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SQ 14225 i £ 2 ZMBERITHI O £ B 7% & CICBRBNC AT 5 B HRIR £ BB X 2 BT DL THREH
L7-.5Q 14225 %# 1 mg/kg+1mg/kg/h TREBEIRCKE LB | BTRERBEAOB T 5 BE
WA e NI, LHEHE, CHEBERTETH- L, FAFCENEFERZRGEL, LETERCL2b ST
e, AEREFRRICE G Lo, B2HTIREENRIEA, [Sar'lle?] 7oo47 vy VIl (A
I A, 10—20ng/min) % 3770+ => (10000 KIU/kg+3800 KIU/min) ©BEIIRAEARC BT
% 5Q 14225 (1 mg/kg+1mg/kg/h) OBIRNIRS ORIRE AT, FBWEREAOS EEAL BT,
SQ14225 I X WEE L & b ICBMEEROET % o, FIEHNE IEMEm 2R 72, BERAC A
A #FALLEETE, HEAO CCBEMBERITONEEIC X 2 BIERAOBEL 45N> | SQ 14225 »#&
543y, MEFTRERL Y, BEROBHEECEEZrok, BERANKC? 7o0F = 2BEALLE
T, BEOME LEB X URBREFEEORM 4 & nihs, BIEERS X CBMERE0E i
oz SQ 14225 B 5 & D IMER THE L, [FEHC B MBS O T 75 v B ISR B O RINEM 58 5
Sz, SQ 14225 He 512 & 0 RIRBTFNAR, RebF b U Vo) v AR TRLE LR o7,
SQ 14225 #r 5z & b AL = v iEM O LR nH SNz, M7V R TF o VviBERRETH 7. BE)
RO A TTAEARZY = EIIHEIL 7228, SQ 14225 0k 3 L = v HBDREITHE L s o7, B
LD LY, SQ 14225 1512 & B B ERI I ERIEEROBB & & b CBIMSEESEL 3 LHB
MFEDBWPE A SR EPHEIU Sz, 72 P U P ARZOLRVIREETIE A 11 A IXBEIRFEARC
agonistic ZFAZ 2L, BIEIMECH< 2L & RE&NL. 7= VELBIC L Y SQ 14225 DB
BUNT 2ERCEADE» o728 5D, SQU4225 I XA BIMETRIC A Y 7L 4 v F oV RREE
RBREEZRL TRV LDEEZ SIS,

Key words renal hemodynamics; SQ14225; renin-angiotensin system;
kallikrein-kinin system.
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Effects and the Mode of Action of Angiotensin I Converting Enzyme Inhibitor (SQ
14225) on Systemic and Renal Hemodynamics in Anesthetized Dogs. Yaichi Kitabaya-

shi, Department of Internal Medicine (I), (Director: Prof. N. Hattori), School of Medi-
cine, Kanazawa University.



194 i

VIEEBELE—Ob D THB L LYY, TIF
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R, By rEENECBT 2REDRLRES N
TW5M X512 EEEDANDORIOBE » R T s 8HeE
b & B A, REFIOBEEBBIZ DLW E2—8L
RN BN TWRY, —HBHEEIC DWW TiZ SQ
1422512 & b MERTRET 5 I0ovdvb & 3R R EFRE
BE RS, BIEREIT L AT 2 L 0HELS
xS Ll SQ 14225 DEBEERIC B JIZT
BRI OWTHZDEABF I DL TRV =Y - T ¥
VHAFVYVR, AV VAV FVREMA SO
ARE TS F 4 vOBEENEZORTHREH, 251
BIZOWT LABERERO—BEAHTNRARY,
SEIDOFFFR T, %37 5Q 14225 2 X 3 BEFEROEL
22 BEROELLBEFTT THEL, SQ 14225 D&
BRICHT 2 ERE OB DV TREI L, 2w Tr
SV TV Ty ROBREENREELZR T
Y YR 0 | s = Bl SR AN & )
v F=UROMEIETH 27 FuF = OBHRN
FEAR LD SQ 14225 DBERICH T 2EFR LD LD
Efis s 2 2R, FEHOBRBIINT BER
D, SSEERABFI OV THRE L.
s & UHE

