9540 BEIZLIEEHMEREDESHEIE
BIRERE R O GURERSRKE ERBHPIE)
ERBIRE - BS FA RERERKE)
T GORERHERKRE)
P 2k CRRERERKZF)
Ba KT GRRESHERKRE)
BRE RE GRORERERKF)

B# B CRRERERKE)

FLZEIE, MENEREZERBEICOMPRE L LTIRA ., 7 FHRIEEIR AR A2 #E
WEDPEREETVEIER L, SHERWT, NIRBEORIE - £& - BiifaRIcs
WO MR SR T El, & D bR MRS B SR I & 15k R F (Endothelium-derived
relaxing factor : EDRF/Nitric oxide : NO) 7 & UNIZ58 /] 7% mitogen D—2 & L TR LAMS N T
v»% endothelin-1 (ET-1) I & % PiE#H M RE G IS OV TR L TRz, T DFER,
(1) EDRF/NO 13 /MR A5 - BEZ K L. M/MTHRIETER F (PDGF) O R % ¥
T 5o (2) MEHMIZTHOEDRF/NOEL /HERERE L NIEIRERB L OfICIZEm VB OFE IR
FRAERH 5 b, (3) EDRF/NO BEA /BEREREDRT |2 o TIE R TD ET-1 &E2SENN
Tho SHII. (4) NO EGHERONREHEENE TH %NC-monomethyl-L-arginine (L-
NMMA) 7 & UMiZasymmetrical NG, NC-dimethyl-L-arginine (ADMA) & & M #ig T i
MmE. NO EEGHERTH S Larginine FELVRAT 572D ICAEMIFLO EDRFNO B4
SHEBEREDSE T T AMREM AR L 72, 4FEEE., BAEEAWNIII > THEREZ /D &
TAHINLDEDBED L) ITIEMH I N DD2IZDOVTIRET L7,

ZORER. 7V FREBRANEMIREHZICHFR SN LARBEDS, 3 % &EEE AR
1 2BBEMT AL o TERIIRI SN E V) HEEXRM L, $/2. 2o
A%, PN ML TOEDRF/NOEL /SRR T OHIF] . MERE TOET-1& &M INO
) 2 5 ICLNMMA B X 'ADMA & EHINE L-arginine &E® A OH & FHICHR
LTWBIEDREEINZ, LrLads, BEEAERWICL > TIRID L) 2 I &
HLBO0, $h. AW 2 EHEZOMER &L OBFICOWTIRBED £ 2 ATRHT
bHho MNLLEEDHFTRETDH 5,
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9540 BIEICKZEENENEREDSHHE
BIRARREE R ¥ CRRERERNAS ERSHIER
SEABIRE | W FA CURERERKF)
B GRREMERAY)
Pl 2% RREHERAF)
BE KD RREMERAZ)
e RE GUREMERAS)

1.8f2o By E® B CERERERXF)

MEE, MEAREE % BIRIECOMEIFRZE & L TR 4 SR IBEIR A R A3 B
L oMRIEEE TV EER L7z, SNERVT, MEREORE - ER - BHiEERc
WM DR 72 $1%El. & )b e B k1M & YL 5k N+ (Endothelium-derived
relaxing factor : EDRF/Nitric oxide : NO) 7 & UNZ 5877 7 mitogen W —2& LTE L MLNT
v*% endothelin-1 (ET-1) 12 & & FiBATHIRLIEEHIBIHEAE 12 DV CREF L TRy ZDkEE .
(1) EDRF/NO 13 MI/MROH:7E - S5 2 0l L. M/IMRESRIETER T (PDGF) O Kt % #
%0 (2) PEAMIHLTOEDRR/NORE: /iBEAE & MISINERILE ORIZIZE V& MR
FRASERD 5N %o (3) EDRENO B4/ BBEEEDIE T IZPE > CMERETO ET-1 48450
Th, HIT, (4) NO B R SR O M EEREE E T & 5 NC-monomethyl-L-arginine (L-
NMMA) 7 & UMiZasymmetrical NG, NC-dimethyl -L-arginine (ADMA) &= DN T
&, NO E&MEE TH 5 Larginine BT 5 72012 R MILD EDRENO Bk
SEHERENET S A TREM AR L 720 44, BAEAATICY > CHIEIEE# 150 &
THINLDEDED LIRS NBEDOPIZ DV THRE L 7y

