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Objectives. The efficacy of cibenzoline was assessed in the termination and long-term prevention of
paroxysmal atrial fibrillation in relation to the time of onset in a series of patients with paroxysmal atria

fibrillation.

Methods. Study of the termination included 92 patientS 63 males, 29 females, mean age 64+ 12 years[]

and study of long-term prevention included 106 patients 77 males, 29 females, mean age 64+ 11 years;
mean follow-up 32.7+ 18.8 months[] Paroxysmal atria fibrillation was classified into 3 types based on the
time of onset: day typel AM 7: 000 PM 5: 000] night typel PM 5: 000 AM 7: 00Cand mixed typgl any-
timeld] Successful termination was defined as pharmacologica cardioversion within 30 min of the intra-
venous administration of 70mg cibenzoline and efficacy of long-term prevention was presented as the
event-free ratio of patients after oral administration of 300mg/day cibenzoline.

Results. Successful pharmacological termination was achieved in 66.7% of the day type n 240]
70.0% of the night typel n0O 480 and 41.6% of the mixed typel nO 2001 There was a significantly higher
success in the day typel pd 0.050 and tendency to success in the night typel pO 0.079tompared to the
mixed type. The event-free ratios at 1, 3, 6, 12, 24 months after oral administration were 84.6%, 76.9%,
73.1%, 65.4%, 61.5% in the day typel n00 260] 92.0%, 80.0%, 80.0%, 72.0%, 60.0% in the night typel n
2500 and 81.8%, 61.8%, 47.3%, 30.9%, 23.6% in the mixed typEl n 550] respectively. Significantly high-
er success was achieved at 24 months in the day type and the night type compared to the mixed type pO
0.0500

Conculsions. Termination and long-term prevention of paroxysmal atrial fibrillation by cibenzoline has
ahigh degree of efficacy in patients with both day and night onset of paroxysmal atrial fibrillation.

J Cardiol 2001; 37 21 750 82

Key Words
= Atrial fibrillationl par oxysmal(l = Drug therap¥ cibenzoline[
= Circadian rhythm = Prevention

00000000 0000:002100015 00000000000 13;"0000000 0000000
Division of Cardiology, Department of Internal Medicine, Iwate Prefectural Iwai Hospital, Iwate; “ The Second Department of Internal

Medicine, Hirosaki University School of Medicine, Aomori

Address for correspondence: KOMATSU T, MD, Division of Cardiology, Department of Internal Medicine, Iwate Prefectural Iwai

Hospital, Maeda 13, Y amanome, Ichinoseki, lwate 0210 0015

Manuscript received September 18, 2000; revised November 1 and December 12, 2000; accepted December 13, 2000

75



76 gboooooo oo

ogogogao

000000 Mooo0O0*ooooo*™oon
gogbooooboobouoooboobooboboon
go0o0obO0obOOobooOoOobOoboooboz200000
gogbooooboobooobobooboobobooo
00“0000000000000000000000
O00YamashitaO* O O OO0O0DO0O0O0OOOODOOO
goboooobooboobbooboobboob
gobooooobgoo

goboobobooboobobooboobooon
goboooobooboobbooboobboobob
gobooobooboobbooboobboon
gooboobobobooooooboobobobo
gooboobobobooooooboobobobo
gooboobobobooooooboobobobo
gbooboboboboooooooboobobobo
000000o0oo0ooOooooooooosg

gbobooooooboobobobooooog
gooboboboboooooboobobobobo
gooboboboboooooboobobobobo
gooooooo

goooo

1noooo

gbobooooooboboboboboooog
gboboboboboooooboobobobobo
gbobiwLryogbooesunooospuuoooo
64+ 120 L UO0DOO0O0ODLOO0OOOXODOOOO
godbooooboobuoobobooboobobooo
goooobobOooo0O0oOoogo20o0bo00O0
20000000471+ 1046000 00000O0OO
RMobDe3DIOOD20 0000064+ 120 [
goo@mooobooboobobobobobooooo
goboboboooboboouooboouoboboboosod
goboogoobooboobbooboobbonn
nogooobgeibdobooboboobobogo
goooo4s000106000 7700002900
gdobe4z 1100000 bDbbO0OOOo0oOon
goobobobobooooobobooobobooooo
goXoooooooooobobobobooooo
gooboboboboooobooboobobobo

gooo0o0oO0o0oooooooooooooooog
gooo0o0oO0o0oooooooooooooooog
domooobmodoo@mooooomooo
oo oooomooobmoooood
000000000000 0dobodonndddNew
York Heart Association0 0 0 000000 mood
gobodmoobooobboooboooooo
Joddmoboboooooooooooooooo
oo oooooooooon
BOOooooooooooooooooooooo
oo ooooobobobooboboon
oo ooooooboboobooboon
dddduoououoooooad

