Evidence for the Usefulness of Unbound Plasma
Concentration of Disopyramide in Individual
Anti-Arrhythmic Therapy

BEE:jpn

HhRE
~FH:2017-10-05
F—7— K (Ja):
*—7— K (En):
YER

A—=ILT7 KL R:
Firi&:

http://hdl.handle.net/2297/6725




BEFRZEIZ  Jpn J Clin Pharmacol Ther 34(1) Jan 2003 1

R ED DR EHIEE ST
Disopyramide JEEEHIE DF H 4

KN B 7 OB L E £ W OB ®E E® T ME 7

B e H B OF — M) oA - B K Hm —
(Zf+: 20024 4 A 26 H)

Evidence for the Usefulness of Unbound Plasma Concentration of
Disopyramide in Individual Anti-Arrhythmic Therapy

Hiroko OHKAWA*! Mao WATANABE*' Yoshimasa SAITO*?
Hisako UCHIWA*! Susumu FUJII** Hidekazu INO**
Koichi YOKOGAWA*! and Ken-ichi MIYAMOTO*!

*1 Department of Hospital Pharmacy, School of Medicine, Kanazawa University
13-1 Takara-machi, Kanazawa, 920-8641, Japan
*2 Kanazawa Medical University Hospital
*3 Division of Cardiology Surgery, Yokohama Kyosai Sakae Hospital
*¢ Division of Cardiovascular Medicine, Graduate School of Medical Science, Kanazawa University

The unbound concentration of disopyramide (DP) in plasma was studied to determine whether or not
it is a useful index to assess the effectiveness of DP in anti-arrhythmic therapy. In 20 arrhythmic patients
administered DP (Rythmodan®, 100-600 mg/day), there was no correlation between the dose and total or
unbound plasma concentration of DP. The values of unbound fraction (fp) of DP in plasma widely varied
from 0.25 to 0.57. The fp values were not correlated with the albumin concentration in plasma, but did
correlate with the concentration of a;-acid glycoprotein. We further examined the relationship between the
total or unbound plasma concentrations of DP and it’s effectiveness in 16 of the 20 patients (4 patients had
side effects). There was significant difference in the plasma concentrations of DP between the effective
group and the ineffective group. However, as the range of the concentration for the two groups overlapped
in 75%, the total concentration cannot be used to define the effectiveness. On the other hand, the unbound
concentration of DP was greater than 0.8 ug/mL in the effective group, whereas it was lower than 0.8 xg/
mL in the ineffective group. There was no correlation between the unbound concentration of mono-N-
dealkyldisopyramide (MND) and the effectiveness. The range of the unbound plasma concentration of
MND was 0.1-1.0 zg/mL, and no patient developed side effects such as tachycardia or constipation due to
the anticholinergic effect. In conclusion, an unbound concentration of DP in plasma of over 0.8 ug/mL can
be used as an index of the effectiveness of anti-arrhythmic therapy in therapeutic drug monitoring.

Key words : disopyramide, mono-N-dealkyldisopyramide, a;-acid glycoprotein, arrhythmias,
therapeutic drug monitoring
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Table Patient Demographics

No. Sex Age Dose/day (mg) Arrhythmia Complications Judgement of effect
1 M 60 150 Paf, SSS (PMI for SSS) DCM, ASO iv
2 M 42 600 Paf MS il
3 F 60 200 AF HCM iv
4 M 79 300 VPC, Paf AP i
5 F 50 300 Paf — il
6 M 63 300 WPW, PSVT, Paf — ii
7 F 63 300 SVPC AP i
8 M 74 300 Paf — ii
9 M 55 450 Paf — iii
10 F 63 300 Paf HCM i
11 M 64 300 Paf — iii
12 F 78 300 VPC, PAC, AV-block OMI iv
13 M 74 300 Paf, VPC, PAC AP il
14 F 66 200 PSVT thyrocele ii
15 M 64 300 WPW, PSVT, Paf — ii
16 F 51 300 Paf thyrocele il
17 F 64 300 SVPC AP i
18 F 76 200 Paf VSA ii
19 F 50 300 Paf, AF (catheter ablation) MS, MR i
20 F 78 300 VPC, PAC, AV-block OMI iv

Paf : paroxysmal atrial fibrillation, SSS : sick sinus syndrome, PMI : pacemaker implantation, AF : atrial flutter, VPC :

ventricular premature concentration, WPW : Wolff-Parkinson-White syndrome, PSVT : paroxysmal supraventricular
tachycardia, SVPC : supraventricular premature contraction, PAC : premature atrial contraction, DCM : dilated car-
diomyopathy, ASO : arteriosclerosis obliterans, MS : mitral stenosis, HCM : hypertrophic cardiomyopathy, AP : angina
pectoris, MR : mitral regurgitation, OMI : old myocardial infarction

Judgement of effect
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i : pronocenced effective effect, ii : effective effect, iii : non-effective effect, iv : side effect
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Relationship between the dose and the total (a) or unbound plasma concentration
(b) of DP in 20 arrhythmic patients
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Fig.2 Relationship between the unbound fraction of DP and the plasma concentration
of albumin (a) or the AAG (b) in 20 arrhythmic patients
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Fig.3 Total (a) and unbound (b) concentrations of DP in plasma for the effective

and ineffective groups

(+) : the effective group, (—) : the ineffective group, NS : not significant
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Fig.4 Total (a) and unbound (b) concentrations of MND in plasma for the

effective and ineffective groups

(+) : the effective group, (—) : the ineffective group
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2RI o 708, M AAGBE & ORICEES »
ZEOHEERR LD & h iz (Fig. 2). L DRI,
DPOIMEHEEIZREE LD b BEMML QMg
AAGBERI>THXRENTWBE I LEFRELTWL
5,

Xz, DP OMBEHFREE B X OEAEKSTBE
EERRSIR £ ORARIC DO W TR L (Fig. 3). B%
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