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Effect of Renal Denervation and Glibenclamide, ATP-dependent K* Channel
Blocker, on Renal Action of SKP-450, K* Channel Opener, in Dog
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Abstret-This study was performed to elucited the mechanisms of the antidiuretic action by SKP-450, a K*
channel opener, given into the vein, and of the diuretic action observed only in the ipsilateral kidney, when
given into a renal artery, in dog. The antidiuretic action of SKP-450 was not affected by renal denervation or
pretreatment with glibenclamide, a ATP-dependent K* channel blocker. The diuretic action of SKP-450 was
inhibited by renal denervation or pretreatment with glibenclamide. SKP-450 given into carotid artery had little
effect on renal function. These results suggest that the antidiuretic action of SKP-450 given into the vein is
caused by some endogenous substances probably not related to K* channel, whereas the diuretic action of
SKP-450 observed only in ipsilateral kidney, when given into a renal artery, is provoked through K* channel

related to renal nerves.
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AMS-9FE-2 SKP-450(4173]1v|2~E 2], Korea), glibencla-
mide(RBI, USA), creatinine anhydrous(Sigma, USA), p-
aminohippuric  acid(Sigma, USA), pentobarbital sodivm
(Entobar® gFHA2F) 523 SKP-4502 polyethylene glycol
400(PEG 400yl 435t ¥ 5% PEG 400~0.9% saline®]
HEZ FAsle] ALY glibenclamide™ Quast %
(Quast and Cook, 1989)2] ¥hde] wle} IN NaOH 0.6
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ml, ethanol 1.0ml, polyethyleneglycol 400 1.0mi, H,O
0.4 mi(total 3.0l glenclamide 30.0mg < £&)AZ]
3 g 9o wlg} ARREA- 09% saline 2 5A43)e] AR&-
St} Pentobarbital sodiume F+A1A|2] Entobar®2 2w
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A8-717]3  spectrophotometer(Shimadzu, Japan), flame
photometer(Ciba-Corning, England), osmometer(Advanced
Ins., USA), peristalic pump(Tokyo Rikakikai, Japan), infu-
sion pump(KD Scientific, USA), physiograph(Grass, USA),
centrifoge(Vision Scientific, Korea), thermister thermometer
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Table L Effcct of renal denervation on antidivretic action of SKP-450 (0.1 pg/kg/min) infused into vein in dog

Times (min) after administration of SKP-450
Parameters Control
0~10 10~20 20~30
ol Vo T 1.60 £ 0.10 130 £ 0.07 108 £ 0.10° 0.87 + 0.08°
© (m/min) R 185+ 0.15 1.68 + 0.15 1.12 + 0.13° 0.92 + 0.11°
, L 266 = 036 %63 * 075 276 F1.16 770 =021
GEFR (mi/min) R 287 + 1.16 317 + 2.68 316 + 1.47 277 + 167
RDF /iy L 38.6 = 2.37 397 + 371 445 + 3.53* 46.6 + 3.90%
R 452 + 2.96 497 + 374 56.6 + 2.39% 488 + 3.35%
. I 175 % 011 155 £ 0.12 143 £ 011° 137 * 0.00°
Coum (ml/min) R 230 011 223 £ 0.19 173 + 0.15° 149 + 0.14°
c (bmin) L -0.15 + 0.04 025 + 0.03 034 £ 0.03 048 + 0.04
A0 R -0.45 + 0.04 -0.55 = 0.04 061 £ 0.04 0.54 = 0.04
- . L1459 % 885 1401 * 7.68 1295 + 11.02° i12 * 8.46°
Na (Eq/min) R 199.9 + 17.03 204.1 + 14.84 150.2 + 11.92° 1271 # 10.70°
= - L 964 % 040 96.5 =+ 031 97.0 + 035 97.3 + 041
Na R 955 + 0.59 959 + 0.77 96.9 & 0.68 97.1 £ 0.55
- T 387 + 2.60 457 £3.76 17.0 £ 4447 20F¥ 324
Ey (HEg/min) R 473 + 4.44 53.1 + 4.63 48.0 + 3.94 407 + 3,620
2 @ L 713 + 574 662 + 3.85 67.4 + 4.13 68.2 + 3.72
« R 682 %+ 3.92 66.8 + 3.81 704 *+ 6.67 72.1 + 5.76*
e @ L 274 £ 2.01 307 £ 263 334 * 258" 366 © 1.74%
¢ R 223 + 1.74 268 + 174 327 + 1.99% 324 + 1.64%

