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Effects of UK 14,304, An o,-Adrenergic Agonist,
on Renal Function in Dog

Suk-Tai Kof, Hai-Suk Kim and Hong-Seok Choi
College of Pharmacy, Chosun University, Kwangju 501-759, Korea

Abstract—The effects of UK 14,304, an o adrenergic agonist, on renal function were investigated in
dogs. UK 14,304,when given intravenousely(15.0 pg/kg, 50 ng/kg), produced the increase of urine flow
accompanied with the marked augmentation of free water clearance (Cy,o) and reabsorption rates of so-
dium in renal tubules (Ryw), and the remarkable decrease of osmolar clearance (Co) and the amounts
of sodium excreted in urine (Ex.). UK 14,304 given into a renal artery(1.5 pg/kg 5.0 pg/kg) elicited the in-
crease of urine flow with the augmentation of Cu, in both kidney. UK 14.304, when administered into
carotid artery(3.0 ng/kg 10.0 pg/kg). exhibited the same aspect as shown in intravenous UK 14.304 at
smaller dose than the intravenous dose. Diuretic action of intravenous UK 14,304 were produced to-
gether with increase of Cuy in situation of water diuresis too, changes of renal function in this state
were the increase of Com, Eno, and Ex (excreted amounts of potassium in urine), and the decrease of
Rya and Rk, these were different appearances from situation of saline diuresis. Diuretic action of in-
travenous UK 14,304 were blocked completely by post or pretreatment of yohim-bine, o;adrenergic
blocking agents, and inhibited by pretreatment of vasopressin, antidiuretic hormone. Above results
suggest that UK 14,304 produces the diuretic action by the inhibition of vasopressin secretion and
suppression of electrolytes reabsorption of electrolytes in renal tubules mediated with central ara-
drenoceptor in dog.
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Table I— Effects of UK 14.304(15.0 pg/kg.i.v.) on renal function in dog

Time
P Control 0~10 10~20 20~30 (min)
arameter

Vol(ml/min) 3.23+0.29 3.73+£0.33 5.33+0.26" 6.08+0.08"
GFR{md/mir)——— 51.0+2.75 50-8+3:98 52.8+3.63 524211
RPF(m!/min) 114.6+6.92 106.1+8.50 120.2+10.55 123.7+£8.05
Cosm{mi/min) 4.53+0.43 4.86+0.48 4.95+0.51" 4.18+0.55
Cﬂzo(ml/min) -1.30+0.41 -1.13+0.28 0.38+0.28" 1.90+0.25*
Ena.(uEq/min) 409.0+31.13 428.6+35.10 465.3+22.62 393.7+24.24
Rua(%) 94.7+0.24 94.5+0.63 94.2+0.40 95.1+£5.09*
Ki(tEq/min) 40.1+3.59 47.6+5.29 54.915.32* 80.7+3.20
Ri(%) 84.8+2.23 81.8+1.03 80.0£2.70
K*/Na*(%) 9.4+1.21 10.4+1.03 11.5+£0.79" 13.3+2.38"
MAP(mmHg) 139.0+10.43 162.0+11.71* 135.0+£12.32 113.0+13.68

Mean*S.E. from 6 experiments. Abbreviation: Vol : Urine flow rate. GFR : Glomerular filtration rates cal-
culated by creatinine clearance. RPF : Renal plasma flows calculated by p-aminohippuric acid clearance. Cosm
and Cuyp * Clearances of osmolar substance and free water. resp. Ex. and Ex © Amounts of sodium and potassium
excreted in urine. resp. Rn. and Rk : Reabsorption rates of sodium and potassium in renal tubules, resp. The
agent was given at 0 time. Asterisks indicate the significant changes as compared with correspoding control
values(P(0.05). MAP mean arterial pressure as calculated from diastolic pressure+1/3 pulse pressure.
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Table I — Effects of UK 14,304(50.0 pg/kg.i.v.) on renal function in dog

