B 5 0835
MRS MR L R I 8 T AT B8 ORI R A 5-0 A MBI A8t
(GHE {2 RIER F — VP ARGE (2% F -
=T — AR ERD A REMEIZ DN T)

p)

MR, AHE -, AEE R, L B°

VA @B E A AL 2 A L R —F,
REILAREPNES RSP S TR T TS VA LS S PN S LS T o S 3

B E [HM] Fxld, BRANCBTMFHSC Rl Ee G &R AR —t 4 7 (GRK4)
(S D B ELEAR 128 (SNP) LAHBA 22L& L 72 (Clin. Chem. 2006 52: 352-360), 4 EIDHFFETIE,
GRK4 DEAR TN LT, SRS VEREE SRR MEREZ THIL . BB W TEHEI R B IOV A7 AR %
FIPRIE (A2 7338 1 mg/ B ) DEhHA LRI L=,

[ FE] 81T, ElLERIRT AR T A2 2004 BETHICHASWTRIGEDOBE (n=157 4 Flh542+5.075% B4 4
#Z 113 4) L, A2 74— LR a2 hOSLIZ A D DO DNA #2451 T, GRK4 (R65L, A142V, A486V) D
IS FBAARMT U T, 28 BARATT G S DHE B A YRR MERE (SNPs > 3) | HEE B IERAZ MERE (SNPs < 3) 12/ AL 72, IS
KU CREFREL (B < 6.0 g/H) | SHOIZBEERT BRI AT FARRRIRANZ D &8 (A2 338 1 mg) FhHL
oo HEE AR EIT R R O THIEL T,

[fE] GRK4 D5 2HIZL> T, HEEBIEES MERE (eSS n =46, Age 58 years (40, 64) JHEERIEIEEAS MERE
(eNSS n=111, Age 54 years (43, 64) ] [Median (min, max) ) ZH#EE L7z, SHEEHBURFFEICIOHEE — H BRIEEIED 6
g AR EIR S TERFGUTNN R T2, HEE— B BHEEICEIL, BURFTEIZXY eSS T 12.6 g/day (8.2, 16.8) 735 10.5 g/day
(7.2,14.8) . eNSS T 12.2 g/day (8.7, 16.8) 7> 9.8 g/day (7.0, 14.6) L/ L7z, JWHEIZ I IMEIL eSS T 147 (138, 158)/91
(80, 104) mmHg 7% 140 (136, 160) /90 (76, 100) mmHg (2K N L7223, eNSS T 146 (140, 160) /92 (84, 102) mmHg 7> 144
(136, 160) /92 (80, 100) mmHg MK FH[A1Z R LTz, SHIZAF 7 SIROWNARIZEY MLE X eSS T 13 (122, 146) /86 (76, 94)
mmHg, eNSS T 138(128, 150)/90 (75, 102) mmHg &K F L7z, eSS IZHB W TR L O 2/ SRR RIS eNSS
LG TR Th o7,

[#53m] GRK4 OB T-2AUC L5 BRSO HEEIXRIE B L O AT FARRRRAN O DR AR ET Do~ — T —&
L CH M CThL IREMED RIR ST,

1. IEEM JRATFRIpEVIREE K 7 CTh YRR T@< 2
i L7 & ATE BRI E 2 R IR B LA E ST B, SOFIER T L LR T D/ 8NT 2 ADOREEEN T IfLE O,

