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both aortic NE (median:318 to 337 pg/ml) and CS NE (median 368 to 542
pg/mi®) in all pts and doubled the transcardiac spillover of NE (median -99 to
- 198 pg/mi**) whereas aortic, CS and transcardiac NE were not significantly
modified during P (median spiliover 88 to 128 pg/mi; NS) or DOF (median
spillover - 82 to -69 pg/ml. NS) infusions. Thus, in contrast to DOF, (v AMIO
significantly increased cardiac sympathetic drive which could partialty explain
the smaller QT profongation and the low incidence of torsades de pointes
during IV AMIO administration. Further studies are needed to determine
il this phenomenon could also limit the acute antiarthythmic activity of IV
amiodarone. * p < 0.05 vs P: * p < 0.05 va DOF
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Backgreund: The effects of initiating amiodarone (AM) are not wel-definec
for pis with atrial fibrillation (AFib) and advanced heart faiture (WF).
Methods: Recortls were reviewed for 37 consecutive pts undergoing AM
initiation for AFib after HF service acmission. Rhythm at last folow-up was
determined for all pis. HF was due ta CAD (16.43%) alcohol (3.8%), vaive
disease (3.8%) or idiopathic (15.40%), Age was 60 + 10 yrs, NVHA class 3
+ 1, LVEF 24 + 7%, LA dimension 5.3 + 0.8 cm, median AFid duration 12
mos. Pts received oral AM starting at 1.2 + 0.2 gm/day.
Resylts: AM was decreased to <600 mg/day in 9 pts (24%), due to
bradycardia in 5§ (14%), worsening HF in 2 (5%), and G! upset in 2 (5%]).
Bradycardia led to permanent pacemaker in 7 pts and stopping digoxin in
another 8 pts. Conversion to sinus rhythm occurred spontancously in 3 pts
and with electrical cardioversion in 26 (after 7 + 2 gms tofal AM), for 78%
initial success. Aftler median follow-up 9.5 mos, 21 (57%) of all pis were
still out of AFib. After discharge, 3 pts had hypothyroidism, another had
hypothyroidism and abnommal fiver function, and 1 showed neurofoxicity.
Conctusion: AM with electrical cardioversion has high initial and moder-
ate later success for AFib and advanced HF. The major eaty morbicity is
bradycardia, requiring pacemaker or discontinuation of digoxin in 41% of pts.
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Background: The current AHCPR guidelines for CHF disease management
do not recommend the routine use of chronic anticoagulation and cite the
lack of randomized trials in this area. However. warfarin is used routinely by
mary practitioners with the goal of prevention of LV thrombus formation and
subsequent embolization. We set out to investigate the risk profite of those
patients with LV thrombus identified by echocardiography as part of a heart
transplantation evaluation.

Methods: We identified 28 cases with LV thrombus in a 144 patient con-
secutive series with fongitudinal foliow-up for a median of 25 months. Patients
with prosthetic valves or EF >35% were exciuded. Using an unmatched case-
controi design and multivarniate techniques, 35 clinical and echoca ;
variables were evaluated for their independent relationship to LV thrombus
formation and subsequent thromboembolism.

Results: The mean age of cases (n = 28) and controls (n = 116) was 50.2
+ 11.0 vs. 54.2 + 11.1 years, with 22 (78.6%) and 78 (67.2%) being male. p
> 0.05. The mean EF was 17.5 £ 5.5 vs. 20.0 + 6.9 respectively, p > 0.05.
The groups were likewise similar with respect to baseline characteristics.
medication use, and comorbidities. Multiple fogistic regression revealed an
ischemic etiology of the cardiomyopathy, OR = 3.04, 95% C1 1.04-8.83. p =
0.04 and LV chamber size (LVIDD mm unit increment above referent). OR =
1.09. 95% C1 1.03-1.16. p = 0.004, to be independent predictors of LV throm-
bus formation when controlling for wartarin and ASA utilization. All thrombi
appeared at LVIDD >606 mm with a consistent, graded relationship seen be-
tween thrombi trequency and increasing chamber size. Peripheral embolism
occurred in S (17.9%) vs. 13 (11.2%) of cases and controls respectively. p =
0.34.

Conclusions: These data support a risk-adjusted approach for the deci-
sion to use warfarin in CHF patients. Those patients with ischemic cardiomy-
opathies and dilated LV chamber sizes (LVIDD >60 mm) appear to be at
particularly high risk. Future randomized trials in this group are warranted.
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Dofetilide, a New Class il Antia
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Dofetilide (DIAMOND) study gre.n: Dept. of Carfiology. Getiohe University
Background: The DIAMOND-CHF study demonstrated that dofetifide was
uhinummmmmntmmﬂﬂa\odam
endpoints was hospital admissions for womsening of congestive hean failure.

Methods: In the DIAMOND study 1518 patients admitied to hospital with
CHF and with severe left ventricular eysiotic dysfunction (wall motion index
<1.2, comesponding to ejection fraction below 35%) were randomised to
receive dofetilide (0.25-1 mg daily) or placebo in a double bind study,
Minimal follow up vras 12 months. Eight eecondary endpoints were: Hospital
admission with CHF requinng increase in treatment of CHF. subtypes of
death (cardiac, anhythmic, cartiac « cardiac arrest), arrhythmias requinng
frealment, cardiovascular events in patients with atrial fibrillation, myocardiat
infarction, death after dasing change of dofetilide (after 300 patients),

Resuits: There were 228 hospital admission with worsening of CHF on
dofetilide and 200 on placebo. The risk reduction was 0.75 with 85% eonfi-
dence fimits 0.63-0.80. p < 0.001. This risk reduction was seen in patients
with AF as well as those wha maintained simss rhythm. All other secondary
endpoints were neutral.

Conciusion: Dofetilide has a marked effect on hospital admissions for
worsening of CHF. This effect appears to be partially independent of the
effect of the drug on atrial fibrillation.
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Background: Not only neurchumoral but aleo immune activation may have an
important role in the progression of congestive heart faiture (CHF). Chronic
effects of angiotensin Il (ang If) type 1 receptor antagonist on the immune
System remains unknown.

Methodls: To determine the chronic effects (14 weeks) of ang | type |
receptor antagonist (TCV-116) on plasma levels of cytokines and soluble
adhesion molecules were evaluated in mild to moderate CHF patients {n
= 14, ejection fraction (EF) <45%, NYHA class I1-if} and compared with
placebo (n = 8).

Results:

NYHAclass EF  Angll -6 TNF.  sICAM-1  sVCAM-t
% pgm  pgrt po'mi g/ ng'mi

Pre-TCV 25 37 kT 48 54 324 865

TCV 18 4 60 25 43 269 660"

{iL-6 = mtedeukin 6. TNFu = tumor necrosis factor o, siCAM-1 = soluble infercefuar
adhesion moiecule- ¥, sSVCAM-1 = sciuble vascular adhesion molecule-1 = p < 0.05vs.
pre-TCV).

There was no significant changes of cfinical parameters and neurohumoral
and cytokines levels in the placebo group. In contrast, plasma leveis of IL-6,
TNFa, sSICAM-1, and sVCAM-1 were significantly decreased coincident with
the increase in EF and with improvements in symptoms in the TCV group.

Conclusion:s: These knxlings suggest that the chronic treatment of ang Il
type 1 receptor antagonist improve the activations of the immune system in
patients with CHF.
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