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Jifg ATP sensitive potassium channel
(Kare channel) #*MEEWRGHICHEELY, KB
AR B M2 EBIAR tonus DFREGICEEE L
TVLREFREEINTWw 3, T4 b H19914F
Aversano 523, Karp channel o:&IREGEHE
#*Th 5 glibenclamide @MLK M D
Rt Fm % #Hl+2 2 & 2R L 72, %72 Daut
LN, 7 v F DLKIC BV UERERROTEEIIR
DIIRIZ Karp channel #BE5L T3 2 & %
RL, Z25ic Samaha 52 IEEEREOTEH
Ik tonus NFHEIC b, Kare channel » B85 L
TWwa IR, —FELREIZLHERE
FEIEELBGREETBZILERR(AILNT
w3, L LUHBREFTERMOERE EEK
B2 EERTR, TERMIETHERER
DB OWTIIAANE £ TH 5. Karp chan-
nel (3.0 HBRRTEMNMEOE M TRE, Bl ©EH)
Bk tonus DFAMIC L BIE L Tv» 2 WTREM: 2 HERI
ENdY, BEITHLEIAITILAERFEEN
T\, %2 TEEIZBRIRA Kurp channel
blocker T4 5 glibenclamide®®” % F >, FRE:
M Xoin situbBT LHRENER
(MVO,) MR M FHEMIC Kare channel
HEE L T a3 BRI OWTHREIL 2.

MR EKHE

HEFERR A 1558 (K E 7~ 30ke) £ pentobarbital
sodium (30mg/kg) NEFRNRE THELL, JE
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WESE, BEALWRRSE (> /), Model
SN480-3] % VW TIFIREE % 4T - 72, = DI,

M R = A& (pO, 80 ~120mmHg, pCO,
35~45mmHg) Io &2 & 5 IR EE B & IRSRE
DBRRBEAGL, SLCLBECHLTT%S
NaHCO, %/ L CE#ki pH %#7.40~7.45{c
-7z, % 5 MSIC TR L T .0 2 B,

pericardial cradle #{Ef L 7z. kKT Fig. 1

CRT &) I ETERATTATH (LAD) /243
EFER (LCX) #Zifuific CHIEL, HEEEE

6F Catheter ( for LVP)

Tape 6F Catheter ( for AoP)

( for Ao banding )

Electromagnetic
flowprobe

Electromagnetic
flowprobe

Pump: Ny
Pump ]

Fig. 1 Schematic illustration of instrumenta-
tions
LVP ! left ventricular pressure
Ao : aorta, Aop : aortic pressure
PA ! pulmonary artery
LV : left ventrile
LAD : left anterior descending coro-
nary artery
LCX : left circumflex coronary artery
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HMHER 7 o—7 [B4LEH, Model MFV-
100) 2 %A L 7., Z0EREAUICRYPEARD
HEY)FLrFa—7 (NE0.58mm SHE
0.965mm) # ZFEEL, 2EHENOERHFEREIC
BETERLHICYaR 79—k N 2@
N Ry 7ITLER, V>R 7 STC
-521] icEER L2, LB EL T, EEE)
kb ) —FHnEEH (LAD 7212 LCX) i<
LEROKHZESE L (CELREFRIEL 2.
FEEEOAR & D _EATREIARIC A T—FT L EIEAL
TREIRMES, EHERL D EZRICHEAL
RAT—=FTNVENLTCEEAEB L UVEN—XK
W (LVdp/dt) 2 852 L 72 [ B &% ER, Model
AP260G]. HLH & 0 E &R % & TR GER
i H F—F R EEL, RSO MVO,BIE
DIzHOBRMFBUC Az, LHBRENER
(MVO,) i3 KLk & KBIAR I & DERFESE
[AVL medical instrument AG, Model 990],
MEGEME [T +T%¥#, Oximeter Model
PWA-200], myE HbBE 1 L oEmjiE (CBF)
b RA % A THEE L2 MVO, = [BIIR M
F g E(vol %) — k.0 &Ik L B % & & (vol
%) 1 X EE IR M5 E (ml/min/100g). = DEE,
BRRNOBRESEIT, MEBRESE (vol %) =
1.34 < Hb # & (mg/d1) X B Bk i B 3% fg A0 BE
(%) %0.01+0.0031 X B85 E (mmHg) & LT
BHLA BOKE XSknE E£ZFE,
LVdp/dt i Jet REskar [HALER, Model
RIJ2180] # AT, #KE " EE2. 5nn/sec THE
#eacek L, MEIC IS L C100mm/sec DELER D AT -
72, H BEANOETERMNEALL, EAEEH CBF
DSR2 L Y ICEYIBE L FTEL /2.
EBEHETRLBE L L, SEEIRERIR
DLHEREMEL, CBF, MVO, # LiiER
(100g) THWIEL THEICH W 72, gliben
clamide[ 1l / WBEEMK] 130.02N NaOH &EH
TERE, £EAEKTL.0mmol/ 1 DEEI:
FHRL 7z, pinacidil [{EBZ B ] 120. 1IN HCL
TS, SHAEKTHERL3.0X103F 203
3.0X107*mol/ | MiBE ¥ L7z, control & LT
I3 glibenclamide, ¥ X UF pinacidil 7> i&#EE »
AE R,
% ¥ control#® (glibenclamide # X U* pina-

