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Summary

Background: Atria fibrillation (AF) is one of the most
common causes of hospital admission, with a prevalence of
up to 5% of the population, increasing with advancing age.
Emergency direct current cardioversion is the therapy of
choicewhen arrhythmialeadsto hemodynamic compromise,
but in patientswho are hemodynamically stable, antiarrhyth-
mic drugsareusualy givento restore sinusrhythm.

Hypothesis: The study wasundertaken to assessthe effica
cy of intravenousamiodaronein cardioversion of recent-onset
paroxysmal atrial fibrillation (AF). No standard antiarrhyth-
mic therapy has been accepted for pharmacol ogic cardiover-
sion of AF. Amiodarone seemsto be a promising candidate,
but only few randomized tridl sareavailableand theresultsare
incong tent.

Methods: In al, 160 patientswith AF lasting <24 h were
randomly assigned (2:1 fashion) to theamiodaronegroup (n=
106) receiving 5 mg/kg asa30 minintravenous (V) infusion,
followed by 1V infusion of 10 mg/kg during 20 h diluted in
1000 ml of 10% glucosewith 201U of rapid-actioninsulin, 80
mEq of potassium chloride, and 8 g of magnesium sulphate
(GIKM)), or tothe contral group (n=54) receiving 1000 ml of
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GIKM done. Treatment was continued up to 20 hindependent
of sinusrhythmrestoration.

Results: Sinus rhythm was restored 20 h &fter initiation of
therapy in 88 (83%) patientsin the amiodarone group and in
24 (44%) patientsinthe control group (p<0.0001). Thediffer-
ence between efficacy of thetwo treatment modaitiesbecame
significant already after 8 h of therapy (53 vs. 14 patientswith
sinusrhythm, respectively, p<0.05). The mean dose of amio-
darone administered until sinusrhythm restoration was 740 +
296 mg. Thepresenceand thetype of underlying heart disease
did not influencethe conversionratein either group. Intwo pa-
tients (1.8%) treasted with amiodarone, the return of sinus
rhythmwas preceded by asystole.

Conclusion: Amiodaroneiseffectivein thetermination of
AFlagting< 24 h. It may beparticularly useful in patientswith
organic heart disease in whom class | antiarrhythmic agents
may be contraindicated. During treatment, the heart rhythm
should bemonitored continuousdly.

K ey words: amiodarone, recent-onset atrial fibrillation, phar-
macologic cardioversion

Introduction

Atrid fibrillation (AF) isoneof themost common causesof
hospital admission, withaprevalenceof up to 5% of the popu-
lation, increasing with advancing age.l: 2 Emergency direct
current cardioversion is the therapy of choice when arrhyth-
mialeadsto hemodynamic compromise,3 but in patientswho
are hemodynamically stable, antiarrhythmic drugsare usual-
ly given to restore sinus rhythm. Randomized studies have
shown that numerousdrugsmay beeffectiveintherestoration
of sinus rhythm; however, the results of these studies arein-
consistent.* 5 The efficacy reported for acertain drug varied
widely, and no oneagent hasbeen shown to be superior to oth-
ers. Therefore, no standard antiarrhythmic therapy can becon-
sidered asaroutinetrestment.

Amiodarone is an antiarrhythmic class Il agent with
unique el ectrophysiologic properties. Until the present, there
have been four reportson theefficacy of amiodaronein the set-
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ting of new-onset AF, but the numbers of patients wererela-
tively small and thereported amiodarone efficacy varied from
59t092% of patients.52

The purpose of the present study wasto assessthe efficacy
of intravenous amiodaronein conversion of AFin arandom-
ized, single-blind, multicenter trid.

