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age 53 - 8 yrs, LVEF 28 + 7, NYHA cl. lI-1V, stable therapy within two
woeks) underwent simultaneous 20' recordings at rest of istantanaous lung
volume (JLV), beat-to-baat arteria) oxygon saturation (SaO2, ear probe) and
hear rate. Analysis of ILV and Sa02 rovoaled a normal respiratory pattern
{NR) in 85 patienta whila 90 had a porsistont alteralion ot breathing with
a typical CS in 43 and PB in 47 patients. CS and PB had lower LVEF and
cardiac index, and higher wadge pressure than NR (all p < 0.03). During
n maan follow-up of 338 + 170 days, 26 cardiac deaths occurred while 10
patients underwant olective heart transplantation. Survival wna signiticantly
lower In patienta with PB and CSR as compared to pationts with NR (log
rank p « 0.03) with a RR of 28 (95% ¢.|. = 1.0~-8.9) and 4.0 (35% . =
1.4-11.7) respectively, Howavar, at multivariate analysis, nor PB nor CSR
were independent pradictora of doath after adjustment tor NYHA ¢!, LVEF,
max VO2 and pulmonary wedge prasaure,

Cenclusions: in CHF patients, as reported for nogtumal Chayne-Stokes
respiration, breathing abnormalitiea during awake day-time are associated
with higher incidence of cardiac death, Huwaver thair prognostic power is not
Indopandent of the othar known risk factora and the incroasad mortality rate
ia likely to be ralatod to tha moro savore hemodynamic impairment of those
pationts,

1096-37 l Selective AT-1 Blockade With Loaartan Doea Not
Reatnre Autonomi; Balance in Pationta With
Hoart Fallure

P.F, tinkley, E. Nunzinta, C.V. Loias The Qhio State University, Columbug,
Ghio, USA

Angiotensin converting enzyme inhibitors (ACEI's) have boen shown to re-
store autonomic balance towards normal in patients with heart failure (HF),
It in uncertain whether this effect darivoa from the intarruption of angiotensin
type 1 (AT-1) raceptor stimulation or extands from othor properties of ACEUs,
Therefore, spectral analyals of heurt rate variability (HRV) was poarformod to
darive markera of autonom:n activ ty using 24-hour Holter monitor racordings
obtained at baseling and tollowing throe munths of therapy in 35 patiz. s with
HF enrolled in a randomized double-blind placobo controliod trial of the se-
{octiva AT-1 antagonist losartan, The measures of HRV ware averag xd over
prodetermined quartites of the 24-hour period (3 AM-9 AM, 9 AM-C PM,; 3
PM-9 PM; 9 PM-3 AM) and compared betwoen the placabo (15 patients) and
losartan (20 patients) trealinent groups. Significant dacreases (p - 0.05) in
parasympathetically mediated high trequency KRV were noted in the losartan
treatment group as compared to placebo at all quaniles of day. Sympatheti-
cally influenced low frequency HRV showed no change compared to placebo
in the quartile betwaen 9AM and 3PM, but at all other quartiles a signiticant
(p ~ 0.05) difteronce was noted with a decrease in the placebo group and
no change or a small increase in the losantan treatment group. Theretaro,
selective AT-1 recaptor blockade with losartan in this group of patients does
not rostore the autonomic imbalance typical of HF towards normal. These
findings suggost that the previously reported autonomic response to ACE!'s
in HF doos not result from diminished AT-1 receptor stimulation,

[ 1096-38 ) Effect of Oxygen on Sleep, Cognitive Function
and Sympathetic Activity in Heart Fallure With
Cheyne-Stokes Respiration

A. Staniforth, W.JM. Kinnear, R. Starling, A.J. Cowley. University Haspital,
Nottingham, UK

Background: Cheyne-Stokes respiration (CSR) is an independent marker ot
mortality in heart tailure (HF). Arousal in normal subjects, and CSR in awake
HF patients is associated with increased sympathetic activity.

Method: 11 patients with stable heart HF and documented CSR were
studied in a double blind cross-over study of 24% noctumal O, vs Air (1
month each). Sleep quality was assessed by polysomnography. Cognitive
function was assessed with standard psychometric tests. Symptoms were
measured using the Epworth Sleepiness Scale, a Quality ot Lite question-
naire and Visual Analogue Scales. Neurohormonal activity was measured
by early moming serum ANP, N-ANP, catecholamines and overmnight urinary
catecholamine excretion (standardized for urinary creatinine).