e A S

cidil NFPEH D A DEEIRPIERERF), gliben-
clamide # 58, glibenclamide & pinacidil [
R 5 RRC, NRE L BEEIRZ 208 HEAEL
THEgHEEETR (RH) 282, Ky
channel 7 RH |2 RIT{ B DWW TRET L 7.
mATEREH*E5E, control KIET MVO, %
1N & & 3 728 isoproterenol [ HAFEIEM] o
BRARS (78 FLRESEAR (88
%47 - 72. Isoproterenol #4-130.05xg/min k
NERfEL, 2~ 34%i20.075e/min, 0.1ug/
min, 0.125.¢/min X ERBEBYICHEL 72, £E
FE&T (AS) i3 EATRERICENT 2T —7%H
W EERVRENNLIME L L5 L5 E
TABRERE L CENFKRNENEZBEL,
kT glibenclamide % 5EBhAR N B E 58
5.0X10°mol/ 1 & 7% 5 & 5 i EERAICFElE
HEAL, ki EEEIC isoproterenol MHEMRN
#EF /13 AS AR EIT- 7z, Hikic gliben-
clamide (=inz, pinacidil % E&HIR P8 EE A%
1.0X10mol/ 1 &% B L5 YaRII—D
flf & 0 RIEEEAL, isoproterenol % 7zid AS
£ % M2 T CBF, MVO,nZAt % g L 72,
glibenclamide 335 & Uf pinacidil 2405 %E
ERIMBEOEBIIK tonus NETLIc 52 5 HEE
EEMICHETT 5 7261, control B, glibencla-
mide 56  L UF glibenclamide & pinacidil
7 EIK 5812 D\ T isoproterenol &7, AS
AR D M\./'Oz & coronary conductance
(C.C) L nBfe%k 1 REIR L, BhipEic BRE
BROBEEFHEHL 72, KICZOBREROIEE
IZ2OW T, isoproterenol A%, AS BHNZHN
Z iz T, glibenclamide, pinacidil N#2%
AL 72, BBIEERFY HE%AE (SEM)
TEL, HetiREti—LBEST RS 21T
721%, paired Student’s t-test # Hv:, p<0.05
REEAKEL L.
¥iZ adenosine NEEHRIERA* Kare channel
ENTHLDOTHEPELEHLPICTHID
i, glibenclamide #* adenosine ? dose-
response curve ~5 2 5 BT OWTHREIL 7.
FFYIR79—-D 1LV AEHREKZEA
L, 58 % D5X10*mol/ | DR adeno-
sine (Sigma Chemical Co.) ##5-L 72,
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adenosine N5 HEIX0.083ml/min % & BH#h
Ll~24ZsicEimicael, RATHE
ICETHETIT- 72, RICEHREIRAMM I
glibenclamide ##5 L %55 FENRIELAT
v, 1§ 5 #1172 adenosine ¢ dose-response curve
# &, glibenclamide #¢ adenosine O HE
Hichz 2Bz > TRETL 7.