Mean = S.E. from 6 experiments. Abbreviations: Vol :

Ratc of urine flow. GFR. : Glomerular filtration rate calculaled by creatinine

clearance. RPF : Renal plasma flow calculated by p-aminohippuric acid clearance. Cosm and Cpy,p @ Clearance of osmotically active
substances and solute free water, resp.. Ey, and E,: Amount of sodium and potassium excreted in urine, resp.. Ry, and Ry :
Reabsorption rate of sodiom and potassium in renal tubules, resp.. L : Left experimental kidney. R : Right control kidney. Significant
decrease was marked with open circle(O) and significant increase were marked with asterisk(x) from corresponding control value by

Student's paired test. K*/Na*
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Table XI. Effect of renal denervation on antidiuretic action of SKP-430 (0.3 pe/kg/min) infused into vein in dog

Times (min) after administration of SKP-450
Parameters Control
0~10 10~20 20~30 30 ~40
ol (i L 1.60 = 0.10 0.85 £ 0.10° 095 £ 0.11° 1.00 £ 0.07° 0.80 £ 0.07°
R 185+ 0.15 083 + 0.13° 0.80 = 0.15° 078 + 0.13° 0.67 + 0.10°
_ L 266 % 0.36 234 = 1.49° 271 210 783 = 2.89 248 = 227
GFR  (mbmin) | p 2974 116 2658 + 2.19 273 + 2.42 289 + 1.61 262 + 1.25
PR (i) L 386 = 237 377 + 251 42.1 +3.11 444 + 224 404 % 3.04
R 452 + 296 46.0 + 4.63 47.1 + 4.01 499 + 3.67 424 + 2.56
_ L 175 %011 123 £ 0.10° 145 £ 0.14 163 % 0.07 1730 = 0.09
Cosn  (ml/min) R 230 = 0.11 1.4] + 0.17° 135 + 0.21° 1.40 + 0.18° 124 + 0.17°
o . L -0.15 = 0.04 -0.39 + 0.04 0.50 £ 0.04° 0,63 £ 0.04° -0.50 + 0.03°
20 (ml/min) i )
R -045 £ 0.04 057 £ 0.0 055 % 0.07 -0.62 + 0.06 0.57 * 0.07
_ L1459 = 8.85 1077 £ 1097 1253 * 13.27 133.8 * 678 1078 = 7.38°
Bya  (WEg/min) | 5999 4 1703 119.4 = 18.29¢ 1168 £ 2038°  107.5 + 20.68° 973 + 16.36°
R, ) L 964 % 0.40 97.0 = 0.53 97.1 + 0.52% 96.5 * 0.58 97.1 = 032
. R 955 + 0.59 973 + 0.60% 97.5 £ 0.69* 97.5 £ 0.70% 97.7 + 0.68
_ L 387 L 2.69 365 + 3.84 404 = 389 405 T 1.64 30.5 £ 2.00°
Ec  (Eqmin) | p g7 5 44 353 + 4.46° 320 + 4.05° 30.6 + 2.74° 273 + 2.68°
R ) L 713 + 574 69.8 £ 5.84 715 + 431 69.0 * 4.84 754 + 2.25%
R 682 + 3.92 75.4 + 4.17 775 + 3.62% 794 + 2.53% 797 + 2.99%
N @ L 274 F 201 341 £ 1.10% 337 T 154" 307 = 1.17 284 = 0.78
R 223 + 174 323 + 1.54% 33.6 £ 2.20% 34.1 + 383 + 3.80%
Mean = S.E. from 6 experiments. Abbreviations are the same as in Table L
Table III. Effect of renal denervation on diuretic action of SKP-450 (0.15 pug/ke) given into a renal artery in dog
Times (min) after administration of SKP-450
Parameters Control
0~10 10~20 20~30
Vol (i L 293 = 0.05 3.70 £ 0.18° 285 £ 0.16 245 = 0.07
R 1.69 + 0.12 145 + 0.02 125 + 0.02° 1.10 + 0.09°
_ L 370 = 185 408 £ 049 408 T 0.65 405 £ 0.89
GFR (ml/min) R 380 %+ 0.63 372 £ 034 382 * 0.92 36.1 + 2.64
RPF (ral/min) L 767 + 3.37 §2.9 £ 3.91% 83.] + 4.45* 79.0 + 3.96
R 799 + 1.14 75.5 + 3.18 790 + 340 723 + 543
_ L 3.13 % 0.15 375 = 0.02% 3.00 £ 0.05 288 = 0.88
Cosm (ml/min) R 216 + 0.12 1.94 + 0.06 1.79 = 0.06° 1.64 + 0.14°
o A L -0.20 + 0.13 -0.50 % 0.20 024 £ 0.21 -0.43 = 0.15
H0 R -0.47 + 0.02 -0.49 + 0.03 -0.54 + 0.03 -0.54 £ 0.05
_ L 2042 + 12.66 362.8 T 5.34% 3000 = 5.81 2667 * 3.13
Exa (uEq/min) R 1869 + 12.19 1744 + 6.13 1517 + 5.08° 136.0 % 12.07°
Ry ) L 947 £0.17 94.1 + 0.16 95.1 + 0.18 95.6 % 0.04
g R 96.7 % 0.16 96.9 + 0.09 97.4 + 0.02* 97.5 + 0.04*
_ L 301215 458 T 0.65 36.1 = 0.65 365 * 1.19
Ey (LEq/min) R 293 + 196 27.1 + 098 243 + 1549 273 + 2.10°
R ) L 788 £ 075 77.6 + 0.04 823 £ 0.04% 82.0 = 0.18%
R 84.7 £ 0.79 85.4 + 040 87.4 £ 0.51 87.7 & 0.27
L 133017 127 £ 038 12.1 = 047 137 £ 029
K/Na® (%) R 157 + 023 156 + 0.02 159 + 0.49 164 % 0.11