EE T SQ 14225 02 B & W BERICNT 27F
A

HERITIXRE 10.5~16.0 kg QMRS X 15 F%
iz, 4 X3 ¥ 3 > 5 mg/kg S5 THILED
DB, R NVES—F )T A 30 mg/kg BRI
XD FREBEL 72, R BEBRFRNRY MV ESY VDB
2172w, HEEEE2—BRoO LI Lk,
HRIHEBAEA S0 ml/kg 2BV V7 XD EALT
4 X #RIRREBIz BTz, KEEEIRIC MERE & B
ROAT—71vE, KBBIRICEFREABOL T —7
NEBALL MR 57 8 BREY — 5 (A
T PAH LB B X7 V7 F= v ORFERBACY T
—FNEBAL. $ T PAHSmg/kg, 7V 7 F =V
30 mg/kg #HIERSE (EENREALLTS5ml) &
L C#ER, PAH # 0.25mg/kg/min, Z V7 F=
% 0.57 mg/keg/min ORE (EHWAREAKLLTLS
ml/min) TS SREREL 72, DWW CERIESWRH 2
Fav, ERECHRREOAT—TIVEBBALL, &
bITHEABE THL, KERESCERREST
(BAXEH MF-2) 2E&FL, LHAHE (cardiac
output : CO)RIER £ Uz, MER X L (heart
rate: HR) BEKMEST (HALER MP - 4) i TH
FL, EHIME (mean blood pressure : MBP) %1k

#®

RHIME +IRE/S W & D3R, T e BHERE (reny)
perfusion pressure: RPP) & &2 U, RAUEH (totg)
peripheral resistance : TPR) & MBP/CO iz & DER
Uiz, RBREBFERBENRAE VT F =2 Y75,
A ((creatinine clearance: Co;) W& D, Biitps
877 2 JBIRERZ Y7 F > A (p - aminohippuric
acid clearance : Cpan) & DHEIEL, R (filtra.
tion fraction: FF) % Cer/Cran T, BIMEEH K
MBP/Cpuu CHEHBE LT, 7 U T 7V AR ERBOAITS
WTHRETL, 10 HHRIR % 2 EfT/2 s, A THED
L7, EEREMEHLKTERD R &b 1IFHEMERT,

REHN—F LUK, IHBEOMTHERORES &
V2 V75 AEBRETE %, & 51T SQ 14225 0l
LRtk 10 S8 i TEIRE %, 30 S3 4R MATEES L vt
7077y AREEL . SQ 14225 1 HIE 1 mg/kg %
5 ml DA ERAIEA B U ENER, 1 mg/kg/h 0
B (3R AR K & LT 0.19 ml/min) THHEEA LY

(n=11). HEH (n=4) Zid SQ 14225 Db b izk
AR D A% SQ 14225 REHLRIB L2 L1
PIEBES O T TEREAL, 1024, 30 4%k
SQ 14225 #58 L FRORE 21T o 72,

EERIL ¢ [Sar!, lle?] 747 vy vIl (UTFA
HALE) bawiE, 7752y (bsva-i¥
24 TOVEER) OB EIIRAIEARRD SQ 14225 OEHEE
XY B 1ER

RE 11.5~16.5 kg DHEMERAA 2 28 BRAVE,
Ihs R ETBRNCEENREARD S ZFALRN
e n=7), ATAREALI AILARE (n=14),
7FraFmrREALLRT U= vEFO=T)0 3%
Zhid, SQ 14225 OEIRATSIC X 2 MLE, BiE,
&L = > ¥ (plasma renin activity: PRA), Il
|7 VR AT o viEE (plasma aldosterone concent-
ration: PAC) OZE{LIZ DWW THETL 2.