71914 W37t AT 81 7]elAM 23]

Ti
Paramoter Control 0~10 10~20 20~30 30~40(min)
Vol (m!/min) 3.23+0.29 4,65+0.328 6.87+ 21° 7.43+0.16" 7.37+0.23"
GFR(ml/min) 51.0£2.75 41.8+2.97 49.9+2.90 48.2+2.21 48.0%1.56
RPF(ml/min) 114.6:6.92 96.2:£0.08 112.5:6.85 120.5+9.4 116.710.7
Com(ml/min) 4531043 2.360.31" 2.60£0.19" 252:£0.12" 2.53:£0.05"
Cuigolmi/min) ~1.30£0.41 2.29+0.26" 4.2620.11" 492+019" 4.8420.18*
Ena(pig/min) 409.0+31.13 | 2374+1450°  3075+1821°  321.8%15.4° 326.5:18.58"
Ra(%) 94.70.24 96.20.04 95.70.49" 95.4:£0.59* 95.420.62°
Ex(#Eq/min) 40.1%3 59 37.3£3.78 40.13.43 36.0+3.34 3543 44
Ri 84.8+2.23 83.122.70 84.52.03 85.0+2.45 855201
K'/Na"(%) 9.46+1.21 14.9+2.48" 138.0+16.65 134.0+15.39 135.0+15.10
MAP(mmHg) 139.0£1043 | 157.0£17.29 138041665  1340+1539  135.0+15.10

Mean+S.E. from 6 experiments. Other legends are the same as in Table I.
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Table III — Relationships between changes of various
parameters of renal function after UK 14,
304 in dog during saline diuresis

Parameter b a r p
Vol : Cuyo 147 -6.22 0.94 €0.01
Vol : Ena -9.50  376.56 0.29 NS
Vol : Coem 047 ~-6.18 0.65 NS
Ciyo * Eva -20.23  402.05 0.68 0.05
Cuyo * Cosm -1.87 8.51 0.88 0.01

osm - ENa 60.91 144.01 0.93 {0.01

From the regression equation, Y=bx+a, r=corre-
lation coefficient. P=probability. NS=nonsignificant.
Data from Table I and II.
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Table IV — Effects of UK 14,304(1.5 pg/kg) given into a renal artery on renal function in dog

-
Paramotor me Control 0~10 10~20 20~30(min)
Vol(ml/min) L 1.32:0.10 1L71£0.17° 1.750.16° 1.470.13
R 1.46+0.11 1.930.15° 1.68+0.16° 1.38+0.13
GFR(ml/min) L 29.0+1.95 27.3+1.26 29.0£0.33 27.8+0.88
R 29.0:£0.66 31.2:£0.44 28.7£0.80 27.7£1.32
RPF(ml/min) L 59.1:3.06 465+3.36 58.8+2.17 56.9:£0.79
R 5.72+2.01 60.5:2.64 57.0+1.98 54.7+1.09
Coem(mi/min) L 1.830.05 2.19+0.12" 2.070.16 1.78+0.14
R 2.2940.20 2.79+0.26" 2.36:£0.27 2.07:£0.27
Onyolmi/min) L 0.51+0.16 -0.43+0.24 ~0.32+0.18 031013
R 0.83+0.11 -0.850.14 -0.68+0.07 0.69+0.04
Exu(1Eq/min) L 148.5+5.59 180.4%16.82° 189.4+23.23" 156.3+14.33
R 194512 15 250.6+18.42" 215 623,10 176.4%20.40
Rue(%) L 96.5+0.19 95.5+0.62 95.7::0.48 96.3:£0.24
R 95.5:£0.20 94.7+0.34 95.0::0.47 95.8:£0.34
E(1Eq/min) L 226362 26.2:£3.67 292481 2454.23
R 20.0:£4.55 29.1%5.24 26.45.40 2414532
Ri(%) L 84.7:£2.08 80.13.40 81.7+3 80 85.6+2.87
R 8234291 81.3+3.28 81.7+3.80 834314

