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(severity of the disease) ,
(noradrenaline plasmatic levels)

(dopaminergic drugs)

(neurochumoral system)

(hemodynamic factors)
(pharmacological modulation)

(dopamine

rgic and alpha and beta—adrenergic receptors)

(coronary districs)

: )

(vasodilation)

(renal), (mesenteric), (cerebral),
(vascular system)(DA )
(pre—synaptic position) (DA > ) ;

(post—ganglionic sympathetic nerve endings)

(noradrenaline release)

(dobutamine) ,

(dopamine structural analogues)

5,6—
tetralin hydrobromide)
ronary vasodilator)

blood flow)

5,6—
HF 1035
ronchospastic)

5,6— —2-
) CHF1035 B ,

B2 (agonist activity)
DA, «a,

, CHF 1024 CHF 1035
A
(oral route)

2 DA,

, (synthetic analogue)
(aminotetralin derivatives)

(5,6—dihydroxy—2—methylamino

4,134,997 (co
/ - (coronary
(5,6—diisobutyroyloxy—2—methylaminotetralin) C

(potential antib
, 2123410

(5,6—dihydroxy—2—methylaminotetral in)( " CHF 1024"
(adrenergic receptors)
, CHF 1024 CHF 1035 ,
(sympathetic tone)

(peripheral DA 5 and a , presynaptic activities)
DA, /D

(cardiac isotropic activity) a > B

(peripheral DA , dopaminergic activities)
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, 5,6— —2-

CHF 1024 CHF 1035
DA, (presynaptic DA ,ones)
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(splenic artery strips) (

(agonist activity)

as, DA, — (rat vas deferens)(
2) (rectococcygeus muscle)( 4) ( 1 3)
, (intravenous and intraduodenal administ
ration) ( 5).
1
as CHF 1024 CHF 1035 (human platelets)
(rat cerebral cortex)
(antagonist)[ *H]— (rauwolscine) , ,
(specific)
CHF 1024 , 9 , 15 . CHF 10
35 (affinty) ,
CHF 1035
L | CHF 1021 | CHF 1085 | =@l
-7 [ -5 .- -5
Ql7h el A 3.39x10 2.70%10 3.04x10
(£0.13) (+£0.45) (£0.38)
. = N T
I 2.62x10 2.65%10 4.06%10
(+0.58) (£0.67) (£0.97)
EH]- ([® H]—rauwolscine specific binding) 50% IC 5=
2
CHF 1024 CHF 1035 a ,—
50% ICsy =
CCHF 1024 | CHF 1035 | a9l
CsoM) | 270107 | 7.04x107° | 4.91x10°°
C.L 2.15~3.38 | 5.63~0.05 | 4.19~575

C.IL = 95% A& 2 confidence interval)
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CHF 1024 CHF 1035 20 70
3- DA2 ( )
DA, CHF 1024 (specif
ic binding site) [ *H](-) (supiride)
ICso (50% )

CHF 1024 =3

29 A4
(Bovine adrenal cortex) | 2.1x107® 2.3%x107
[PH]-4 5 gel=

CHF 1024 11
4— DA2 ( )
DA, CHF 1024 CHF 1035
(dose—dependent inhibition)
3
ICs  ( 50% )

CHF 1024 | CHF 1035 =3

1Cs(M) | 3.73<107 | 2.96x10° | 9.93x107®

C.l. 3.16~-4.36 | 2.14~3.88 | 4.79~18.21

CHF 1024, CHF 1035 DA ,— (DA, — antagonist dompe
ridone) (antagnized)
5—
( , 350—400 g) (sodium pentobarbital)(60 / )
® /h) . (trachea) 3
(homoiothermic blanket control system : )
ECG (medium gain amplifier)
15 , CHF 1024 (023,069 2.3 / /min) 30
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, 30 (cardiovascular parameters) CHF
1035 @ /7).
CHF 3035 B (adrenoceptor antagonist) ICI 118,551(0.2 /
) DA, — (03 / ) (
10
CHF 1024 (dose—dependent redu
ction)
+s.em. (
)
o . T ANT EIERE:
if;kg/rrm:.‘ 0 ,:] M) ;'ZJ_(_‘,!J__ )
ALY ==« [
M 5 30 5 30
A . R ‘
7| LTE2.0 | 3.7£29 | 4.0%2.2 | 2.0%24
CHF
1024 0.23 6| -6.0%2.1 [-13.7£4.2| -8.3£3.4 | -8.0£3.3
0.69 6 |-24.0£3.8|-257104|-12.745.2| -6.713.3
2.3 6 |-47.7L74|-48,7£5.7| -34.0£6.3 | -25.3£7.1
n=gEg 5 |
(hypotension) , , CHF
1035 1 /
( 20% 2 )
( 5 45% )
(peak effect) DA ,— , ( 60 )
Bo—
) ’ B 2 DAQ -
(hypotensive acitivity) DA
(hemodynamic parameters) (neurochumoral pattern)
(double blind study) (placebo)
18 (NYHA — )
3 CHF 1035 2 (active doses) 1 (placebo dose)

(pulmonary capillary wedge pressure) (PCWP)(mmHg) ;
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— (cardiac index) (CJ)(L/min/m 2) ;
- (stroke volume index)(SVD( /min/m 2);