BB L EHRICRRE R TR, KIREIRS & UKR
BRICH 7 — T M EBAL . ERIEERTIR 21TV,
ERECREROS F—FVEBAL, S5ERD
PRICEXREARE LT 27200 27T ¥ — Y ERALL
ZVT7 S AREOLOER ] tERC VT T
B XU PAH O SR 21T o 7o, FRHEHR T %
B R T, REN—E Lk o7, UTeoNs
EEBRIC 1052 ) 7 v ARZRERLEBIL
v, HREZRmL, 7V 7=, PAH, PRA, PAC
WIER & Uke. %9 SQ 14225 B 5 AT 2B BIIRAICE
B A AD A % Truth HEEEASE B-1 EAVT
0.38 ml/min OEEE TREFEA L, HEHO 7 V77
ARHE LT, BT Z 0% 2 EBOAEKOR
BIRAEAZMHE LU, AITABTIZAIIAZR 10 %
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i 20ng/0.38 ml/min (A 1T A 10ng #; n=7, 20ng
#.n=7),7 70 FoVBTR T 7o F = 2Bk
iz 10000 kallikein ~ inhibiting units/kg O#]E# 5
# 3800 kallikein - inhibiting units/0.38 ml/min T
BEEAL, 08BED 7 VT IV ARMETL, 2
W SQ 14225 #EER I & F#RIC (I mg/kg+1mg/
ke/D) BEHRENCRE L, 303%ED I VT IR
ol i BEREE L LT Cory Cpan DI, R
gy b )7 AB &N ) 7 APEMHH (urinary excretion
of sodium : UxeV 38 & T urinary excretion of potas-
sium: UxV) 28E L, BIMHE (renal blood flow :
RBF) # Cpmz &N ~% 27 ) v b (hematocrit :
HY) & ¥ Cean/1-Ht 2 X D, & & B EHH (renal

vascular resistance: RVR) % MBP/RBF iz & h &
HU7.

PRA BX U PACIE S F Y+ (BR) @ Kit #FHw
< radioimmunoassay i & D filE L7,

Bi##id mean+=SEM TR L, HEFEIUE I HERE
BoEr: szt L tREEC LD T o7,

B b

FE | HHEARRICE 228 s VEBEROE
LB LI RER TR, R1CRT &S ¥E 2
V77 AD 30 531 CO, CoanDIBAP A, TPR,
MBP/Cp oD B IIE I % 380 7243, % DO IEEIz 2k
Bashihoiz,

Table 1. Effects of intrarenal infusion of saline on systemic and renal hemodynamics, plasma renin
activity (PRA) and plasma aldosterone concentration (PAC).

0.9% saline infusion

Control

10 min 30 min
MBP mmHg 91.0%9.2 92.0+11.3 96.4t13.1
co ml/min 1325+87 1225£166 1188+153
TPR mmHg-sec/ml 4.12%0.32 4.73%+0.96 5.13f£1.11
HR beats/min 165+13 158+18
MBP/Cpas  mmHg-min/ml 1.068+0.109 E— 1.35310.247
Cran ml/min 89.4+17.2 —_— 74.7%12.7
Cer ml/min 25.3%3.9 — 24,1%£2.1
FF 0.301£0.050 — 0.348%0.068
PRA ng/ml/h 6.85%2.85 —_— 6.29%3.32
PAC ng/dl 18.5%8.5 —_ 20.8+8.9

Values are means®=SEM ; n=4.- MBP=mean blood pressure ; CO=cardiac output; TPR=total
peripheral resistance ; HR=heart rate; Cpan=p-aminohippuric acid clearance; Cer=creatinine

clearance; FF=filtration fraction.

Table 2. Effects of administration of SQ14225 on systemic and renal hemodynamics, plasma renin

activity (PRA) and plasma aldosterone concentration (PAC).

SQ14225 infusion

Control

10 min 30 min
MBP mmHg 102.5+4.8 81.0%5.8" 88.2+5.4*
co ml/min 1690 £72 1818108 1655131
TPR mmHg-sec/m] 3.69£0.23 2.77+0.28* 3.28+0.39
HR beats/min 149+10 15711
MBP/Cpan  mmHg-min/ml 0.977+0.079  — 0.872+0.105*
Cran ml/min 108.4£9.7 — 110.0%£10.5
Cer ml/min 26.412.2  — 26.2%2.6
FF 0.256£0.029 — 0.251+0.029
PRA ng/ml/h 7.86+1.20 _ 13.88+2.45*
PAC ng/dl 26.4%5.1 —_ 20.2%4.7

Values are means+=SEM ; n=11.
Abbreviations are as in Table 1.