Materialsand Methods
Study Group

Patients were recruited in 10 participating centers (see
Appendix 1) between January 1998 and December 1999. In
all, 225 consecutive patients with recent-onset AF were con-
Sidered to be dligible on admission and screened according to
exclusion criteria. Findly, 160 consecutive patients (89 men,
71 women; mean age 61.5 + 12.5 years) with new-onset AF
lasting < 24 hwereincluded. Atrid fibrillation was confirmed
by 12-lead e ectrocardiogram (ECG) in al patients. Only the
patients with well-defined onset of arrhythmia were consid-
ered digible. Thetimelimit was set up to avoid prolonged an-
ticoagul ation therapy, whichisnecessary beforecardioversion
of AF lasting >48 h. The study trestment was therefore tai-
lored not to exceed 20 h, leaving at least 4 h for aternative
methodsof cardioversion that wereleft to thediscretion of the
attending physician. Detailed exclusion criteriawere as fol-
lows: (1) Age< 18years, (2) premenopalisal women not using
adequatebirth contral; (3) AF causing significant heart failure
(New York Heart Association [NYHA] class> 1) or angina
chest pain; (4) acute coronary event during the previous 3
weeks (myocardia infarction, unstable angina, percutaneous
tranduminal coronary angioplasty, or coronary artery bypass
graft); (5) hemodynamicaly significant vavular heart disease;
(6) contraindicationsto immediate rhythm reversion, such as
history of an embolic event in apatient not receiving anticoag-
ulation therapy; (7) Wolff-Parkinson-White syndrome; (8)
sck sinus syndrome; (9) basdline systolic blood pressure
<100 mmHg or diastolic blood pressure > 110 mmHg; (10)
contraindicationsto amiodarone: Mean heart rate during AF
<80/min, atrioventricular block, thyroid function disorders
(currently treated thyroid disease or clinica symptoms), io-
dine hypersensitivity/alergy, porphyria, pregnancy, pulmon-
ary fibrosis; (11) amiodaronetherapy or prolonged antiarrhy-
thmic therapy with another agent; (12) history of proarrhyth-
miafollowing administration of drugsprolonging QT interval;
(13) dectrolyte imbaance (serum potassum <3.5 mmol/l
or/and serummagnesum < 1.7 mg/dl; (14) rend or liver insuf-
ficiency, suprarend gland insufficiency, myasthenia gravis,
and (15) insulin-dependent diabetes.

Protocoal

After screening for inclusion/exclusion criteria, writtenin-
formed consent was obtai ned and patientswere randomly as-
signed to the amiodarone group or to the control groupin2:1
fashion. Randomi zation was performed by central tel ephone

assignment in the coordinating center. Amiodarone hydro-
chloride (Cordarone®, Sanofi Winthrop, Gentilly-Cedex,
France) wasgiven a aninitia doseof 5 mg/kg body weight in
50 ml of saline(infusion rate 100 ml/h) followed by acontinu-
ousinfusion of amiodarone at adose of 10 mg/kg diluted in
1000 ml of 10% glucosewith 201U of human rapid-actionin-
sulinwith 80 mEq of potassium chloride and 8.0 g of magne-
sium sulphate (GIKM) at arate of 51 mi/h. Patients all ocated
to the control group received 1000 ml of GIKM done. The
study trestment was administered through either the peripher-
al or the central vein and was maintained up to 20 h indepen-
dent of sinusrhythm restoration. The dataon underlying dis-
easeswere completed based on documented medical history.

The patientswere observed inthe Coronary Care Unit with
continuous ECG monitoring. Blood pressure was measured
every 60 min. Hypotension was considered asasymptomatic
drop in systolic blood pressure <90 mmHg or >30 mmHg
compared with basdline.

Serious side effects were defined as study treatment-in-
duced supra- or ventricular arrhythmia, bradycardia<50/min,
or symptomatic hypotension requiring termination of treat-
ment or decreasing therate of infusion.

The study complieswith the Declaration of Helsinki. The
Locd Ethics Committee approved the study protocol and writ-
teninformed consent was obtai ned from each patient prior to

study entry.
Statigtics

Statistical analysiswasperformed using MEDISTAT v2.0
software. The study samplewas cal cul ated to detect the effect
of amiodarone, assuming itsefficacy 25% morethan the spon-
taneousconversionrate, whichisestimated to be 50%.1°Qual -
itative variableswere compared by chi-squaretest, and the dif-
ferences in continuous variables were analyzed using the
Student’st-test. Univariate analysis was performed to assess
the possible influence of underlying diseases, concomitant
medication, and other factorson therate of conversionin both
groups. For all comparisons, ap vaue of <0.05 wasrequired
for satistical significance.

