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Effect of Debrisoquine on Renal Function in Rabbits.

Suk Tai Ko and Jung Hee Park.

The action of debrisoquine on renal function in rabbits was studied.

1. When debrisoquine was given into ear vein, it did not affect on renal
functin with smaller doses of 0.1 or 0.3mg/kg, while with higher dose of 1.0
mg/kg it elicited the significant decrease of urine flow, renal plasma flow and
glomerular filtration rate, and the increase of filtration fraction, and at the
same time sodium excreted in urine, FENa (fractional excretion of sodium) and
osmolar clearance were significantly decreased, -and then it exhibited the
increase of K*/Nat ratio and no changes of TCHZO.

2. Debrisoquine (1.0mg/kg), when injected repeatedly into a vein, produced a
more marked decrease of urine flow.

3. Debrisoquine induced-antidiuretic action was not affected by pretreatment
with phentolamine (2mg/kg, i.v.), alpha-sympathetic blocking agent.

4. Debrisoquine given intracerebroventricularly did not produce a significant
change on renal function in dose of 0.1lmg/kg. ‘

‘These results suggest that debrisoquine produce the antidiuretic effect in
rabbit, and the mechanism of its action is due to dual actions that are the
decrease of hemodynamic effect and the facilitation of reabsorption of sodium

in renal tubules.
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A4 vield guanethidine®o] v} bethanidine™¢] BHfEF=l LS Aoz e A 9t
2wt RAEANA guanethidine® & Ao A sk o] FUFMo = FEfSH] bethanidine” & HiF
IREJ e 2 {Efstel Biel Ml o=t BifEel METel nasd vk geh

L vhwl ERE(ER Mol ol & #E) Fiflst Ao w Uw Al debrisoquines] FFl A <]
fEM 2l o BRE A et mEskd .

BB AHE

ool e WE 1.5~2.5kee] WERAE e EHIRe) EHdH o Filie urethane lg
/kgd BTG . BiFY ®AE WS MEss Eie Wistd S TFE L 4
of MRS HHIA & vhE —fl KA polyethylene (P.E)#& o] “Harvard” IEA
pumps}t EHESLS HAR-S 300mg% creatinine, 50mg% PAH, 30% glucose®: &#st:
0.4% saline g-jolgieh. ool FIHE Lebiel whet BIHetel BE LS BaliA 2 oh
MigREA HEESE 2719 P.E.3-& Qo] heparine-saline(400IU/mi)E 9 S9rt MK
TRER GRS ot S-S BRIRPIS BB HAARS FAskolenl, MIENEAREEE B
BeE TEARUIBIst BIEE-S BHAA o5 <o Bl HHE A KAKSHRYE 8
7 L5em 05 2.5cm= = #ifrd] ER 1.5cme) 434 45°9) HER # 3cm FifEAA B
JREE-S Egich. ole] A 1.5mm o]l <k 3eme] P.E. ¢ £7L3 =l z=42"A4 A
st} W dhiie]l Sebor @MEStE RS WH # P.EESE wobTyist SA #E
WASRoH kel mEe 0.0ml MG Tk EHol T el A methylene bluei
= MIRZEAS P.E. S j@ste AR H JKES GBSt B AL Wi
MK HEE LRI Bl heparinzed tubeel #Rimstel BIF SEibmiEs HEsie %
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MEES HE-S —ISHIREES k4R manometers]| Hiffsle] = #{LE kymographyel il
oke} Blggstglel.

Creatinine2 Phillpse] J53%,'” PAHIE Smith#:108] Fpkel] #3stgom Na*t K+ flame

e}

photometry =4, osmolarityi= “Precision” osmometer= s tt.
ol 7ol {i /A%t debrisoquine sulfate (Roche)$} phentolamine mesylate (Ciba)-2 0.9%
salined] & AlA A&t}

