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Bt DRI NEZBEICHONALEETSH
20N CORIGHEBAOEFEE LTI, 1) ARKET
voAF vy ML 3EBE~OHEINERIZ, 2)
L=y e Ty It F Y Y RILEBILKI ST LN AT
vERSWBOEIMoES IRMER, 3 BEZNAR
Kick BEIEHRIB, O3 >OafEENEL LGNS,

WiEREO ACTHIRX T 27V FRF o v KGR
KOBEILL=V FTrItrry vy rENRLTEE
EZELTVEHTEN? COBRMAERBEL XS & LTHRE
o8 DREBEL SN TR, EAE, A
BT v o4 5 v v 0 OMINAEIERICHE A RS
BELTWaET 0™ BELEVWET 600
HY, RE—EOHERIEL>OTVLRL, JOBKRKF
BLEBEPESNZERE, BRIk -TT L FR
7o v BB - RIS & h T 2RET I
MR 7 v o4 7 v v v [ oEERS 2 HECEHET
ERWhHEEIONS,

LAT, BE, TyIAF Yy | BHEBERIEE
FihEFE s, EEACBOTOERREESTHE,
R R R AN N R R BN
OEWMAERIETE2ENTE, -7, BEKOL =
KD 7V F 25 o v BRSHMIEMNZ NG+ 580
AREE 70 - f2 117,

2T, BEHERTOHARBEROCTREKFO 7V F R
FoyEBSMERMNENMH L BV T, ARKE
ACTH ic¥f4 3 7 v F 2 57 o v RIbEE R 0E,

TrexF vy I OREKICET 3 EIERIGHEEX
WRATREELVEBEE LB ELEA .

DhABEEL LARETIE, BOT vy A7y
1 i A EAR, SQI4,225 (Captopril, = 4,
KK)ABEL, 7rvvdsvy vy I HEBRETo 97
LtREET 7ot ! FifE5I 28 Na{E T2
s, 70O ARM ACTH w4 310371 F 27
o v RIEERETL .

RBLUFE

AEBROBS > 0T TREGLSRAFEEERO
EEBFEE4EZ (2 F~2TF) 26 EL, AN
BREARKCTREEZT <. SAKKE, FHEEOO
BEESE, REMEOFH 6 KH SBRELADFH
6 B TO 24 BRRR & S REF IR T 2 B ICER
L, Reh@EEPEEREIcH# L 7,

ACTH #ilgaRER 2, 1 REMERRE T, Sl ki TH L
&b 2 ERAREBARI 2R R 1K, RTS8 B~ 9 FiC
Tote., BBROEMHEI, K. CRLABOTHS.

e, ML = viEM (PRA), 37 L F 250 v,
Mo —F v — L RUIEBSHERRINET - 72,
a'"**ACTH (Cortrosin® N.V .Organon #)250ug %
omlDERKICERL, B L. ACTH#IX 3 28
LU B0MEICHU PRA, T FRFo v, IIHE
a—F yROMFEFREMED 72 O Z 1T -
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6 E%. F—AK80mgR 7o+ 3 FB LU 200D

Role of the Renin-Angiotensin System in Enhancing the Aldosterone Response to
Adrenocorticotropin during Acute Sodium Depletion in Normal Subjects. Toshikazu Ki-
goshi, Department of Internal Medicine Cancer Research Institute (Directors: Prof. K.
Kurakane & Prof. R. Takeda), Kanazawa University.
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Protocol
ACTH ACTH
T st v 2nd Bth (¥
furosemide
80 mg

SQ 14,225
250 m:

Fig. 1. Protocol of experimental procedures.

SQI4,225 % 1 H, ZhEFhn5 2/ H,% 4/ HTHEON
ik 5 Lk 5 B0 24 WBRIR(FRT 6 W~ ER 6 )
AR L%, B, TETHALOKE TR T
~FEi 8 1% 50 mg® SQ14,225 #F ORI FHRE L,
| BEFE1R IS BTIR & B8k > ACTH $ilBGRER %1 - 7= .