% ]

glibenclamide & Fpinacidil # 6 38 T2
LAD (=, 95ATIZ LCX icEAL LS, LCX
& LAD & THERIGHEICEIZRBD L Nikh -
feizsh, MEDHER2F O THEABRE LT
Ll A

glibenclamide # RH 2 BITT#BIC DT
i3, RH dZATEENR=T> 57 ¥ > X (max
C.C.)ix control Ti33.53+0.57ml/min/100 g /
mHg T% - 72 %%, glibenclamide N 51z X 1
2.87+0.11ml/min/100 g /mHg & FEFiZ (p<
0.05) #IfI& /. ZHiC pinacidil Mz %
¢ max C.C.I3EIE T 2HRAICH - 7=, EEIR
DEAEE RS, CBF rHAZENEIcRSE T
OBEH (duration) i3, control Ti362.1+5.2
sec T B NIZHFL, glibenclamide N5 TF T
{351.2+3.8sec ¢ HEICHML /2. gliben-
clamide & pinacidil DEEF#5T71.1£8.2sec
LRIET 2RI H -2, 8 52 EERD G
## Coffman L¥NDF Iz L72h%- T flow debt
repayment & L TRETL 7z & Z A% repayment
i3 glibenclamide i & 1 4L, glibenclamide
& pinacidil D EIRRETHNT 2EMEZRL
e EEAKEIIZEL h -7 (Table 1),

3kiZ isoproterenol Nk LI L 3 M{/Oz 2%

e C. C. o3& DRIz > TREFL 7.
isoproterenol {2 & ) control Bz i3.FafuT %
EErFaLTHEML, &#56142£12/min T
H-72LNH0.125ug/min  #5-KEIZ132161+9/
min (2L 72, KEIIRILEIZ isoproterenol 7
HBEICL>TOEML Lo » 72, ZRhICHE,
MV0,i29.39%0.70ml/min/100 g #*5 12.7+
0.71ml/min/100 g iz, CBF (381 +2.5ml/min/
100g #5114+10.1ml/min/100g ~ & FEIC
BimL 7z,

glibenclamide #5-iz L " isoproterenol #
54 CBF (366.0%+5.0ml/min/100g -~,
coronary conductance (C.C.) i30.632+0.061
ml/min/100 g /mmHg ~ & 2§14 control K
¥ BN THBEIET L, MVO, bIE T %R L
7z. isoproterenol D EIZ L& - CTLafEEi2138+
8/min #5155+7/min ~HML, MVO,i3
7.80+0.68ml/min/100g #* 510.7+0.94ml/
min/100 g~ & #L 72, Tz CBF
66.0+5.0ml/min/100 g #*584.1+7.7ml/min/
100 g ~HFREizH#EmL 7. Eiz glibenclamide &
pinacidil ) JERF%5-R#IZ i3 isoproterenol N
5z k- CUA803125+ 11/ min 42 5145+ 7.0/
min (281 L, MVO,{210.3+0.39ml/min/100
g #513.3+0.80ml/min/100g =, CBF i1
88.7+7.5ml/min/100g % 5114.5+10.9ml/
min/100 g~ FFic¥EmL 72 (Table 2).

Kl glibenclamide #* isoproterenol = & %
C.C. n%Abic 5 2 28Iz oT, C.C-MVO,
BIfREHVTRR L2, 2B, BTk <,
C.C. & MVO, & DBtk # B i EMREF L
T3k, control, glibenclamide #& 5K, gliben-
clamide # L Uf pinacidil #5ENOEROME =

Table 1 Effect of glibenclamide on reactive hyperemia

control glibenclamide glibenclamide + pinacidit
(n=12) (n=12) {(n=6)
max coronary conductance + + .
(ml/min/100 g /anHg) 3.53 £ 0.57 2.83+0.53 3.12+0.45
flow debt repayment (%) 342 £ 72 306 + 42 427 + 57
duration (sec) 62.1£5.2 51.2 £ 3.8* 71.1 + 8.2

The data are mean = SEM.