Mean S E. from 6 experiments. Abbreviations are the same as in Table 1.
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Table IV. Effect of renal denervation on diuretic action of SKP-450 (0.5 ug/kg) given into a renal artery in dog
Times (min) after administration of SKP-450
Parameters Control
0~10 10-20 20~30 30~40

Vol (bmin) L 293 T 005 635 £ 0.16% 245 £ 071 7.08 = 0.08 718 = 0.12
© i R 169 + 0.12 0.85 + 0.04° 0.95 + 0.029 0.93 + 0.06° 0.95 = 0,020

‘ T 370 £ 185 71T 125% 75072 397 £ 0.4 217 £ 080
GFR  (ml/min) R 380 + 0.63 24.8 + 2.71° 30,0 £ 3.85¢ 255 + 2710 30.1 + 5.17°
RDF . L 767 + 337 1043 + 4.83% 809 &£ 4.20 81.3 & 5.75 87.4 + 483"

a (ml/min)

R 799 + 1.14 69.2 + 3.73° 81.8 & 338 735 + 5.05 84.0 = 0.13

_ L 3.13 = 0.5 584 T 0.05° 7.90 = 0.03 273 £ 0.10 292 = 0.04
Com  (ml/omin) R 2.16 £ 0.12 135 + 0.07° 152 + 0,040 144 % 0.09° 154 + 0.02°
_ L -0.20 + 0.13 051 % 021 045 = 0.14 20.65 & 0.17 074 + 0.17

Ciizg (ml/min)

R -0.47 £ 0.02 -0.50 + 0.02 -0.57 + 0.02 0.52 + 0.03 0.03 + 0.25

_ L 2942 = 12.66 6145 = 18.27% 2635 = 2.80 2322 £ 0.92 2540 = 5.1

Ey,  (UEq/min) R 1869 + 12.19 109.2 + 5.34 122.1 + 2.44 118.0 + 7.13 1222 + 331
R ) L 947 + 017 91.2 % 0.49% 95.8 + 0.11 96.1 = 0.11 96.0 = 0.16
Na R 967 + 0.16 96.8 + 0.49 97.0 + 0.45 96.6 + 0.54 96.8 % 0.65
. L 301=215 627 £ 016" 357 027 202 F 0.08° 292 < 0.08°
Ex  (UEq/min) R 293 + 1.96 192 + 0.56° 214 + 0.07° 18.4 = 0.96° 18.8 + 0.02¢
R * L 788 £ 0.75 733 + 0.63 82.9 + 0.16 85.3 + 0.13% 86.1 & 0.20*
K R 847 £ 0.79 83.3 + 2.28 84.5 £ 2.03 84.3 £ 241 854 + 2.53