Mean*S.E. from 6 experiments. L @ Left(experimental)kidney. R : Right(controlkidney. Other legends are the

same as in Table 1.
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Table V— Effects of UK 14.304(5.0 pg/kg) given into a renal artery on renal function in dog

Ti
Parametor "€ 1 Control 0~10 10~20 20~30 30~40 (min)
Vol(ml/min) L | 147013 208£0.18"  183+0.16° 165022 1.63:0.40
, R | 138+0% 2.62+0.23"  2.08+0.12 162:£0.25 1.33+0.20
GFR(mi/min) L | 27.8+088 251 71 27,1061 280126 2994187
R | 2774132 32.4%0.44 30.9+0.50 27.820.50 30.2+1.09
RPF(.//min) L | 569:079 52.0+2.18 57.8+2.23 57.3£1.61 62.7+0.88
R | 547+1.09 63.2+2.34 595124 58.6+173 60.8+3.48
Coun(ml/min) L | 178+014 1.870.19 1.630.12 159+0.14 1.7740.21
R | 2074027 2.89+0.27 2.26+0.12 198:£0.13 2.01+0.14
Cugo(mi/min) L | -031+006 0.22+0.02"  021£0.02°  -0.04+0.02°  -0.14+0.02"
R | -0.69£0.04 | -0.27+0.05"°  -0.1740.03"  -0.36£004°  -0.68+0.07
Exa(HEq/min) L | 1583+1433 | 170.3+2038 15251335  145.4+1509  163.3+23.71
R | 1764+2040 | 270.1%2291° 215.2+1151 1787991  186.1+8.82
Rna(%) L | 93+02 95.5+0.48 96.2£0.39 96.5+0.43 96.3%0.50
R | 958+034 9441044" 9542021 95.7+0.25 95.9+£0.12
B\(Eq/min) L | 245+423 205+0.77 245+441 243428 25.244.27
R | 2414532 3564693 269590 245+495 297+4.4
Ru(%) L | 856+287 79.9:3.30 82.242.89 832+2.32 83.82.02
R | 834+314 78.5+4.01 82.8+3.25 82.7+3.25 84.8+2.15

Mean®S.E. from experiments. Other legends are the same as in Table I and III.
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Table VI— Effects of UK 14,304(3.0 ng/kg) given into carotid artery on renal function in dog
Time
Parameter Control 0~10 10~20 20~ 30(min)
Vol{(ml/min) 2.56+0.26 3.57+0.23* 3.32+0.24" 3.02+0.19
GFR(ml/min) 53.0+2.85 53.710.26 56.212.62 53.3+2.26
RPF(m!/min) 163.7+9.83 165.7£12.54 163.1+11.49 166.9+12.30
Cosm(mi/min) 4.03+0.44 5.56+0.40" 5.05+0.39* 4.56+0.35
Cuyo(mi/min) -2.07+0.18 -2.00+£0.18 -1.73+0.16 -1.50+0.16"
Ena(MEq/min) 373.1+25.45 481.7+£22.31* 434.4+19.97 367.5+18.46
Rna(%) 95.4+0.59 94.1+0.39* 94.9+0.35 95.3+0.55
Ey(pEqg/min) 45.1+3.89 57.2+3.40 56.2+3.92* 55.2+3.56*
Ri(%) 83.1+1.83 78.8+0.99* 79.9+1.99* 79.0+2.26*
K*/Na(%) 12.6+0.64 12.1£0.30 13.1£0.70 152024
Mean+S.E. from 6 experiments. Other legends are the same as in Table 1.
Table VII— Effects of UK 14,304(10.0 pg/kg) given into carotid artery on renal function in dog
p
Parametsr—e Control 0~10 10~20 20~30 30~40(min)
Vol(ml/min) 2.56+0.26 4.45+0.21" 5.05+0.27* 4.67+0.26" 3.50+0.20
GFR(mi/min) 53.00+2.85 53.0+£2.31 56.3+3.19 54.7+1.91 55.4+1.62
RPF(mi/min) 163.7+9.83 144.6+8.58 165.7£101.25 162.2+10.25 165.1£11.01
Cosm(ml/min) 4.03+0.44 5.19+0.30* 4.11+0.32 4.12+0.22 4.341+0.16
Ci,o(ml/min) -2.07+£0.18 -0.74+0.16" 0.94+0.15* 0.54+0.15* -2.05+0.25
Ena(REg/min) 373.1+25.45 430.6+19.79* 385.6+17.57 373.5+13.19 383.9+16.94
Rya(%) 95.4+0.59 94 5+0.19 95.2+0.35 954+0.18 95.4+0.16
Ex(pEg/min) 45.1+3.89 60.6+2.90* 52.7+1.19 52.7+1.26 52.2+1.18
Ri(%) 83.1+1.83 77.0£1.02* 80.1+2.09 80.3+1.06 81.1+£0.68
K'/Na*(%) 12.6+£0.64 13.9+0.17 13.7+0.26 14.3+0.33 13.8+0.38