200000

10o0o0o00ooboo0ooboooooon

gboooobooboooi1200000000000
cOooooooO0oobOOooO0oobOooboO 7omgOd 5%
cobOoooooocoboocobooOooboOooobooson
coooooooOoocooboocooboobocooboooo
coooOoooo3bobooooooooooooo
cboooodooooboo3obbooooobooboo
cboooodooosuoobooboboooooboooboo
coooooooooobocooboboooboooo
cooooboooboooboobooob48b000000
oobooo4000000000000O00000
gooooooooobobgooooooboobgo
ooooOO0oo0o0oboOoDb4800000000000O
ooooooooooobooooboooboooo
4800000000000 DOO0OO300O000bO0O0
4000000000000000000000™
2000000000000D0O000

gooooooooooooooonoogsoo
mg/day0 0 000204000000012200000
ooooooooooobooooboboooboooo
ocboooOoooboboobboooboooooooo
coooooooocoobooobooboooboooo
coooooooocoobooobooboooboooo
cbooooo0ooNaODOOOOOOOOOOOOOO
oO0oooobOoooOO0ooboboOooDbO0O1993d 6
ooi1eo0s00b00Ooboooobooooooooon
ooo0o0327+ 1880000000

J Cardiol 2001; 37: 75—-82



gooooboobbbooooobooooooooon
gboooooooboboboboboooooogo
gr7o0b000sg0boboboooobboooson
gogooboyoooopobobooooobooooboo
0000030 00bOobooobobooboooobogoo
O0Db0o0oo0oo0ooooooooooooon 2se0
gobooboboobobuoobbooobooboboon
oooooobz27+x o4 1040 0O0O0O0DOOO
goboobooobuooboboooboobboon
goooboboboobooobobobuoboegbogon
goboobooobdooboboooboobboon
gobooobooobooboobooboonb
1I60mmHgO OO OO0O0O00O9%mmHGO OO OO0

gooobd+x00bOoobooobosobooog
gboooooooboobobobobooobooogo
OO0DO0O00O0O0OCODOO0OO0C0OdBonferronid OO
200000000D00OD0O00C0OD00O00O Fisher
000000x?000000p0Oo000000000
oo

goooo

100o00oo0o0ooogo

goobbooobobbogooobboooe20bbgd
gboo3mM3as@oooooooooobgogn
le00D00O00OSO000bOO0o0oDbOsSg0onooooo
400000000010 0D00DO0O0DODO1?
(012.0%0 0000000000000 04000
gbob3gbuobobgob20b000100001
googoono

Ooo00ooooO0o0obooDb0ooooDbOonoD 106
oobooooogos3ema2s3wmoooooooon
ooobO01vygooooOoosoooooooosgn
oboooDbO0o3goXoooi1iobooooooo1
cobobOobobobooiomedsnnooooon
coboooooos3poooooospoooooon
20000100000 i1gboboo

200000
cooooooou0b0uobobob2a000000
000000480 000000000C00C0OOC
O0O000O0TablelODOOOOOOOOODOOO
coobooooobooooooooobOboooboooon

J Cardiol 2001; 37: 75—-82

gboooooooooobooDo 77

000000000000000000000000
000000000000000000000000
000000000000000000000000
000000000000000000000000
000 pO 0.050
00000000000 Fig 1000000000
0002400 160066.7%00 000 200 0 140

070.0% 10004800 200041.6% 0000000

dooobo0oobooobDoobO0ompOoosmon
goboobobobobooboboobbpb
0.0791[17

ooooog

gbooobO0o0oeobOobobooboz2e000OOn
g200000050000,000000000¢0
OO0000C0Table200000000000C0O00
oobooocooboooboooooooooooooon
gobooooooooooocoOobooooobooboooon
oobooooooooooocoOoobooOooobocOooon
goboooooooooocoOobooooobobocoon
ooooooooboooocOoOoOoOooooogpO
oostIOOOOOOboOONaDOOOOOCOODOO
gobooooooooooocoOoooOooooOooon

0 pO 0.05

O0000D0O000O0O00D0O00FRg 20000
gbobi1b3oeb12024000 0000000000
00000000 84.6%0 76.9%0 73.1%0 65.4%0
61.5%0 0O 0 0O 0O 92.0%0 80.0%0 80.0%0 72.0%0
60.0%0 0O 00O 0O 81.8%0 61.8%0 47.3%0 30.9%0
2360p00000000240000000000000
gooobbbboooooooobobobbooompb
0.05[1

000000000000D0000DOb000DO

coobooocooboo200b0obocooboonon
goboobooeides3wIOOnOOoooooon
ooboooooomomoooooooobooooon
11/16068.8% M 0 00 MO0 MM OO0OOOODOOO
OO004/8M50.0MO 0000000000000
0000000000000 9140643%M 000
OO0MOoO0o0OO000000000 4/600 66.6%C0
ooboooooooo@moOooooooboooon