Resaults
Patient Characteristics

Of the 160 patientsenrolled, 147 had an underlying cardiac
disease (hypertension, n=84; coronary artery disease, n=43;
symptomsof mild heart failureupto NYHA classll, n=20),
whereas 13 patientshad idiopathic AF.

Thirty patients(19%) had ahistory of paroxysmd (sdlf-ter-
minating) AF, whereasthe remaining patientshad ahistory of
persistent AF, requiring intervention for restoration of sinus
rhythm. In 40 (25%) patients, the index AF episode was the
first AF attack, whereastheremaining patientshad at least one
AFattack inthepast. Patientsin both armsof the study showed
asimilar distribution of basdline characteristics (Tablel).



J. Cybulski et al.: Intravenous amiodarone for atria fibrillation 331

TaBLE | Patientsbasdlinecharacteristics

Amiodaronegroup  Control group

n=106 n=54

Age(years) 61.7+138 61.4+10.8
Males(%) 59 (56) 30(54)
Durationof AF (h) 196+81 20.3+10.2
Ventricular rate (beats/min) 1189+ 20.2 115.7+194
Systalic pressure (mmHg) 135+ 19 130+24
Higtory of any AF attack (%) 82(77) 38(70)
History of paroxysmd,

sdlf-terminating AF only (%) 19(18) 11(20)
Underlying disease

Hypertension (%) 55(52) 29(54)

CAD (%) 29(27) 14(26)

Heart failure (%)

NYHA /I 14(13) 6(112)

Loneatrid fibrillation (%) 8(7) 5(9)
Concomitant medication

Betablockers(%0) 33(31 17(32)

Diuretics (%) 17 (16) 8(15)

ACE inhibitors (%) 39(37) 22(40)

Cdl cium antagonists (%) 18(17) 10(19)

Digoxin (%) 5(5) 4(7)
Leftatria sze(mm) 2 42+8 41+9
LVEF (%) 2 60+ 25 58+19

aDataavailablein 93 patientsin the amiodarone group and in 47 pa-
tientsin the control group.

Al differences between the amiodarone and control group were not
significant.

Abbreviations: AF = atrid fibrillation, CAD = coronary artery dis-
ease, ACE = angiotensin-converting enzyme, LV EF = eft ventricular
gectionfraction, NYHA =New York Heart Association.

Conversionto SinusRhythm

Twenty hours after initiation of therapy, sinusrhythm was
restored in 88 (83%) patients of theamiodaronegroup andin
24 (44%) patientsof the control group (p< 0.0001). Themean
time to converson was 8.2 + 6.2 and 7.2 + 4.9, respectively
(NS). Thedoseof amiodarone administered to rhythm corver-
sionwas 740+ 296 mg.

During the first 3 h of the study, trestment conversion of
sinus rhythm was obtained in 24 (23%) patients of the amio-
daronegroup and 7 (13%) patients of the control group (NS).
Up to 8 h after initiation of treatment, restoration of sinus
rhythm was achieved in 53 (50%) patients receiving amio-
daroneand 14 (26%) controls (p < 0.05) (Fig. 1). Mean doseof
amiodaroneat that point of timewas531 + 208 mg.

Inthewhole study group, left atrial sizewasthe only pre-
dictor of sinus rhythm restoration, whereas the presence or
type of underlying disease or previous antiarrhythmic drug
therapy did not affect the conversionrate (Tablell). Whenthe
data from responders and nonresponders in the amiodarone
and control groups were analyzed separately, |eft atrial size
remained asapredictor of conversionto sinusrhythmonly in

the amiodarone group (Table I11). Responders in the amio-
darone group and the control group did not differ significant-
ly with respect to analyzed parameters (Tablelll).