2 W50 ik
2. 1. EERBhY)

KBTI 0 B0 BAEEEREHE Y F3 2R M7, SEEIZTHEAL, 2
BROFHEATORERIML 72, AFER. BE23+1T. BES50+ 2 0%I25/
L7z FREATHMTICIIETOBYICEEE RC-4. +) T2 ¥ VER) 2547,
UHFEL6WTODA, B2EICHT. 1 2 BHOERIH A BICIZEEE (RC-4)
%, BEICIIRC-4 123 B AIEER L - SEEA  (High Salt Diet HSD) %252 THE L 7=,
B, WMEFEELIHL00g FEDHIRMBEL L7,

2. 2 FFABDAR M R MR O 1 e
BEHR (1-8) DAIEILHE > THIABIIRA R MAL % I8 L 720 T %D 5. sodium pentobarbital
(25mg/kg, iv.) FREFTIC, ZRERZ EFROIBA L. ZCiRZEEIAR 2 Fit L 720 POSIZEEHAR Ik 25
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L0 5mm DIEE D /NI (E S 0.5mm) L7, CIBAER & D BIARERRER NV -~
# 5 — 7 )V(12-40-3F, American Edward Laboratories) % 1 A L. #5IEEIR &I E > TR
M FIEE L7 2NV — 2121349 0.15ml DZERE ML (EE % 2.5mm) . WETH
MG ABEVT ROV 2L b L) FER L. NV— A7 —FVikEk, YRSE
10—0F A0 Y R FAVTHA LK, ZOB. #EHMLOFEL#IT L L) o2 EEL
Holzo TORMEIZL o THEMAITEICRBES N0 E 2 E, RSN EITER ORI
BRAERT Y EEREFIHEMET AV TEHEL., MR L7, AHRBEHRICIZYFADAD
BEM L. L L,

2. 3. FHIME L 5 IS ABOBIE

1 2 A OERPRBRT%, AL B MEOFHMEZ S ITGHABENEL. €DER
RHE L7z, T2 b5, sodium pentobarbital (25mg/kg, i.v.) FREE T 1 —BIKBREIAR 7 85 4 L .
A VIMEREEKOT@HLR) TFL v Fa—TREALL, ENT VAT
— B X UHEIEEF (AP620G, AAXB)E ML TRV EEXF 05T 7 FICFHME ek L
720 B, BEEMEESIC Lo THE L AET 2N LAk r i Lz, FYMEZ

WOHABORER. ABREIR 2 S R U T F 2 BOT S S mAFAFEEIR 2 1EE L7,
FENCATE L72RgRE 7% & I A TR E L 72, MAKIESHRO RS LIREEE
rlE L7,

2. 4 Cyclic GMP (cGMP) &= DiflE
(1% B cGMP & % . Honma (11) %7 & UlZRapoport & Murad (12) D H{EIZHEM L TE
EL. FOEREY A, BMBETHEL 72,

2.5 .L-Arginine. L-NMMA 8 & U ADMA OEE

FE 7S CICHEENEMZICET AL -Arginine, LNMMA 3 X F ADMA &8 % B lE
sya< 7574 — (HPLC . AARS) ZHV, B (7)) OFEICERLTEEL L,
FOKERY AL BMETIE L, T72bb, il LCHESHRERONEREY <1 7
OAN=F IV CE BT A I LI Lo THEMIBEED JKis L7 SM HEPES #&iE R
(pH 7.4) PUITHBEWHWLIE (Sonifie 250, Branson : 20 7 v MIT 15 #RH) L7,
Trichloroacetic acid (TCA) % FFIEBEAT 5% X7 A LTI L 72, 1,300g (2 T10% &
L BEL. EE% HPLC Y > 7V & L7z HPLC ICHW A, AR, EIHis
& U orthophthalaldehyde Dit®. STBECF V724 T 4 (AApak Li, 6.0mm i.d.x100mm, H 7
59 BLOFDORES EOWESRMFETXTHH T LALETH 5,

2.6 DNADEE
Kissane & Robins (9) D H{EICHEM L TDNAZMEEE L7, 72, Lowry ¥ (10) IZ X
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STEHBEYEELL

2. 7 .M BE Immunoreactive ET-1 (ir-ET-1) @& D flE
BRI > TR REEL TBWAMERTO irET-1 E2428E @) OF
EICEM L THE L., ZOMREZA, BEETIEL -,