ZORRIIEHE — TR BEITBREEREREER S A THIRIREIHED AT =X LEEZEZBND, ZILHD

DEHEFREAEA OB LIZRIET HEEZLN TS, 7 RTOFEIIIET G &BEE RS2 RERNI T 5

OFT N RNV EIXAIER T THOlE L TWA,

PRBEENNC, R332 TRL AT 202 FRIY A EE, AT TR 4,000 77 AIZOIEY, AR
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ANDFERIDHI 3 530> 1 % 55 6 2 b afn 427 e 20l i Do
BL OBRIE LR B ORATRRN /2o T, $ix
DO KRHERG R BR O RS | FE B AR 124 & K
TL., ZL< DB TITIEHBET O R 525 0F R E
W THD, LU, ZLOERKRFIIBEERIOBROBRIC
RRERIZEE S W TALE L TWnBEEbiLs, miTid, JEL
B2 WEiEE AW — 2 — A NEENER SN
TWD, Fexid, BARNCEITDMEFHT T, At
LS G AR R ARY T — 8 4 8 (GRK4) 1217
ETHH— R -5 (R65L, Al42V, A486V) LD
B OV TR LEZ Y,

BHEITF 2 OBRAETEICB VTR K 2RFHWE LT
KOHEETHHA, AREM & MEZFICB VT, LI

UIEIBHERE DM TIN5, LIRS, i8R H OB
SR E A ZEDR DY, — IR L B2 RV D2 81T
HWETRWEALHHEEZLND, S EIOHFTE T
GRK4 72 & & i & B R - 2 AU L D8 s 2 Wiic &
ST, BB VER A2 T HIL, R X ORI RO F
T IR EREL P 925, IR, R R IEE 51T
LoMEa hr— L OBENRE RSN RIS
PEBAEE | 8 L R E S - 2R TR EECThH D)
EINERRTT AR BIET D,

FEJER+THDHR I, BN R A ez B
THEASI, RMIIICTFAET DR 30 1 (D) 2B R %I
LCTHM T LAOFRINAMEIL, #ERELTHRND LD
PR RSB G- LT D, BT IR AR Fl IR R BRI C
TR XN 7T NI A BEREED KRSy 2 FFRIL, 20
HEFET Na® MIEJEHEAIZHD Na' K -ATPase (Na" A
TN L o THIBEA ~E O SRR PN AL 0O 8 A il &
TERRL . SHITRIF-RIE o> Na'/H' 22 #aiifi 64 (NHE3)
BLOIEEMEE o> Na'-HCO; L8t (NBC-1) i12&->
TEWENDAIRIN ~FFRINE D, DDA il
BRSBTS,

NI A N E YRl R S LA MG AN Al 7Yl ULV
FIPR B AAE B MK T LCI0 |, AREME &) if 2 hE
DET Ty MIBNTH, [RFRICR SIUAERR R 238
HONDHZEET TITHE L, ZOFRIEEIC BTN IR A
BIZBT DR SR LA AR E R E THHEDM
IS ERFZEES TV, SHR DOUTALRAIEMAE, 72H T
(2 I I BB OO AR AR 0 A R L 7l SR

FARZE AW IRV T, WKY BEONEF i &
B OUTNLIRAE IR & e L RS i<t 42
cAMP FEAREDIK F a7 72 2, £z, miflEERENSD
AL R IIZ BV TIE, D1 B ERO Y ERLR
RBIZHDHZEDVHIAL, &bl G EAHEAL 77 —%
7—+% 4(GRK4) 28, D1 ZHKRZV AT D2 LA fifead
L7z, 20 GRK4 DIEME EAIZL ST, RS54
FHUERBIRREL 72D | FAUC IS THIEFEZSNDZ AR
& G EABEOIAREE N s ERET ORIKER>T
WHEEZ NS Y, K 16 AEEOT Y= MIFZETH
RS2 T A L= 5912, GRK4 @ T-2ME = - |
FF O BF T RIEREZ O ATREEN R, AT FAR R
FIRFN O RN KEL IS AREE PRI D Y, BIfE
DREEHEIUT, EDOREENROEIZIBWTIIARLIC
FRBRIIHIBIS TV DEWNR D, — T, ZHD KB
EERFER T, + 072 EE2SAZ N RO EETHHT
EDVREINTIY | ZhRAZRBEEDTZOIZIT, BEEFDZ)
ENEFNCTHENDZLEDFERITREV, AHEBZIEIC
BT, BRERESZ R I L, FURFIE G2 Thi T
WRWZ DI E R R L QOB BN ST ET DT
EHREEE 2 LD, FIRFIC, REFIFEZETH-TH
BRLWBHEFE DM ThN A2 & T, RIS, 1Rk 475
ST TAT AR FEETOBHEIG DS T IEET
%o B MEOHEEIZ LD | WS MR A
YD O Zh :ﬁi:kﬁﬂﬁ‘ék&é&%iﬁlﬁné *
7o B R OGBS HEREA BORE 2 T
A DL NFIRANTIRE T HZ 1%, S D Efﬁﬁﬁﬁzﬁnﬂ
R D —FB L L CTHE ThLHEE 2 BID,

