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Abstract : Cibenzoline succinate (Cibenzoline, CZ) may cause hypoglycemia as a side effect.
Because CZ is mainly excreted by kidney, it is contraindicated in patients who are on
hemodialysis. We experienced a case of prolonged hypoglycemia induced by CZ in a dialysis
patient. He was prescribed CZ as medication to be taken as needed for palpitations related
to atrial fibrillation attacks. Approximately 9 months later, he was brought to our hospital
by ambulance due to chest oppression and general fatigue. He developed hypoglycemic
coma on the third hospital day. The high serum concentration of immunoreactive insulin and
serum C-peptide immunoreactivity suggested enhanced insulin secretion. The toxic plasma
concentration of CZ (2,140 ng/ml) indicated that his hypoglycemic coma was induced by CZ. He
needed intravenous hypertonic glucose injection for about 20 days to prevent the recurrence
of hypoglycemia. The hypoglycemia induced by CZ may be prolonged over a few weeks in
patients with reduced renal function, including patients on hemodialysis.
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Table 1. Laboratory data on admission

CBC T-Bil 04 mg/dl
wBC 9,500 /ul BUN 254 mg/dl
RBC 372 x 104l Cr 9.4 mg/dl
Hb 12.1 g/l Na 144 mEg/l
Ht 386 % K 3.7 mEgq/l
PIt 16.5  x10%ul Cl 105 mEq/l

Ca 103 mg/di

Biochemistry CRP 0.1 mg/dl
TP 7.0 g/l BS 67 mg/dl
Alb 3.7 g/ Cibenzoline 2,140 ng/ml
AST 10 U
ALT 9 1A Endocrinology
LDH 215 U/ serum IRI 30.9 pU/ml
CK 42 1un serum CPR 27.4 ng/ml

a¥l ¥5

aVF ¥6

Fig. 1. ECG on admission revealed left axis deviation, first-
degree atrioventricular block, intraventricular conduction
disturbance (QRS 188 msec), and QT prolongation (QTc 513
msec).
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Fig. 2. ECG on the 17th hospital day revealed normal axis,
disappearance of atrioventricular block and intraventricular
conduction disturbance (QRS 97 msec), and improvement of
QT prolongation (QTc 445 msec).
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Fig. 3. Clinical course

CZ: plasma cibenzoline level (trough, 70 ~ 250 ng/ml)
S-IRI: serum immunoreactive insulin (5 ~ 10 x U/ml)
S-CPR: serum C-peptide immunoreactivity (1 ~ 3 ng/ml)



INTEY XYV VXY BIET BRINNE 7 % L - #EE B o —4F) (39)

LDERYay 7 2R TEALH2 ™. CZ OEME
G0 HR 3 r ABRIIZEABEES D L h o 2izd
L LBEBREEZRED TV o205, ARERIZIZ
IEEZE7uy 7, LENGERE QRSIEVER
QT FEE Z B Tz (Fig 1). CZ OIiriEEAET
LB REEELTEY (Fig 2, CZ @iz
LB RATH o EZON. T, ARSI
BEBEEZ LI LIERZ Ty, FEREICH 08
T L P LEERD Lo/ L L, HBICHAT
L7207 77— 7 VIRE T HBEIROZBEIIRE % 72
Dol ehd, BMMESGREOEHEITESN
7o ABERTHB X OV HENC CZ M % HIEIC#E ) &
LTHh, aorhHEERe LORSREERZHEL
TwebotEz bhd. FERIZOWTS CZ ol
HREERTICE o TR L2 ARIIRMEELE
MBI & A BERIEERIT T 2 EAR E LTl X
nNCw/iess, ABREMICIZBBEROAZL 53 CZ
FI X B EREERIC L CE S ICAEEBRYEL
RHET2ZLT, SORBEREMEZRLTNZDD
LEZLND.
KENZBWT CZ FTEMARETIE R CEAEL L
TRFENTWzZedbdHoT, HEBEIIBNT
CZEMELTVD I L~ORBIHHICRY, ERE
ORAREFERICBBTE T AP o2EEZ N
5. T2, HERETERE BV OIMERETER T
BEIS A, FHAEO LD IZHFZ ST v Ak,
FHZ BT HHRIEE ZT T BIEFDS . AT
B & b R URBE ik ORI R RN A & R
HTHIET, BREOFERPRGHRORRL HE
PO VEMERRBRZFRCEBTLZ TN
B AEICBWTH ABEOBETE ) EMICHZT 5
ZLTCZEBBEICEHAL W/ 2L 2EL, CZ
M EEONER M EDO EMWELTI R ET S
& T, RIMEEEEORREZ FHTE-THREDLH-
e EZ 5.

L B

AL LTGS2 CZI2X Y, IRIDKHE &%
iE L 7RG 2 REBR L7z, MERREN BE 2B v Cid i
PEREDEIE S 5 W RetE)d 0, EHELREBSREEET
5.