3 FFFEDKER
3.1 FEEMB LU Fo—frIkEE

EERFIGRE, PRI R IEATRE 2 O IS CoERmERS A BLoNIlEalR
A5 B HOBEZE(L#Table 1WIRLZ. WTFNOBEIIBWTHAREHRICEI 21 o
2o T, MEED T Y FO—fRIREICOWT O EG 20072,

Table 1 Changes in body weight during the course of experiments

n 6 weeks before denudation At denudation 6 weeks after denudation
Control (A) 16 1.78+0.03 2.35+0.06 2.71£0.05
HSD (B) 16 1.77+£0.03 2.44+0.04 2.76%0.04

Conirol (A) rabbits were given regular chow (RC-4, Oriental Yeast) and served as controls. HSD
(B) rabbits were given high salt diet (HSD: RC-4 containing 3 % NaCl) during the 12 weeks-
experimental periods (6 weeks before to 6 weeks after the endothelial denudation.

3.2 WA BT B FIHIME % S N LA D B

SEERMH T OFME 7% & I OIHE T A, BB CHEL, ZOKBE%Table2 1277 L
2o MEEELARMLL B BBV, FHMERMETEAL, /4. LARIES
(p<0.05) I LTz,

Table 2 Comparison of the mean blood pressure and heart rate between group A and group B

n Mean blood pressure (mmHg) Heart rate (beats/min)
Control (A) 14 110.6+2.4 263.3+7.9
HSD (B) 15 105.0*+1.9 242.9+4 7%

* : Significant difference vs. corresponding value in group A at p<0.05. Two rabbits in control (A)
and 1 rabbit in HSD (B) were eliminated from the data analysis because of the accident (abnormal
accidental hemorhage) during the measurement of blood pressure. Control (A) rabbits were given
regular chow (RC-4, Orental Yeast) and served as controls. HSD (B) rabbits were given high salt
diet (HSD: RC-4 containing 3 % NaCl) during the 12 weeks-experimental periods (6 weeks betore to
6 weeks after the endothelial denudation.

3.3 . NEREIZRIZTEEamOZE
NEMAHBZICHERE SNAIAREEECRIZTEEEHOEE LY, MUK EHIROEE
£ (mg wet weight / 50 mm / kg body weighty Z%5UICDNAEE

fel
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(Hg/mg wet weigh) ZTEIEE L CHBIL. Z0MERE 4 Table 3 107 L7, i@ a B (ABE) 72

LUNICHEIEER BE) OWTIIBVTH, NEMERLE 6 BRI, BEBESRD
BEE% O FICDNAGEIZAE (p<0.005) 1ML Ty LALLD S, Z0OEINILE
BIREAMIC L o THE (p<0.005) (ZHIH & h 7z,

Table 3 Neointimal formation after the endothelial removal and influence of high salt diet

Group Wet weight (mg/50mm/kg) ~ DNA content (Lg/mg wet weight)
(1) Control (Sham operation) 24.5%0.9 (15) 3.0+£0.2 (3)

(2) Control (Denudation) 38.1+1.4 (16)2 10.5+0.3 (3)2

(3) HSD (Sham operation) 23.0£0.5 (16) 2.1+0.1 3)

(4) HSD (Denudation) 31.410.9 (16)2b 6.3 £0.2 (3)2P

Control rabbits were given regular chow (RC-4) throughout the experimental period. HSD rabbits
were given high salt diet (HSD: RC-4 containing 3% NaCl) during the 12 weeks-experimental period
(6 weeks before to 6 weeks after the endothelial denudation). Right carotid artery of group (1) rabbit
was abnormally missing. # : Significant difference at p<0.005 vs. correspondong value in the sham
operation group. b .
control group.