RAE
2.1 5 &

RIEUL, BRI AR T A 2004 SETHRICEE DX
RIRIET H ORI I L OB M B IR D72\ 0 B 174
LU, ZR2RENEAY 140/90 mmHg LA EC, S5h12
FREIME A — 2 A JIE LM 135/85 mmHg LLE
ThHoT-HBHE 157 4 GEHR 542+£5.0 1% B 444 1113
£) ELTZ, 17 24X AR E ME ST LERIN LT, R8>
AT A —LRartMefG7292 T DNA Ofefitasz
AR,
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2. 2 EIEFRET

BHFE2MEY DNA A4l (BDtract Genomic DNA
Isolation kit, Maxim Biotech) L, GRK4 (R65L, Al42V,
A486V) ** | angiotensinogen [AGT] (A-6G -M235T) ¥,
angiotensin II type I receptor [ATIR] ( A1166C) ¢ |
plasminogen activator inhibitor-1 [PAI1](4/5G)” BL
CYP11B2 (aldosterone synthase C344T) ® o> Hi— i
{5+ %7 (SNPs) % LightCycler™ Master Hibridization
Probe Kit(Roche) &\ C GRK4 D& AR 1A RE LT,
F7-. angiotensin-converting enzyme [ACE] DA /K
KA (1D)? % PCR JETHREL, o 77 =232 (ADD
G460W) '*'? 1% PCR-RFLP JEIZ THRE LT, GRK4 Di
(BT ZIDIRHTHE LD 3500 SNP 28 3 PA_EdDb D2
TE BHRSNERE (eSS) | 3 AR O DAHEE R HE K
MR (eNSS) ELTZ,
2. 3 KERE

IR AT | A A T R ) ARG (e 5 IR R,
ADVANTEC HVERRASHE) VL vA 7 2L, &
BRAROBIE SR EIL 0, 06,08, 1.0, 1.2, 1.4, 1.6
mg/em’ @O 7 T THDH, BIEHRTBIMEOHE LS
RED DIV EEPDIAIZE RV E TELETIT-
7o

2. 4 HERIERSE

HoE AR REL, Z2m Rl RE RS
B, FEE ZIREHWT, RP TR LIV T F =
ZHIEL, BT 0.96 x V{ (UNa/UCK/10)x (15.1 x BW +
7.4xBH-12.6 x Age - 80) } 213 0.96 x V{ (UNa/UC1/10)
x (8.6 x BW+5.1 x BH - 4.7 x Age - 75) } DA 1IE % W
TEHAELZ Y,
2.5 HEISora—L

FIRELC L CHERE — H BB EEES WHO B L UVH A
I 2R D HERE S5 6 g Rl T DI BIERELIZ,
WS = AR, S22 RHECHEE — B R,
BROUMEZRIE LTz, BT B IR ChDZ 2 MLED
130/85 mmHg LA ECTHIUL, D EI AT AR BHRIRA
Z(AH XN 1mg/H) BELT,

3. RHER
3.1 BGETFHRITOBER

A RIDOREETT . GRK4 OG- Z RO FEHTHE R DD
SNP 73 3 LA R Dt DZHEE SRR M A (eSS
46 %) . 3 EARTE O O % HEE IR Mk & i E R
(eNSS 11144) L7z, eSS HEIS L TUNeNSS HEIZ I3\ VT i
£ BB AR - AGT (A-6G -M235T) . AT1R (A1166C) .