AdverseReactions

There were two serious adverse reactions requiring termi-
nation of the study treatment, bothintheamiodaronegroup. In
onepatient, severebradycardiafollowed by 7 sof asystolewas
observed before sinusrhythm restoration in 15 h of treatment
after receiving 1100 mg of amiodarone. Inthe second patient,
prolonged asystolewith cardiac arrest occurredin 2 h of tregt-
ment after receiving 390 mg of amiodarone. Hemodynamic-
aly stablerhythm (AF) wasrestored inthispatient after short-
lagting externa chest compression, without other intervention,
and the sinus rhythm returned theresfter. In other six (5.6%)
patientsin the amiodarone group, bradycardia <50/min was
observed with no clinical symptoms, and those patient re-
ceived thetotal scheduled dose of the drug. No other serious
sideeffectswere seen.

Discussion

The present study has shown that intravenous amiodarone
iseffectiveand relatively safein the termination of recent-on-
set AF. These results are based on one of the largest reported
number of patients with short-lasting AF treated with intra-
venousamiodarone, given astheonly antiarrhythmic medica-
tionfor restoration of sinusrhythm.

Conversion Rate

Althoughintravenous amiodarone has been used for sever-
al yearsinclinical practice, itsusefulnessin restoration of si-
nus rhythmin patientswith recent-onset AF hasnot yet been
fully evauated. Actualy, thereareonly four controlled studies
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TaBLE Il Predictorsof conversion (univariate analysis) in thewhol e study group

Corversonto sinusrhythm
Yes(n=112) No (n=48) pVaue

Age(years) 60.6+12.7 59.4+118 NS
Males(%) 63 (56) 26(54) NS
Duration of AF (h) 154+7.2 18.3+11.2 NS
Ventricular rate (beats'min) 116.8+19.2 113.7+£17.8 NS
Systalic pressure (mmHg) 133+18 129+ 23 NS
Underlying disease

Hypertension 56 (50) 28(58) NS

CAD 29(26) 14(29) NS

Heart faillure(NYHA 1/11) (%) 15(13) 5(10) NS

Loneatrid fibrillation (%) 12(11) 1(2 NS
Concomitant medication

Betablockers (%) 35(31) 15(31) NS

Diuretics (%) 18(16) 7(15) NS

ACE inhibitors (%) 43(38) 18(38) NS
Leftatria sze(mm) 2 407 12+5 0.05
aDataavailablein 93 patientsin the amiodarone group and in 47 patientsin the control group.
Abbreviation: NS=not significant. Other abbreviationsasin Tablel.
TasLE Il Predictorsof conversonintheamiodaroneand control groups

Amiodarone Control
Responders Nonresponders Responders  Nonresponders
n=88 n=18 pVdue n=24 n=30 pVdue

Age(years) 585+12.6 62.5+14.8 NS 62.2+10.5 60.5+114 NS
Males(%0) 51(58) 8(44) NS 12 (50) 18(60) NS
Duration of AF (h) 185+64 20.1+80 NS 185+9.1 206+114 NS
Ventricular rate (beats'min) 116.5+20.2 120.1+188 NS 1135+20.1 117.2+18.0 NS
Systolic pressure (mmHg) 133+ 16 137+20 NS 129+ 20 131+26 NS
Underlying disease

Hypertension (%) 46 (52) 9(50) NS 10(42) 19(63) NS

CAD (%) 22(25) 7(39) NS 7(29 7(23) NS

Heart failure(NYHA 1/11) (%) 12(14) 2(112) NS 3(12) 3(10 NS

Loneatrid fibrillation (%) 8(9) 0(0) NS 4(16) 13 NS
Concomitant medication

Betablockers(%0) 25(28) 8(44) NS 10(42) 7(23) NS

Diuretics (%) 12(14) 5(28) NS 2(8 6(20) NS

ACE inhibitors (%) 30(34) 9(50) NS 9(37) 13(43) NS
Left atria size(mm)?2 40+8 435 0.05 41+8 42+6 NS

aDaaavailablein 77 respondersand 16 nonrespondersin theamiodarone group and in 20 responders and 27 nonrespondersin the control group.
P value = comparison between respondersand nonrespondersin the amiodarone group and in the control group.
Differences between respondersin theamiodarone group and in therespondersin the control group wereNS.