- (systemic vasular resistance) (SVR)(dyneseccm  ~°) ;

- (heart rate) (HR) (bpm) :

- (mean blood pressure) (BPm)(mmHg)

(catheterization) ( Swan—Ganz catheter)
, . " (pre—dose)" (PD)
" (after—dose)" (AD) 300 , 2 20 ,
60 .
(neurohormones), (NE)(pg/ ) By )
CHF 1035 140
CHF 1035 3 (3 dose levels) ,
omg 10mg 15mg
PD AD PD AD PD AD
PCWP| 2245 18:+4% 20+6 16+0% 2147 | 16£6%
CI 3+1 3.4%1# 2.7+1 3.4%1% 3+1 4%1%
SVI | 189+12 | 43%11 38+7 45£10% | 40£10 | 49+11x
SVR | 1243£2 |1052+265% 1382+45 |1009+315%|1359+36|881+257+
HR | 74%11 | 7811 | 70%11 76+12 | 74%12 | 80+10+
BPm | 85£12 | 82+12 | 85+10 | 77413+ | 87411 | 79412+
NE [299+135| 301+156 | 285:+244 | 244488+ |340£162| 3084133
E | 56£20 | 42+21% | 65+42 62444 | 5325 | 58424
*p < 0.05
CHF 1035

, € —15.4% ; —27.0% ; —35.2%)

(ventricular after—load)

(pulmonary capillary wedge pressure)
(left ventricle preload)
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, CHF 1035
(neurohumoral hyper—reactivity) ,
, CHF 1035 (catecholamines plasmatic levels)
(systemic vasodilation)

(properties) , DA, a0, (pre—
synaptic DA ,and a , receptors)

, , (syndromes)
, 400 , 1400
(diuretics), (Angiotensin Converting Enzyme : AC
E) (digitalis)
CHF 1035 (diuretics), ACE (inhibitors ) /
(baseline therapy)
; (serum level)

CHF 1035 (angiotensin—convert
ing enzyme inhibitor) , (chronic cardiomyop
athy) NYHA -

3 G ,10 ,15 )
; , 28
- (pulmonary congestion) ;
- (systemic congestion) ;
— (central haemodynamics) ;
- (regional blood flows)
6 130 m
CHF 1035 (placebo) . NYHA (functio
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nal class), , , (central haemodynamic alterations),
(regional)/ (organ) . , 60
(symptoms) (signs) . ( )
(clinical compound scorings : CCSs)

3 CCSs o CCs
(CH,0 17), (PC, 0 26), (SC,0 8)CCS NYHA (p=0.013; p
=0.001 ; p=0.001) , CHF 1035 .(p=0.001 ; p=0.022 ; p 0.00
1)
CCs 130—m (p=0.002/p=0.035) , (left ventricle end—
diastolic) (p=0.026/p=0.019) CHF 1035 (add—on therapy) / (en

d—systolic internal dimensions)

CHF 1035
CCs
, (natriuresis) (kaliuresis)
(diuresis)
CHF 1035 5,6— —2— (diisobutyroyl ester) CH
F 1024
, CHF 1035 (pharmacologically active desesterified form)
(tissue esterases) ,
, CHF 1035
- (pro—drug)
1 100 25 20
H ( ) il
(excipients)
(transdermal system) ,
CHF 1024 ACE
, (left ventricular remodeling)
(progressive dilatation), (surviving myoc
ytes) (hypertrophy), (neurohumoral activation)

. , - (angiotensin—converting enzyme in
hibitors) (ACEi) (myocardial infarction) . ,
ACE . CHF 1024
(sympathetic hyperactivity) (1) , (left ventricular dysfunction)
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(LVD) ACE
1) ACEi ,
CHF 1024 4 . 2) ACEi 4
ACEi (delapril)
(M) 134 (left coronary artery ligation) , 6
.2 , ECG D 4
1) (delapril) 6 - 1. day !, (n=12)
2) 6 - ~!.day’! CHF1024033 - ~!. day’! (n=13)
3) (vehicle) (0.05% ; n=12)
0.043 / . 3
, 15 6 1. day™?
CHF 1024 « ) 4 . CHF 1024
10% 40 mM( 033 - 1. day?1)
4 , 24 (catecholamine excre
tion) . (treatment phase) , 50 [/ i.p.
. , (microtip pressure transducer) (diastolic blood pre
ssure)(SBP, DBP) (right carotid artery) , LV
. LV (histomorphometry) (diastole)
(mean infarct size) = 12% 6 10 LV (area)%
: 6( ), 6( ), 8(
CHF 1024) 6
(urine norepinephrine excretion) , CHF 1024
( 40%)
LV 2 3 () 3 ()
(+30%, p=0.005) LV LV (+8%, p=0.04
7) - Ml (vehicle—infused MI group) LV

(" chamber shift" , p  0.001)

(€1
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1.
(left ventricular dysfunction) (remodeling) -
(angiotensin—converting enzyme inhibitor) 5,6— —2—
(5,6—dihydroxy—2—methylaminotetralin) 5,6— - —2— — (5,6—
diisobutyroyl—oxy—2—methyl—aminotetralin) (pharmaceutically accep
table salt) (use)
2.
1 , (myocardial—infarction)
3.
1 , (delapril)
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