Mean®S.E. from 6 experiments. Other legends are the same as in Table I.

2 FAsTh ad AT C,9t
Ex.Z Ex® 5719 Ry.®F Re®] #ae) Aol el
woul ojd 75 W3l Q39 Wl ofm gk
& v)= A 2A gk

£0|'= AVEHOJA] EOLH SROiEt UK 14,3042| AIFE}
£ - UK 14.34E A 5 F59H F9A9) Cup
9] Z7tof| 93t ojm LT L AT T I
Al dgo] Yehs o382 F53 ADHEY|
Aol &J3t ol x84 ThsAde] ABZ o]F ERIE|
Aste] ADHEH|E AABH= ol Aeloae) UK
14,3042 2147500 3t Fge B3t e A
whfjoll 3.0% glucoseS EL3H3E 0.4% A2l A48 o
Ak F8l] FolwAHE HEF UK 14,3048 3
Ulol] Fod5tgict. Table VIIIE o)k Atefold UK
14,304 15.0 pg/kg. i.v. 2 3 Ay 68 T3 A
olch. 8% F7Ht Cou®t Crpp®l F71ll ololM Ep,
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ot Byt S7HIA A Ry,ot Re®l ZHa@Adol viERt.
Cio®l 571 Ex®l $718%0] 23] 7l vl#j3t
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Table IXE Folx AeolA UK 14,3048 50.0
He/kgO 2 FHstd i v 2 B3 4y 6HE TS
Aot 2F& ¥A 3.51+0.16 ml/ming} thEX|ef
H|5le] 4.30+0.36, 6.13£0.45, 6.17+0.41, 492+
0.47 ml/min 22 FoisIAch. ojufe] Al7)Fe] W3}
€ #33PH Cosm, Cupo®t Ex® Ex® 57V 2%
Zdioll vigiste $718t9a Ry Rt 8% S
o} whn| gl ste] A

Table X Table VIII¥} IXE 7122 Vol Cuyo.
Vol Eno Aa#A & dES do|ch. Vol#t
CHZOZ_R’“"E r=0.950|M Vol3} Ey7tll= r=0.80=%
4ag0) V&L FAF 5 Ut

Table XI2 Fo)xx -8-& Yo7l dejore] a3
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Table VIII — Effects of water diuresis on the diuretic action of UK 14,304(15.0 pg/kg.i.v.)in dog

Daramoar e Lme Control 0~10 10~20 20~ 30(min)
Vol{m!/min) 3.51+0.16 6.131+0.41* 6.33+0.35" 4.70+043*
GFR{mi/mg) 47-7+348 4844309 504+4.12 524+4.90
RPF(mi/min) 121.6+12.31 118.0+11.54 136.8+11.54 130.0+13.40
Cosm{ml/min) 1.32+0.25 2.59+0.36* 2.06+0.22" 2.17+0.22"
Chyo{ml/min) 2.19+0.22 3.54+0.19* 4.28+0.49" 2.53+0.65*
Ena(HEq/min) 180.3+15.81 434.7+48 66" 366.6+35.36" 360.7+31.47"
Rna(%) 97.5+0.64 94.3+1.71" 95.0+9.41 95.441.20
K'/Na*(%) 15.1+3.25 12.3+1.55 13.4+1.08 17.0+£2.03
Mean*S.E. from 6 experiments. Other legends are the same as in Table I.
Table IX— Effects of water diuresis on the diuretic action of UK 14,304(50.0 pg/kg.i.v.) in dog

