Conclusion: Plasma sFas levals were alovaled in patents with DCM
Ona important mechanism of myocyte deatn i DGM may bo Fas-mediated
opoptosis. Plasma sFas in patgnts with BCM provide progr aete mformatien
indapondent of cardiac function.
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§23-2 | Angiotonsin Converting Enzyme Inhibitors Have a
— Nitric Oxide Modulated Negative inolroplec Effect in

Patiants With Left Ventricular Dystunction

1.S. Wittstein, D.A. Kass, W.L Maughen, PH. Pak, B. Fetics. J M. Hare.
Johns Hapking Univeraily Scheol of Methone. Ballimore, MD USA

Nilrie axida (NO) has been shown to inhibil thg -adEReIgic InOIDpIC re-
Epanse n humans with left ventncular dystunction. Angiotonsin convarting
enzymo (ACE) inhibitors ingrease gradylinin, an agonist af NO eyninase, by
inhigting kininase It We hypothesizad that AGE whibitors would piaduce a
NO modulated negative ingtropic effecy independent of angiolenain recep-
ter-1 |AT-1). Eight palients with tilated cardiamyepaliy were withdrawn from
ACE inhibitors ene week before study and stared on the AT-1 regeplor an-
tagonist lasarian (50 mg GD). Imravenous dobutamine (D) a1 6-10 ;i ykg/min
was adsmunisiared lo achieve a 42 « B% increase in peak +dP/dl (p - 0.001).
Enatagriat was inlused into tha el main caronary anery (0.2 mg/min for
15 muinules: D + E) and continugd dunng the infusion of the NO synthase
inhibitr L-NC-menomethyl-argining (L-NMMA, 5 mg/min for 10 minules: B -
E +1). Lelt ventricular sysiole (LVSP) and and diastolic (LVEDP) pressures,
systolle blaod grossure. and peak +dP/dt were measured dunng these in-
tusions. Changes in +dP/d relative to baseing are shown (p ~ D5 vs D
and D + E + L). Thus, enatapniat resulted in 5 reduction in tha gobinaming-
stimulated +dP/dl response. and this eflect was reversed by L-NMMA. There
was no changa in LVSP, LVEDP. and systolic bload pressure, demonstrating
thal the eftect ol enalapnlat on myocardial contractility was independent of
loading conditions
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These data suggest that ACE inhibilors may have a NO mediated, AT-t
receptor independent inlluence on myocardial contractlity. This acton may
contnbute to the therapeutic effects of ACE inhibitars in the management ol
haar failure by vintue of a post-receptor pi-blocking effect.
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823-3| Recombinant Human B-type Natriuretic Peptide
Improves Symptoms and Hemodynamics in Patients
With Acutely Decompensated CHF

TH. LeJemlel', R.C. Bourge, A.D. Johnson, D.P. Horton, W.S. Colucer’
' Atbert Einsten College of Medicine, USA : 7 Baston University Schoal of
Medicine. NY. LISA

Recombnant human B-ype natnwetic pepiide (fBNP). produced using a
fusion protein in Escherichia coll, is identical to endogenous hBNP but has
not been previousty studied in humans. In a randomized, placebo-controlled,
muiticenter, double-blind study. effects of a continuous infusion of 2 doses
of hBNP on symptoms and hemodynamics wera assessed in 127 patients
with aculely decompensated congestive hearnt failure {CHF). At basetine,
B0% ot subjecls had dyspnea at resh or with minimal exertion. Their median
pulmonary capillary wedge pressure (PCWP) was 28 mm Hg and median
cardiac index (C1) was 1.9 Limin/m?. Endpainis included symptoms (based
on physician assessment of a 5 point symptomn scale). PCWP. Cl. heart rate
{HR). and blood pressure (BP).

Resuls: Atter & hours of infusian, dose-reluisd ¥ provements in symp-
toms, PCWP, and Cl cccurred with no change n HR. Mild decreases in BP
(median decrease of 7% vs. baseline) were weil tolerated. Symptom (Sx. %o
of subjects improved) and hemodynamics {median % change frem baseline)
results are presenled below:

Endpoint Placebo n = 42 0.015 w/kg/man =43 003 ukg/mnn =43
Giobal Sx {"« impraved) 5 48 GB't
Dyspnea (% improved) 12 85 500
PCWP (== change) +73 20.0 -3 .ﬁ__

Cl {° change) 10.9 +5.4 +20 3

'p .- 005and p . 0.005. varsus placebo.
Conclusions: A conlinuous infusion of thBNP 1} safely and rapidly im-

proves global climcal status. dyspnoa. and leflt ventneular pgriormance m
patents wih acutely decompensated CHF, winout inereaging hean g,
and 2) causes gosa-Gipendent improvements in symploms and Remedy-
namice Thus recembinant RBNP is an aflactve agent for therapy Gt aculely
deeompensalad CHF.
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823-4| Endothelin ETp Ruceptore are Functionaly