Abbreviationsasin Tables| and 1.

(summarized in Table IV) that comprised patients with AF
lasting <48-72 h; thus, they are comparable to our study
group. Theresults of these studies are discordant: the efficacy
ratevariesfrom only 59% to as much as 92%.

Theremaining published studies!-16 dealt either with pa-
tientswith longer AF duration or oral loading of amiodarone.

Also, in other studiesthat comprised patientswith AF lasting
<7-10days, theresultsregarding amiodarone efficacy were
inconsistent 1114

These discrepancies, perhaps, may occur by chance, asthe
study groupsweresmal. Thedifferencesin patients basdine
characteritics, duration of index AF episode, and mode of



J. Cybulski et al.: Intravenous amiodarone for atria fibrillation 333

TaBLE IV  Intravenousamiodaronein cardioversion of atria fibrillation: Resultsof controlled trias

Number of Efficacy
1 y 0,
patients AF Conversonrate (%)
Author/Ref. No. AMIO  Control duration after () AMIO  Control pVdue Dosage of amiodarone
Donovanetal. (6) 32 56 NS 7mg/kg/8h
32 PL <72h 59 PL
A 68 NS
FLE FLE
Kochiadakisetal. (7) 46 78 NS 300mg/h and then
48 PFN <48h 83 PFN 20mg/kg/24h
49 55
PL PL 0.02
Cotteretal. (8) 0.0017 125mg/h
50 50 <48h 92 64 (total 3g/24h)
PL PL
Martinez-Marcoset al. (9) 50 72
50 PFN <48h 64 PFN NS 5mg/kg/20 minbolus
50 0 0.002 andthen50mg/hV12h
FLE FLE
Present study 106 54 <24h 83 4 0.0001 5mg/kg/30 minand
then10mg/kg/20h

Abbreviations: AMIO =intravenous (1) amiodarone, Contr. = control group, PL = placebo, PFN =1V proAFenone, FLE =1V flecainide, NS=

not significant.

amiodarone infusion, as well as the time from initiation of
treatment to assessment of amiodaroneefficacy may also con-
tributeto the differencesin the obtained results.

Of the above-mentioned parameters, theduration of therapy
with intravenous amiodarone is probably the most important
factor influencing the efficacy rete. It hasbeen shownin other
sudiesthat theefficacy of amiodaroneinthetermination of AF
of different duration issignificantly lower than that of classic
drugswhen assessed withinthefirst 3 h of treatment.6. 11,14

Inour study, the difference between efficacy of amiodarone
and control treatment started to be significant after 8 h of treat-
ment, when 50% of patients receiving amiodarone were con-
verted to sinus rhythm. Thisis not surprising because intra-
venousamiodarone exertsdifferent e ectrophysiologic effects
than ord formulation. Initialy, intravenousamiodaroneshows
only antiadrenergic and cal cium-channel blocking properties,
whereas antiarrhythmic effects attributable to class |11—that
is, prolongation of refractoriness—beginsto occur much later,
at least after 30 min and maybeeven aslateas6 hfromtheini-
tiation of infusion.1”- 18 |n some other reports, the conversion
ratein the amiodarone-treated patients assessed within 8 h of
therapy wassimilar and did not exceed 59%0.5. 9. 14 _ack of dif-
ferencebetween efficacy of amiodaroneand control trestment
during thefirst 8 h of therapy may be explainedin part by the
above-mentioned delayed onset of amiodaroneclassli| antiar-
rhythmic action, and in part by the well-known fact that the
highest rate of spontaneoustermination of AF isseenwithin
thefirg 8hof AR14.19