Time - ~ ~ ~ i
Parameter Control 0~10 10~20 20~30 30~40(min)
Vol(ml/min) 3.51+0.16 4.30+0.36" 6.13+£0.45" 6.17£0.41" 4.92+047"
GFR(mi/min) 47.7+3.48 455+2.84 51.6+4.08 51.8+3.68 53.0+4.12
RPF(ml/min) 121.6+12.31 107.1+£8.65 122.2+13.92 123.5+11.98 126.6+14.58
Cosm{ml/min) 1.32+0.25 2.25+0.27* 2.42+0.32* 2.31£0.26" 1.99+0.23*
Chyol(ml/min) 2.19+0.22 2.05+0.44 3.71+£0.14" 3.86+0.29* 2.93+0.72"
En.(MEg/min) 180.3+15.81 367.1+45.90 432.4+48.25* 380.9+37.02* 308.8+20.51"
Rua(%) 97.5+0.64 92.8+1.74* 94.4+1.78* 95.0+1.51" 96.0+0.83"
Ew(ME/q/min) 23.6+2.23 48.1+0.57* 49.9+6.17" 45.4+4.15" 41.1+1.06"
Ru(%) 90.5+1.46 79.0+5.25* 80.9+4.45* 82.2+3.33* 41.1+1.06*
K*/Na*(%) 15.1+3.25 15.9+1.51 13.3+1.43 13.8+1.48 15.4+2.13

Mean=*S.E. from 6 experiments. Other legends are the same as in Table I.

< v &g AY7)% HslE A olwideolAe] A
A7)0 Wate} v) @ B2 Ro|th 7)1 Frolw A
ol A9 Cont EnR Ext & 0133 Elo] H]S}’-"i d
AatA AatElo] YN 2™ Ciyo? Rua, ReZt A&
ol &g A F ‘5(1‘4 *31 Cuypo®l § ";i?ﬂ =
e}k En o @A A3l @48 #3085 gl

UK 14,3042| O} =2}=201| EHE" YOHIMBINES| 3¢}
- oolegdd ¢EA9 AdAz dEF yohim-

Table X — Relationships between changes of various
parameters of renal function after UK 14,
304 in dog during water diuresis

bineS MA e} g F9] UK 14,3049] 43S #3237
9} UK 14.3049] #-go] LHE 1 = Aol
yohimbine& #3213 73¢9 d3-5 B2 Fr}3}
At

Table XIIi= yohimbine® 0.3 mg/kg, i.v.x8%

Table XI— Comparison with various parameters of re-
nal function between saline and water di-
uresis in dog

Parameter b a r p
Vol : Cup 0.74 -0.76 0.95 <0.01
Vol : Exa 60.69 33.85 0.80 €0.01
Vol : Coom 0.36 6.61 0.79 €0.02
Cosm * Ena 108.67 130.62 0.67 <0.05
Cosm * Cii,0 1.22 0.63 0.71 <0.05

Parameter Saline diuresis Water diuresis
Vol(mi/min) 3.23+0.29 3.51+0.16
Cosm(ml/min) 4.53+0.43 1.32+0.25*
Cu,o(mi/min) -1.30+0.21 2.19+0.22*
En.(MEq/min) 409.0+31.13 180.3£15.31*
Rual%) 94.7+0.24 97.5+0.64*
Ei(nEq/mi) 40.1+3.59 23.6+2.26"
Ri(%) 84.8+2.33 90.5+1.46"

Data from table VII and IX. Other legends are the
same as in Table III.

