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Clinical Effects of Propafenone and Disopyramide on Ventricular
Premature Complexes : Double-Blind, Placebo-Controlled,
Randomized Cross-Over Study

Byung Ok Kim, M.D., Myung Gi Hong, M.D,, Yang Soo Jang, M.D.,
Won Heum Shim, M.D,, Seung Yun Cho, M.D., Sung Soon Kim, M.D.

Cardiology Division, Yonsei Cardiovascular Center, Seoul, Korea

Background - Propafenone is a new class Ic antiarrhythmic compound. This study was perfor-
med to evaluate the clinical efficacy and safety of propafenone by dougle-blind, placebo-contro-
lled, randomized corss-over comparison of propafenone and disopyramide in patients with
stable ventricular ectopy.

Methods . All atients were included in the study if they had an average of at least 30 PVC/hr
on a 24-hour Holter recordings. During the 1st 7 days, two placebo tablets(identical in appera-
nce to the propafenone and the disopyramide tablets) were administered in a double-blind
manner(run-in period). Then, Ist treatment period lasting 1 week with one verum and the
other plaebo, wash-out period of 3 day, 2nd treatment period lasting 1 week with cross-over
drugs were followed.

Results : Twenty patients were enrolled. During the run-in period, VPCs were reduced 18%,
compared to the baseline data before the administration of placebo. During the treatment
period. propafenone 600mg/day reduced VPCs by 43% and disopyramide 400mg/day reduced
VPCs by —10%. Propafenone was effective(80% or greater reduction of VPCs) in 7 of 20
patients. Disopyramide was not effective in all patients. Propafenone and disopyramide produced
no significant change of paired VPCs and VT events. Propafenone had no effect on heart
rate. It increase the PR interval(79% ; p<{0.01) and QRS interval(52% ; p<{0.01). The drug
did not change QTc interval(—1.1%) significantly.

There were no cardiovascular side effects. Propafenone produced nausea in one patient.
Disopyamide produced dysuria in 2 patients.

Conclusion : Propafenone was more effective in controlling VPC than disopyramide, and



there was no major limiting side effects.

KEY WORDS : Propafenone - Disopyramide * Ventricular premature complexes.
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Fig. 1. Double-blind, placebo-controlled, randomized cross-over study design for the eveluation of propafenone

and disopyramide(flow-sheet).

PROPA = Propafenone, DISO=Disopvramide, V=Verum, P=Placebo * =Randomization.
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2. Disopramide o Z3}

Disopramide& Z%f0. 2 T g X7 7|7t §9H
2471 AHE 7188 vl2 A 7|7k (run-in period

VPCs(mean/hour)
1000 910 920
. NS. NS. — p<<0.01
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400 ....................
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Placebo therapy

Disopyramide tx

Propafenone tx

(N=16) (N=20) (N=20)
Bl Bascline N\ Drug
Average of percent
suppressions 18% —-10% 43%

Fig. 2. VPCs profile of patients before and after drug administration.

Table 1. Response for drug treatment

Placebo(n=16)

Disopyramide(n=20) Propafenone(n=20)

Good Response( % ) 2(12.5%)
Partial Response( % ) 4(25%)
No Response( %) 8(50%)
Deteriorated Patents

>80% increase of VPC 2

marked icrease of VT 0

Marked inc. of couplet 0

2(12.5%)

0(15%) 7(35%)
3(15%) 2(10%)
14(70%) 8(40%)
2 ]
1 ]
0 1
3(15%) 3(15%)

Good respones=more thean 80% reduction of total VPC

Partial response=>50~80% reduction of total VPC
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Table 2. Paired VPCs profile(meant SD) before and
after drug administration

Placebo Disopyramide Propafenone

(n=11) (n=18) (n=18)
Ventricular
Couplests/hr
Baseline 50+ 95 15+ 26 41186
Drug 10+ 24 25+ 42 371 59

Table 3. The VT events profile(mean+ SD) before
and after drug administraton

Placebo Disopyramide Propafenone

(n=4) (n=5) (n=5)
VT events/24hr
Baseline 27+ 35 22+ 35 391 65
Drug 34t 68 188+ 400 250+ 525

= wash-out period)9] ${|FFojol nlW3le,
VPCE A7t RI=7E H 681+ 4999 A 691+ 499
2 Wgsle {3 #olrt glAtH(p-value 0.8).
Zt 73R VPCe] ZAE-S H —10% o] A tH(Fig.
2). Good response® WEMH AMHE QI 50%
o]4 80 ul¥t VPC7} 243t parual responseE U}
Ebd A 31 (15%) 01 ATk VPC] 80% F7HE
el A$es 29(12%) oAz olF9 1He
STETTY FATE At Ao FoFE G
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HH o propafenone® PR 7tZ 3} QRS 1HA-&
EAHcE o3t AFEAdeH PR A E 154
+ 28msesol| A 165+ 27mses2 HF 7.9% (P<0.01)
Z7MA1 A 29, QRS HAL 96+ 12msesol| A 100+
13mses2 W 52% (p<0.01) F7HAATLE QTc
7+Ae 299l wWalvt fllar, Wuko] Zolx
TAE A FAHTable 4).
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Table 4. Effects of drugs on heart rate and electrocardiographic intervals in patients with ventricular ectopic

beats
Disopyramide(n=20) P-value Propafenone(n=20) P-value
PR Interval(msec)
Baseline 157+ 19 154+ 28 AN
Drug 155+ 21 NS 165+ 27 / 0.009
% increment 0.7% 7.9%
QRS Interval(msec)
Baseline 98+ 20 96+ 12 AN
Drug 155+ 21 NS 165+ 27 /S 0.008
% increment 2.4% 52%
QT Interval(msec)
Baseline 439+ 36 455+ 37
Durg 4471 36 NS 448+ 32 NS
% increment 22% —-1.1%
Heart rate/(min)
753+7.1 775+ 6.7
76.8%+ 7.7 NS 78.3+ 8.0 NS

Table 5. Difference of effects on electrocardiographic intervals between responders and non-responders to

propafenone
Responders(n=9) Non-rsponders(n=10) P-value

PR Interval(msec)

Baseline 146X 26 160+ 29

Drug 160+ 24 168+ 30

% increment 10.7£ 15.0 551 10.0 0.38
QRS Interval(msec)

Baseline 98+ 12 93+ 12

Drug 101+ 13 99+ 13

% increment 3.1+ 54 6.9+ 8.3 0.24

Responders=more than 50% reduction of total VPCs

2 M2 EAHCE §2% ole oAt (p=0.
24)(Table 5).
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