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RAEKRY 9o FO—LE S HMERH S
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JSH2004 i 135/85 mmHg A FKEILIF D &Il

ik, 125/80 mmHg A4 IE#5 kit & X, JSH2009
THLEWMB IR TS, KEEIMEOFEE B RIE
MHEIZHED L TARBRABETH B, FHFEH -
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WAL T D) OFRTIPHN 140mmHg 4
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BLTA Ry FRIEY 2 21243538 o hk
otz D —F, ARSI BE R IRPRIE BE LS L2
LTHEHRGIE LS L d 57, JSH2009 T,
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DIFAHIE, 150/90 mmHg Atz R EHEE L, il
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L O

ACTHEE O il b OHEFT 2P0, AT han
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BREATTRTH S, KFETIE, TR S
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EREBE L0,
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4 v OE»TE, WRIAERC KO PIICE T 3
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RIS 2 A DFS BIEMTIX X Sz x>~ b
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MR TR SBRIZIE L, U/EE 9/4mmHg
T U 72, WG b i PR S 5 5B T 4
PRIZIEL 28 %fiRICWA L (R, &<ER
Yy R ne &8 FEGHLZNTIE,
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—HED IR & 4§ 5 EFH TIE, MTICMZED
MR RN §5 2 & &m LA il
DR &4 5 EETRMEDICTIZL D F
HEENWIZ ERTHZE4R L0, BT
FHEEIRO 5 S5AE R PATE & 328 B ARSI T
DFEHE % BT, W4 IZFRED LR &2 #8052 %
BHB.

3. RMEEEOREICK S BEBEDRE
BRI DM|RI & U i3, Wik (32 51
%, 77U AMRYETREZE, CFRYENERE),
—AVERGE A, Madiim, < S METF LA £
BETHIEMNTES. WUT L OME|FEE%
KABNENEINFHEATNERA V1 THB
A, EEEWET 4 F 54 2 2009 (260 TiEli
fExFkiT V. —4, BRENTFEOE0E
WA K74 (JSH2009) Tidk. Wafinss s
1S OFEIE ] E 140/90 mmHg A TdH 5 A8
(kg T SR R S 22 151 0 i B R PH 51 % B <), 7
7 F AR T 140/90 mmHg &0 & X 5
IZIROBRIE T BRI L T 5 D,

1. BREFEDREIR

LB & h 7= KB IR il B & L Tig,
PROFESS %% (ARB 7L I # L & ¥ vs. (43£)9),
MOSES ff%¢ (ARB ~ 79+ )L & » vs. Ca $5#i8
Z LYY ¥ )Y, ONTARGET iff% (ARB 7L
IH N4V vs ACEFIHES I 7Y )10 23
2, DT IKNMEREFEGRE THIZB 318D
7 7 ADMREROENMEERT T Y 21EHES
hTugn, ZORDEENRBESAA 4 Y
2009 Tid. Ca f541%. FIKE, ACE HEE, 7~
X7 v v I ZERENE (ARB) &L % Hilk
LTW3 (FL—FA). LEALEMS, BERKE,
PMETT I, & & OSFEAEMEC ) O R 2 A 0f
WER, EENKRPEFRLA»Y S 2 Al & T
i3 ACE [l ##, ARBA iRt ch b LT3
(v —F B).
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NTHBEN, HAeDBEE+THIERL TITH &
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ARi&E TR A2 & & U 2B K FEIIE R AT whAE
SLRTEPEANRVE S NT S IRl UR- 3
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#HAELTED, {2 0HKR0%ZT5MTHS
DIZHL, BOEFTMTH B0 ME > T3,
Thbb, (WM T EANEIC & 5 0130
B2 BIEINCE D LB MNANNETH S
A%, DB KRR ST B I - THEBIIIZ MUk %
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fr&is. 7, a0k CEDm
Ik D FICNEEWICA SR B A, LIV 52
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& AEHE & N B 728D 0H5 0D LIRS T SR80 2 13
L, ©LALEHMET 2 HNNIMT S
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SlAE & CmE S N> - ORE

LML OIEIED 2 W ETIEAL FizD0 T
- & M, AT H T & B PEC AT
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4 XY FEWLHIHA, L ISRBIERR A E
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FTEABLEITRIERPRUTH D, L IZfE
JEGHE £ A B & 2121E, KIS OO TEE
2 5, MiAh & OBULTIIRRIEIC LD I RV b
RS R DML HE5 6 TH B, HE,
FEHERRE LIMAE 4 XY P OIIEI R & A 5

Er oAU KR, EZIUE S PR E
3 EFEARY PAIIRERBZDIZHLT, L)
HETIHIEDREIIZEONE >TI XY FRJE
CEARMT B L0 | H— THREOTEEH R
RT3 V) JH-TBRIIOLTIERRYH
300, LIMEELDY) 27 EVIBAIZIZ—
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HO MR D, LRIEREY. BOENARIRD M
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Abstract

Cardiovascular disease is dramatically increased across the entire spectrum of patients with
chronic kidney disease. Angiotensin II has a role in renal damage - induced acceleration of athero -
sclerosis with hypertension in apolipoprotein E deficient ( apoe =/~ ) mice. Losartan, an All
receptor antagonist (ARB), reduces uninephrectomy (UNx) - induced acceleration of atheroscle -
rosis in apoe ~/~ mice. Losartan also modurates macrophage chemotaxis, cholesterol efflux and
inflammation in vitro.

We examined if peroxisome proliferator activated receptor y ( PPAR y ) agonist benefits
UNx - induced acceleration of atherosclerosis and the possibility of a synergistic interaction with
ARB. UNx mice were treated with pioglitazone (a PPAR y agonist), losartan (an ARB), or both.
UNx significantly increased atherosclerosis in proximal aorta which was lessened by pioglitazon
and losartan, but especially by the combination which was significantly less than pioglitazone or
losartan alone. Assessment of the plaque lesions revealed significantly less necrotic plaque area in
the lesion with pioglitazon and losartan treatment. Notably, the macrophage area of combination
treatment with pioglitazon and losartan had lesser number of pro - inflammatory M1 phenotype
and greater number of alternatively anti - inflammatory M2 phenotype.

Those results suggest that ARB especially together with PPAR y agonist modurates macro -
phage functions in renal - injury - induced acceleration of atherosclerotic lesion. Therapeutic inter -
ventions for hypertension should be considered to modulate progressive atherosclerosis, especial -
ly macrophage function.

Key words: Hypertension, atherosclerosis, chronic kidney disease, angiotensin Il receptor antag -
onist, peroxisome proliferator activated receptor y agonist, macrophage
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