Data from Table II and VIII. Asterisks indicate the
significant changes as compared with corresponding
saline diuresis(P<0.05).
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Table XII — Effects of yohimbine pretreatment (0.3 mg/kg, i.v.) on the diuretic action of UK 14,304(15.0 ng/kg.i.v.)

in dog
Time .

Parameter Control 0~10 10~20 20~ 30{min)
Vol(m{/min) 3.32x0.25 3.78+0.25 3.80+0.28 3.85+0.28
GFT(ml/min) 38.6+1.84 39.9+£0.75 40.6+1.76 39.5+2.02
RPF(mi/min) 104.7+3.07 105.7+3.86 98.9+1.70 98.0+0.81
Cosm(ml/min) 2.95+0.29 3.16+0.28 3.23+0.24 3.25+0.20
Cuyo(ml/min) 0.42+0.31 0.63+£0.34 0.57+0.36 0.6010.36
Ena(Eq/min) 311.0+£29.15 363.8+24 .40 355.3+32.22 385.1+41.04*
Rua(%) 94.9+0.51 93.9+0.48 94.0+0.75 93.2+1.10"
Ex(pEq/min) 50.5+3.12 58.9+5.09 62.2+5.71 63.3+6.26

K 74.7+4.17 69.9+5.83 67.7+3.76 65.8+4.86
K*/Na* (%) 17.5£1.70 15.9+1.04 17.1£1.00 15.8+1.51

Mean+S.E. from 6 experiments. Other legends are the same as in Table I.

% UK 14304 15.0 pg/ke iv.2 Seiste] Upehy
A3Z F4 A2F Aolt} Table XA Uehd v}
opzto] 8L HIES 2] H7)Td ofjud WS
#FEE # YA g A4 A diMete 98 Ew’t
okzke) F7t Age] vttt thAl A3 yohim-
bineell &% Cpo®l F719] AA% Ey8 57 20
o oj® o] & Aoz Aztgc)

Table XIII2 yohimbine 0.3 mg/kgs iv. 53+
% UK 14,3048 50.0 pg/kg, i.v.2 T35 A3 A3
& B4 Mzl AES Aotk grldMe a ] F
74 o] FEHA Yl on ojme] AlE Walki=
Cosn®t Exa®] 37100 &J3}q o] Fol R 3-& #1853
%At} Yohimbines #2l3kA %2 A@lA¢ UK
14,304, 50.0 ng/kg. iv.o} 2% 571 A2 Cyup®l 5719

HlEIg50] wksle] o] A oAM= oh2 YA 93k A
o] gAgich, 1z 88k F718-2 yohimbine A
2] AgellA 28.0%2] F71l vidle yohimbined
d3HA] B2 AFeME= 130.0% (Table IDY S7HE
Hehf ATt

Table XIV+= yohimbined 1.0 mg/kg. i.v.2 A
2F UK 14,3049 =282 ZHES 3 deojrt
Table XIVellAl vERd ulel to] UK 14,304 15.0
ne/kg. ivolMe 838 BIEH Cyodl T7H A9
#2E 4 ¢lsien UK 14,304 50.0 pg/kg. i.v. oA
T 8% Frte AL Ao FRE AL ofy
%1tk Table XV UK 14,304 15.0 pg/kg. i.v.5 ©]
ma8o] veldx e deolA el yohimbined
1.0 mg/kg, i.v.2 Fo93o Jepd A7 8 A

Table XIII— Effects of yohimbine pretreatment(0.3 mg/kg, i.v.) on the diuretic action of UK 14,304(50.0 ng/kg. i.v.)