HEH M A student’s “t” test'®® 34 ).
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#IEA Debrisoquine®] BEi{EM —Table 1.o #H KKl debrisoquine 0.1mg/kg-3 ¥
B FHS M1 fmadlel HEhEEE Aolvh.  FELe HIRME 0.1420.02(meanxS.E.)
m//minel] ¥f5}e} debrisoquine 0.1mg/kg THHE #EEst A 205N A 0.02+0.02m//min
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Table I —Changes of renal function by intravenous administion of 0.1mg/kg debrisoquine

in rabbits
Control 0—20 min 20—~40 min 40—60 min 60—80 min
Vol 0.14 -0.02 ~0.05 +0.08 —~0.09
(mi/min) +0.02 +0,02 +0.03 +0.04 +0.03
GFR 3.06 ~0.22 —~0.52 —0.63 —-0.84
(m!/min) +0.42 +0.09 +0.23 +0.25 +0.42
RPF 6.92 —~0.80 —0.45 —0.81 ~1.20
(mi/min) +1.00 40,48 +0.35 +0.47 +1.03
Cosm 0.22 +0.03 —-0.03 ~0.08 —0.11
(m!/min) +0.02 +0,02 +.020 +0.05 +0,12
T 0.09 +0.05 +0.06 —-0.01 -0.03
(m//min) +0.02 +0.02 +0.11 +0.01 +0,02
Eve 6.75 —0.90 —1.11 -1.15 —~1.95
(#Eq/min) -+0.02 +1.36 +0.71 +1.55 +1.47
Ex 4.11 ~1.28 —2.01 ~2.74 ~2.89
(¢Eq/min) +1.04 +0.53 +0.91 +1.83 +1.25

Mean+S.E., from 5 experiments. Vol is rate of urine flow; GFR and RPF are glomerular
filtration rate and renal plasma flow, respectively; Cosm and TC¢mo are clearances of
osmolar and negative free water, respectively; Ev. and Ex are excretory rate of sodium and
potassium in urine, respectively.

7b st end Alzke] Azbol wiet @A Ee] #AH o 4 4 H(60~804) 0.09+£0. 13m//min
bt el ol n EBAAY HEELS 9Q5
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Be BRT & sl Hivel B SLE Basde o 2#Kes WY ERe
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free water clearance)$l el S Wbt BELE BLE BET & A3+
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E RENA R BMEE BEE 4 ddod H4HAA EEIE WA Jege o
@ ¢ GFRe|v} RPFE REM(Ll Bt i< Jebigleh. B debrisoquine 0.3mg/kg,
Wk #% B4MAA T GFRSE RPFY jdde] #E#sb dgish. =& Cosm(os-molar
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e WAL BT Qich. B3] By EE o Ed B ddod 2 @dEe] &
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Table [-—-Changes of renal function by intravenous administrion of 0.3mg/kg debrisoquine

in rabbits :

Control 0—20min 20—40min 40—60min 60—80min
Vol . . 0.18 —-0.02 —0.01 +0.07 —0.05*
(m{/min) +0.03 +0.03 +0.03 +0.08 +0.02
GFR_ 4.74 -0.13 —0.53 —0.43 —0.65*%
(m!/min) +=0.71 +0.62 +0.41 +0.33 +0.23
RPF' 12.49 ~0.48 —-0.12 —-0.01 —1.82*%
(m!/min) +2.38 +1.71 +1.57 +0.75 +0.34
Cosn} 0. 40 +0.05 +0.02 +0.02 +0.07
(m!/min) +0.07 +0.06 +0.06 —0.04 +0.03
Tcnzq 0.22 +0.04 +0.02 +0.01 +0.03
(m!/min) =0.04 +0.03 -£0.03 =0.03 +0.03
Exe . 9.61 -0.61 +1.05 +1.48 —2.68
(#Eq/min) +2.99 +2.42 —+2.76 +2.98 +2.04
Ex 4.56 —0.56 —-0.11 +0.03 —-0.08
(¢#Eq/min) +1.32 +0.91 +1.06 +0.68 +0.36

Mean+S.E., from 8 experiments. Significance of period differences from control periods
was tested with Students “t” test. s <0.05, =% % <0.02, % % % <0.01.

Table I —Protocol of an experiment showing the effect of 1.0mg/kg debrisoquine i.v. on
the renal function in the rabbit.