[ER%, LidiEoREL, ACTHoR by 2
i (EBK2n) 2HETIEIL > TITF-7-. I&
EROCBAIIFIME &, ACTH S A A ERTICAIE L
7.

PRA, MMFTALFRForBLUmEa—Fv— .

MEANIE Y » 73T XT, ~5y v IERBE I
MLACKTESCELYEL 2. I HiE gt
BET— 20 CITTHEERIFEL .

PRA (3 Skinner siRE:' M c L DMIE L 2. Kikic
L BRITEEOESREI 10.9% T&H - 1219,

4 2 — 5 v — v Endocrine Science(Tarzana,
Ca, U.S.A) O AFLHELE OEHD M <
radioimmunoassay i THIE L #-. intra- B & ¥
inter-assay O ZE&{ZEE I 10.0% LITTH » 7-.

W7 v F257o00E, MPOSnlicdnldy s o
VA g wEMA 245 M vortex mixer TR L,
2000r.p.m. T 20 HESEECABE L 2%, TIE Gl
B ImlZRER A 5 2ABRE KL, 35~ 40 CHER
WTEARE L TEBShrRE4s, CISHEDELK
EER, Bayard S0 %zt O radioimmuno-
assay ICTHISE L7, M7 F 2 57 o v il g
85% .Ml A 3.0pg.intra- # X Of inter-assay @
Eoiriaznzh, 9.2% & 14.3% To - 7=

A, R Nak & CKidkae st TllE L, R
117 L7 # = i3 autoanalyzer i £ 0 BISE L 7= .

B, 7vvdsryy | ERBEMESTH 3
SQ14,225 3= K K. & bRt 18550 ngd
SER A g L7

RonfERE, FHELEEREcRbL, HE
ZHSE L Student’s t test, B2 % o paired t test %
HouTir-+7:.

151 i

1. 7o0€3F, SQ14,225 Bt RIBS OEBMEH H
ELUPRA, M¥Fa—FV—I, MP7ILEX
FOYOEBEICSLIZTES (F1)

ACTH BhiERTD EAINE, K&, /& Na & & v1iniE

KORMHE Py EiERRE) 3, MBETREZAE
f, 91 + 1mmHg.63.6 = 2.5kg, 141 = ImEq/L, &

- L3882 0.ImEq/l THHo-Dc KL, 7o0% 3

F,SQ14.225 pFRES#Hiciz =4, 80 £ 2m Hg
(P <0.001), 62.2 = 2.3ke (P <0.001), 139 +
ImEq/1 (P < 0.005) $& 3.6 +0.1mEq/l (P <
0.05) &, WFhOEMES, R L 7o+ 3
F, SQU4,225 ARG I L v ABEIET LTV,

ACTH#ERTH® ., 1 HIRP Na B LUK Sttt & 12,
WRETRENEN, 231 = 43mEq/24h B LU 54 +
8mEq/2dh THh »7-Dicxt L, 7o+ t ¥F,S5Q14,225
PFRZEH T EhZn, 439 * 43mEq/24h (P <
0.001) 8& V72 £ TmEq/24h (P < 0.05) &, 3z
BEOHMAERL 2.

ACTH BriEBI®D PRA OE#EE, MR 1.3
+0.2ng/ml/h TH-7Die#L, 7o+ § F,
SQ14,225 #5512 13.1 = 1.0ng/ nl /h (P <
0.001) &, 73 F,SQ14,225 Bt SIc L b
BRI s L 72

L2»L, ACTHHEFRIOMFT L F2Fo v BLY
M= ~5/~roifEE, dBRETeEhEA,
7.6 £ 0.9ng/dl 8L 10.0 + 0.6ug/dl Td » 12
m, 7o F, SQ140225 HrRRETEhEN, 7.6
+ 0.7ng/dl (NS) B& 1 10.8 = 0.8ug/dl (NS) ©
By, MEPEL 7o€ 3 F,SQL4,225 HAREH O
THEZREDoNK o7,