in dog

Time .
Parameter Control 0~10 10~20 20~30 30~40(min)
Vol(m!/min) 3.85+0.28 4.92+0.18" 4.72+0.08" 4.55+0.10* 3.85+0.08
GFR(ml/ml) 39.5+2.02 40.8+3.29 41.9+3.56 43.0+4.28 40.2+2.90
RPF(mi/ml) 98.0£0.81 100.3+2.39 100.3+2.39 104.7+6.45 96.6+2.06
Cosmlml/min) 3.25£0.20 4.75+0.35" 4.42+0.34" 4.46+0.36" 3.65+0.29
Cryo(ml/min) 0.60+0.36 0.26+0.27 0.68+0.28* 053+0.29 0.22+0.29
Ena(tEq/min) 385.1+20.57 477712577 424.7+12.13* 418.2+32.14* 382.8+£26.22
Rya(%) 94.2+1.10 92.1+0.31" 93.0+0.59 * 93.1+0.40 93.5+0.35
Ex(pEq/min) 63.3+6.26 68.1+3.15 57.2+2.03 63.4+2.02 57.0+1.06
Ri(%) 65.8+4.86 63.8+3.44 71.3%3.39 70.2+3.84 71.0£1.80
K*/Na* (%) 15.8+1.51 14.8+1.13 13.5+£0.47 15.5+1.08 15.2+1.80

Mean*S.E. from 6 experiments. Other legends are the same as in Table [.
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Table XIV— Effects of yohimbine pretreatment(1.0 mg/kg. i.v.) on the diuretic action of UK 14,304 in dog

Time Vol GFR RPF Com Chyo Ens Rua Ex Rk K*/Na*
(min) | (ml/min) (m!/min) (m!/min) (LEq/min) (%) (uEg¢/min) (%) (%)
0-10 2.40 42.0 67.0 3.64 -1.24 244 8 96.1 34.3 83.7 14.0
10-20 2.90 2 36.1 64.4 4.15 -1.25 289.7 94.7 348 80.7 120
UK 14.304 (15.0 pg/kg i.v.)
20-30 3.20 38.2 65.8 4.36 -1.16 305.9 94.7 36.8 80.7 12.0
30-40 2.70 35.6 59.2 3.82 -1.12 264.1 95.1 35.9 79.8 13.6
40-50 2.75 39.3 59.9 3.81 -1.06 262.9 95.5 338 82.8 12.9
UK 14,304 (50.0 pg/kg i.v.)
50-60 3.20 36.5 61.8 4.27 -1.07 285.8 94.8 34.6 81.0 12.1
60-70 3.30 39.5 66.0 4.23 -0.93 2874 95.1 38.9 80.3 13.5
70-80 3.20 404 60.6 4.17 -0.97 2178.7 95.4 36.8 81.8 13.2
8490 3.00 40.7 63.4 3.99 -0.99 2679 95.6 345 83.0 12.9
Data from experimental No. 811. Other legends are the same as in Table L.
olt. UK 14,304 & Foig Fol= 2% F7ls ¥ - UK 14,3049 o|=38o] vasopressin

Cupo® 7+ YT Coun®t Ena® 727} Wbt
o} o] Aejel UK14,3049) o] =488 &3 &
yohimbine2 1.0 mg/kg. i.v.E 2&lstgdem) a3
o 7450 o] BE Alvlse] A4 HUSE g
Ak M5 HES RE 932 3437 3.15
mi/min°l4 UK 14,304 ¥% 4.95, 5.60% 5.48
ml/min= Z7FIAY o] AHlolA yohimbines 1.0
mg/kg. i.v.2 FA43J &0 x| 238 1.75,
2.10% 2.00 ml/min® 743l UK 14,3049)) o=
2Hgo] $Hd B HASS I + Ayt UK
14.3049] ol=2hg-2o A FQ] CHZOE Rao] Tl FelsiAl
wasisict,

UK 14,3049] O|==l=20f CHgl VASOPRESSINS|

(ADH)?¢] 24 oAl 28 Ao vehy7) wid
vasopressing AW FYstY HbFo FES
vasopressin®] £zjstollA UK 14,3048 Foi3lH o]
UK 14,3048} 2328-8 HE3%E.  Table XVI&
vasopressin (10 mU/kg+ 1.0 mU/kg/min, i.v.)S
F% 7oA UK 14,304(50.0 pg/kg.iv.) 2 Folt
A 68l & T3 FAXE T Aol