Study Flow

KigEOEIME R (140/90 mmHegl), |)

(N=174)

BIZTRYT =

— AL (1TBIRRSL)

GRK4 SNPs 3f# L _E N=157 GRK4 SNPs 3 A
iz P R 2 Pl Hes2 o IR P v
N=46(F/M 33/13) N=111(F/M 80/31)
Ik e
37H

ZHWME 130/85 mmHg LAk

!

Indapamide 1mg/day
37H

!
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PAII (4/5G) . CYP11B2 (C344T) . ACE Dif AN/ KK%
(/D) . ADD (G460W) D7 L /L |24 B 213727 »
72, eNSS & eSS B I 1T DA D H B IS KO H PEDE]
BITZNEI 54 7% (33, 64) | 58 1% (40, 65) KT 27.9%,
28.3%. BMI @ H19ufi|% 23.4 kg/m?(18.4, 28.8) . 23.0
kg/m*(18.4, 32.0) , ~—ATA L TOULHH LT (SBP) 7
FPgLfE I, 146 mmHg (140, 160) . 147 mmHg (138, 158) .
JEEEH )+ (DBP) @ A 1X 92 mmHg (80, 100) . 91
mmHg (80, 104) | & — H &HEEEEO P REIL 12.2
g/day (8.7, 16.8) , 12.6 g/day (8.2, 16.8) , HEFL K BRI E
& (eGFR) ™ $1 4413 74.3 mL/min/1.73m* (60.3, 127.6) .
74.3 mL/min/1.73m? (60.1, 125.1) BL OV L&A T D
HfE 0.6 mg/em® (0.6, 1.4) | 0.6 mg/em?® (0.6, 1.4) LA &%
13727>>7=, (Table 1)
3. 2 BIEBIUVHATHFARRFREIDEE

SR COWSEFFE (6 g/ H) IZX0HEE— B BB EUE
1%, eNSSHETIE 12.2 g/day (8.7, 16.8) 735 9.8 g/day (7.0,
14.6) 1, eSSHETIE 12.6 g/day (8.2, 16.8) 75 10.5 g/day
(6.4, 148) ITHEIZIK T (p < 0.01) L7223, WHOH DU
X HARRMEFESBHESET5— B BEEEUE 6 ghiiil
IR TEBN T E T T,
3.2 1 BIEDOHE

JHEIC X022 RE ML 1T, eNSSHEDSBPIL 146 mmHg
(140, 160) 7% 144 mmHg (136, 160) |2, DBP (% 92
mmHg (84, 102)7>5 92 mmHg (80, 100) (AKX FL7=(p <
0.05) , eSSHEDSBPIX, 147 mmHg (138, 158) 7% 144

mmHg (136, 160) |Z, DBPIZ, 91 mmHg (80, 104) /> 90
mmHg (76, 100) IZA E MK L2 (p < 0.01), LL, &
BIOBEHRFEEIC L > T, ZR2FMENIEEE B IO
FHOBEBETHD 130/85 mmHgZ FEK TE7IER 1T
2o Te, DUVT, MBI T RO AT AR RF
JRAITHZ% indapamide 1 mg/dayz 4% 5-L7=, (Table 2, 3)
3. 2. 2 YAT7HARRFIRFIDHE

Indapamide D% 5-1Z XV ZZIFIMEIL, X—AT A
DI EE L . eNSS BED SBP (%138 mmHg (128, 150)
({2, DBP % 90 mmHg (75, 102) &4 BIZIK F L= (p <
0.01), eSS HEMDSBP #, eNSS LRIEEIZ, _X—R2T A2 D
I & R 1132 (122, 146) 12, DBPIZ, 86(76, 94) IZH
BEIK L= (p<0.01), (Table 2, 3)
3.2.3 eNSS & eSS HIZBIT2RiEHEE,