— 7 Impartant in Medialing Vasoconetriction in the
Systemie Circulation in Patientis With LeR

Ventricular Dysfunction

BJ Cowbum, 1.4 Monon, J D. McArhur, MA. Maclean, H.J Darge,
JJ. V. McMurray, J.G F. Cleland. Chinical Raseareh Initiative in Mearl Faiure,
Urivarsity of Glasgow anil Weslem Infimary, Glasgow, Scotland, UK

Thetunctional significance of ET and ETq receptors in ghronic hean failufe s
natelear. Endothelin (ET)-3. o aclactive ETq receptor Agonist, is a less potent
vasoconatnclar of narmal lerearm esiclance vessela than ET-1, non-gelee-
tive €T, ang ETy 1eceptor agomst. We intused ET-1 {5 and 15 pmol/min)
intg B patiems with left verticular dyslynction (LVD) and ET-3 (5 and 15
pmai/min) into & further & patients with LVD with similar baseling hemaody-
namic indices. Hemadynamics were measwed by memodilution catheter
and anenal line. Results are expressed as mean + slandard devialion. ET-1
and ET-3 values are gwan for the 15 pmol/min dose

Basaine [ ] Baselne ET-3
HR 73: 18 7316 67 ¢ 14 E8 - 16
MAP 100 - B 105 - 8 99+ 17 108 ¢ +7
RAP [ 5r2 6:2 82
MPAP 21:6 |7 814 2115
PCWP 13: ¢ 15:7 1214 135
[of] 241 -058 232 : Q6§ 266 07D 2421 06T
SVA 1727 - 404 2054 - 4657 1639 : 533 1918 : 6927
FVA 152 + 33 149 - 4t 122 + 37 132 1 39

‘p 005" p 0D

Excgenous ET-1 and ET-2 caused systemic bul nol pulmenary vasocon:
striction in patients with LV} The nemopdynamie changes wera of a similar
magrdude af Ihe same moiar cancentrat:on. This suggests that ETB recep-
tors are functionally smperant .0 mediating vasoconstriction in tha systemic
circulalion in patients with LVD.
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823-5 | Left Ventricular Remodelling 6 Months After

Infarction is Predicted by Myocardial
A-Adrenocegtor Density at 1 Month

N Spyrou, S.0. Hoser, A Foalo, W.O. Davies, P.G. Camici. MAC Cyclolion

Ui, Hammersmith Hosgital and Chimcal Cardiology. St Mary's Hospital,
ICSM. London. UX

Background: Following acule mvocardial infarction (AMI) there is evidence
of sustained sympathelis uveractnty which has been shown to contribuie to
leit venlricutar (LV} remodaiting in animal models. Increased tissue fevels of
narepinephrne lead to a reducbon of ji-adrencceplor (#AR) density which
can be measured noninvasively with poasitron emission lamography (PET).
We aimed to assess: 1- if there is a reduction of myocardial AR density 1
month afier AMI and 2- it this conalates wilh changes in LV volumes a1 6
manths.

Matheds. We sludied 42 patients aged 53 » 12 ypars with AMI and no
previous angina. diabetes, hypenenswn or renal disease. All had single ves-
sel disease. LV end-systokc {ESV) ana end-diastclic (EDV) volumes were
assessed 1 week and 6 months after AMi by echocardiograpny. Changes (4)
in ESY and EDV were cciculated by dividing the 6 month by the 1 week re-
sult. Myccardial #AR density and coranary vasodilator reserve (CVA. dipyrt-
damole} were mieasured 1 month affer AMI with PET using noopa12177
and H'30 respectively. PET data in patients were compared with thosein a
group of 18 age-matched controls.

Rasuits: ESV was 61 : 20 ) at 1 week and 64 : 28 ml at & months (p
= ns) and FOV was 111 - 31 and 121 + 40 m| respectively (p = ns). The
patients had lower #AR densily (595 + 0.89 vs 835 = 2.00 pmolig. p =
0.0001) and CVRA (1.87 =+ 0.75vs3.22 : 1.19. p=00001) than controls. In
patients there was an inverse comelation between JAR and AEDV (r=042.
p = 9.006) and between CVR and AESV [r=033.p= 0.04) and AEDV (r =
0.38.p=0.05). )

Conclusion: 1. There 1s a signiticant downregulation of myocardial ﬁAH‘l
mionth post AMI which predicts an increased EDV at & months; 2. There is
an inverse comelation between CVR and deterioration in ESV and EDV.
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