WIS, BIRERERICB T3 Ch olIEOEBMEA B
e e, BEME, FE, M7 NaBL UK DR
B, Wtz £hn,9] £ 2mHg,63.7+ 2.2
kg, 142 £ ImEq/l 8&X 08 4.0 £ 0.1mEq/l T& - 1=
DKL, 7ot 3 F,SQl4,225 BERREHCIiz N
£n, 78+ 2mHg (P <0.001), 62.3+2.3kg (P
< 0.001), 140 = ImEq/!l (P < 0.005) # XU 3.6
+0.1lmEq/! (P<0.05) &, WFh bHBEIcL
7ot I F, SQI4,225 FHBSHTERBET LT
Wiz,

BEBERTE O, | HRES Na B& O K ittt 814, 5t
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Table 1. Effects of treatment with furosemide and SQ 14,225 on baseline measurements of the
metabolic and endocrine function before ACTH or vehicle administration in 14 normal subjects

(mean + SEM).
Before ACTH administration Before vehicle administration
Control F+SQ P Control F+SQ P
Mean blood pressure (mm Hg) 91+1 802  <0.001 912 78+2 <0.001
Body weight (kg) 63.6x25 62223 <0.001 63.7£22 62323 <0.001
Serum electrolytes (mEq/l)
Sodium 1411 1391 <0.005 1421 1401  <0.005
Potassium 3.8+0.1 3.6x0.1 <0.05 40+£0.1 3.6+0.1 <0.05
Plasma renin activity (ng/mi-h) 13+0.2 13.1:1.0 <0.001 1.1£0.1 153%1.2 <0.001
Plasma aldosterone (ng/dD 7.6 0.9 76+0.7 NS 6.8+0.9 7.7+06 NS
Plasma cortisol (ug/dl) 10.0+0.6 10.8:0.8 NS 10304 99+09 NS
Urinary electrolytes (mEq/24 h)
. Sodium 231+43 43943 <'0.001 22235 399+27 <0.001
Potassium 54+ 8 72+ 7 <0.05 58+ 7 81 5 <0.05

F + SQ=Treatment with furosemide and SQ 14,225. NS=Not significant.

BEciEhFh 222 = 35mEq/24h 3 L U 58 =
TmEq/24h Td - 1258, 7 o+ ¢ ¥,SQ14,225 B
iz e, 399 £ 2TmEq/24h (P < 0.001)
B8l +5mEq/24h (P < 0.05) &%, wWHFhd
WEEEIcE L, 7o+ 3 F,SQ14,225 SEH#RESHTH
BicHmL Tuwik.

BEBERTO PRAOERER, WRE<TIR 1.1
0.lng/nl /hTh-7hd, 7ok 3 F, SQ14,225 B
HiEEHTIR15.3 2 1.2ng/ ml /(P < 0.001) &F
BjicHimL Ccvs.

BEGENOMBFT IV FRF o vy BLOMEs —F
V- LoRWBER, SRETcEEATL, 6.8 £
0.9ng/dl 8 £ ¥10.3 £ 0.4ug/dl THbH, 703
K, SQ14.225 pHEEESHMTEZNEN, 7.7 £ 0.6ng
(NS) #&£1059.9 + 0.9¢g/dl (NS) &, stEHHE 7
o3 F, SQI4,225 BrRHREHE OMTHEE O EH
BEHONEh -1,

2. ACTH = (3B anx 0, MFEME, PRA, miE
A—FVU—IELUVMBP7 I FXFOVICEE
IR (k2 -R3 %4 -K2)

MEME 70+ 3 F, SQI4,225 BrARE®RICIT -
7o ACTH frix o, MEBARHE, PRA, M-+ v —
ABLUMB7 VN RFoYicEIETHRELEY

3¢, ACTHHFiIcL v MmFEK f#i, WRIETIx3.8
£ 0.1mEq/l 5 4.0 £ 0.1mEq(P <0.01),7o0+%
3K, SQI14,225 ERAKZ ST 3.6 = 0.1mEq/l »
583.9x0.ImEq/l (P <0.01) LWFhsEFEIHE
iz, LoL, MEK oEmE B 7ot
3K, SQI4.225 prA S OB THEREZRED S
nisin - 7.