1.7kg male rabbit, fasted overnight.
9.00 : Anesthesia with 1g/kg urethane i.p.
10.00 : Insertion of endotracheal tube into trachea.
Infusion of 0.49% saline containing 3% glueose, 300mg% creatinine, 50mg% PAH
into a jugular vein with a spead of 35mi/hr.
10.50 : Both ureters catheterized and a femoral artery cannulated.
12.00 : Collection of urine began

Time Vol GFR RPF Cosm  TCuo Ewve FEw. Ex

- (min) (m!/min) (mi{/min) (ml/min) (¢Eq/min) (%) (p#Eq/min)
0—20 0.36 3.30 15.8 0.23 -0.13 6.89 1.39 4.98
20—40 0.33 3.70 15.3 0.23 -0.10 6.90 1.24 4,22

Debrisoquine 1.0mg/kg, i.v. .

40—60 0.13 3.00 T 12.4 0.20 0.07 4.10 0.91 3.82
60—80 0.12 3.00 13.1 0.21 0.09 2.74 0.61 5.04
30—100 0.09 2.90 10.6 0.16 0.07 2.30 0.53 3.92
100120 0.07 2.90 8.4 0.13 0.06 1.93 0.45 3.16

FEwx. is fractional excretion of filtered sodium, as calculated from Ex./(pr.XGFR) X 100.
Other legends are as in previous tables.
93 EnsE 6.89 1l 6.90p¢Eq/mins] A 1.93¢Eq/minztx] 45t g k. FEps(fractional ex-
cretion of filtered sodium)= 1.39 ul 1.24% A 0.45%71A #wAdsd o) EkE Fist 2
BlLe BET ¢ ddt
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“Table IV—Changes of renal function by intravenous administration of 1.0mg/kg debi'isoquine
in rabbits.

Control 0—20min  20—40min  40—60min 60—80min
Vol 0.25 -0.12* —0.12* —~0.12% —0.12*
(mi/min) +0.06 +0. 04 =+0.04 +0.04 +0.04
GFR 3.53 —0.56* —0.57* —7.70% —0.34
(m!/min) +0.53 +0.18 =+0.23 +0.25 +0.21
RPF 11.47 —2.64* —2,52% —2.24* —2.52*
(m!/min) +0.94 +1.03 +1.00 +0.85 +0.85
FF 34.2 +45.58% 48,17 +10.30%* +10.18*
C % ) +4.8 +2.15 +2.44 +3.27 +3.78
Cosm 0.34 — 0. 13%** —0, 110+ —0.09%** — 0. gk
{m!/min) -+0.05 +0. 04 +0.02 =+0.02 0. 02
T30 0.04 —Q.Q2%H* —0.03%* ~0.02 ~0.02
(m!/min) +0. 04 +0. 004 +0.010 +0.015 -+0.017
Exa 6.87 —2.77* —3.77* —4.16% —4.31*
(#Eq/min) +2.32 +1.04 +1.35 +1.63 +1.72
Ex 3,44 —0.48 +0.11 —0.57 —0.44
(#Eq/min) +0.67 +0.84 +0. 54 0. 39 +0.45
K/N 0.77 —0.04 +0.79%* 40, 76%* +1.41%
a +0. 34 +0.23 +0.23 +0.23 +0.55

Mean+S.E from 7 experiments. FF is filtration fraction, as obtained by GFR/RPF.
Other legands are as in previous tables.

Table V& debrisoquine 1.0mg/kg, #ik #RS HE THIE &FET Aok REL
0.‘25:?:0.06ml/min9] gl 23] o] ¥l 0.1220.04ml/ming] WAL EESL T2 #EE
. o] WABRE FiEwen BEFL 299 GFRY RPFE 4% 3.53x0. 52ml/mine} 11.47
+1.94m//mins] BBEA Bsle] RES WA} w&ehd @Astgst. 2 FF({iltra-
tion fraction)& 34.2+4.87% 9] HBEe] Helol %5 13¢) 5.58+2.15% ¢ HME ¥ X3t
o B4 HAE 10.18£3.75% 9 BimE Jepi gt ‘

Cosmi ZEHIMA thel BEkel RIS e od Tk BRIE B/t 8
9A%t. Eysét FEx= BB Wdd Hfistgd e Bk W9 il bt 2 Mol
235 Ao HEKI AX M.