* statistically significant from controls at the level of p<0.05.
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Table 2 Effect of glibenclamide on isoproterenol-induced hemodynamic changes

control glibenclamide glibenclamide + pinacidil
(n=7) (n=7) (n=6)
before iso before iso before iso

HR (/min) 142+12 161+9* 138+8 155+7* 125+11 145+7*
AoP (mmHg) 94+4 91+5 1067 9616 10516 95+9
LVEDP (mmHg) 4.0+£0.35 3.7£0.73 6.7+0.33 5.5+0.87 6.3+1.80 7.01+0.50
LVnaxdp/dt 19004230 2350+180 20004140 2200+150 18004450 2100150
(omHg/sec)
MVOz. 9.39+0.70 12.7+0.71* 7.80+0.68" 10.7+0.94****  10.3+0.39 13.3+0.80"
(ml/min/100 g ) T e e T e e
CBF (ml/min/100 g ) 81.0£2.5 114.0+10.1** 66.0+5.0+% 84.117.7*+ 88.7+7.5 114.5+10.9*

coronary Conductance o 79,0 g5) 1.29°+0.183  0.632+" £ 0.061 0.926°*V 0,136  0.756+0.077 1.26°+0.736
(ml/min/100 g /seHg)

The data are expressed by mean+SEM.
iso : iso proterenol, HR : heart rate, Aop : aortic pressure, LVEDP : left ventricular end-diastolic pressure,
LV paxdp/dt © maximum rate of left ventricular pressure rise, MVQ, . myocardial oxygen consumption, CBF : coronary blood flow
Statistically significant at the level of
*p<0.05 vs before isoproterenol, * *p<0.01 vs before isoproterenol,
+p<0.05 vs control, ++p<0.01 vs control,
a) p<0.05 vs pinacidil, b) p<0.01 vs pinacidil

o
JE: 2r Y-0082x.0.054 I: 2 L Y=0056X+0.075 I: ol Y=0077X0.11
E E
2 3 S
S g g
£ g g
21 E 1} E 1}
) £ E
(&) ) y
o 3]
0 ] ] ] 0] 2 2 i oL_. 2 1
8 ‘!0 12 14 6 , 8 10 12 10 12 14 16
MVO2 mUmin/100g MV02 mimin/100g MVO2 ml/min/100g
control glibenciamide glibenclamide
+pinacidil

Fig. 2 Representative relationship between MVO, and coronary conductance obtained in a dog.
MVO, : myocardial oxygen consumption
C. C. : coronary conductance

B L7, Fig 2l 1BOKX» B LN % EMBIE R L, control BRC 3 ERNME R
control B¥ (%), glibenclamide 5% (&), 0.092TH 5 nicxt L, glibenclamide #5Kic
$ & U glibenclamide & pinacidil MRS 120.058 X B S Az i L, pinacidil % R
B (£) Iz, isoproterenol #5142 k - TH LN 545 20.077~:EEL - Fig. 31 78»H
72 C. C. ¥ MVO, B %R L 7. C. C. & 857 control, glibenclamide, glibencla-
MVO,i3 v Fhoshe LRGS0, O ETsE  mide 3 & O pinacidil AR 580 MR ERS
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Fig. 3 Effects of glibenclamide on C.C./MVO,
before and during isoproterenol infusion.
glib. . glibenclamide, pina . pinacidil,

C. C. ! coronary conductance,

MVO, : myocardial oxygen consump-
tion

* Statistically significant : p<0.05.
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X, +%bb CC/MVO,%RL7%. control
Tiz C.C./MVO,i30.123+0.017CT4 2 Dz 1t
L, glibenclamide Ti%0.076+0.014 & H &K
T L, & 51z glibenclamide 35 & U pinacidil
F B 5 Ti30.117+0.024 & 1313 glibencla-
mide BEBINEICEIEL 7.