Significant difference at p<0.005 vs. corresponding value in the denuded

3.4 . MEBEIZ L BY 1 2) 7 GMP (cGMP) 4
10"5M Norepinephrine (NE) | & 2 X T 0 7 4 FZEEDR 4 - 12 10°M acetylcholine (ACh) %
WY B L NRARTFAEDRERCA BRSNS, ZOMARIE 104M NO- nitro - L -arginine

Table 4 Comparison of cyclic GMP production in the vessel wall

Group Net production of cyclic GMP (pmoles/mg protein)
(1) Control (Sham operation) 46.1t 4.1 (4)

(2) Control (Denudation) 18.4110.1 (4)2

(3) HSD (Sham operation) 86.41+18.0 (4)

(4) HSD (Denudation) 45.5£11.7 4)

Results are given as mean+s.e.m. Net production of cyclic GMP was expressed as the difference
between the production with 10°M norepinephrine+10°M acetylcholine and that with 10°M
norepinephrine+10 oM acetylcholine+10*M NG-nitro-L—arginine. Control rabbits were given regular
chow (RC-4) throughout the experimental period. HSD rabbits were given high salt diet (HSD: RC-
4 containing 3% NaCl) during the 12 weeks-experimental period (6 weeks before to 6 weeks after the
endothelial denudation). Figures in parentheses indicate the number of determinations. a : Significant
difference at p<0.05 vs. corresponding value in the sham operation group.

(NOARG) DRIMLEIZ & > TELRIZHET 5T & 2SR L TV 5(2,3,7)0 REERIT10-
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M NE+10"%M ACh 7RIS & 5812 104M NOARG 7 T D cGMP 28D £ % [EW D GMP
HAEEFEH LU TERECTHEIL (Tabled)s HTBEIZ L > TABT L7 ABICB W TP 78
fITD cGMP IERREASIIBFHEITOZCILEL T AE (p<0.05) IZIETF LT,
BEEAL AW L B BT, MRS L OBFERHIVTNICB TS cGMP EE
EEEIX ABTOFNLICHEL TEMEMEZRL, $72. B BTIIRERSAE &
OBFHTHE C cGMP IERREEA B ICHEIEEE I 2 h o 72

3.5 MBI BT ANOBRERZDONREEEYH

MEARZICIE, NOAEAREL L LTD Larginine OBIZ, NOAEESBEZDARMEE
#)E & L T Nmonomethyl-L-arginine (L-NMMA), 7% & O°IC asymmetrical NG, NC-dimethyl-L-
arginine (ADMA)D 2 AR STz, ZEEICBITAZENENDOEER Table 5 12K L7,
L EERS A EMRIEER TO Larginine 2 IXZEBICHEL L. —F. LNMMA 7% 5 U012

Table 5 Contents of L-arginine, L-NMMA and ADMA in the endothelial cells

Group L-Arginine L-NMMA ADMA
(nmoles/mg protein)  (pmoles/mg protein)  (pmoles/mg protein)

(1) Control (Sham operation) 28.8+0.3 31.6%£2.8 34.0£2.5

(2) Control (Denudation) 7.41+0.12 76.1£0.32 64.91+0.32

(3) HSD (Sham opration) 14.740.0° 34,4427 39.1+1.3

(4) HSD (Denudation) 12.940.12b 48.741.080 38.441.20

Results are given as mean*s.e.m. of 3 determinations. Control rabbits were given regular chow
(RC-4) throughout the experimental period. HSD rabbits were given high salt diet (HSD: RC-4
containing 3% NaCl) during the 12 weeks-experimental period (6 weeks before to 6 weeks after the
endothelial denudation). a: Significant difference at p<0.005 vs. corresponding value in the sham
operation group. b: Significant difference at p<0.005 vs. corresponding value in the control diet

group.

ADMAEEIIBS 2N L Tz, BEEERS BTN COL arginine & 213 BER
SBFRBETOZNCHEBLTEE (p<0.005) 1A L TWwWizas, LNMMA 725 U2
ADMAEEIZIIME TEIL 2 h o 7. MEMIRRIBERE C DL arginine & E DA £ L-NMMA
7 5 UNICADMA S i@iﬁgﬂuni%ﬁﬁﬁ&% 2 o THE (p<0.005) IZHIfl S Tz,

3. 6.1 B endothelin-1 (ET-1)& &

HE TN > THEMIEZ RE L TBWAMERB COET-1EEICRITTEEATO
Tk Table 6 IR L 72, E @A S ANREMETIEER COET-1EEIXHE (p<0.05)I12#in L
TWzH, BEEERSFICL > CIoEMAEE (p<0.05) (XKl SN, BFHRETD
ETNEELbEEEERGICL o TAEEILET LT
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Table 6 Influence of high salt siet (HSD) on the endothelin-1 (ET-1) content in the vessel wall

Group n ET-1 content (pmoles/g wet weight)
(1) Control (Sham operation) 3 2273+ 59