Table Vi debrisoquine 1.0mg/keg® WA M@Mo 2 KEHHAT &% Jehde BRI
e LT WES 65IE 4% Sadhd FIRET Aot Debrisoquine 1.0mg/kgE 3
A }%ﬁ%}?&% o HWIBE 0.18+0.02ml/mins] #sted A 2045H-E 0.20=0, 08m//min, ©h
L 2054 & 0.2640.09ml/mins} A LS o

A—8NA debrisoquine 1.0mg/kgd EgRoz T WA= HASHS 4= HRE
0.330.11m//mins] %5k o] 0.58%0.18m//mins} 0.51+0. 17ml/minst WAt g e},

ol 4 ¢ BB Wbk debrisoquine 1.0mg/kgE —ET HET K (table W)+ -2
BES J48d. ®=u ohvz} debrisoquine 1.0mg/kg& —ER HES A& W Jste] R
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Table V—Changes of renal function by intravenous repeated administration of 1.0mg/kg
debrisoquine in rabbits.

1st administration 2nd administration
Control 0—20min 20—40min Control 0—20min 20—40min
Vol +0.18 —0.2g* -0, 26* 0.33 ~0.58%* —0,5]%*
(m!/min) 0.12 +0.08 =+0.09 +0.11 +0.18 +0.17
GFR 5.45 ~1.72%* —1.41* 5.49 — 2, 24%* —2.49*
(m!/min) +0.77 +0.46 +0.53 +-0.95 +0.61 +0.92
RPF 9.95 —2.20* —3.05%* 11.32 — 4, 84** —4.50*
(m!/min) +1.36 +0.79 +0.76 +1.80 +1.56 +1.98
Exe 8.68 —2.18* — 2. 84%* 11.23 —6.81** —9.40*
(¢Eq/min)  -+1.69 +0.78 +0.82 +3.79 +2.18 +3.39
Ex 3.55 —-0.02 —0.24 4.75 —-1.88 -1.93
(#Eq/min) +0.85 +0.46 +0.56 +1.10 +0.65 +0.46

Mean=+S.E. from 6 experiments. Phentélamine was given at 2mg/kg i.v.
Other are legands as in previous tables.

o e WAkH e kst BHAEY KTHSES Rtagen HMitvess HRkol
Ak

Debrisoquine2| B {ER0| %5t Phentolamine?| g% -Phentolamine 2.0mg/kg #Fik
BeEaske] MRS a-ZARS E e MmEEe] TS AdlelA debrisoquine Img/kg$
Beoaste BhEsAES #MLE Bestgvh. & HBidl A& phentolamined] AlAe] w3 EE
BQl fEMC #sld A= BlgelA @ skxIwl, debrisoquines] {Ef- phentolamine-d #HL3:
# vehd BEEES BRES st @igstds. :

Phentolamine . = B3} %¢5Eo] A debrisoquine 1.0mg/kg HHKEE &8 REY Bz
o] phentolamine FEEES R A debrisoquine 1.0mg/kg o] Wil fFEES stgd ot 6
Bl of = BB HEkkd B E Jepi A

Table V{ —Changes of renal function by intravenous administration of debrisoquine in
phentolaminized rabbits.

Control 0—20min 2—40min 40—60min 6’—80min
Vol 0.11 —-0.02 —0.05%* —0.06** ~0.05**
(m!/min) +0.02 +0.01 +0.02 +0.02 +0.01
GFR 3.72 —0.66 —1.74* — 2, 19%** — 2. 20%¥%
(mi/min) +0.59 +0.54 +0.63 +0.42 +0.35
RPF 7.60 —1.40 —4, T0** — 4, 40%** —4, 13F%*
(m//min) +1.42 +1.10 +1.25 +0.99 +0.79
Evxa 7.21 +1.69 —3.48 —4,81 ~ 5, 14%%*
(¢#Eq/min) +0.79 +2.17 +1.01 -+0.61 +0.50
Ex 1.15 —-0.13 —0.49* — (. B7*xx —(,43%*
(¢#Eq/min) -+0.27 +0.12 +0.19 +0.15 +0.13

Mean=+S,E, from 6 experiments. Phentolamine was given at 2mg/kg i.v.
Other legands are as in previous tables.
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Table VI—Changes of renal function by intraventricular administration of 0.1mg/kg
debrisoquine in rabbits.