3 0. 3 4 0.34° 6 0. 64 0. 1.5 £ 0.63

NG @ L 133 L017 103 * 034 136 * 0.25 126 & 047 0.6
R 157 023 177 £ 034 175 + 027 156 + 0.13 154 + 0.40

Mean X S.E. [rom 6 experiments. Abbreviations are the same as in Table L

Table V. Effect of glibenclamide (0.4 mg/kg) given into a renal artery on antidivretic action of SKP-450 (1.0 pg/kg) given into vein in dog

Times (min) after administration of SKP-450

Parameters Control 0-10 1020 2030
o i) L 159 £ 006 133 £ 003 115 £ 0.02° 123 £ 0.03°
- R 114 = 005 1.03 + 0.01° 1.03 + 0.01° 110 + 0.04
_ L 253 £ 111 237 F 0.98° 244 £ 123 247 £ 098
GFR (ml/min) R 262 = 0.66 237 + 0.38° 259 + 0.02 255 + 0.65
RPE caimin) L 612+ 194 583 + 0.02 584 + 0.85 652 + 0.36
R 605 = 1.43 55.5 & 0.38° 616 + 1.72 65.5 + 0.72
_ L 21 £o011 180 £ 0.16 168 = 0.15° 176 = 0.09°
Cosm (ml/min) R 1.74 = 0.03 1.55 £ 0.06° 1.63 £ 0.02 1.71 £ 0.01
Cont (/i) L 052 + 0.14 047 £ 0.13 053 + 0.12 0.54 & 0.13
2 R -0.61 * 0.07 052 + 004 063 £ 0.02 0.6] % 0.05
_ L 1456 ~ 6.66 1266 T 693 182 + 11.02° 211 £ 5.95°
Exa (WEq/min) R 113.1 + 271 1059 + 552 131 = 2.66 119.5 + 0.20
Ry, @) L 961 % 0.17 96.5 * 0.25 96.8 + 0.]3 97.0 % 0.11%
‘ R 97.1 £ 0.08 97.1 £ 0.11 97.1 + 0.07 96.9 + 0.09*
_ T 210 £ 1.03 210 % 1.97 726 £ 1.61 234 ¥ 085
Ex (4Eg/min) R 186 % 005 19.6 + 0.78 213 + 034 2.4 + 0.07
R, ) L 827 + 0.60 817 + 0.89 81.6 + 038 811 + 0.07
R 85.8 + 0.35 83.5 + 0.40 83.6 + 025 82.4 £ 0.40
. L 151 £043 175 £ 036 194 £ 047+ 194 £ 025
K/Na (%) R 164 * 0.36 185 £ 0.22 18.8 £ 0.13 18.7 + 0.09

Mean =+ S.E. from 6 experiments. Abbreviations are the same as in Table I,
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Table VL. Effect of glibenclamide (0.4 mg/kg) given into a renal artery on antidiuretic action of SKP-450 (3.0 ng/kg) given into vein in dog