Significance vs. control data : *p<0.025; *p<0.01.
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Fig.1. Changes in systemic and renal hemodynamics, plasma renin activity (PRA) and

plasma aldosterone concentration (PAC) elicited by administration of SQ 14225 in dogs.
MBP=mean blood pressure; CO=cardiac output; TPR=total peripheral resistance;
HR=heart rate; Cpau=p - aminohippuric acid clearance; C. =creatinine clearance;

FF=filtration fraction.

SQ 14225 #BELI-BETE, &2, 1WRT &
5 #5105 % < TPR 280.93+0.16 mmHg/ml/
min{E L, MBP 3 21.5+3.0 mmHg F#L 7. 30
MBI TPR WFAMERD A S5, MBP BBEEKCT
BeL Twafe,—# CO,HR WidE{biz Ao hix o7z,
BIEBRICOWTIZ 30 311 MBP/CpauDHE EDE TR
Fd sz, Coans Cory FF X LIZ o7z, PRA
DFIMIEIE©, BWMFEIZ 109+35% TH -7z (P<
0.025).

ERRIL (X3, K2) . TEIRNICEBNRIEAKD 2
PEALULCKEBETIE, SQ142258 512450 RPP i}
11.4+4.0mmHg TEEL 7228, RVR ¥ 0.172+0.052
mmHg * min/ml 4 L, Ceanld 8.7%5.5 ml/min 3§
I 2 A% R LR (0.1<P<0.2), Co3TET, FF
1% 0.302+0.049 XD 0.251+0.042 LB MITIETL
72, UxaV, UV ZE{BIZ A SN o7z, PRAITE
HIETI 21.85+9.07 ng/ml/h B3 2 ER 2R TIC
LEE27H(0.05<P<0.1), ZIEFETIX 202+72%
BERHEMLUL (P<0.05), PACIETETH-7z.

BEIRMN W A 11 A % 10 ng/min TEALLETIE,
ATTAEAKED RPP X 8.0£1.2mmHg, RVR i
0.168+0.053 mmHg * min/ml WFh b FEW LR L
7z, CorloZ8{bid e £, Cpagld 9.2+4.1 ml/min H4 3
LEREZR L) (0.05<P<0.1), FF X 0.278+
0.17 £ D 0.323+0.020  EEwC EH L7z, PRAIKT

TR 6ETETL, PHT2.92+2.37 ng/ml/h ETL
Fo %, FOEHERE LEE TR ko o 72, SQ 14225 %
#5932 &, RPP i3 13.0+3.6 mmHg TR L7228,
RVR, Crany Cory FFRWTFTNHTETH o7, PRA
13 18.58+9.21ng/ml/h L R T 2 HAE T L%
(0.05<P<0.1). A Il AFEAD B \IF SQ 14225 5
12X 3 PAC, UwV, UV OZERIZASREM ),

FEIIRAIC A 1T A & 20 ng/min TEALLETH,
AIIABEAIZEY RPP i3 5.6%+3.2mmHg © LR
M%ERL (0.1<P<0.2), RVR i 0.1990.061
mmHg min/ml DEFED LA %R UTz, Copnld 16.42
5.1 ml/min {4 L7293, Co, FF, UV, UV £EL
Wiz otz, PRA AT AEAWLD 3.67+1.09ng/
ml OBEBOETE2RL7, PACERTEThH-.
SQ 14225 #5412 & Y RPP 13 11.1+3.7mmHg 0 #&
BEOETE2RLAH, RVR, Cpans Ceorn FF, UnVs
UV, PACIZZEbid e v o 72, SQ 1422512 & 0 PRA
1%,7.16+3.1ng/ml/h & b 20.42+10.07 ng/ml/h &
rFRIAERER L (0.1<P<0.2).