Control 0—20min 20-—40min 40—60min 60—80min
Vol 0.14 0.00 —0.02 -0.01 -0.01
(mi/min) +0.01 +0.00 +0.01 +0.02 +0.02
GFR 3.90 +0.30 +0.42 ~0.45 ~0.52
(ml/min) +0.55 +0.21 +0.36 +0.44 +0.53
RPF 8.44 +0.21 -0.76 ~2.02 -1.16
(mi/min) +0.76 +0.34 +0.59 +1.05 +1.11
Cosm 0.22 +0.010 -0.020 -0.020 —0.004
(mi/min) +0.02 +0.011 +0.090 +0.022 +0.018
- TCa20 +0.09 -+0.008 +0.004 +0.010 +0.010
(m!/min) +0.14 +0. 006 +0, 005 +0.014 +0.019
Eve 5,83 +0.48 -2, 33%* ~3.48* —3.53*
(¢Eq/min) +1.06 +1.73 +0.69 +1.27 +1.35
Ex 3.84 +0.14 -~ 0.64 ~1.10 -~1.06
(#Eq/min) +0.56 +0.36 +0.32 +0.60 =+0.45

Mean+S.E. from 8 experiments. Other legends are as in previous tables.

B, debrisoquine 1.0mg/kg HEEA A RES WAEE o 48%<ldl sl phentol
amine EE#% debrisoquine 1.0mg/kgiiel A E 20% A+,

28} GFRY RPFx: debrisoquine BB A BABAEL £ % 15.9%} 23% a1
¥15}o] phentolamine REEEfN A = 59% 9 58% 4},

=3 Ey,% phentolamine BN A EFslgrh(table IV).

{ili=P Debrisoquineo] Wh{FR—Debrisoquine EhEfEfA S hilEtk o F& Bk 4
3t 0.1mg/kg i.v.c. (intraventricular administration) S #HEES % 'ShiEs & (L&
Bzestgoh. o] o RE- Wgshd e fHiEe et BH#E AL ohiia GFR
U RPFE o}%3 HEk< #REE BEY 4+ 9ivh. 22 Exl-& debrisoquineftfd 2
2?@3%51 EABAA BEED BAE Jeiigda Ekx <%z gAY EHEE ‘%ﬂ‘*ﬂ?jﬂ'
(table VI). k

Debrisoquineo] ME{EF —IBES] BREMC] 8kt TXT B#E 1Ame debrisog-
uined] HFURIEF| MEEB LY BEA/E Bty SAstd of EhRE MiTeHs=

Fig. 1-& BWEE®% F—&9 debrisoquine 0.1, 0.3 ¥ 1.0mg/kg S ik HHET ER
o] o},

Debrisoquine 0.1 & 0.3mg/kg, #ikEHEAA = RERET s 3.

o] MEEMRABAA wHA #53 debrisoquine 1.0mg/kg FREENA £ ¥ 0|49 BERE
< BEZ 5 9+

Fig.28] &Z¢ phentolamine BEEBHERANA & debrisoquined] fefelz Fig.2 5
i.v.c. 2 debrisoquined- $¥EAEE #EF o] ).
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Figure 1—Effect of debrisoquine on blood pressure in rabbit. At upper white dots 0.1,
0.3 and 1.0mg/kg of debrisoguine were successively injected into ear vein at
the intervals of about 15—20min., at lower dots tracing was stopped for
about 15—20min. Time; 1 min.

Figure 2—Debrisoquine on blood pressure in rabbits. Left, effect of phentolamine on
the hypotensive action of intravenous debrisoquine, right, effect of intrave-
ntricular debrisoguine on blood pressure. P denotes the intravenous injec-
tion of phentolamine (2mg/kg). Other legends are the same as in Fig.1.

Phentolamine 2.0mg/kg, #IEBHEE mBEo] B TFE A 8= k.

o] #RABAIA BrHAT debrisoquine 1.0mg/kg, ¥R HE MBS e &L w124 X%
3l4 ek (Fig. 2-1eft). Debrisoquime-2 S Ao BT AR, IMmEEe]l BT gt 204
Follx BETH MmEEe] 522 EEA-E Bsialvh. WHEERA debrisoquines] #FEE -2 E
Pl 7o £9) 0.1mg/kgdvh.
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Adrenergic neuronal blocking agent= <l#3l debrisoquined] REFM BT BES
st oh.