(2) Control (Denudation) 3 455.7+53.08

(3) HSD (Sham operation) 3 184.7413.8b

(4) HSD (Denudation) 3 253.0+ 3.9bc

Results are given as mean=ts.e.m. Control rabbits were given regular chow (RC-4) throughout the
experimental period. HSD rabbits were given high salt diet (HSD: RC-4 containing 3% NaCl) during

the 12 weeks-experimental period (6 weeks before to 6 weeks after the endothelial denudation). 2 and
¢ : Significant difference at p<0.05 and p<0.01 vs. corresponding value in the sham operation group,
respectively. b: Significant difference at p<0.05 vs. corresponding value in the control diet group.

4 EE

TR, 7 FRIEBIRP AR BER \CEH L NERELSER SN B 2 L 2
L7z (1-8)o 4. ZOEFNVCOREMMEREICZLIZTEAEEHOEEIIOVTR
L7z, MFINIREEOREL MEOBEEE ML S SIIDNASEMIME I E WIS
B RERTOT, S0, MEDIEEE (mg wet weight/S0mm/kg body weight) 72 5
UICDNAEE(ug/mg wet weight)* NEIREDIRIZ L L7, TBAE (AR) 250 S8
IBEH BE) OWFRIIBWTD, NEMABRE6B%ZIC, MEAESROEEE:S
VICDNABEREEICHEIL TWiz, LALEDYS, 20MMEIEAEAERICL T

o 1 R B/

M EZ#Hif2 T DEDRF/NOEA /BBt RE D FEE L NIRIERBR L OBICIE S VB OHBEBE %
DROONL ZE T RFIBRICHRE L2 (3)o T/, Garg & Hassid (13) &, REME
EDRF/NO L E B AnABA S IE 33 AR T & L CTHAE L TV A TR A H5dE L C
Who £DM, EDRE/NOIZ D TI M/ MREEEINS (14, 15) DiERIZFD /MR H ki
8K+ (PDGF) DS, 56877 % #AaI85E 1R £ E F T & 5 endothelin-1 (ET-1) (16) 4/
RIS (17) ZEDIEREZBETHILEPRHONTWE, 22T, BEERSARNICL
HAEIEEOHIH L b RF L ORESEDOFEIC DO WTHRE L 72, ML BER O FEAER
JEHAABIC BT HEDRF/NO EEA /BEBERENZE L CIET LTV A I L2 DWTIZEEICEE S A
IZENTBNA-3, 7, 18), SEICDOHEE, cCGMPEEDNZLE(LE LTIRZ B E AT,
I 7 51X, PEMRRICBWTEL FERESN/ZEDRFNOWE 7/ 7T Vs> 75— ¥ 5 iE
ML L. cGMPEEXHINT %25 Td 5(12,19), Norepinephrine (NE) FFZULME T D ZEE)
R % Fr IZacetylcholine (ACh) %M % &, NEKFHEOMBERICHERIN S, ZORK
D cGMP EEEZPEL. HEL, ZOHR., NEFHBEETO GMP E4E BTl
SHRETOZNIZHL, FEILETLTW, £/, CORTOREISAEAEAIET
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S 2ITHET L T, Tb b, NIERIBEZOBENEMAIZIC BT EDRFNO A
SEMREORTAESAEARWIC L > TR S NG Z L2 RET 5,

NOA&AREEZ I+ 2 NEEHEYE & L TNS-monomethyl-L-arginine (L-NMMA) 7 &
U\blésymmetncal NG NG_dimethyl-L-arginine (ADMA) 2 EANEMAZIZAHLTBH., Th
LOMEWEDOEIMENOEAREL THh 5 L-arginineD A & BEAENBEMBIZ L %
EDRF/NOEAL / WEEEReDEK T2 b 7O TERDO—DTHH I L ML L (7). 4HIDHE
BOLINEENITALLDTHo 72, LALEDL, BENKMITOL-NMMASL LU
ADMAEE DN & L-arginineD B I VON b SEIBERMIC L o THSL 2I2Hpfl S 1,
ZDHER L L TEDRF/NOFE L/ HEBERED R T Z #fl 4 5 Z & AR S 7z,