Table XVIolA] viebtule} Zo] UK 14,3049 9%
o] mAE-& M3 vehtA] ¢ty 238 s3] i
ol 2o YebtE-& IS AUt olde]
A71ze] Watg BA Cp ot EuE Wils gy
% gl ey RPFE HIE% GFR, Cum En® Ex9
@] Vel

Table XV — Effects of yohimbine postreatment on the diuretic action of UK 14,304 in dog

Time Vol GFR RPF Cosm ENa RNa EK RK K*/Na+
(min) |(ml/min) (m!/min) (m!/min) (REq/min) (%) (uEg/min) (%) (%)
0-10 343 32.7 80.4 3.13 -0.30 396.1 90.7 38.2 62.0 13.3
10-20 3.15 37.3 82.7 3.42 -0.27 386.9 90.6 37.7 64.8 14.0
UK 14,304 (15.0 ng/kg i.v.)
20-30 4.95 36.4 n.u 3.84 1.11 397.1 88.3 421 58.8 13.9
30-40 5.60 34.6 69.9 3.06 2.54 368.2 91.5 43.8 59.7 16.2
40-50 5.48 348 64.7 2.712 2.76 353.4 91.8 421 60.5 175
Yohimbine (1.0 mg/kg i.v.)
50-60 1.75 20.1 35.9 1.38 1.02 223.6 94.8 184 63.6 17.2
60-70 2.10 30.7 81.3 1.61 0.49 207.6 94.7 19.0 64.0 20.3
70-80 2.10 26.8 914 1.49 0.62 205.3 946 16.8 62.5 234
80~90 2.00 31.5 97.3 1.05 0.36 182.8 95.6 20.0 61.4 17.8

Data from experimental No. 802 and 803. Other legends are the same as in Table I.
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Table XVI— Effects of vasopressin(10.0 mU/kg+ 1.0 mU/kg/min, i.v.) on the diuretic action of UK 14.304(50.0 ug/

kg, i.v.) in dog

-
Parameta——. | Control 0~10 10~20 20~30 30~ 40(min)
Vol(ml/min) 4.4820.30 2.60+0.42" 2.61=0.39° 2.03£027* 2.38+0.26"
GFR(ml/min) 430343 2923 58° 384+491* 35.8+2.05° 36.3£4.77°
FPR(mi/min) 90.7+7.76 63.5£5.60" 71.7%10.76 705453 79.5+9.57°
Coum{mi/min) 5.48:£0.32 347+0,53" 3.16+0.34" 3.20+0.31° 2.9420.26°
Cryo(ml/min) ~1.00:0.20 0.87£0.27 ~0.89:£0.20 ~1.00:£0.17 0.93+0.13
Exa(MEq/min) 522043370 | 271742351  288.4+17.85'  275.2+1559"  259.5:+16.64"
Ria(%) 90.9%1.67 92.1:£0.03" 93.5+145 94.6-£0.93" 93.8=1.26°
E\(#Eq/min) 66.4=4.59 47.226.56° 46.1%3 96" 44.6+3.73" 42.0+3.10
Ri(%) 70.0£2.60 70.1:£3.35" TL.7+2.73 75.8+1.38 83.122.08
K'/Na" (%) 14.0+2.16 17.4+2.75 17.2+2.92 17.1+1.69 18.43.03

Mean+S.E. from 6 experiments. Other legends are the same as in Table L.
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ol AH-3HA] ot Cup®l F7He ENagl ZHAle]
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A og g7 F7Rs Cyupedl 7P 2 4ol
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E Cpp® 3710 @e olnZh8S 4 Enva® Com®
#47t e Eel @4 AU (Table XD, oA} A
et golwAlgt FolmAle] 2FH Con, CHupo R
Ev.o] W3E v|walgl e mie] wiggo] visd 4
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A s &)zt A& A 4= AU Table
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14,304¢) o]w2bgo] CH,09 Z7loll 2J3 A1 g v]3}
of FolAelol M= Cyedl 5718 HIRE] Comt
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