AS 12 &k B EEEEFETII, control FRiz i
BRI OMIZ, KEHIRILEYT+10mmHg, MVO,
6.58+1.45ml/min/100g, CBF 71.7+6.54ml/
min/100g, C.C.0.792+0.095ml/min/100 g/
mHg Th-72. AS AFHc & N ABIRMLES
121+ 13mHg & #30% L5 L, MVO,i10.3+
2.41 ml/min/100 g, CBF {2 123.0+9.74 ml/
min/100g, C.C.31.05+0.105ml/min/100 g
~NEHEIZHmML 72, glibenclamide NH# 58|
i3, BRFATH MVO, i3 glibenclamide #5571
6.58+1.45ml/min/100g #*£5.42+1.06ml/
min/100g ~:HFREIC®A L, CBF, C.C. §
ETEMAZRL 2, AS AT & D XEMRMEIZ
102+ 8mmHg #* 5124+ 10mnHg ~ & control K
LIHZERE LR L 72, MVO,i35.42+1.06
ml/min/100g  #* & 8.00+1.59 ml/min/100 g
iz, CBF 362.8+38.8ml/min/100 g #*5,84.9+
3.95ml/min/100 g =, C. C. i20.632+0.053ml/
min/100g /mmHg #* &5 0.70120.055ml/min/

Table 3 Effect of glibenclamide on aortic stenosis-induced hemodynamic changes

control glibenclamide glibenclamide + pinacidil
(n=8) (n=8) (n=7)
before AS before AS before AS

HR (/min) 153 + 19 149 + 12 144 £ 9 1377 149 + 12 134 £ 9
AoP (mmHg) 97 +£ 10 121 + 13** 102 + 8 124 + 10°° 108+ 8 128 + 12**
LVEDP (mmHg) 6.8+2.0 12.0+£2.5 6.5+ 1.3 8.9+2.0 7.3+£1.9 10.3+ 2.6
LVnaxdp/dt 2300 + 270 2600 = 600 2700 % 620 2940 = 620 2400 £ 340 2770 + 440
(onHg/sec)
MVO, N + *b) .
{ml/min/100 g ) 6.58 £ 1.45 10.3+2.41 5.42 +1.06 8.00 +£1.59 6.44 £1.19 9.97+1.95
CBF (ml/min/100g) 71.7 £ 6.54 123.0 £ 9.74** 62.8 + 38.8% 84.9 + 3.95** 76.2 £5.67 119.0+7.82**
coronaty conductance o gg9 0 o5 1 g5%e+0.105 0.632 £0.053  0.701°**9+0.055  0.752+0.061 1.05°*+0.126
(ml/min/100 g /anHg)

The data are expressed by mean + SEM.

AS : aortic stenosis, HR : heart rate, Aop : aortic pressure, LVEDP : left ventricular end-diastolic pressure,
LV nadp/dt : maximum rate of left ventricular pressure rise, MVO, : myocardial oxygen consumption, CBF : coronary blood flow

Statistically significant at the level of
*p<0.05 vs before AS, * *p<0.01 vs before AS,
+p<0.05 vs control, ++p<0.01 vs control,
a) p<0.05 vs pinacidil, b) p<0.01 vs pinacidil
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Fig. 4 Effects of glibenclamide on C.C./M\./Oz
with aortic constriction.
glib. | glibenclamide, pina. : pinacidil,
C. C. ! coronary conductance,
MVO, : myocardial oxygen consump-
tion
* Statistically significant : p<0.05.
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Log(adenosine)
&—o control
o—oglibenclamide

Coronary conductance
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N £

Fig. 5 Effect of glibenclamide on the dose-
response curve of adenosine.