ATl A REALLTERICE T2 PRA I, SEMC
1% 11.5543.09 ng/ml/h TH > 7228, A 1L A OEHR
MEA & DEEIET L, 8.25+2.38 ng/ml/h &%
572 (P<0.025), SQ 14225 iz & » PRA GHEEICLA
L, 24.1547.51ng/ml/h k725 7z (P<0.025), #H
HAic s L SQ 14225 ¥ ARED PRA 13 12.61£5.64 ng/
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Table 3. Effects of administration of 5Q14225 on renal function, plasma renin activity (PRA) and
plasma aldosterone concentration (PAC) in dogs with intrarenal infusion of 0.9% saline

alone (n=7) , [Sar!, Ile!] angiotensin I (10 ng/min, n=7,; 20 ng/min, n=7) and

aprotinin (n=7).

0.99% Saline AlIA 10ng/min  AIA 20ng/min Aprotinin
Control 107.1%5.1 108.4%£7.7 98.6%3.6 105.1%x4.4
RPP mmHg Pre-SQ 116.4 7.1 104.2+5.1 109.0+3.7*
Post-SQ 95.8+5.2* 103.4£5.5¢ 93.1£6.8b 94.2+£5,5%
Control 0.802£0.072 0.765%+0.120 0.671%0.096 0.851£0.104
RVR mmHg-min/mlPre-SQ 0.934%0.130* 0.871+0.127* 0.913%0.096
Post-SQ 0.629%0.037* 0.827%0.063* 0.766x0.084 0.684%0.076°
Control 86.4110.1 91.8%6.4 96.9%11.0 84.1%12.5
Cean ml/min Pre-SQ —_— 82.6%7.6 80.5+10.0* 78.7%£10.0
Post-SQ 95.0%+9.3 79.7%+4.6 78.5+8.8* 86.9%12.0
Control 27.3%2.5 25.0%1.1 24.9%4.1 27.7%3.0
Cer  ml/min Pre-SQ 26.0+1.1 24.2%+3.5 29.7+3.2*
Post-SQ 25.5+1.3 26.610.8 24.7%3.6 30.2%3.1*
Control 0.302%0.049 0.278%0.017 0.270£0.029 0.349%0.037
FF Pre-SQ 0.323%0.020* 0.303£0.023 0.385%0.030
Post-SQ 0.251 £0.042**  0.342+0.021*  0.328 £0.043 0.352+0.034
Control 41.5%9.8 67.0+28.8 69.6%15.9 61.0%18.2
UnaV xEq/ml Pre-SG 59.1%23.7 59.6%13.2 65.1%19.9
Post-SQ 33.0%17.4 64.4%20.0 65.3%+17.8 59.1*+13.9
Control 15.6%1.8 19.8+4.3 21.7%3.6 22.3%1.7
UkV uEq/ml Pre-SQ 19.3%3.5 19.8%2.5 15.5%1.7
Post-5Q 16.7%1.3 23.4%+3.1 23.8%+3.8 13.9+1.5
Control 13.68%5.84 12.22+5.28 10.86+4.08 19.27%7.10
PRA ng/ml/h Pre-SQ 9.31%4.07 7.19%+3.10* 18.03%+6.32
) Post-SQ 35.53+£10.49 27.89£12.55 20.42%+10.07 43.857,99* b
Control 25.4%4.0 24.5%7.6 20.4x4.2 26.4%7.4
PAC ng/dl Pre-SQ 26.1+5.3 21.7t4.6 23.1%4.5
Post-SG 28.0%3.2 25.1%2.9 20,5%3.4 16.5%3.5

Values are means=SEM. RPP =renal perfusion pressure; Un:V=urinary sodium excretion; UxV=

urinary potassium excretion; RVR=renal vascular resistance; Pre-SQ=before SQ14225

post-SQ=during SQ14225 infusion; others are as in Table 1.
Significance vs. control data : *p<0.05; *p<0.025; **p<0.01.
Significance vs. pretreatment data: a, p<0.05; b<0.025; ¢, p<0.01

n/hOFED EFEER LI (P<0.05).