Debrisoquine 4%(0.1, 0.3mg/kg)¢ #EkAA #HEstQ & Aol e Bl W= &
S 2ot FREkA 8 HET & d9dd. 2y g2 B0 mg/ke)dl A= RE
+ ¥ &3k BiEEs} %@%iﬁ:ﬁ$°] HEME L HAdE e Qo R (filtration
fraction,)w-& Mimslg =t 40}7} Cosm(osmolar clearance): 7&sd 9 Ty
(negative free water clearance)e] = Fi{bst L glch.

Rep Na* =l K*¢] w dske] @dst o &o] K¥/Na*hrl %S #BAA . =3 FEx,
(fractional excretion of filtéred sodium)= H 4 st4c}.

Debrisoquine(l. 0mg/kg) 8] KEHHN kit Ax RERABL Fast vk Debriso-
quine®] HFIRFEF-C phentolamined] FipEMel ksl BEE A E et

g9 debrisoquine(0. Img/kg)-& Bk HEikq #LE JehlA gt

BlEY #RE vol ®ENA S debrisoquinee FFRIEAE et = f’?ﬁﬁ%ﬁg—c =
MRSl WoRS BHRENA & NavERKke R BEY Aoz Bisglet.  Deb-
risoquine$: MRS HEAIE e} $¢ Wul ol Aol EERMC]  IREREE ZSRTHBRAER
wicll A ¢ catecholamine] Wiiglel kit BHRENA A BHEE TR Mk 782
Fygfbel kst MREAE JeElE Aoz dEA 9.2 v K BERdA = KE2
PHREAS el gieh. vobsth #igiye = debrisoquine FE (L. Omg/kg)& HE3ts i
BT BEE 74 g3be A= SHRERE Jehi g

o] A& KRAA Y bethanidines] {EfH”s} Flst Rt guanethidine®st= 43 =
£ £l vt Guanethidineg FEHFHEANA & HARMEH Vet i=dA mEEe] £ BTE
Ve RSl SIE HEAA £ M o}F-3 RS ¢ A gomA FMREAE
R §let. ® 9] guanethidined] {Ef-& PEIREANA = H3t MEERET = &£ guanethidine
BREH 298 Aoz A4 4sich. Debrisoquined] PFIRIFABIES Bifstd »a
Bz Ao FRBEERS B 448 &+ dvh. —Be s Bimiigel Wi
obad oldl whel RBRBEBEC) WASA F3 vhobrt REel iRtk BHIREFAAY E
T fEBho]l Aol S = BHIRGAN S Na*&His/l WAz Rep Natghtio] &
DA ek o] wel BRG] FRN] PREEGEES Rl ket At FFEER
o] vtrhite Aeletal BHIREAA Y NatFERilkaolJ FEx e kot 9A vt =3 4
FURIER ] B I8Ry Bkglol BMERENA Nat HRkftdEel #K3 Natdhe %EE'JM]
et dejvts Eile %‘Iﬁlﬁis_ v RBEEES = 8o g& ol v &
?%ﬁ%*%—- GFR = RPF«] WAk o Eeo] FEns® BEEE VFeEM Yol whsbA debrisoquine
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o) FRAA S PARIEM-S WIEA, B Bk B FMREAA A fEf-S &H
T Aew BRI, =14 GFRY A #Hidsld 3w debrisoquine?] adrenergic
neuronal blocking actionell k3t IMEERE Tl ot Rz 44% & deb. e K B
AA = MEERE T =& GFRS) A9 #EHReladt nrlels o# el dvh. dvkelad a4
£ AR 2 el BFstel sinoaortic #-& baroreceptor®] MEHEMES 2 AR
ol 4 norepinephrine ifpfe) #in= ifid norepinephrined] L HiNgH-S Begsla o o
4 MERETE Pkate Wi dest s e ERTE A4S Bimpt
JEiBz80] autoregulation = x| &3 renal afferent arteriale®] #i= WHES oA Bl
el W E Frkstel 716l renine] BT HOE ek Zelv K HBNA rening
activityZ fil5EstA] &3ks] 9 54 debrisoquines] renin ZWE HWinA ) I 5 ang-
iotensine] B & KHEAN A MR FRE dod & dos AL BEd 5+ Ak

=3 debrisoquine adrenergic neuronal blocking agents}i= ;< A1 zbsbwl norepineph-
rined] $2lx sl gE S+ k. el & HEA A a-blocking agentd]l phentol amines]
Aol K3k mBEel KEFE k& debrisoquine-s HFEIFEE MEERET KEAA el
e MBS AR X SE HEE A% debrisoquined] PLFIRIEMY BILH &K
R GFRY A7 | FRel K3 mEETA o2 A olstaute 474¢€ & A
< A 2.

