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P61 
DYNAMICS dF MEXILEIlN-E INDUCED RATE-DEPENDENT I-IV- 
PROLONGATION DURING CO-ADMINISTRATION OF THE 
NOVEL CLASS 111 ANTI- IC AGENT DOFEI’ILIDE 
Hannes Todt, Niklas Zoyer, Gerhard Raberger. Pharmakologischea 
Institut der Univeisits;t Wien, Vienna, Austria. 

After electrical ablation of the sinus node the left atrium of aneathetiaed 
guinea pigs (n=5) was stimulated at different cycle lengths (CL). The 
percentage increases in HV-conduction times in epicardial His Bundle 
electrograms after administration of mexiletine (ME; Bolus 
Zmg/kg+O. lEmg/kg/min i.v.) and after additional administration of 
dofetilide (DO; 20 p/kg i.v.) were compared with each other 
(meat&EM; t-Test): 

DO significantly increased the QT duration in epicardial ventricular 
electrograms at all tested CL (+ 10&3%). Despite the fact that DO has 
no influence upon ventricular conduction times (J Pharmacol Exp Ther 
256:325), DO increases the ME-induced ratedependent prolongation 
of HV-conduction time. 
Alteration of rate-dependent class I action of ME has also been 
observed after combination with the class III antiarrhythmic agent 
sotalol (Can J Cardiol 6:416). It is hypothetized that prolongation of 
action potential duration by class III antiarrhytmic agents enhances 
sodium channel availability for binding with ME and thus increases 
ME’s rate-dependent class I action. 

P63 
Metoprolol Improves Heart Period Variability in Survivors 01 
Myocardial Infarction 
H.Melgaard, HMiikley’, P.Bjerregaard#, MMeIIef. Depaltment of 
Cardiology, Skejby University Hospital, Cdense University Hospital*, 
Denmark and St.Louis University Medical Center, St.Louis 

Reduced 24-hour overall heart period variabiAty(HPW raflacts cardiac 
autonomic dysfunction and is associated with increased risk of sudden 
cardiac death, in survivors of myocardial infarctionOA). The aim of the 
study was to investigate the effects of betablocade on HPV. 
39 male patients, < 70 years, surviving their first MI were at discharge 
randomly allocated to placebo or 100 mg metoprdol controlled release, in 
a double-blind fashion. Clinical data were identical. HPV was measured in 
24-hour ECG recordings at discharge and after 4 weeks. Overall HPV was 
measured as the standard deviation(SD) and short term vagal dependent 
variations by spectral analysis as the power of the high(HF)-and low(LF)- 
frequency component. 
RBSURS: The day/night difference in mean RRfms) was -92/-148 before 
and after 4 weeks treatment respectively for placebo, and -118/-111 for 
metopmlol, which was not significantly different. 

24_hour 
Mean RR(ms) SD(ms) #LF(ms) #HF(ms) 

P 796l784 I 99016 15.9A7.2 I 7.017.3 
. 

M 620/1007 ; 110/128 18.4/21.4 1 6.6/8.5 
Day-time 

P 77w749 I 8Bloo I 14.S16.0 I 6.2/6.2 I 
0.07 ??

M 792976 ; 9W118 i 17.2I19.6 I 6.0i7.9 1 
Night-time 

P 868i897 I 67173 I 183’19.7 I 8.9/10.1 
0.08 

M 910/1088i 76/90 1 21.V24.8 I 8.119.7 

?? pcO.06; P:placebofN=X)); M:Metopmlol(N=lO); U:squareroot of power. 

Conclusion: Metoprolol increased overall variability during day- and 
nighttime,and vagal dependent oscillations in HPV, but 24-hour SD was 
unchanged, mainly due to a dampened day/night difference in mean RR. 

