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ABSTRACT OBJECTIVE :To investigate the efficacy and safety of low - dose(80 ~ 160 mg/ d) sotalol on atrial fibrillation in the elderly
patients of China . METHODS : Total 60 patients ,65 ~ 89 years old with atrial fibrillation entered the randomized study ,30 patients received
sotalol and 30 received amiodarone . There were no significant differences in baseline clinical characteristics between groups . Patients randomized
to sotalol began with 80 mg/ d . After first and second week ,the dosage was added 40 mg/ d for those who had not reached the responsible criteria ,
patients randomized to amiodarone began with 200 mg/ d , meanwhile 100 mg/ d would be added for those who had not reached the responsible
criteria until the dose reached the maximum(400mg/ d) . Holter monitoring was used to assess the arrhythmias . RESULTS: WThe total efficacy
rate of sotalol was 63 .3 % and that of amiodarone was 62 .1 %( P >0.05) . @Afterthe first week of treatment , the efficacy rate of sotalol
reached 26 .8 % and that of Amiodrone was 10 .3 %( P <0.05) . ®There was signifcant relativity between efficacy rate of sotolol and average
heart rate decreasing( ¥= - 0.85, P <0.001) ,and there was also signifcant relativity between efficacy rate of sotalol and lengthened QTc
interval( r = 0.74, P < 0.001) . @The accident rate of side effect of sotalol was 6.7 %, no patients discontinued sotalol therapy .
CONCLUSION :Low - dose sotalol( 80 ~160mg/ d) was efficient and safe in the Chinese patients with atrial fibrillation .
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Sotalol is one of anti - arrhythmia medications which has
property of both class II and class ITT. 1" has been proven to be
efficient in managing atrial fibrillation. The ESVEM investigator“]
and James AR'*! also showd the efficacy and safety of sotalol in
treatment of cardiac arrhythmia . Harold L!*) reported that sotalol did
not improve the mortality in patients after myocardial infarction .In
thoughts of chinese patients are more sensitive to sotalol than west
patients ,especially in the elderly patients . This clinical trial is aided
to evaluated the efficacy and safety of low - dose sotalol in managing
atrial fibrillation of chinese elderly patients .

Data and method

Subjective : All the 60 patients aged > 65 years admitted from
10.97 to 5.2000 were documented atrial fibrillation with EKG or
Holter , paroxys mal atrial fibrillation happened more than once a day
and persistent atrial fibrillation lasted less than 6 months .

Exclusion criteria: (O patients with congenital or acquired
longQT syndrome ; @ patients with low blood pressure ( SBP <
100 mmHg) ; @patients with bradycardia( HR < 60) ; @patients with
SSS and 1l or III degree AVB without artificial cardiac pace maker ;

Gpatients with acute myocardiac infarction or unstable angina ; ©
patients with impaired liver and renal function ; @patients with CHF
(EF < 40 %) ; @®patients were allergic with g receptor blocker; ©
patients with diabete without being controled or severe COPD .

Total 60 patients were randomized into group A using sotalol
and group B using amiodarone ,In group A 30 patients aged 65 ~ 87
years( mean age 74 .5 £8 .3 years) ,in this group( male 23 ,female
7) , 24 patients with coronary heart disease, 3 patients with
hypertensive heart dicase ,one patient with congenital heart disease ,
one patient with isolated atrial fibrillation ,one patient with ische mick
heart disease ;In group B 30 patients aged 65 ~ 89 years( mean age
73 .8 £7 .4 years) ,in this group( male 24 ,female 6) ,22 patients
with coronary heart disease, 3 patients with hypertensive heart
disease, 3 patients with isolated atrial fibrillation, 2 patients with

Tab.1 The dosage and efficacy rate of group A and group B

ischemic heart disease . There were no significant differences in
baseline clinical characteristics between two groups .

Methods : Total 60 patients entered the randomized study .among
whieh, 30 patients received sotalol and 30 patients received
amiodarone . Patients randomized to sotalol began with 80 mg/ d ,after
first and second week ,the dosage was added 40 mg/ d for those who
had not reached the responsible criteria, patients randomized to
amiodarone began with 200mg/ d, meanwhile 100mg/ d would be
added for those who had not reached the responsible criteria until the
dosage reached 400 mg/ d . Holter monitoring was used to assess the
arthythmias . During 3 months of the treatment ,at first 3 weeks ,the
patients should be monitored by EKG and blood preasure every day ,
and be examined by DCG and UCG every week . After reaching the
criteria ,the dosage would be reduced gradually to 80 mg/ d( group A)
and 200 mg/ d( group B) ,the DCG and UCG had been takend every
month .If the maximum dosage had been used for 2 weeks and the
patients still had not reached the responsible criteria, we would
discontinued the treatment .

Confirmed criteria : (U Efficient standard was atrial fibrillation
disappeared; @ No reaching the efficient standard was the invalid
standard ; ®According the Morganroth standard we can confirm the
proarrhythmia caused by sotalol or amiodarone .

Data nalysis : All data were analyzed in Microsoft Excel , ordinal
data were reported as mean +SD, P < 0.05 was considered
significantly ,QTc = QT/ m
Results

Therapeutic effect : One patient of group B discontinued the
treatment because he appeared thyroid dysfunction, and others
finished the course all .19 patients( 63 .3 %) in group A reached to
the responsible criteria ,and 18 patients( 62 .1 %) in group B also
reached to the responsible criteria( P > 0.05) . The relationship

between the dosage and efficacy showed at Tab 1 .