Dosage Regimen

Theinitial and total dose aswell astherate of intravenous
infusion of amiodarone differsfrom study to study. Clearly,
thereisno standard regimen that can be recommended; how-
ever, the higher thetotal dose of the drug, and thelonger dur-
ation of treatment, the better the efficacy (see Table IV).
The mean total dose of amiodaronein our study was 1200 £
209 mg, which was dightly less than that in the study of
Kochiadakis et al.,” who reported the same efficacy of the
drug asinour study, and much lessthaninthe study of Cotter
et al.,Bin which the efficacy reached 92% following the total
24-h dose of 3.0 g of amiodarone. In our study themean dose
of amiodarone administered up to rhythm conversion was
740+ 296 mg.

Thus, the results of al studies dealing with intravenous
amiodarone indicate the time- and dose-dependent mecha
nism of therhythm conversionin patientswith AF, but no op-
timal dose of the drug has been recommended. Our regimen,
with ardatively low dose of amiodarone, proved to be effec-
tive. It may be hypothesized that the smaller doseis safer (we
observed two cases of asystole), afact that should be tested
prospectively in order to establish the lowest effective dose of
intravenousamiodaronein termination of AF.

Roleof OrganicHeart Disease

Similar to variationsin AF duration, the differencesin pa
tients characteristicsmay aso account for divergent resultsof
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the studieson efficacy of antiarrhythmictrestment. It hasbeen
shown that the spontaneous conversion rate within 8 h of ad-
mission was 27% in patients with hypertension, 17% in pa-
tientswith structural heart disease, and 56% in patientswith
noneof these conditions.®

Whentherespondersand nonresponderswereanalyzed ac-
cording totheunderlying disease, no significant differencesin
the conversion rate between thetwo treatment groupswere ob-
served (Table 11). The presence of structural heart disease
seemed not to influence adversdly the antiarrhythmic efficacy
of amiodarone. Theseresultssuggest that amiodaronemay be
equally effective (and dso relatively safe) in patientswith or
without organic heart disease and, therefore, may beadminis-
tered in patientswho haverelative contraindicationsto class|
antiarrhythmic drugs. L eft atrial sizewasthe predictor of con-
version to snus rhythm only in the amiodarone group, a-
though the difference was small and of borderline signifi-
cance. Thisresult isin line with findings of another study,
which demonstrated higher efficacy of antiarrhythmic drugsin
patientswithout left atrial enlargement.”

The results of some other studies also suggest that intra-
venousamiodarone may beadrug of choiceintherestoration
of snusrhythminthe setting of organic heart diseese.

Inthe study published by Cotter et al.,® the number of pa-
tients with underlying cardiovascular disease and mean |eft
atria diameter was much greater than that in our study, and a
significant proportion of the study group had reduced | ft ven-
tricular gjection fraction. However, in their study, the overall
amiodarone efficacy after 24 h was close to that obtained in
our report and reached 92%.

Lack of differencesbetween amiodarone and control trest-
ment efficacy in lone AF may be explained by a very high
pontaneous conversion rate in these patients. In our study
population, only 8% of patients had lone AF, and in 92% of
these patients sinus rhythm was achieved (100% in amio-
daronegroup and 80%in contrals).

It may be speculated that the most cost-effective approach
inlone AF may betoingtitutenotrestment for at least 8hfrom
theonset of arrhythmia(when the spontaneousconversionrate
isthe highest) and administration of antiarrhythmic drugsonly
whenapatient remainsin atrial AF over thisperiod of time.

AdvereReactions

The adverse effects of amiodaronein our study occurredin
7.5% of patients. Thefact that thereweretwo casesof asystole
(1.8%) indicatesthat amiodarone must be administeredintra-
venoudy only in patientsin whom cardiac rhythm is continu-
oudy monitored and resuscitation facilities are available.
Therewereno cases of other symptomatic proarrhythmic ef-
fects such as ventricular tachycardia or atrioventricular con-
duction disturbances, and no clinicaly significant hypotension
was documented.