Indapamide (1 mg/day)[2&k% SBP HS&U
DBP M%1t

eNSS FEIB LD eSS HEDMARIZ IV TR LU
T AR ZRNRAN O G- CTREEITFRD DN TR DR
WZDWTRRET L7, BRSSO E — B B E
IZeNSSTET2.1 g/day (1.8, 6.8) . eSSHET 1.4 g/day (-1.1,
8.2) K F L7223 eNSS BETLNZL DIMEN RS T -
WZH 5T IHEIA M T X eNSS T 0 mmHg(-14,
16) . eSS #¥C 6 mmHg (-4, 25) LA 1T eSS FE TR ELK
TL7(p <0.01), L22L, LR M +(X eNSS HET 0
mmHg (-8, 16) . eSS BT 2 mmHg (-18, 18) LA E /221
Z iR 77> T7, Indapamide O FE5-1Z L IUHEHA I 1%

Table 1. Baseline Characteristics of Participants

N(%) or Median (min, Max)

Estimate NSS (n=111) Estimate SS (n = 46) P-value
Age (years) 54 (33,64) 58 (40, 65) NS
Sex (Male) 31 (27.9) 13 (28.3) NS
BMI (kg/m®) 234 (18.4,28.8) 23.0 (18.4,32.0) NS
SBP (mmHg) 146 (140, 160) 147 (138, 158) NS
DBP (mmHg) 92 (80, 100) 91 (80, 104) NS
Estimated salt intake (g/day) 122 (8.7,16.8) 12.6  (8.2,16.8) NS
Estimated GFR (mL/min/1.73m?) 743 (60.3,127.6) 743 (60.1,125.1) NS
Salsave(mg/cm’) 0.6 (0.6,1.4) 0.6 (0.6,1.4) NS
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eNSS ##T 6 mmHg(-10, 30) . eSS #£T 16 mmHg (0, 27)

EHEAEEL > T eSS FETREUR FLZ (p < 0.01), &5
(2, PEAEHA MY eNSS #£C 4 mmHg (10, 17) . eSS BET

6 mmHg (-14, 20) SERE(X T L7= (p < 0.05), A E2Z1L
RO o7 (Table 4)

Table 2. Effect of salt reduction or Indapamide on Blood Pressure in eNSS

Estimate NSS (n=111) Median (min, Max) P-value
Estimated salt intake (g/day) Baseline 122 (8.7,16.8)
Post Intervention 9.8 (7.0, 14.6) wk
SBP (mmHg) Baseline 146 (140, 160)
Salt reduction 144 (136, 160) *
Indapamide 138 (128, 150) *ok
DBP (mmHg) Baseline 92 (84,102)
Salt reduction 92 (80, 100) *
Indapamide 90 (75,102) *
Paired comparison (Wilcoxon sign rank test) compared to baseline. **p < 0.01, *p < 0.05 vs Baseline.
Table 3. Effect of salt reduction or Indapamide on Blood Pressure in eSS
Estimate SS (n = 46) Median (min, Max) P-value
Estimated salt intake (g/day) Baseline 12.6 (8.2,16.8)
Post Intervention 10.5 (6.4,14.8) wE
SBP (mmHg) Baseline 147 (138, 158)
Salt reduction 140 (128, 158) *
Indapamide 132 (122, 146) wk
DBP (mmHg) Baseline 91 (80, 104)
Salt reduction 90 (76, 100) *ok
Indapamide 86 (76, 94) *k

Paired comparison (Wilcoxon sign rank test) compared to baseline. **p < 0.01, *p <0.05 vs Baseline.