[ S

100 g /mHg 2L 723 nn, ZhbDMEIR

control B AS AfHNEL ) LIEEEZTL

7z. glibenclamide & pinacidil o> [E] B 5-REiz

i3, KEDIRILE, MVO,, CBF, C.C.ixw§h

LAFRICHRTHEE ML, AFPoRss

il glibenclamide #5FiNEICEEL 72
(Table 3).

AS 2 L 2 EZEAMICBWT Y, glibenclamide
HMVO, & C. C. & BRI RITT Bz
THEHL 72 (Fig. 4). control Ti3 C.C./ M\./Oz
{20.103+0.032TH 5 Dicxt L, glibenclamide
HFERCIZ0.073:0.027 L FEICIRA L, gliben-
clamide, pinacidil FJE#%5 T120.096+£0.035
& glibenclamide Bk 5K & ~F Fic B
L control B EIZEL 72,

KiZ adenosine MEHEHRIERICXT 5 gliben-
clamide DB # &5t L %2 (Fig. 5). control
Iz 8Vv>T adenosine I3 EER C. C. #0.73ml/
min/100 g /mmHg #* &8 K6.07ml/min/100 g /
mmHg ~ & #830% M #7- izt L gliben-
clamide #5-8icix, C. C. i20.43ml/min/100

g/mHg % 51.90ml/min/100 g /ummHg ~ & #
430% ¥z % 1), adenosine NEHLEMER
IR s F RAEIRRN50% D%hR
b 72 57 adenosine IR M # R EE (EC50) i3
control Ti21.0X1075*mol/ 1 TH 2 NDIZKL
glibenclamide #5-8(31.0X10~**mol/ 1 ¢ &
Hiz shift L7z,

% =

AHFFE Ti3BIRMY Karp channel blocker T
% % glibenclamide # Fv», ZRE, —@%HE
MEF, B & G EHBRRTERMEEOEE IR tonus
NHFENZ, Kaurp channel »BIE L T\ 3E%
ALz,

Aversano 523 0.8 gmol/min B kX 1F3.7
umol/min @ glibenclamide #E8IIRAHS5-L,
M E O E B IR E % 0 KIGE T fL o flow
debt repayment %%, #58{DFE#200%2> 6 %
NENT6Y%, 50%~:FHICHHINLZ LY
AL, ZoREEZTEEIROLFBREICIHERET
5k, FNFN10~20, 60~80xmol/ 1 BEIC
HL§52E2 605, —F4 Samaha 693
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80~100xmol/ | (=% % & 9 % glibenclamide
#5Tl, TEREBIIRICHEAI3 L ¢ & b coronary
conductance #* L H L CHICEBLL»EL, %
nizfEnWgmitic oscillating pattern #3941 3
ZEEREL TV, 22 CEHIELRD
oscillation D EEMEZ BT, »O+FL%hFR%
18 5 72z glibenclamide 58 % ML
EH50umol/ 1 Ic% b k5 HEL .

4-EfE Tt glibenclamide A&z L Y
%EkE CBF 1312~20%#4 L, Kaire channel
BAO¥? pinacidil ?EMESIZE D gliben-
clamide # 5RiHEICE L 72, Aversano 523
i B Ik 1N 38 E A°60~80umol/ 1 & gliben-
clamide ##5. L T b AfMAIOBMREICIIE
b o72 &2 HEL T 555 Imamura
53 FRERRM K I 33T, Duncker 5 '93FER
Kz B T50 g/ ke/min (e Bl R I o 38 B AH#950
umol/ 1) @ glibenclamide i &), E&ELE
i CBF 221 F1N40% B L U20%EA L 72
ZERBEL TV 5, Aversano HSPDEIEE D
ZROEHIZ OV TS, FH, Imamura
59, Duncker & 0#5%iE, Karp channel #*
LCHRIEENIR tonus NFAENIIC LBIS L T2 E
FREL T35,