P62 
ETRACIZINE PROARRYTRMIC EFFECT 
Igor D.Antonchenko, Sergei V.Popov, Vikenty V. 
Pekarsky 
Cardiology Institute, Tomsk, Russia 

The goal is to study ethacizine (E) proarryth- 
mic effect. 65pts aged 36+3,2 years with pa- 
roxysmal tachycardias(T):orthodromic (n=l4), 
antidromic (n=2),AV nodal (n=20),ventricular 
(n=5) and with atrium fibrillation paroxysms 
(n=24) were examined. E prophylactic therapy 
was being selected during heart chronical 
electrophysiological study based on oral acute 
drug test (50 mg) and at "peak concentration" 
50.-150 mg a day,by repeated T pacing.E proar- 
rythmic effect was revealed in 14 (22%) of 
65pts,llpts exhibited complications of the 
therapy during acute drug test,3pts-at "peak 
concentration".Of these 14pts 5 demonstrated 
T zone increase, in 4pts paroxysms were in- 
duced by less aggressive stimulation, for the 
interruption- by more aggressive one, 5pts 
showed heart rate increase in T resulting in 
resuscitation in 2pts with recurrent ventri- 
cular T. We can conclude that E therapy in- 
dividual selection allows to reveal its 
proarrythmic effect already at the inntial 
stage. We should note that in 22% of patients 
complications are expected at any stage of 
E therapy. 

P64 
Amiodamne-induced Euthymid Hyperthyrorinemia, Non-Evolutionary 
Borderline Byperthyroidism and Clinical Hyperthyroidism: a Long-term 
Follow-up Study 
Emanuele Cappiello, Umberto F.aggi*, Paolo Danna, Stefano Guzzettis, 
Francesco La Presti, Roberto Sala, Angela Tempeata, Giorgio Bozzi 
Divisione di Cardiologia, *Servizio di Endocrinologia, 5 Patologia Medica 
Ospedale Luigi Sacco, Milan& Italy 

We monitored Ff4, FT3 (RIA) and TSH (IRMA) in 49 patients (pts) on long- 
term (28.2 k 2.7 months; range, 6-78) amiodarone therapy. In 29 pts (59.2%) who 
remained euthyroid (persistently normal TSH values: 0.3-4.5 pU/ml), mean ET4 
values were significantly above and Fr3 values below baseline for the duration of 
follow-up: 
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In 73033 assays FT4 values were >I4 pg/ml [normal range (n.r.) 6.6-14.0 pg/ml] 
fulfilling the criteria for euthyroid hyperthyroxinemia. In 44033 assays Ff3 
values were d2.8 pg/ml (n.r.:2.8-5.6 pg/ml). After 6-36 (mean, 16.5) months of 
treatment, 4 patients (8.2%) developed borderline hyperthyroidism (TSH 0.1-0.2 
pU/ml and flat TSH response to TRH)iwhich spontaneously resolved in 3 and 
remained stable in 1 (follow-up: 12-48, mean: 25.5 months). Four pts (8.2%) 
developed chemical (TSH<O. 1 VU/ml and FT3 and/or FT4 above n.r.) and clinical 
(arrhythmia recurrence, weight loss) hyperthyroidlsm after 12 (3 pts) or 48 (1 pt) 
months; while continuing amiodarone, 3 pts were treated with methimazole and 
I with PTU+40 day-course of KCIO,. Three patients regained a persistent 
euthyroid state on a low thionamide dose (follow-up: 24-66, mean: 40 months): 1 
pt became hypothyroid despite methimazole discontinuation and required L- 
thyroxine. Arrhythmia control was restored in all pts. We conclude that during 
long-term amiodarone therapy: 1) euthyroid hyperthyroxinemia is a frequent 
(>50%) and long-lasting condition; 2) borderline non-evolutionary 
hyperthyroidism is a well-defined and benign entity; 3) chemical and clinical 
hyperthyroidism may be effectively treated with antithyroid drugs while 
continuing amiodarone therapy, thus restoring arrythmia control. 