D

2)

4)

5

Nbg

7)

X R

BH B -BR AT e ERAE - ANLE S - NE T -
BAREZ - TOREE - AN - BEMME - KAF
B - k- SHNTFEE - NI R ans By
Ny v BEREOHR S X 2 58 L E
IERIR. LEK. 26(5) : 710-719, 2006.

FRtRER] - PEAT - BN - IS - AR
BER - B 4 - WM - REIEZ - HFEF -
RHEZ © FEEED L ORI G EMBNN 3 5
YRYVY VREOHER G X 5 3BTRS
ZBIT A MG BRI 29(1) © 5057, 2009.
Komatsu, T., Sato, Y., Tachibana, H, Nakamura,
M., Horiuchi, D. and Okumura, K. : Randomized
crossover study of the long-term effects of
pilsicainide and cibenzoline in preventing
recurrence of symptomatic paroxysmal
atrial fibrillation: influence of the duration of
arrhythmia before therapy. Circ J. 70(6): 667-672,
2006.

Horie, M., Hayashi, S., Yuzuki, Y. and Sasayama,
S. : Comparative studies of ATP sensitive
potassium channels in heart and pancreatic
beta cells using Vaughan-Williams class Ia
antiarrhythmics. Cardiovasc Res. 26(11): 1087-
1094, 1992.

Sakuta, H.,, Okamoto, K. and Watanabe, Y. :
Antiarrhythmic drugs, clofilium and cibenzoline
are potent inhibitors of glibenclamide-
sensitive K+ currents in Xenopus oocytes. Br ]
Pharmacol. 109(3): 866-872, 1993.

Horie, M., Ishida-Takahashi, A., Ai, T.,
Nishimoto, T., Tsuura, Y., Ishida, H, Seino, Y.
and Sasayama, S. : Insulin secretion and its
modulation by antiarrhythmic and sulfonylurea
drugs. Cardiovasc Res. 34(1): 69-72, 1997.

Mukai, E., Ishida, H., Kato, S., Tsuura, Y.,
Fujimoto, S., Ishida-Takahashi, A., Horie, M.,
Tsuda, K. and Seino, Y. : Metabolic inhibition
impairs ATP-sensitive K+ channel block by
sulfonylurea in pancreatic beta-cells. Am J
Physiol. 274(1 Pt 1): E38-E44, 1998.



(40)

8)

9)

10)

11)

12)

13

=

14)

B R 2

BIRREST - mATETF - /MUK - EAESE - 11
AT - Rk A anZBIY R V) VICE B
R pERE > 141, HANEFEE 93(10) : 2197-2200,
2004.

A EHEF - WE B B - PRI SUREENR
I X AR EIERIESZ 2 b= 1. Fv
E VLR, 551199203, 2007.

EAMT - FNEZ - BT - E3EH - R
KE - RESCA - EHARLTF - JIRET - A 5 -
AARERE - MRIETF : aNIBRI RV Y VT
DARIMAE & SR L2 mE o 1 6. HERF. 5109) ¢
777-781, 2008.

LEPRIAT - AROE R - RHEM - BN R - Booi
Z - /NHD W B - FHFCHE - SaLaR - SR
YRV EEBREICBITAMER YRV
VIREE L RER I O BIRR. WSS 26(3)
304-308, 2000.

NEHS - H R - REFE - &5 RI - i
% BREWIL - PR W - REBFE - ans iy
NV YR X B RIERE O 1 6. $REERR.
58(10) : 2192-2195, 2009.

Canal M., Flouvat B., Aubert P., Guedon, J.,
Prinseau, J and Baglin, A. : Pharmacokinetics of
cibenzoline in patients with renal impairment. J
Clin Pharmacol. 25(3): 197-203, 1985.

Aronoff, G., Brier, M,, Mayer, M. L., Barbalas,
M., Aogaichi, K., Sloan, R., Brazzell, R. and
Massarella, J. : Bioavailability and kinetics
of cibenzoline in patients with normal and
impaired renal function. J clin pharmacol. 31(1):
3844, 1991.

15) Honda, T., Soejima, H. and Honda, T.: Long-term

16)

17)

low-dose cibenzoline in patients with chronic
renal failure undergoing hemodialysis. Jpn Circ J.
64(1): 72-75, 2000.

KBEBA - EF—% - ERIE— - BBEE - R
BT ansBy~yy) YHEIC L) BEERK
MAEAEBE L =BT EE O 1. BREEEEE
24(11) : 941-946, 2013.

NES— - BN EGE - JF R - JeHE3EE - Bk
BFE— - BER— BB THRER O
BEHEICAELLEE YRV vhEO 1EF.

o 8%
#MFZE. 16 : 335-338, 2003.
18) MR 4% - BEIIKHS - AFRRIET - HUHIELR - W

HHZ - HEFEX - WAk - ERh— 9y
By Ry B BRREO—ER. HEPEE
22(1) : 51-52, 2015.



	09_ページ_1
	09_ページ_2
	09_ページ_3
	09_ページ_4
	09_ページ_5
	09_ページ_6
	バインダー
	10_ページ_1
	10_ページ_2
	10_ページ_3

	バインダー
	10_ページ_3