glibenclamide N &ic L ), CBF o4&
rbic MVO, b ET Lk b e b b ¥, Ao
BEFENFELTHENT CTH 2.0408, X&)
IRILE, LV EDP 8 LU LVuadp/dt 253K
HLBIENC 3R LR LRES LDy
2 2. FHLLHDHE S DHERFEE LT LVnaxdp/
dt # iz, ZoRFZESLERONMEN %
RT3 T, glibenclamide - 5-58315.). 0B UL G
HHMET LT b, glibenclamide FER 551N 0
BHDUED MBI TUE S 1US, #ERBUICIZ LV max
dp/dt I3 EBLENEEL X WBNLH S,
F£, Duncker &'O3EEEA T glibenclamide
2 & N BErOB LD E-, FOBRE
BOLHPHENOHEFT 2 HEL T2, 36
Samaha &9t glibenclamide % & ffiL o I8 B H*
80umol/1& %3 k5 HRETHEET S &, ER
FRUCEMAE L, LB ILERIRR A HEEIC
ET3E LT3, L7257 T glibenclamide i
& 0 CBF »iid L 4%, BArlbHIcELE

L, SOOI AMET LT MVO,
AR L REESEZ bb, ZHUcma T
glibenclamide iz & ) CBF #*i&4>L, garden-
hose #1F (Gregg Zh&E) WHHET L2726, 2
Kty MVO, Db b b » T MVO, A &%
BLERLEZINEEZ LS,

C. C. it MVO, & B EARB & 7 L T2
THEIMLNT B, DT ki MVO, 4%
b3 2841, C.C. HENE(bDATIY, E
P AR EEIRICES 2 2B EFHETSLZ &
MR = & %R LT 5, glibenclamide & B
BOZ L MVO, WP EEEHZ L2 b, iso-
proterenol % AS iz & 2 &HiT MVO, % H#fn
3812450 C. C. DE[LAY, glibenclamide iz
I kLB Sl 2 2 RETT ABAI
13, C.C. nZALBEK» LIZHETE LW LI
5, %2 TFE%IL, glibenclamide #* isoprote-
renol # & U AS £ #i#" MVO,-C. C. Biffic
Bz aBERE L. Tz kY, LHERE
EENZ b L 13457 L T glibenclamide A EH:
CClEZIHMRLBIATHLZ LI MREL L
72, £ D#ER, glibenclamide & isoproterenol #
53550 AS BRI & ) MVO, 23 € 7245
4 C.C. N2t #fl L, pinacidil o> [RlE:#%
5.4z & 1 glibenclamide NRIRITIEEL 7=, -
COHBEEEEMMEOTNEHSRERICIZ
Karp channel B & L T2 5 Z ED7RI L.

AT TILLHBRRTFENMEFD Kare chan-
nel DIFEALDOBEFIZ DWW TIZHELPIC TS I
o7z, L& L Saito &2 RREBEMIA % V72
5 Tl3, isoproterenol % AS iz k) C.
C. iz MVO,r EMBL, A LBR
adenosine & & b HHELEMBEZRTZ L5,
MVO, 3B C. C. H¥Kic ¥ adenosine
BEHH#HB R LT\ %, —F Aversano 5%
Clayton &9}z X 11i3 adenosine NEEIIRILIE
fERIY Kare channel #i&M T2 ik
HBLL, Zo%h8it glibenclamide iz & 1) 88
ICHBFET 2 Z ErMEINTWE, EEORE
T glibenclamide {% adenosine DR ATEHLIR
Bizam L, ECo0HmEei, Lizd-<T
isoproterenol & AS Affic & 2.0 HBEES
WENE? Kare channel OFE#EICEFH—D &
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L T adenosine 7*HEW & 1172, —HEE DS
& i3z Duncker &1 EERX % BV 2RET
i3, glibenclamide I} E&AMICL 5 C.C. &
WINC BB % 5 2 -7z, & & Duncker 50
DOFAEDBADRERIC OV TR TFICIZHE L »
T3 v, ZFEIVRERERAZH, LHR
HEEL NS5 28I isoproterenol D
A5 AS AfIc L 2 EZERAFE B
Nz x L, Duncker 503 HEXICEHBRT %
HAunizZ el RBEMHICENTH S Z Lo Bk
LTCwabnrEZ Hnd, & 61T Duncker 519
I2EER tonus DI|IEL LT C. C. Tid% (<,
CBF#RWwTvw 3 hEERE (k) HZEil
DHBYBNTELWE, LHBREREEMD
$2H8 L CHEHE MVO, # BIE¢ T, ASHM TR
FAL TV 2 725, MVO, VB A EREC KBS 1L
TV WELZELEREL T2 L LNZ N,
glibenclamide (3208 HDOEEIREAERIC A
L ST max C. C. B & UF il fE
DL B S I L 72, glibenclamide @
BT nGIEFIC DWW TIRB LTI 4w
#%, pinacidil TZNOMHILTERTEZ D5 Kare
channel & DBIREAHEB & 15, in vitro Tl
Karr channel i ATP FZE T TIITEELS
NTEN, Kurp channel HiEHELE N B 721
i3, MK ATP BES A< & $100~500
amol/ 1 UTFICIET T 52 &0 ETH N,
Noma & b €€ v b BEELEIC TRBORER
FHMEL TS, FLo—ANELTLHRN
ATP BES 1 mmol/ 1 LLTI:ET 3iciE, 2%
CEVAWTHOBREZET 22 L0 0, EH