PSRBT ARG 72 (2 4 BRRITR) (CIBRICMERECOET-1 823 ZHICHEMLTHB N .
EBTHEE (M2 RALABICHEINL TSI EEBICRELL 4 SHED6
BHROBRFEROARTH o720 — 4. NEHBEOET- 14 EHINT, BEEAANIZL
> TEHI S N7z, B X 512, BAERE MR TOLNMMAL X ADMAEE DN & L-
arginineD AP IIVON L BAEEBEFTMIC Lo THL2IZIRI SN, ZOHERELT
EDRF/NOFEA / WEBEREDIET 244 5 Z AR E N TWwb, F 72, EDRF/NOIZET-1
DEEE /BEBEMHEIVER # B ¥ 5(17). fit-> CT. EDRFNOEA /#RGEDIETHAERIERER
FICE o THIRlIE NS &, FORERE LTET-1 DOEA/WEEEDIIH & A TTREMAE £
LB,

DEnXHic, BEEERWIC L HHNEBED i & EDRF/NOEAL /HERERE (KT DHD
fl. ET-18EEMOIH 22 5 IZL-NMMAB & ADMA & E# N & L-arginine & E 984 DH
I ENENBEELBEREETH LR EINT, L Larb, SREEAFMIIL -
TAHIDE I I EDNEL LMDV TIRBREDE CALHTH L, 4 DRFTHRET
H5bo

5. 4% DEE

3%EIREHFMEE 1 2BBEHT A LIZL o T, VI FRIATAR IR MATTIBER 12
FRENLINERESZRIIFH E NS LWV FELRB L, /2. JOMHD. BE
MRz R C OEDRE/NOFE A/ B BERE(E T O] . MEBE TOET- 1 & EE IO 7% 5 O
IZL-NMMAB & FADMA S S & L-arginine S E L OIGI &L BHEICEARL TWD 2 A
TEENTD, BEEAANICLI s TAMIDL) LI ENEL LD, T/, BAWT A
EEEZOME L L ORI OVTRBEDE CALHTH L, M b4 BORTIER
Tdhhb,
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REGULATORY MECHANISM OF THE HYPERPLASTIC VASCULAR
DISEASE FOLLOWING ENDOTHELIAL REMOVAL BY HIGH SALT DIET

Hiroshi AZUMA, Hidehisa HAMASAKI, Jun SATO, *Kimiyoshi HIRAKAWA, *Eiji ISOTANI,
**Takeshi ASO and **Satoshi OBAYASHI
Department of Medicinal Chemistry, Institute for Medical and Dental Engineering, Departments of
*Neurosurgery, and **Gynecology and Obstetrics, Tokyo Medical and Dental University
2-3-10 Surugadai, Kanda, Chiyoda-ku, Tokyo 101, Japan.

Summary
We have carried out studies to investigate the role of endothelium for the initiation, progression and
prevention of the intimal hyperplasia following endothelial removal. Endothelial cells are known to
produce/release endothelin-1 and endothelium-derived relaxing factor (EDRF/NO). Therefore, we
focused on the physiological roles of endothelin-1 and EDRF/NO. we have reported that (1)
EDRF/NO is an antiaggregating substance which may also modulate the release of platelet-derived
growth factor, (2) there is a strong inverse correlation between the intimal hyperplasia following
endothelial removal and the amount of EDRF/NO produced/released by endothelial cells, (3)

endothelin-1 is involved in the neointima formation after endothelial removal and the ET, receptors

would not play a role in this process and (4) the accumulation of endogenous inhibitors (NG-
monomethyl-L-arginine: NMMA and asymmetrical NG, NC-dimethyl-L-arginine: ADMA) for nitric
oxide synthesis and decreased L-arginine content, as a substrate for the NO biosynthesis, are
associated with the decreased EDRF/NO production/release from endothelial cells and neointima
formation.

The present experiments were performed to investigate the effect of chronic high salt diet on the
neointimal formation following endothelial removal in connection to the changes in parameters
described above. The intimal hyperplasia was attenuated in the high salt diet group which had been
fed with diet containing 3% salt for 12 weeks (from 6 weeks before to 6 weeks after the endothelial
removal). It was demonstrated that the attenuation of the intimal hyperplasia by the chronic high salt
diet would occur in association with the restoration of the decreased production/release of EDRF/NO,
the increased endothelin-1 content, the increased NMMA and ADMA content, and of the decreased
content of L-arginine. However, the precise mechanism attenuating intimal hyperplasia by the high

salt diet remains to be investigated.
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