Times (min) after administration of SKP-450
Parameters Control
0~10 10~20 20~30 30~40
Vol iy L 159 = 0.06 0.70 £ 0.09° 055 = 0.22° 1.00 £ 0.13° 103 = 0.10°
R 1.14 + 0.05 0.75 + 0.02° 078 + 0.08 0.83 * 0.06° 0.83 £ 0.03°
_ L 253 I.11 206 £ 1.14 255 = 0.54 292 F 025 270 = 1.05
GFR  (ml/min) R 262 % 0.66 238 + 0.02 248 + 022 27.0 + 0.40 258 + 0.72
. L 612+ 194 502 + 4.49° 692 + 5.57% 76.8  6.08* 703 % 0.58%
RPF (ml/min)
R 60.5 + 1.43 62.1 = 1.34 63.4 + 2.08 66.6 * 0.54 64.9 + 0.20
, L 211 £ 011 112 £ 020° 107 £ 0,089 155 * 0.08° 1.49 * 0.00°
Cosm ~ (ml/min) R 174 = 0.03 1.26 £ 0.05° 1.30 % 0.06° 137 £ 0.04° 1.34 = 0.01°
L -052 + 0.14 042 + 0.11 0.52 + 0.06 -0.55 + 0.06 2047 £ 0.11
Cro (l/min) R -0.61 £ 0.07 -0.51 £ 0.03 0.52 % 0.01 -0.55 + 0.01 0.52 £ 0.02
_ L 1456 * 6.66 779 L 6.96° 72.0 £ 6.02° 1061 * 8.16° 1011 T 1.12°
En,  (UEq/min) R 113.1 £ 271 824 + 4.23° 87.1 & 5.30° 914 + 4.29° 92.7 £ 2.21°
R, . L 961 % 0.17 67.0 + 0.11 95.7 * 8.68 97.6 = 0.18 95.5 + 0.13
3 R 97.1 + 0.08 97.7 + 0.11 97.7 + 0.16 97.7 + 0.13 97.6 = 0.13
_ L 210 £ 1.03 161 * 2.59 20.0 = 1.03 236 £ 2.10 21.0 = 0.60
Ec  (Eg/min) | p 136+ 005 183 + 025 19.5 = 148 19.6 + 1.05 18.0 = 0.65
R, ) L 827 * 0.60 84.9 = 0.83 842 + 1.14 83.9 + 132 843 + 1.14
R 858 + 035 847 + 0.20 84.2 + 1.34 85.5 = 1.01 86.0 % 0.89
N . L 151 % 043 21.0 = 0.40% 205 = 3.91% 222 % 0.20% 207  045%
R 164 + 036 224 + 0.85% 223 + 036% 213 + 0.13% 19.3 + 0.22

Mean £ S E. from 6 experiments. Abbreviatons are the same as in Table I.



Table VI1. Effect of glibenclamide (4.0 mg/kg) given into vein on diuretic action of SKP-450 (0.1 ug/kg) given into a renal artery in dog
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Times (min) after adminisiration of SKP-450
Parameters Control
0~10 10~20 20~30

ol o T 358 = 0.16 345 % 0.18 7.82 = 0.16 250 £ 0.12
R 2.55 + 0.18 220 + 0.15 2.03 £ 0.13° 175 + 0.09°

orR o) T 359 % 2.00 345 T 2.02 352 T 200 356 £ 2.49
R 35.6 + 2.13 356 + 247 340 + 1.76 33.8 + 1.89

. L 70.4 + 434 682 + 3.62 68.0 = 3.90 66.0 =+ 3.50

RPF (mlmin) R 71.4 * 4.60 68.8 =+ 4.40 65.6 + 3.86 642 + 327
- i T 3.63 £0.17 367 £ 0.14 322 £ 0.02 293 £ 001
osm R 2.98 + 0.17 274 + 0.14 2,60 * 0.05 235 + 0.03°
Co o L-0.06 + 0.17 022 + 015 041 + 0.15 043 £ 0.12
2 R -0.43 + 0.20 054 + 0.14 -0.56 + 0.12 -0.60 + 0.09

- e 12575 = 15.88 2629 £ 7.62 3280 * 9.73 2073 + 799
Na (WEq/min) R210.3 + 1625 1919 + 13.92 182.3 + 12.61° 164.4 + 9.02°
® @ L 949 + 0.65 94.6 =+ 0.65 952 + 0.75 95.7 + 0.66
Na R 95.8 + 0.60 9.1 + 0.59 96.2 % 0.60* 96.6 + 0.44%
c . T 379 % 341 365 = 1.3 34 T 1.67 328 T 1.8
K HEq R 33.6 & 275 312 + 2.06 288 4 1.57° 292 + 1.70
R @ L 79.1 £ 2.20 783 + 1.94 803 + 3.14 80.3 + 3.19
K R 812+ 1.84 817 + 243 82.2 & 2.83 82.2 + 2.30

L 144 £ 092 141 % 0.93 42 £ 0.69 157 T 081

K*/Na® (%) R 157 % 0.87 160 + 0.65 15.6 + 0.60 17.6 + 0.83

Mean * S.E. from 6 experiments. Abbreviatons are the same as in Table I.