X

" x

DBE|L LKLY, MIEA ATP v~
NMETIz & ) Kare channel #5ig#E b3z 2
LicRET 2 k& 212 < W, Saito 5'9, Hina
51112 adenosine deaminase < §-
phenyltheophylline (¥4 5 Rk &, 5~ 608
BnEEIREASER O FOGETEMIZ I, Lf2 5
T8 72 adenosine P EEL#HE R L T
2T LEHBREL TS, BN L { adenosine
NTETLEVER A Kare channel D i LIz
{ HAEET 5 &, glibenclamide 130854154
fgrpic 3k L 72 adenosine #%, Kare channel %
BT 20 #ETHZ Lic ) RIEERL
LEHIL 2 EZ 65, - C, —@%ER
BOREMFMmMIZH Karp channel 2433

adenosine DYEAHEIE L T\ 2 TEEMED .

& E

FRERBEMI A Iz 82T, Kare channel BREZER
glibenclamide # X Uf Kire channel O T
» % pinacidil % BV CE&cEEy, BRI, O
BRRTEMNEEOEEINK tonus NFEIC Kare
channel B85 L T2 Z 2B L2 L, Kare
channel M &ALz i3 adenosine 755 L Tv»
LHREME R IR L 72,

FE#H2 DI, HRBE W LEED
IREE—SURIcREL /BT RT L L LIC, ER
HigEE W2 KB BER IR BB
7.
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The role of the Karr channel in functional and
reactive myocardial hyperemia
Hiroo KoBAYASHI
Department of Cardiovascular Medicine,
Okayama University Medical School,
Okayama 700, Japan
(Director : Prof. S. Haraoka)

To evaluate the role of the Karp channel in regulating coronary tonus in response to
increases in myocardial oxygen consumption, and reactive hyperemia following ischemia,
coronary blood flow was measured with glibenclamide, a Karp channel blocker (50xmol/1 ic.)
and pinacidil, a Karp channel opener, (10zmol/l ic.)

The following interventions were applied in the control and during intracoronary infusions
of glibenclamide alone or glibenclamide plus pinacidil : 1) intravenous infusion of isoproterenol
(0.125.g/kg/min), 2) aortic constriction to raise the mean aortic pressure by 30%.

The slope of the regression line of coronary conductance of myocardial oxygen consumption
was significantly decreased with glibenclamide (p<0.05), but returned to the baseline with
pinacidil, both during isoproterenol infusion and aortic constriction. Reactive hyperemia
following a 20-sec coronary occlusion was also attennuated with glibenclamide and recovered
with pinacidil.

These findings suggest that the Katp channel regulates coronary artery tonus during the
increase in myocardial oxygen consumption and transient myocardial ischemia.