Table 4. Change of ASBP, ADBP and Asalt-intake after post intervention or treatment of Indapamide

Estimate NSS (n=111)  Estimate SS (n=46) P-value
ASBP (mmHg) Baseline-salt reduction 0 (-14,16) 6 (-4,25) *ok
Baseline-Indapamide 6 (-10,30) 16 (0,27) *ok
/ADBP (mmHg) Baseline-salt reduction 0 (-8,16) 2 (-18,18)
Baseline-Indapamide 4 (-10,17) 6 (-14,20) *
/\Estimated salt-intake (g/day)  Baseline-Post intervention 2.1 (-1.8,6.8) 14 (-1.1,8.2) *
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4. % &,

RIEEIMEN /2D B <72 %, INTERSALT
WFECI, 24 R IRICEARIEEIRED ZWERMT
WEMEREL, Fo, BADMEEEAORBHEEIEIZY
EQB#N D72, BUEOARFRO AR, 24
I IRDODOFAEN DL, —H 12 g FELeoTND
O UL, MEE R A 21 OREERED BEMEIT, —
A7z 10 g RiTHY, 22 10 LU HITE R AN D
AW HERERE TIEALNT, 0 BEMEIZITRE
BEL TR, ASREME & I EE O 1 CH R AR
EIEIL, ERICMEBET VT IVR, A A AHREED
TUHEZ B OFLEGIT, 24 IREHTIE R E CIRAR AR 458
D720 non-dipper A%< LML fERRIKF- 2RS0T
WEIALESE T D720 BRI LIRIR 52 LN
THHEBZZDND, LinL, BRSO ER 2 W 5
FEIFRVONRBRTHD, LIzR-> T, BfERZ D~
— I —%REEL, BHNAEE BB AT HILIEE
JEDFNE T B - 1GHED RLEETHHEE 2 HND, 5
[B] D B ARAFZE Cld, GRK4 0 SNP (2 X0 sz M i
JEDFIELLTUNEE R HID eSS BEFBS LN eNSS BT
S FEL TR B X O A 7 WA KR FIR A O %h % fad
L7z, A EIOERKRFZETIE, BEORERR RS —H
BHEREOMEIT RS20 o7, mlind IR
BEEEDNME T 3223 A SN TR, ZOFRKDOUESEL

CHERE Sy W B DY DMERS I TS 17, LinLA RN,

65 WL FOHEEGELIZT200, SRR BEE—
HABE R EEOMICIT A GBI X /20~ 72, UL,
TEPEFHTE TIL, MER W B DR T BERRBE D
R BEAME L CWAZEL S T D, [E RS
TRENLOER— AHTZ0 OB EEITR 11.5 g 2
THY, HAROBIEOREHEEIZ—H 11~12 gfRET
bHEEZBILD, 4 BIOXIROEEEEIEIT YT
12.5 g A THY— A7 HARANIVS D 2t 18
LTV, SR COREREIZ L > TS o AR EEI
Bl 2 -3 g{K FLZAY WHO BXOH AGEIMEFEN
HESET 25— H BRI 6 g RIIITREWVER Th-o
7o LML, MEEEERA 21 OB HEREO BT, 1
H®H72D 10 g Kl ChIieharlaeefmls s 2 5
77

A EIOREETT GRK4A BIR 72U IDEINLT- eSS T

L BB L O AT AR RFRAIOZNED eNSS LD
LB, L, BEE B EClEE =2 hr—L T
7% 5213 eSS HET 25%, eNSS #ET 5% LKETH -7,
BHLFEET, £ 5T 2 - 3T 7zicb bbb d, A
HECHH— HBIEEEUR 6 g RIEIZRDRD T8I,
sk cofFEEDRE <A R T HDLEDILD,

FATFARZRRAN O FIXEIEH OB B &
ZAEALTZ2N, BEE DT ITIZE ST H O BE 23 228
EEZBNT-, GRK4 @ SNP L, EifilE A ANEETE
WIS MR LS B ESE MERR I C B W THREE A &<,
GRK4 @ SNP 73 3 {E LA 2 AHkss M ) ifn T CLEik
BB IOV AT AR ZRFRAN S R IR M & &
DLENRENBHDZENHBNE ST, ZO RIS VERED
R, BREERGEER M EEE D D 2/ BT TE
F R Mgl N Y AR EESTONDZ L LR
LTS 1 mrEENEL TSNS,