Group A/ n =30

Group B/ n =29

fine Dosage/ mge d™! Efficacy n/ % Percentage of total Dosage/ mg*d ™" Efficacy n/ % Percentage of total
1% week 80 8(26.70) 4210 200 3(10.30) 16.70
2™ week 120 7(23.30) 36 .80 300 12(41 .40) 66 .70
3" week 160 4(13.30) 21 .10 400 3(10.30) 16 .70
Total 19( 63 .30) 18(62.10)

After first week treatment ,the efficacy rate of sotalol was 26 .7 % and amiodarone was 10 .3 % , P <0 .01 ;two weeks later ,the effficacy rate were 50 % and 51 .

7% ,P>0.05

The change of BP ,HR,QTc of two groups :In the group A,the
BP and HR were declined obviously at the end of first week( P <0.
01) , but the declinement had not continued during following
treatment . The QTc was prolonged after first week( P <0 .05) ,but it

had not the prolonged trend too.In the group B,the BP and HR also
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declined during the first week ,but it had no statistical signification,
two week later ,HR declined obviously( P <0 .01) ,but Bp had not
the declining trend. The QTc was pronlonged obviously after first
week( P < 0.01) and second week( P < 0.01) ,but after third

week ,this trend did not continous .
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Tab.2 The change of BP ,HR,QTc of two groups

Group A Group B
Time
SBp DBp HR QTe SBp DBp HR QTe
Before treatment 125.65 £16 .53 80.52 18 .12 78 .56 £8 .25  0.38 +0.03 126 .85 £80 81 .3410.80  8.85%82 0.38 20 .04
First week 115.20£14 2072 78.20 £7.60 71.23%£7.50°2 0.40+£0.04" " 125.80£16.95 80 .48 £3 .40 6.55 £20 0.41 £0.0372
Second week 113.40 £13.10"" 76.77 %7 .60"! 68.14 £9.10"" 0.40+0.03" " 129.45 %16 .83 89 .85 £8 .42 81.62+£6.90"" 0.42%0.047!
Third week 114.23%+13.85°1 76 .80£7.60"'  66.85+4.30"" 0.4120.03" ' 123.23%15.28 89 .40 £8 .20 0.5318.38"! 0.42%0.04"!
Compare with Before treatment: ' P<0.01 ,"2 P <0 .05
The UCG change :
Tab.3 The UCG before and after treatment
Group A Group B
Time
LA Cco LA Cco EF
Before treatment 3.85%0.86 6 .45 X1 .25 0.63 £0.07 3.76 £0 .82 6.63 X1 .32 0.64 %0 .06
Two weeks later 3.86 X0 .83 6.85%1.0 0.6210.08 3.7%0.810 6.48 £1 .28 0.63 +0.08
Three months later 3.82 %0 .68 6.5%1 .13 0.6+0.06 3.78 £0 .74 6.82 %1 .42 0.62%0.08

There were no significant differences in UCG in group A and B
at the course of treatment .

Relativity: The relativity between the efficacy rate vs the
average heart rate decreasing and the efficacy rate vs the QTc
interval prolonged . Analyse those two relativities respectively ,the first
relativity modulus in group A was r= - 0.85( P <0.00l) and in
group B was r= - 0.81 ( P<0.001) ,the second relativity modulus
in group A was r=0.74( P<0.001) and in group B was r=0.76
(P<0.001) ,the above relativities were re markable .

Side - effects :2 patients(6 .7 %) of group A were suffered from
dizzy and fatigue , the symptom was relieved after patients taking
appropriate solution ,this phenomena never happened later.In group
B,a patient discontinued treatment because of throid dysfunction six
weeks later . No torsades de points e merged in two groups .

Discussion

Atrial fibrillation is the most common lasting arrhythmia in the
elders and the occurrence is increasing with the age ,In some data of
elderly patients ,the occurrence of atrial fibrillation was 15 %[°1 It
can cause the rhythm of atrial and ventricle absonant ,and decrease
the cardiac output of left ventricle . The above phenomena is more
severe in the elderly patients[s] .

We found that the total efficacy rate of low - dosage (80 ~
160mg/ d) sotalol in the elderly patients with atrial fibrillation was
63 .3 % and that of amiodarone( 200 ~ 400 mg/ d) was 62 .1 %, P >
0.05. We also found that the efficacy rate was 26 .8 % after first
week of sotalol ,but amiodarone was 10.3 %, P <0 .05 .So we think
the efficacy rates of two groups were similar,but the effect of sotalol
got rapaidly than that of amiodarone .

Meanwhile, Tab. 2 show that Bp and HR in sotalol group
decreased rapaidly after first week ,but there were not a decreasing
trend . It tells us that we should notice the change of Bp and HR

during the first week ,and it is necessary to adjust the drug dosage if
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the patients take the anti - hypertension drugs.The results of UCG
show that the sotalol was safe in elderly patients,the main side -
effects of sotalol is similar to those of other greceptor blockers , Daniel
JM®) reported that the side - effects of sotalal was 4.3 %. Tt
appeared in early period, especially in three days early , but Torsade
de point often e merges under large dosage(320mg/ d) . We use low -
dose sotalol in treating Chinese elderly patients with atrial
fibrillation ,and found no proarrhythmia happened .

In conclusion ,low - dose sotalol( 80 ~ 160mg/ d) is effective
and safe on Chinese elderly patients with atrial fibrillation , which is
similar to amiodarone , but the effect of sotalol appeared early than
that of amiodarone . Anyway ,it is necessary to notice the change of

HR and BP in early three days .Of course ,further study is needed.
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