Table VIIL Effect of glibenclamide (4.0 mg/kg) given into vein on diuretic action of SKP-450 (0.3 ug/ke) given into a renal artery in dog

Times (min) after administration of SKP-450
Parameters Control
0~10 10~20 20~30 30-40
VoL (i T 358 = 0.16 313 £ 0.12 218 £ 0.16 188 £ 0.16° 183 £ 0.16°
R 2.55 + 018 1.52 £ 0.09° 1.45 + 0,08° 133 + 0.12° 1.37 £ 0.10°
_ T 359 % 2.00 373 £ 157 367 £ 552 354 £ 2.2 337 £3.17
GER  (ml/min) R 35.6 + 2.13 353 * 220 37.8 + 2.51 347 £ 2.02 37.0 £ 271
RPF (i) L 704 + 434 69.9 + 370 66.1 + 565 618 + 4.55° 65.1 + 5.37
R 714 + 460 638 + 333 68.8 = 3.80 617 + 4.47° 63.0 + 5.33°
, T 3.63 £ 017 3.46 * 0.15 264 £ 007 733 £ 0.00 235 % 0.09
Cosm ~ (ml/min) R 2.98 + 0.17 2.14 * 0.03 212 + 0.03 1.89 + 0.08° 1.94 + 0.08°
o (limin) L -0.06 £ 0.17 2033 + 0.10 046 + 0.12 045 + 0.12 051 + 012
f120 R -0.43 + 0.20 20.63 £ 0.08 0.67 £ 0.07 -0.56 + 0.08 058 £ 0.07
_ 12575 = 15.88 2547 = 6.44 1885 F 12.49 1660 F 13.86° 1661 = 13.81°
Exa (Eq/min) | po103 + 1625 149.5 + 9.64° 1448 + 10.00° 1309 + 6.87° 136.8 + 7.54°
Ry, ) L 949 + 0.65 95.1 + 0.55 96.1 + 0.73% 96.5 + 0.61% 96.2 + 0.66
R 95.8 % 0.60 96.9 £ 051 97.1 # 0.52* 97.2 4 0.57* 97.2 + 0.59
_ T 370 341 388 T 247 320 £ 148 593 * 1.67° %7 £ 167°
Be  (WEgmin) | 59364975 283 + 1.64 282 + 1.36 253 + 1.61° 245 + 167
R . L 79.1 £ 220 77.8 + 3.50 80.6 + 376 81.9 + 3.60 80.6 + 357
R 812 + 1.84 82.9 + 2.99 835 + 3.17 840 + 336 84.9 + 3.54%
e @) L 144 £ 092 52 % 093 169 T 1.06 175 £ 1.04 170 = 0.84
R 157 + 0.87 18.7 + 0.83 19.3 + 0.99 193 + 1.36 17.6 + 0.46

Mean + S.E. from 6 experiments. Abbreviatons are the same as in Table 1.
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Table IX. Effect of SKP-450 (0.5 ug/kg) given into carotid artery on renal function in dog

Time Vol GFR RPF Cim Ciuzo Ena Ra. Ey Ry K*/Na* MAP

(min)  (ml/min) (ml/min) (ml/min) (1Eg/min) (%) (WEq/min) (%) (%) (mmHg)

200 3.09 58.0 97.5 440 -1.04 319.1 96.4 55.8 79.1 20.2 116.8
+ 0.24 £3.09 £551 =£027 = 0.14 + 20.63 += (0.18 + 2.32 + 229 + 1.52 + 7.00

SKP-450 (0.5 pg/kg) into carotid artery

0-10 2.71 59.1 96.0 4.02 -1.31 297.6 96.8 505 849 21.0 112.0
+ 0.28 +290 +725 +£036 + 0.08 T 2722 + 0.39 +43] 242 =221 *£10.18

10-20 2774 58.3 105.6 412 -1.39 306.2 96.7 53.2 80.6 22.8 105.3
+ 0.32 +£355 £863 £040 + 0.09 + 31.40 + 0.43 + 422 + 2.07 + 2.67 + §.31

20-30 3.08 59.1 109.1 4.46 -1.38 340.4 96.4 59.5 78.4 23.5 108.3
=+ 037 +399 +898 £046 4 0.09 =+ 36.18 * 0.47 + 4.40 + 2.34 + 2.93 + 8.18

Mean £ S.E. from 6 experiments. MAP : Mean arterial pressure as calculated from (diastolic pressure+1/3 pulse pressure). Abbreviatons
are the same as in Table L

Table X. Effect of SKP-450 (1.5 pg/kg) given into carotid artery on renal funclion in dog

