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Abstract

The Keio Interhospital Cardiology Study] KICSLGroup

Objectives. The clinical implications of autoantibodies] AbsOwere investigated as upstream indicators of
paroxysmal atrial fibrillation in patients with congestive heart failure.
Methods. Circulating Abs against myosihl M-Abs[detected by immunofluorescence, Abs against beta 1-

adrenergic receptors] Beta 1-Absldetected by enzyme-linked immunosorbent assay] ELISAL] and Abs
against Na-K-ATPaskl NKA-Abs[detected by ELISA were screened in 95 congestive heart failure patients
withJ 45% left ventricular ejection fractiohl coronary artery disease, n[J 48; dilated cardiomyopathy,
nl[] 47Chnd 48 age-matched control patients with hypertension. No patient received antiarrhythmic thera-
py. All patients were enrolled with angiotensin converting enzyme inhibitors in the chronic stable state.
Relationship of the presence of paroxysmal atrial fibrillation to other clinical variables were assessed by
48-hour Holter monitoring.

Results. No control patient had Abs. However, M-Abs, Beta 1-Abs, and NKA-Abs were detected in
22%, 26% and 16% of patients with congestive heart failurt] coronary artery disease; 8%, 10%, and 4%,
dilated cardiomyopathy; 36%, 43%, and 28%, respectivelyll Paroxysmal atrial fibrillation was more fre-
quent in patients with dilated cardiomyopathy than in those with coronary artery disease! 47% vs 15%, p [l
0.010 Multivariate analysis suggested that NKA-Abs was an independent risk factor for the occurrence of
paroxysmal atrial fibrillatioh] p ] 0.010] although there were no differences in other clinical factors: age,
sex, New York Heart Association functional class, concomitant medication, left ventricular ejection frac-
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tion, left atrial diameter, severity of mitral regurgitation, serum potassium, plasma norepinephrine, and atri-

al natriuretic peptide concentration.

Conclusions. Autoantibodies against sarcolemmal Na-K-ATPase were closely related to the occurrence
of paroxysmal atrial fibrillation in patients with congestive heart failure, so an autoimmune process may be

an upstream factor in atrial fibrillation.
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Table 100 Characteristics of patients

Hypertension DCM CAD
0 n0 480 00 470 0 n0980
Agél yr[ 57+ 14 57+ 15 58+ 13
Sek] male/female[] 40/8 39/8 39/9
NYHA functional clas&] O /0/0000 48/0/0 13/17/17 14/19/15
Left ventricular ejection fractiohl %[ 57+ 7 26+ 9 26+ 8
Left atrial diametet] mm[] 30+ 5 39+ 7 38+ 5
Severity of mitral regurgitaioil 0/1/20 48/0/0 12/22/13 14/24/10
Plasma potassiurh] mEq//[] 4.1+ 0.3 4.2+ 0.5 4.1+ 0.3
Plasma norepinephrinél pg/m/] Not determined 421+ 285 387+ 283
Plasma atrial natriuretic peptidel pg/milJ Not determined 85+ 75 71+ 68
Concomitant medications
Digitalis glycosides 0 150 Bl 60
Diuretics 200 420 30 640 261 540
Beta-blockers 17 350 201 430 201 460
Inotropic agents 0 490 Bl 60
Nitrates 040 490 & 130
Antiplatelet agents 0 10 230 161 3300
Anticoagulants 0 121 2600 91 190
Paroxysmal atrial fibrillation 0 200 4717 o 150
Continuous values are meant SDIO O [0 %. “p00.01 vs CAD.

DCML dilated cardiomyopathy ; CADO coronary artery disease ; NYHAL New York Heart Association.
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Dilated cardiomyopathy Coronary artery disease

Fig. 1 Presence of anti-myocardial autoantibodies in
patients with chronic heart failure
FITCO autoantibodies measured by standard indirect
immunofluorescence method; ARs[] adrenergic recep-
tor autoantibodies.
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Table 20J Clinical profiles with and without paroxysmal atrial fibrillation in patients with chronic

heart failure

PAE OO PAE OO
0 0290 0 n0O 660
Agel yr[] 58+ 13 57+ 16
Sekl male/femalel] 24/5 54/12
Etiologly] DCM/CADU 22/7" 25/41
NYHA functional clask] O /0 /0000 8/13/11 19/23/21
Left ventricular ejection fractiohl %[ 26+ 8 25+ 9
Left atrial diametet] mm0O 38+ 6 38+ 7
Severity of mitral regurgitationl 0/1/200 7/16/8 19/30/15
Plasma potassiurh] mEq//0 4.2+ 0.4 4.2+ 0.5
Plasma norepinephriné] pg/m/[] 543+ 337" 341+ 237
Plasma atrial natriuretic peptide! pg/mi/J 103+ 82 60+ 58
Concomitant medications
Digitalis glycosides 4] 140 & ot
Diuretics 181 6200 381580
Beta-blockers 10 380 30470
Inotropic agents o170 5180
Nitrates Bl 100 o110
Antiplatelet agents 11 340 17 260
Anticoagulants 81280 18] 2000

Continuous values are meant SDO 0 0O %. “p 0.01 vs PAEI 0 O
PAF[ paroxysmal atrial fibrillation. Other abbreviations as in Table 1.
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| O Anti betal-ARs

30 B Anti Na-K-ATPase
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o
]

Antil myocardial autoantibodies

>
r

Paroxysmal atrial fibrillation (+) Paroxysmal atrial fibrillation (-)

Fig. 2 Presence of anti-myocardial autoantibodies in
patients with and without paroxysmal atrial fib-
rillation
Abbreviations as in Fig. 1.
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