GFRe} RPF) ##{k vas afferensesl vas efferensed) ¥i3t ® %ol =A fEMsi&dl'®
vas afferensesl Yiistsl GFR 'l RPF7} clzre] Jidsta o9 #R AP EHikke] WA=
GFRe} RPF7} vhgro] A= et

21} vas efferensed] IgdE-& RPF& ji4 st GERS #-kE, o9 #E-L GFRY @9
RPF¢| @K%, B FF(filtration fraction)® z&% s Avl A ABA = FE7L B
sl o = & debrisoquined] {EMHY;-S vas efferense arterialed] toned] HEfiol U= A2
B e _

BRI ENA ¢ debrisoquines) fEfIB:S EUMREe e AAsct. EME £ aldest-
eroned] WEES Wi Na*—K*+ 35# pumpst fEsts] Repol Phlisl & Ko Krg ol
fidel A Na*tsh Zges] o] ot Relvh.'” delA o] pumpdl i Ke:é Nate Hin
st K*9) WAE fsste K*/Natibe 4@ el of pumpd] #Eth-e Na*e] et K7
o @i, H) K*/Na*ite] HAS vebdeh & RKERe #EE ##% A K¥/Natiel Al
B2 M L fEMEel g A4E el Ae.  whekel AL IR MRE or Henle’s loop)
A A Na*e] HRIKES (B K*/Natkke] AR #LE tA oA &2 el vt

o]#) 3t pumpel] A ¢ aldosterone HEfEMH-& Ml adrenal cortex® BT MHEAIIEM
Qb o e ksl Meleh.  ubelsh olehe  {ERIe] debrisoquine®] ZZREMIEEEI=H
ol w BiEiEe] 9 tE MR ASdAE o 2o P LESANAT BHRAA S adr-
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energic #35] a-adrenergic system-& A2sb FEAMRESANA Y Nate 9z} fluid* e} Fk
e fEsEstet. whebA o] MlE natriuresisel FRIEA-E viebdeh. zelmz debrisog-
uined] adrenergic neuronal blocking actione == o] HFIFRIEHS RPE F L 2314
debrisoquine¢] adrenergic neuronal blocking action #}¢j] adrenergic stimulatic actiong
Za JQeA= BE delrt.

Debrisoquinee] adrenergic stimulatic actione] WgEH:-& AAolA debrisobuines —fl &
B $rEslR S o HIRRMER Jehds 2o BHAA 2ewl A8 sbeAel gle A
% ole. a2 FAF AL o Be EHE EIth. velst o] debrisoquines] HuiERysl
BHRERS MIRSEAN FEe HEEG FE JEhdA ¢gtyl siEd o ATREE S W
Aoz AR+

& ]

ARG R R B EEBTRYS] debrisoquines] FE Bl # (FHE BET vhe 5
zet.

Debrisoquine 48 (0.1, 0.3mg/kg) kA #EsA-E dol s B FEME
BEE BET & Ao B B2(1.0mg/kg)AA & REs v Rt BmfEs} SRRt
BES] HEEL WAPE bl E#ESE (filtration fraction)-& Einshet.

vetsk Cosme BASR ok Tl Aibbe BZEE & . RF Nat dhtEs)
FEy, (fractional excretion of filtered sodium) ¢} WA ¢+ K*/Na*tikel #84E el et

Debrisoquine(l.0mg/kg) 9] KEHRA Kt = RERDBIK] FHe3et. Debriso-
quine®] HIFJR{EA-S phentolamined] fk3te] e vkl ko m AIFYEAS debrisoquine
(0.1mg/kg) = Tl AEpkel BLE el g oteh.

BB #RE not RREAA S debrisoquine-e FIFIRIEMAE ebliel o fERlES &
MFEFIREA BB BMREANA S NarFEgkige (Rl # Aoz Br=ct.
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