Time Vol GFR RPF Coim Cipo Ena Rua Ex Ry K*Na*  MAP
(oun)  (ml/min) (ml/min) (ml/min) (REq/min) (%) (MEg/min) (%) (%) (mmHg)
200 3.09 58.0 97.5 440 -1.64 319.1 96.4 558 79.1 20.2 116.8

024 309 3551 + 027 + 014 £ 20.63 * 0.18 +232 £229 £ 152 700
SKP-450 (1.5 ug/kg) into carotid artery

0-10 1.84 55.6 100.8 3.08 -1.25 229.1 97.4 44.9 82.0 26.4 93.5

+ 019 291 £781 £026° + 007 £ 21.51° +£030% * 4.87° £ 1.87% £ 241% £+ 4.70°
10-20 235 58.3 105.3 3.51 -1.16 259.1 97.2 52.5 81.0 229 90.3

+0.22° *£353 =£874 =026 £0.05 =£21.55° £ 020 294 #£170 £1.68 £ 451°
20-30 2.59 60.5 117.0 3.89 -1.30 301.3 96.8 56.1 79.3 19.8 89.0
- 024 424 £ 10,12¢ =+ 030 +0.08 £ 2657 * 0.16 +236 £329 £ 146 432
30-40 271 623 116.9 4.13 -1.42 3195 96.7 535 79.9 19.5 91.5

=+ 0.32 + 459 +£922% £040 +009 £3499 + 0.28 +£320 +=160 £1.30 =£562°
Mean £ S.E. from 6 experiments. Abbreviatons are the same as in Table and 1X.

Table IX = SKP-450, 0.5 pg/kg & A5 o] Fof -111’54"%“% 22173 AAvE K channel ZF52¢] glibencla-
g AR AE Fd8 Hlolvt. o] _1‘0:“?’ ol M keke] 7h mide®] AAA Al Lsfod oI WA okt FE AF
A7k dehdont SAA Fo42 ¢t dgHez = 14 o] %046& SKP-450 2] Foi AlAellA] wepd o] w2}
AA7) 5] HrlE A3 v|R)A] gk ozt Pl 42 417 2173 zﬂ?-llw glibenclamideel] 2]8}e] A F)gie},
= ogkg v st L’r°}7— AT Yol| FeJgl SKP-450 - AR5l WS

Table X -2 SKP-450 & Foiakg 3H)Z =3fs}ed 1.5 uy S v|AX] wsket. o)Akl FTE Hol Al el Fof
ke T3t AFEAES Z7E) zio)n}. SKP-450 1.5 ughke = 3} SKP-450 €] o)y A4 213 217 e} K* channel
Fof mFZ0] HEke [ 844018 mlmin B4 oF232] 300+ F= 23l elA] Ealed| 2|3 ozl 7Rl 2]5he, 3t
0.24 ml/mln of BBl F-2]=ql AT Vehlde) SKP450 = A%l lel] Fodgl SKP-450 &) Fof AR el|A]e] o]z}
ol & % WA YoM E 2351022 mi/min S5 VM 42 AR A7F T KT chamel & B8 202
7rasake viehligl ot 7 7avgo] A TEEINS ARREGIEE A2 REg A7 Farhilre] o= HE
WzAgk 4= glglet. 2 vk e Al 714 Afol v} et al7e] dFEe Wil de] deA lhPius,
Ehdz] ekl SKP450 ¢ FowbRg A EsldS W SKP- 1968; Slick %, 1975). 7§2] A)1&toll a-adrenergic stimulation
450 &) F5H ol o] gloial Y = %i‘-"]' o[t} low frequence® 7] A=3pH AA k=, B3] 29

A x| A peritubular capillary starling forceoll 814 &
o & T AN el MY AR 2o ofgt Nat A EF57)y S48