ACTH it & v [ Na {3, SHREI T’ 141 *
ImEq/! 25 140 = ImEq/l (NS), 7 o+ % F,
SQ14,225 #tRAHKZ S T2 139 = ImEq/l » 5 139 £
ImEq/lL (NS) &, WFhLHFEOEHERS LM -
1.

ACTH#ixic& b PRAE R, R#ITI 1.3+
0.2ng/ml/h, 5 1.4 +0.Ing/nl /h(N,S),70%
3 F,SQ14,225 fEAKEH i3 13.1 £ 1.0ng/ nl /h
»5 14.1+0.8ng/ml /h (NS) &, WEFRFED
THERS o7,

ACTH ixic & 3 lftz —F v - VO RIGE, MH
#<d, ACTH BhiE#1,30 9,60 %z h 24 10,0
+ 0.6ug/d1,24.8 = 2.3ug/dl (P <0.001),25.4%
1.6ug/dI(P < 0.001)TH b, 72+ 3 F,SQ14.225
RSB TEEATR, 10.8 = 0.8ug/dl,27.8 £
1.8ug/dl (P < 0.001), 24.6 % 1.8ug/dl (P <
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Table 2. Effects of ACTH or vehicle administration on PRA and serum electrolytes on both control
and treated state with furosemide and SQ 14,225 in 14 normal subjects (mean = SEM).

Control F+8SQ
Before 60 min after P Before 60 minafter P
ACTH admfnistration
Plasma renin activity (ng/ml-h) 13202 1401 NS 13.1+1.0 141:0.8 NS
Serum electrolytes (mEq/I)
Sodium 1411 140+ 1 NS 139:1 139+1 NS
Potassium 3.8+0.1 4.0x0.1 <0.01 3601 39:01 <0.01
Vehicle administration '
Plasma renin activity (ng/ml-h) 1.1£0.1 1.0£0.1 NS 153+1.2 169%16 NS
Serum electrolytes (mEq/l)
Sodium 142z 1 1421 NS 140=1 1401 NS
Potassium 40£0.1 4.0:0.1 NS 3601 36%01 NS

F + SQ=Treatment with furosemide and SQ 14,225. NS =Not significant.

0.001) &, WEFNORH TS, ACTH BriERifEic kb

Uik 30 57, 60 Bk icHEDEMERLEL. 22T,

ACTH BiiF# o (i o — 7 /' — L DR RIEINE (3t
BLU % ZXBIE 7o+ 3 F, SQI4,225 5FHRS
Bohi b b, BRXHEME Gax) &, MB#ETE
17.8 = 1.Tug/dl T, 79+ 3 F,SQ14,225 A% 5
it 18.1 £,1.8ug/dl (NS) TH b MBI HEEE
BRONM Do iz, BAHME (%) &, MBE
T2 180 + 23% T, 7 o+ % F,SQI14,225 tH 51
T3 189 £ 32% (NS) &, MiFMTEEZIR OO
JERE

ACTHRREIC X BIM3FT v K 25 o VKIS, SR
fcid, ACTH BhiERT. 30 23i%, 60 k224, 7.6
+0.9ng/dl1,20.4 £ 2.3ngrsdl (P < 0.001), 19.1 £
2.5ng/dl(P < 0.001)T& b ,7 o+ 3 F,SQ14,225
RS TcE £ E N, 7.6 £ 0.9ng/d1,30.3 *
3.Tngsdl (P < 0.001), 26.6 + 2.4ngsdl (P <
0.001) &, ACTH #i7% 30 43, 60 ke, MiZicE
BommiER L7z, &5, ACTHE 30 4, 60 ko
M7 r257o @i, shneh, SBEL 7 oE
1K, SQ14,225 RIS THER T 2 &, 2 hEndt
KP<0.00l ¢, 7o+ 3 F,SQ14,225 PEA &S
BOUTHEILK TS » 1. &7, ACTH ikt 3k
TUFRT oy DRKEME G TS LU %) 2B
&7 w3 N, SQI4,225 BEERIE S TR T B &, B