T7uF v BEEALRETIE, 77uFovEA
L&D RPP X 3.91+1.58 mmHg HEIC EH Lizos,
RVRIZ—~E L e EMk13 % <, Comnb TETH 072, Cor
Rb3 2225 2.0+0.8 ml/min 3L 7248, FF 3T
Ethotz, UV, UV, PRA, PAC &bz h»
ok, SQ 14225 %51z & » RPP 13 14.8+3.6 mmHg
FEL 7248, RVR 13 0.229:£0.083 mmHg-min/ml 7%
YU, Coans Corn FF ZZELIZ& 6N %H 57, PRA
H5Q 14225 #50z X DL <AL, BEANSE T 234
8% Tho7 (P<0.05), UwV, UV, PAC BFE
Thotz,

infusion ;

% =

EERI T, 2585 VCBEEOTLEETLT
BET 20, B, BEEHETT2 032200
REEMA 72, U U FAHREROBRENER 2 2 12
HEEROBMED S, SEHOKBRICEL #ERTI
255 CIZBEROEIEE, PRA, PACOWTRIZ
DVTHRERELMDEW I LTI N,

KRR I D SQ 14225 %5 10 B ORED 5, HELE
BIEA X280 2 REH & 2 FHE2BEDRILFR
HMOEERDETICHEI ZEBHOLTHS, Fig
IMEEHE SQ 14225 #5 30 MBI HETHERAETRL
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09%Saline AIA 10M8/nl  AILA 20"9/mi Aprotinin
n=7 n=7 n=7 nz7

aRVR

aCPAH

Mi/min

Mean:SEM * p<0.05 xx%p <0.025 *kkp <0.01

Fig.2. Changes in renal function elicited by
administration of SQ 14225 in dogs with intraren-
al infusion of 0.9% saline alone, [Sar!lle®]
angiotensin II (10ng/min,n=7; 20ng/minn=7)
and aprotinin (n=7).

RPP=renal perfusion pressure; RVR=renal
vascular resistance ; others are as in Fig. 1.

Tl EFrOPHEEbE 2, BECLb2d
DHEBOENMDIE LA ZVZ ESBELBIZENT:,
2D &5 R IMITEEEDE/iZ 3 T B ER 0% L U
BIERE BN T HEEINTHED, SQ 14225 1%
MITBE L BIECKRBCEL A TH2 L E25
N3, TIT4F I ABECRLPRR S K
DB OERELEINSA SN2 2 e8I T RS
2, SEOEB I TRIDE S BB s ST,
SQU2B & BBEEIC AV 7 v Ve F = v RBTE
ZBREERL LT HDLIZELE ., E$EER
i SQ 14225 B ERIC D TS HRET B Z L ML P2
BWTHEINTWBDTY, REMEFERO A s>z
L EEREEBEOBIC I > TEEEBEL ARV Y
DEEZLNE, BREBIZOWTIE SQ 14225 5 30 4
BIZBWT, 2D ORBEEICH»PDH 5T Coany CorlTZE
{EDRbr ol fHid SQ 14225 1 X 2 BMEHHIC L2
DEEZLLN, TORXBREFIZERCHERT B
D—DoDFETHELELLND,

ERIOEBINREAD %2 BEIRAICEAL 723

B

BRRFIC I LT, RER T L [FIAR SQ 14225 12 & 2Ry
R LW RVROFSpRETFRH SN, Colpr
ETHo7h, Comnld 10%3INT 2R ERL 12, 20
& 9 2 BMREIMERILA X028 L85y | 13Me 5,
WTRBHEN T B85, BMEBRECS TRy
DT BH b HB LB|E SN, L LZOM0HgET
i3, BIERE S LTS BMTEHENT 2 & e
BH OO, L L IZEBROBL, varvepyy
72y YRHMRIE & R ET CBMELErR
BEICLDEEZONT B W9,