5. % DRE

B E KOS L0 b 5T, MEa hr—/ L3 8E
FHLieh, SOIZAEBBORKILEEHIZOIME SO
SiE, BERIDEEINL T D, Fio, AU Y& EE,
RN IR el N g S AT S VA=Y | (1WA S S-S0 =11 | 1N s
TR DGO W TIBEE RO ED X7 F
W CRIILEDIIE T D DODNINEIE AR TH D, K33
IR DEO TN AP B 595 172 iR M R i R
FTHY ., \IED RN B2 B2 A 32 rTREME DS
&%, BUEOREEIEIRL, ZDOREEHROEICIHB T
VRTZICRBRI I S TG, — 5T 25 KM
FEES R CIE, 7B EA DN EETHD
TEAUREITEY, BRREEDTOITIE, FEEED
BHENEANCTRISNAZEDOERITIRENEEZLND,
A E 2RI T, B M e B 2 L, FIIR
FIB G- DM T CORW D I E A REEIC LT B4
NEHAAETHIELMEEE 2 LD, AR, BEIE
LT ThEE LB IR E M THhNHZE T, IRSE
HIRREICH T2 T IAT AR TS TWDAIL
VIR TEAET D, ETo, B HXNRO NG, AHERL
SYEREZIRRICRZITL SO WFIRAITIRIR T 52
LiT, MES OERM BRI O —FBEL THETH
HEBZLND, LU, B VR i E2HEE L, 8
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HBIODEOV AT VAR RRREEZ L BT
RiIH2HOD | M4 OREIE HAEEIIR 2 1K FL T
B8 JOBEEZh B A 3 70 I ETG BB O A
TMEIEREEEE 2 HID, BIME, HARANTIE 4 FHIKGN
OEHEZ R MENNDEDEE Z LN TNDH, B
FINLE DB ITE DOFLFE DML AL TN E I T A A
Thod, — T 6 g RIGORHEAZ T X TOEIMEEEIC
FRVDZEIIANFTRETHY | Ak IR E - 4R - G 0F
JEEEZEBE X GO O IEE T8RN nE L
eHERDI, A% OWTREEE 2 bivd,
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Summary

We have reported that GRK4 gene variants, R65L, A142V, and A486V, are associated with salt-sensitive
hypertension in a Japanese population. In this report we studied patients with untreated essential hypertension
without diabetes mellitus or chronic kidney disease.

The current study was designed to test the association between salt-sensitive hypertension [SS n = 46, 147
mmHg (138, 158) , Age 58 years (40, 64), usual salt intake 12.6 g/day (8.2, 16.8)) and non-salt-sensitive
hypertension [NSS n = 111, 146 mmHg (140, 160), Age 54 years (43, 64), usual salt intake 12.2 g/day (8.7, 16.8)]
(median (min, max)) and response to dietary sodium restriction and diuretic treatment with indapamide (1 mg/day).
Subjects with SS expressed 3 or more GRK4 gene variants. After 3 months of modest dietary sodium reduction,
the median (min, max) systolic and diastolic blood pressure of subjects with SS was 140 mmHg (128, 158) [salt
intake: 10.5 g/day (7.2, 14.8)], while the median (min, max) blood pressure of subjects with NSS was 144 mmHg
(136, 160) (salt intake: 9.8 g/day (7.0, 14.6)] (P <0.001, SS vs NSS, ANOVA, Holm-Sidak test). After 3 months
of indapamide therapy, the median blood pressure of subjects with SS was 132 mmHg (122, 146), while the median
blood pressure of subjects with NSS was 138 mmHg (128, 150) (P <0.001, SS vs NSS, ANOVA, Holm-Sidak test).

We conclude that the determination of GRK4 gene variants may be important in predicting the response to

modest dietary sodium reduction and diuretic therapy for hypertension.
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