REIE (5 &, R Tk 14.3 £ 2.0ng/dl T,
7o+ 3N, SQI4,225 FAEE M T 25.5
3.2ng/dl (P <0.005) &, 7w+ 3 F, SQI4,225
FRBESHMTERILKTH - 72 BRAHEME (%) &,
YR TIE 243 £ 52% T, 7o+ ¥ ¥, SQ14.225 HEHE
BEPTIR 413+ 64% (P<0.01) &4, 7o
F. SQ14.225 BF RS THRICATH ~ 12,

e, SR E 7o 3 F,SQ14,225 B S5H8Ic
T R EOMEBMHE, PRA, 3o~ —
VBIUMPFTLFRFovicBLETHERES KT
B&, BEHECLYIMEKEE, SRETIE4.0
0.1mEq/! 5 4.0 £ 0.1mEq/L (NS), 7@€ 3 ¥,
SQ14,225 PR 5T 3.6 £ 0.1mEq/L » 5 3.6
+0.1lmEq/L (NS) &, BME &L GHROEGHEZREE
Mot F 1o, BEBEIC L 007 Na i, WBHT®I
142 = ImEq/t 2% 142 = ImEq/lL (NS), 7o+ ¢
F. SQ14,225 BFA 5 <3 140 = ImEa/l » 5
140 £ ImEq/l (NS) TH v, @i & bFREOLH %
IRE =1z,

BEBHEC LD PRAEIE, BT R 1.1 £
0.lng/ml/h A5 1.0 % 0.1ng/ ml /h (NS), 7o+
1 F,SQ14,225 BFH#& BT 15.3 £ 1.2ng/ nl /h
»516.9 % 1.6ng/nl/h (NS) &, @iFL ERD
EBER& e o1z,

BRBEROME 2 —F V- Vg, HEHETE,
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Table 3. Effects of ACTH administration on plasma aldosterone and plasma cortisol on
both control and treated state with furosemide and SQ 14,225 in 14 normal subjects.
Control F+8SQ
p-Aldosterone p-Cortisol p-Aldosterone p-Cortisol
(ng/100ml) (ng/100ml) (ng/100mI) (ug/100ml)

before 30' 60' Tbefore 30° 60 before 30' 60' before 30" 60

1 89 164 165 134 238 274 7.1 588 249 12.7 259 28.2

2 4.7 253 174 109 205 275 3.2 292 231 110 221 283

3 88 29.2 ‘180 113 252 318 106 47.1 273 103 29.7 333

4 55 151 127 109 322 29.0 6.0 28.2 222 124 229 247

5. 27 193 171 7.0 334 26.6 2.2 136 151 104 352 333

6 20 151 111 10.0 227 295 42 226 198 121 214 2238

7. 11.8 21.2 18.8 125 29.5 344 14.1 259 376 154 39.1 279

8. 6.0 163 17.1 10.8 353 28.0 58 174 155 96 34.6 309

9. 134 428 47.1 8.3 355 213 7.3 53.6 46.7 7.0 30.0 21.5

10. 6.2 146 14.6 7.1 153 19.1 10.7 27.8 32.0 8.0 24.1 200

11. 82 181 139 113 192 172 79 249 230 115 210 150

12. 8.6 29.1 294 9.0 10.2 1738 9.2 252 435 13.6 22.0 16.2

13. 119 12,0 173 79 20.0 203 10.0 248 32.9 56 329 174

14. 7.8 214 194 10.1 246 259 7.6 301 26.2 10.7 279 244

Mean 7.6 204 191 10.0 248 254 76 30.3 26.6 10.8 27.8 246

+SEM 09 23 25 06 23 16 09 37 24 0.8 18 138

EWEBERN, 309%, 0%z EN, 103 £ 5. 5HTh, L=v e TrIFF vy vy REEEA

0.4pg/dl,9.9 = 0.4ug/dl (NS), 9.7 = 0.Tug/dl
(NS), 7o+ 3§ ¥, SQ14,225 frRABEHTRENE
1, 9.8 £ 0.92g/d1,9.7 £ 1.0ug/dl (NS), 9.8 +
1.2ug/d1(NS) TH Y, WFhbBEEOEHERIA
ot —HEEHEROMBET VIR T o vER,
IERE T, EEEBTER. 30 2%, 60 AT hE R,
6.8 £ 0.9ng/dl,6.4 £ 0.8ngsdl (NS), 6.7 %=
1.Ing/dl (NS), 7o+ 3 F, SQl4,225 AR 51
ThrENLEF N, 7.7 £ 0.6ng/dl,6.3 £ 0.7ng/dl
(NS), 7.7 £0.4ng/dl (NS) L& L HEOEH
EREED T,
% 3