Baseline Oxygen Air
Sleep Time (mins) 319(38) 290 (36) 265 4y
Arousalsour 9.6 (2.4} 5.8(1.8) 7.5 (1.6)
Desaturation/hour FERNC RIS 28(*.3) 25.9(4.5)
Min Sa0,% 84.8{0.9)% 90.8 (1.5) 82.6 (2!
Apnoeawhour 158 (4.5) 6.1(2.9} 239(5.2)%
Urine Norepinephrine 8.9(3.9) 4.1 (0.6) 8.3 (1.6)¢

V=P . 0.05vsbaseline. ¥ =P . 0.05vs O,

_Results: 90% of apnoeas were central. O; significantly reduced desatu-
ration events, apnoeas and arousals. O did not improve cognitive function
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or daytime symptoms. 2 patients decompensated on crossing from O, to
Air. O; significantly reduced urinary norepinophrine excretion. The serum
nauroendocrine profile was unafiected by Oy,

Conclusion: O; is an effactive traatment for CSR in HF, but has no effect
on symptoms. | he possibility tnat O, may improve survival in HF with CSR
requires further investigtion,

1096-39 | Short-term Hemodynnmlc Effects of BQ-123,a
— Selective Endothelin ET Receptor Antagonist, in
Patients With Chronic Heart Fallure

P.J. Cowbumn, J.). Morton, J.D. MoArthur, M.R. MacLean, H.J. Dargie,
J.J.V. McMurray, J.Q.F, Cleland. Glinical Research Initiative in Heart Failure,
University of Glasgow and Western Infirmary, Glasgow, Scotland, UK

Endothelin receptor antagonists are thought to have therapeutic potential in
chronic heart fallure (CHF). The puimonary and systemic effects of selective
ETa receptor antagoniam have yet to be described in patents with CHF.
Wae infused BQ-123, a solective ETa receptor antagonist, into eight CHF
patients an conventional medical therapy (200 nmolmin for 1 hour). ET-1
(156 pmol'min, a dose praviously Shown 10 cause Systomic vasoconstriction
in CHF) was co-intused during the last 18 minutes. Hemodynamics were
measured by thermodilution catheter and anerial line. Results ato expressed
as mean 1 slandard daviation.

B0Q-123 intusion alono: heart rate was unchanged (73 + 18), mean antenal
prassure (86 + 1910 78 1 13 mmHg, p = 0.01), right atrial pressure (6 + 2
to § 1 2 mmHg, p = 0.08), mean pulmonary anory pressure (23 + 1110 19
+ B mmHg, p - 0.01), pulmonary wodgo pressure (14 1 810 11 1 8 mmHg,
p - 0.01) and systomic vascular rosistance (1480 1+ 247 to 1287 + 194
dynos.cvaec®, p - 0.01) tell, Cardiac index rose (2.98 + 0.46102.51 + 0.45
/min/m®, p - 0.05). The fall in PVR did not achieve statistical significance
{176 + 7710 148 ¢ 41 dyngs.cm/sec®, p = 0.2). ET-1 co-infusion did not lead
10 systomic vasoconstriction as obsarved in provious studies.

BQ-123, a soloctive ETa roceptor antagonist, led to beneticial short-term
hemodynamic effects in CHF patients already treated with ACE inhibitors
and diuretics. Prospoclive clinical trials of ET, selective anlagonists in CHF
are justitied.

E_096-40 l Does Exagenous Melatonin Influence
Sympathetic Hyperactivity in Heart Failure? A
Placebo Controlled Clinical Triat

F.S. Malik, M.R. Mehra, H.O. Ventura, A. Ali, FW. Smant, D.D. Stapleton,
M. Pagani, R.V. Milani'. Ochsner Medical Institutions, New Orleans.
Louisiana, USA; ' Centro Ricerche Cardovascolan, Milano. haly

Background: The prognostic significance of sympathetic hyperactivity (SH) in
determining clinical severity and mortality in heart failure (HF) remains undis-
puted. We have previously demonstrated that nocturnal ievels ol Melatonin
(M), a central sympatholytic hormone from pineat gland, are signiticantly im-
paired in HF and that exogenous M therapy improves sieep pattemns in this
group. We sought to investigate the ability of M replacement to decrease SH
and restore autonomic balance in HF.

Methods: Sympathetic indices ot heant rate variability {both time (RR
varniability) and frequency domain variables (low frequency spectral power
{LFP})] were calculated trom ECG and the index alpha ot baroreftex sensitivity
computed from the arterial blood pressure profile at rest, 60 minutes after
placebo (P) or M (3 mg orally) in a double blind, randomized, placebo
controlled crossover study design in HF patients with sinus thythm (n = 10;
age 54 + 5yrs, EF = 0.2 ¢ 0.02; all on ACE inhibitors and Digoxin).

Results: Compared to placebo. M acutely increased mean RR interval by
4.7% (p = 0.01). The low frequency spectral power percentage decreased
by 11.3% (p = 0.47); however. the index alpha remained unchanged.

Placebo Melatonin P
RR (ms) 937 : 218 982 + 200 0.01
LFP () §59.17 52.37 0.4
Index atpha 2125 2245 NS

Conclusion: Exogenous Melatonin acutely decreases sympathetic hyper-
activity as assessed by the time domain index of RR variability in HF. Whether
this short-terr improvement in sympathetic hyperactivity can be sustained
long-term remains to be determined.





