5794124 541446

Ver A [E M8 (6 7R B LDL # {651
BIgEM 5 Ver 22 mmol-LT'HHE24 b k5,
SR A5, 20/150 mg “*I-LDL - L~ = fh i 5t
Rk BEER E LDL Zki54, AE5MNB{E
AR, MERLIEEE T % (Fie 2).
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Fig 2. Effect of verapamil (4) on "1-LDL binding
internalization. and degradation of " I-LDL by MA
celis pretracted with Ver 22 mmwol-L~' and then inco-
bated with SI-LDL. "P>>0.05., “"P<0.0S.

‘P< 0- 01 vs control group ().

DISCUSS10N
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Inhibition of mexiletine on sodiom current
in dorsal root ganglion neorons of rais

ZHANG Xu-Feng, WANG Tian-You. ZHANG Li
( Beijing Neuwrosurgical Tnstitute « Beizing 100050 .
China)

ABSTRACT Using whole-cell configuration of
patch clamp technique we found that mexilet-
ine (Mex) reversibly inhihited the sodium cur-
rent in a voltage- and use-dependent manner in
cultured dorsal root ganglion (DRG) neuarons.
The threshold concentration of Mex was 5
umol+« ™', The inhibitory action heightened
with increasing concentrations of Mex. Com-
plete inhibition was achieved at 150 pumol -1 7!
and the 50 %7 inhibition concentration was 31
pmol+L™". Tt is suggested that the inhibition
of Mex on sodium current in neurons may be
one of the mechanisms of its anti-ischemic and
anti-anoxic effects on the neuron.
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A mE FAREgER. SRR H AT

Mex A KEUERME VMK Na" LR EA L
IS EA. B A EREE RS pool-L77,
50 ShiM& e #31 umol - L4, T2 HE
150 pmol AL H N 1E A B H B K
e MFFERS S FHUR & &R R
AR 1873 Mex i &R M &R % 1 H sy ¥l
#il = —w GE R E L X Na b A I
Rl EFH: WMEE:; EMET. HFY
fHRE

F T (mexiletine, Mex) % 1B E- WL -
KHEH, FALLFH MAER HER. Fh
el Bt i M6k R A IR APE A ST, Mex FHGHLE
S E AT IERE R A RN E Na® . 1§
AR Y . {E AR WL A 4 R AE BT
WiE. £ X8RS ET R Mex 0 M2 A KNa 18
EWES . THRESESRLEAERNILH.

MATERIALS AND METHODS
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