Cotter et al., who used atotal dose of 3.0g/24 h, observed
nonsymptometic bradycardia< 50/minin 10% of patientsand
nosinglecaseof proarrhythmia.8 Kochiadakiset al.” and Mar-
tinez-Marcoset al.° also observed no proarrhythmic effects of

amiodarone and severe hypotens on; theincidence of alergic
reactionsin both studieswas 2%. Contrary to other studies, in
our largestudy groupwedid observethe seriousadverseevents
mentioned above, and therefore amiodarone should not be con-
ddered asasafedrug to begiven outside of resuscitation facili-
ties. Moreover, the differences in dosage in the comparable
studies suggest that the risk of adverse events caused by intra-
venousamiodarone may not be dose dependent.
Inthemgjority of our patients, amiodaronewasadministered
through peripherd vein; however, phlebitiswas not observed.

Study Limitations

The study was not designed as double-blind; however, the
endpoint (rhythm conversion) should not been influenced by
thisfact. Inthe control group, GIKM infusion, not saline, was
given. The GIKM infusionisour first-line routine therapy in
AFduetothewell-known fact that € ectrolyteimba anceoften
leadsto cardiac arrhythmias. Magnesium sulfatewasused in
both study groups; thus, amiodarone efficacy can beaccurate-
ly assessed. Comparison with studiesusing sdineinthe con-
trol group may, however, belimited. Since weincluded only
thepatientswithNYHA 1 or 11 class, theroleof amiodaronein
patientswith AF and severely depressed | eft ventricular func-
tion has not been addressed in this study and needsto befur-
ther elucidated.

The study group included patientswith ahistory of parox-
ysma aswell as persstent AF. These two groups of patient
may respond differently to antiarrhythmic therapy. However,
in our study, both groups were equally represented in both
treatment arms and therefore should not have influenced the
resultsof our study.

Conclusions

Amiodarone administered intravenoudly is effectivein the
termination of AFlagting<24h. Ingenerd, itisaso safe; how-
ever, during the trestment, heart rhythm should be continu-
oudy monitored and intensive carefacilities should beimme-
diately available. The antiarrhythmic efficacy of amiodarone
was not influenced by underlying cardiovascular diseaseand,
therefore, thisagent may beparticularly useful in patientswith
organic heart diseaseinwhom class| antiarrhythmic agentsare
generaly contraindicated.

Appendix: List of Participating Centersand
Investigator s

(1) Klinika Kardiologii CMKP, Szpitd Grochowski,
Warszawa (co-ordinating center); J. Cybulski, P. Kulakowski,
A. Budg, L. Ceremuzynski. (2) Szpital Migjski im Biegan-
skiego, Grudziadz; H. Danielewicz, W. Plutowski. (3) Szpita
im. J.Dietla, Oddzia Kardiologii, Krakow; J. Macigewicz, J.
Kurleto, M. Krukierek. (4) Wojewodzki Szpital Zespolony,
Oddzia Chorob Wewnetrznychi Kardiologii, Skierniewice;
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T. Kawka-Urbanek, B. Para. (5) Wojewodzki Szpita Zes-
polony, | Oddzia Internistyczno-Kardiol ogiczny, Radom; P
Achremczyk, B. lwanska. (6) Szpital Migjski im. M. Koper-
nika, Oddzia |1 Wewnetrzny, Torun; J. Gessek, G. Szumczyk.
(7) Szpitd MSW, Oddziat Internistyczno-Kardiologiczny,
Bydgoszcz; P. Burduk, M. Bronisz. (8) Specjaistyczny Szpit-
al Zespolony, Oddzid Internistyczno-Kardiologiczny, Wro-
claw; T. Loboz-Grudzien, M. Dmochowska. (9) Wojewodzki
Szpital Zespolony, Oddzia Kardiologiczny, Kielce; M. Jan-
ion. (10) Wojewddzki Oddzial Kardiologiczny, Szpitd Mig-
ski, Gdansk; W. Krasowski, A. Wnorowska.
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