78 gboooooo oo

Table 10 Clinical characteristics of patientsin the termination study

Day type

Night type

Mixed type

0 n0 240 0 n0 200 0 n0 480 O pvalue

Agél yrQ 67.5+ 9.5 60.9+ 15.2 64.9+ 9.8 NS
Male: femae 19: 5 11: 9 33:15 NS
Body weight] kg 58.4+ 8.8 57.9+ 86 60.0+ 9.4 NS
Smoking 81 33.30 30.00 161 33.30 NS
Hypertension 14 58.30 4 20.00 28 47.90 0 0.05”
Diabetes mellitus 812,50 @ 20.00 100 20.80 NS
Hyperlipidemia 0 4.20 0 5.00 10.40 NS
Hyperuricemia 0 420 g 15.00 g 6.30 NS
Alcohal 10 41.70 81 45.00 26] 54.200 NS
Heart disease 100 41.70 25.00 161 33.30 NS
Pulmonary disease g 12.50 0 5.00 14.600 NS
Thromboembolism O 20.80 21 10.00 10 22.90 NS
Duratiofl hrO 42.8+ 102.3 47.2+ 101.9 51.2+ 109.2 NS
Suffering period months( 135+ 27.2 36.8+ 108 22.5+ 35.6 NS
Chronic Af 0 4.20 0 5.00 10.40 NS
LvDd mmO 453+ 6.4 44.4+ 5.6 45.6+ 4.6 NS
LADI mmO 32.4+ 57 32.0+ 5.8 346t 7.1 NS
LVEE %O 70.4+ 10.8 70.5+ 8.9 68.0+ 11.1 NS
HANP during SNR pg/ml0  34.3+ 18.8 32.1+ 31.7 54.7+ 47.0 0 0.057°"

Continuous values are meant SD.O [0 [0 %.

“Night type vs Day type, Mixed type. ““ Mixed type vs Day type, Night type.

AfO atrial fibrillation ; LVDdO left ventricular diastolic dimension; LADO left atrial dimension; LVEFO left
ventricular gjection fraction; HANPO human atrial natriuretic peptide; SNRO sinus nodal rhythm.

Day type Night type Mixed type

16/24 cases
(66.7%) 7|

20/48 cases
(41.6%)

14/20 cases
(70.0%)

L Il ;|
NS P=0.0791
Day type vs Night type Night type vs Mixed typeJ

P=0.0382
Day type vs Mixed type

Fig. 1 Success rate of intravenous cibenzoline treat-
ment for termination of atrial fibrillation
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Table 20 Clinical characteristics of patientsin the prevention study

Day type

Night type

Mixed type

0 nO 260 0 nO 250 0 nO 550 O pvaue
Observed periods] monthsll ~ 29.4+ 26.6 329+ 224 35.8+ 24.6 NS
Agal yr0) 66.9+ 10.1 585+ 14.9 65.1+ 9.6 0 0.05"
Body weigh%]ng 59.1+ 9.3 57.9+ 9.0 60.0+ 9.8 NS
Male: female 18: 8 17: 8 42: 13 NS
Smoking 8 30.80 8 36.00 20 36.40 NS
Hypertension 1681 57.700 8112.00 21 49.10 0 0.05”
Diabetes mellitus @ 15.40 24.00 101 18.20 NS
Hyperlipidemia 0 3.80 8.00 4 7.30 NS
Hyperuricemia 0 380 8112.00 a 7.30 NS
Alcohol a1 34.60 101 40.000 34 61.80 NS
Heart disease g 34.60 81 20.00 161 29.100 NS
Pulmonary disease 81150 0 12.70 NS
Thromboembolism 23.10 8 12.00 2 16.40 NS
Suffering periodl monthsO 15.8+ 27.2 22.7+ 42.0 31.9+ 75.9 NS
LvDd mmO 45.4+ 6.0 44,9+ 5.9 45,7+ 4.7 NS
LADI mmO 324+ 5.9 32.3t 55 33.1t 6.8 NS
LVEE %0 70.6+ 10.6 70.3+ 84 69.9+ 10.1 NS
HANP during SNRI pg/ml0d0  33.2+ 19.1 25.7+ 25.2 53.1+ 50.5 0 0.05°°°

Continuous valuesare mean+ SD.00 0 [0 %.
“Night type vs Day type, Mixed type. “" Mixed type vs Day type, Night type.
Abbreviationsasin Table 1.

:Day type (n=26)
----- : Night type ( n=25)
—-— : Mixed type( n =55)

2 od 1 T .
S ] )
a
®
)
t .
T
-
c
2 T T/
: R
20~ At 24 months
10 4 P=0.0338 Day type vs Mixed type
0 —— P=0.0074 Night type vs Mixed type \\
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Months of follow-up

Fig.2 Prevention of atrial
fibrillation showing
event-free rates of oral
cibenzoline treatment
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