Al A ZEBIRFNICEALBRCB LTI AT A
13 20 ng/min @ &% 53" 10 ng/min DFEABEIZ Ty
26T RVR 28K S €72, Thb b5 E0EBANT
Tk A I A %% agonistic IZf#j\> Tz Z e s nt
BB, BEOEN S, ATl A 2 BEMRAIZ 20 ng/
min THA L 722 RVR OB, Cru®Bimeam,
antagonistic BEANR A SN Z L 2ME LR, 4F
DEHE & ORI, B 5 DR TIZA XD UV 2165
#Eq/min T, > MUY ARZREICH 722k, 15
W7 »IF Ty IOBEBIRNEARIC A LA 38
BELTwaM, 7917wy vIlicks RVROLE
BOFRRESESEZTHD, A I A 28 antagonis
tic KEA LR T o 7e ZEDOMEIC L2 DL ELS
na,

Al A OBEIRWEAZBRE L 2RETICBNT,
SQ 14225 WNEEIC BT 2 L AREORTEHMELRL
703, BMFORE M A SN n-o72, A IT A O agonis-
tic ZfERIC & 2 BIMEROZEIT LT SQ 14225 1
BcEE zhhbozbDELOND,

T7uF= OBEBIRMEAC L DBELZSLEER
DEESNZ SN, CHBMEDCHTHE Iz HY 714 0
FoUORVEEL THIEEREREL CWEH0L
Ezond, FABORERENFEREYBL Uy 1
KBLTHEISN TS, ELBMEENORLILS
SRR 21, ColdbThiNsBERICLERLLL
& H 5 LB resting OMREETH A ) 7 VA ek
RPBEEEEORL I —HMEES L T\ A RESE LS
N3, ZOLIEBRADHY 714> 2=vR%E
L 72 IRRET SQ 14225 25 LT H, SQ 14225 3%
ERIZ U OB 81 2 & EIZEEOERERT
ZEMHSMZENI T bE RPP Ohk DOET
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Effects and the Mode of Action of Angiotensin I Converting Enzyme Inhibitor(SQ14225) oy
Systemic and Renal hemodynamics in Anesthetized Dogs  Yaichi Kitabayashi, Department of
Internal Medicine(I) (Director: Prof. N. Hattori), School of Medicine, Kanazawa University,
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Abstract

Effects of converting enzyme inhibitor, SQ14225 on systemic and renal hemodynamics were
studied in anesthetized dogs. The experiments were made in two groups. In the first group,
8Q14225 (1 mg/ kg + 1 mg/kg/h) was administered intravenously. This reduced the systemic
blood pressure and peripheral vascular resistance without changes in cardiac output and heart
rate. The renal blood flow and glomerular filtration rate did not exhibit any changes due to the
reduced renal vascular resistance. In the second group, SQ14225 (1 meg/kg + 1 mg/kg/h) was
administered after intrarenal infusion of 0.9 % saline, 0.9 % saline including [Sar’, Ile® | angio-
tensin II (AITA, 10-20 ng/min) or aprotinin (10000 KIU/ kg + 3800 KIU/min). In the animal
with renal infusion of saline, administration of SQ14225 reduced blood pressure and renal
vascular resistance, and increased renal plasma flow. Intrarenal infusion of AIIA induced a
vasopressor response and decreased renal plasma flow due to the increased renal vascular re-
sistance. Administration of SQ14225 in such animals reduced blood pressure but did not change
the above-mentioned renal hemodynamic parameters., Aprotinin infusion increased blood
pressure and glomerular filtration rate without changes in renal vascular resistance and renal
plasma flow. Administration of SQ14225 in such animals reduced blood pressure and renal
vascular resistance, but increased renal plasma flow. Administration of SQ14225 did not alter
glomerular filtration rate and urinary excretion of sodium and potassium. Infusion of Q14225
increased plasma renin activity but did not change plasma aldosteron concentration. While
intrarenal infusion of AIIA decreased plasma renin activity, this did not affect the increase in
renin activity during SQ14225 administraion. These results indicate that SQ14225 induces a
hypotensive effect which is not accompanied by any reduction in renal plasma flow since syste-
mic and renal vasodilatation occur simultaneously. It is also shown that intrarenal infusion of
AlIA has an agonistic renal vasoconstrictor effect in sodium replete state. The kallikrein-kinin
system seems to play no major role in §Q14225-induced renal vasodilatation since these renal

vascular effects were not altered by aprotinin pretreatment.