TAMRRFO YRBEERTELTR, Ly - T
vorFvy v, ACTH K Nafs &I o hTW

DT NFAForFESHCEELREIERL,
PRA G EEENBRCEMERETSOEEHNEGOR
b CTE#HL, cheBFLTmMET AV FRFO

UHEHTE. ok, BEAT T, PRASENL
HEHET v a7 v v v DAL, = OfERIRE
T LK RF o o EESBRosEmT 5. ¥, A
BHAETS L, AMOELZFTT AN R T o v ERS
WEBNEDLT 2EICNS.

—%, BE TR, AR ACTH 3467
NFRFOYORIEHMERTEESATYL 5"
LpLl, CORBHERCBIZ L=y TV ItT
vy vHROBEI-OWTREL—FORBIELNT
WL, ZORGHESKOBE & L TRESIRBARE
me, WD IHDOFEREMENMELZ SN B, T1bb, 1)
MR v 45 v v v T & 2 8% fEs» b
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Table 4. Effects of vehicle administration on plasma aldosterone and plasma cortisol on
both control and treated state with furosemide and SQ 14,225 in 14 normal subjects.

Control

F+SQ

p-Aldosterone
(ng/100ml)

p-Cortisol
(ug/100mi)

p-Aldosterone
(ng/100mi)

p-Cortisol
(ug/100mI)

before 30 60" before 30' 60

before 30° 60" “before 30 60

1. 92 80 79 114 102 100
2. 11.8 105 140 10.0 105 121
3. 80 80 79 93 73 171
4. 43 39 4.0 9.9 80 83
5. 45 42 40 123 11.2 103
6. 42 40 3.0 10.0 100 130
7. 102 105 11.7 134 121 1.1
8. 13.0 115 11.0 8.1 8.3 105
9. 79 84 105 8.0 94 92
10. 6.0 58 51 121 122 99
11. 23 26 32 115 116 10.0
12 43 40 31 101 9.8 82
13. 49 40 3.6 9.8 87 96
14. 40 39 4.1 89 8.7 105

63 29 56 105 7.0 4.9
73 7.1 92 134 142 155
10.8 11.3 7.1 113 11.0 16.7
94 64 7.5 123 14.0 158
79 4.0 10.6 93 71 41
60 52 71 103 11.5 95
11.1 105 99 148 14.1 108

76 50 15 8.0 10.7 10.8
5.1 6.2 6.0 63 172 13
88 7.1 9.0 80 6.3 6.6
45 30 6.0 130 114 122
70 68 6.8 57 65 1.7
80 6.2 8.1 47 45 56
7.7 62 1.7 98 9.6 9.9

Mean 68 64 6.7 103 99 97
+SEM 09 08 1.1 04 04 07

7.7 63 1.7 98 9.7 9.8
06 07 04 09 10 1.2

B, Q) vy e Ty YTy v RAHEILLET
MEZ T o RSB OIS IREE,3)
BRENBERICLZEBRESMD 2B ETH
5.

9, ¥ 1 oalktkicB L T, Ganong 57, T&
FokOBEMHET 704 %z, AEOL = v 3G
THL, BiEE2 T4 2 IcReohk &FEHc,
ACTHB X U7 v o457 vy vicftt 270K 2
7O Y RICHEERKED ShEEMS, BiEdho, ©
NoORTF FRIMICI 2 BB RIS A BB
ML= v ORMAEABEEELTVB LEERLT
W5, Kem 5'"3, Wit o EH Al ACTH AT
3¢, PRADEEMAZME-TT A FRF 0 v RIEHE A
BBIHEEZRHLA. LAL, 20 ACTHEAR®
PRA Z &IEIEAIC & » TIHI L T b ACTH ic X+ %
TLVFZTF oy RGEEREERCHE LS, - E