o] o]m] <A oluh(Slick £, 1975; Bello-Reuss %,
Aol T3+ K* channel 7HukA]e] SKP-450 & 3ko] 1976; Gill and Caster, 1972). =3}t 7 (Nomura &, 1977)
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1} 313 (Bello-Renss, 1977)01A] 4124142 A78 GFR
olv} RPE] #3iglo] M=ol Nat widwke] Fvls}
vl Bo] A o]kxAgo] yElylt). Zz2{v} Henle's
loop v} A9 FME 288 BAMHo7 Nat AlFr7t £
Vel Aoz HaEe] ol (Nomura %, 1977: Bello-
Reuss 5, 1977). =5+ /2] ARl W7RIA o-F2A[el
nore- pinephrines F3= 7%, AGFEe] 750} <7
E-&(FF=GFR/RPFX 100)] 717} viePd B of]a} 19
Axe] opd TN AHH R Nat AFTE 5
ZAAgo] U] UTKGill and Caster, 1972). ol# A5
S EE 9 SKP-4509] AW el FedA ehis &
o|xeAl-go] ARk wzbAAH FHE Zlojehd A4 4l
A Al 2t 11 ahg-2 Basolof &Aoot 1=
Aol r= A3 S A ddvi(Table I, My= AL
A2 A= TS B vherl A el Feoigl
SKP-450 8] &o|% zh8-o] K* chamelZ}s= F3s|lchi A
75 ol K* channele] ZE" Kro] MX whez
FEEe] MET AYE K FHAYLE o A7 M E
g RS A7 RER A EEFEAe] ZhEw(Cook,
1988) 7 A} o 3] o|U=|T ofof uwiE} ko]
3l7¢stA " oh(Hamilton 5, 1986; Neugreen, 1990). ©]
K* channek>- €3 H3dT Pollz} ZH I FF FE
2] Ak A FAME ZR 5] FIH K Wang £,
1992)). B3] Ef552 A lME Nat AFpel Heds)
= Henle's loopd] Absizha} K+ Eule] F3 H9e] z=
o] Akt Axe] Adgate)] Ex3te] YA lvhClark 5
, 1993), Ay Folgl SKP-4509] 3ol 2Ho] o9} 7}
2 K* channel®} ##¥ Zeo|eld K* channel skl
glibenclamide(Clark &, 1993l 2]8}ed = zh&-o] ofils]
At QA AL Aotk e B Ao 1 ok
2 go] Aa QIS x| QREom SKP-450% TE A5
W 559 S o Al el dhojn 2R Al
98t glibencla- midedl] 2J3}ed A= A] ei9)r] wiEolvh
gk Ay Fofdt SKP-4502] Folk zh&e] Weld E
AL B o|zly zhgelafy HEF} Al AA, T AF
@ o]l SKP-4502 T3S v Fod Aol A= 2519
o) ;mahg-o] Veld7] Wl Bl (T and 7, 1998) 9] &)k
#pgeo] A algo] ol o]2MA] ARfo)eky s =W
A, o]zl zhg-2 AAAe] ek AAAe AT e
¥ £ Ao A= o] Fo|xzhio] AlAF A1ZAA A 25}
A3 oJekS WA gl webA] o eomahg-2 A1AA
of obd AR F YelA B &3t ez A=t
v} o] Wl EAd] gt o] dle] mARE-2 FAdql
7359 18R] 4L AE 5 F e B Adoe A
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Fakaic}, 2l o] Al o] Folelrtel tistedAls
2 A¥gte 2= A oty = A humoral
natriuretic factor(HNF) 9+ 3 7V548 1=jd 4= 9ot
HNE:= de Bold(de Bold 5, 1981) 7 FE5-F Aldke] 4]
A5 FEEE AYW Fofshd HAF Nat o
(natriuresis) F o]k =-go] UEPdS FABl o] FHE
atrial natruretic factor(ddl VEF o] elR}=ANF) 2} =
Balgem o3 QAE Holx EAded oA
BNP(brain natriuretic peptide) k32 %#{# 3J¥l(Sudoh &,
1988). Wk oj¥ AE5E FE5e] humoral natruretic
factor(HNF) 2kl =] o)A E-2 o} 2o Al kelr{ 2]
Ry dAle] 93 B8 3719} wlEe] olwzhi-& do
7] Zohel(Suuthers, 1990) aldosteroned renin & £¥]
AA == dex] SlehKook, 1987). wEbM ANF 212
A5 aldosterone o1v} renin®] BH] Friol 25l Ry,
9] F7kel B ol At vlBe] dlelk 4-E opld
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9] A8} Cupdl 28 §5 F F ok e
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3 o] pump? Zhge] FAHEY Nao| AFF7t T
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vl e @A, 1972). ool @eh Cy2) FATF
eI Cuoe F748HAVE B8 AolwhSuki F,
1965). 14 A& ZT W AU Fog SKP-450 £ &
ol AEAL AR R FYET, o7 SKP-450
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W Fedd SKP-450 o] Fed AA A o] w22 417 4l

K
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