&0, %5k, ACTH  Athd PRA HINi —EBEIB K
SHERKCEELTVAEAS LiRLTVWE, —F
Elias 5'#iz, E¥AICBET T, 4R ACTH &,
TrvItrFveyIORRETHET v VAT vy
07F07%EABEALTS, ACTH 2ftd 27 o ¥
2780 v ORIGHEERICEIESBED SN, - B
Mo, BEFO, ACTHiRHT 37V K250 vEIE
Wik, BEMPOT Y VAT vy v T OBINGE
HERFRL TORWEAS EERLTVWS,
CNoDFE LRI, £ 2008 s LTli~
fobfic, WHEBHC B AT A KR F o VEBOMED
A, BIBRIGHAENL, REKT v U4 F v v
vIDEIEICBY 2REEAREBIZ L TWBHTH
AHEEIOND. b5, Messerli 504
dhid, FBOFEIT 27V FR 7o v RIGH -
ElBEBREORBREMMEICEELTVT, TA
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K270 ORERL LSBT ERIBIC T 3 KIE
EbBAL, BcT A FRT oy OERL VHEYS
RFHEc T ARG ETLTVWALEE .
3 OTRE B L T, BEER T, NafE T2
BiEsST K RF o v HEARO late step (T4 F 3 2
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Fig. 2. Plasma cortisol and plasma aldosterone
responses to ACTH or vehicle administration on
_both control and treated state with furosemide
and SQ 14,225 in 14 normal subjects (mean =
SEM). NS=Not significant by Student’s t test.
.D=ACTH administration on control. AA=ACTH
administration on the treated state with furose-
mide and SQ 14,225. B}=Vehicle administration
on the control. [F1=Vehicle administration on the
treated state with furosemide and SQ 14,225.

i

Forinb T FRF o y~0ER) CH5 T 5R%
AR A EAORENT L B0 BRIRER
BOWTIOBFELIRT 2FETET, HMOEER
TV,

BE, TvoaFryvIhdTryt7rvv]
~AOEHAEBEEL, GOERARERT v V47T vy
I i EBEEA, SQI4.225 (D-2-methyl-3-
mercaptopropanoyl-L-proline) &M & #1, T 0F|
Bick-Tr=v s Ty V4 7YYy ROMRN—F
&3t L TR I 0TI MaCaa 500, WU T TR
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Role of the Renin-Angiotensin System in Enhancing the Aldosterone Response to Adren-
ocorticotropin (ACTH) during Acute Sodium Depletion in Normal Subjects  Toshikazu
Kigoshi, Department of Internal Medicine, Cancer Research Institute, Kanazawa University,
Kanazawa, 920 — J. Juzen Med. Soc., 90, 464 —475(1981)
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Abstract

The role of the renin-angiotensin system in enhancing aldosterone responsiveness to ACTH
during acute Na-depletion was studied in 14 healthy male students (21-27 years old). Combined
oral administration of furosemide (80 mg/day) with angiotensin I converting enzyme inhibitor
SQ 14,225; 200 mg/day) induced a reproducible Na-depletion, which was accompanied by a
marked increase in plasma renin activity (PRA) and no significant increase in plasma aldosterone.
All the subjects had been either non-pretreated (control) before or pretreated with furosemide
plus SQ 14,225 one day before and with additional 50 mg of SQ 14,225 one before the intra-
muscular administration of &'* ACTH (250 ug) or the vehicle alone (8:00-9:00am). In all the
subjects at any occasions described above, the administration of ACTH, but not of vehicle,
produced significant increases in plasma aldosterone. However, the maximal increments (ab-
solute value and %) of plasma aldosterone induced by ACTH were found to be significantly
larger in acutely Na-depleted state than in the control. It is, therefore, concluded that angio-
tensin II does not play an important role in enhancing the aldosterone response to ACTH during
acute Na-depletion. The acute Na-depletion per se seems to be responsible for the enhancement,



