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# 1 Mexiletine #5 &5l Pharmacokinetic Parameters

& 5 & |EAK (Egl/?r)l(l) ’I‘(r}?ra\)x (/zg?n[{‘(‘:hr) ’I(‘}ll/lz"sz I(‘kllllf
1.5~2.5mg/kg 2 0.30+0.01| 4.1+0.5 5.8+0.5 1.0+0.1 |11.1%£2.1
3~3.5mg/kg 6 0.56+0.12 | 3.3+0.4 7.8+1.2 0.8+0.1 8.4+2.1

4mg/kg 2 0.59+0.13 | 2.7%1.1 8.0+0.7 1.00.1 8.2+0.4
5mg/kg 2 0.68+0.2 3.7+1.8 9.1+0.1 1.0+0.2 7.2+3.2
2 # — 3.6%+1.3 — 0.94+0.2 8.5%+2.9
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% 5 B Css max pg/ml Css min gg/ml | Css mean pg/ml
6mg/kg/H%3 0.70%£0.20 0.49+0.13 0.61+0.16
9mg/kg/ B %3 1.06+0.30 0.73+£0.19 0.91+0.24
12mg/kg/H 73 1.41+0.41 0.97+0.25 1.21+0.31
15mg/kg/ B 433 1.76+0.51 1,224+0.32 1.52+0.39
18mg/kg/H 43 2.11+0.61 1.46+0.38 1.824+0.47
8mg/kg/ H 54 1.87+0.25 0.71+0.19 0.81+0.21
12mg/kg/ H 54 1.31+0.37 1.06%+0.28 1.21+0.32
16mg/kg/ B 54 1.74+0.49 1.41+0.37 1.62+0.42
20mg/kg/H 54 2.18%+0.62 1.76+0.46 2.02+0.53
6mg/kg/ B 52 0.81%+0.24 0.41+0.11 0.61+0.16
8mg/kg/ B 42 1.08+0.32 0.54+0.14 0.81+0.21
10mg/kg/ H 42 1.354+0.40 0.68+0.18 1.01+0.26
12mg/kg/ B %2 1.62+0.48 0.81+0.21 1.21+0.32
14mg/kg/ B 532 1.88+0.57 0.95+0.25 1.42+0.37
16mg/kg/ B %2 2.16+0.64 1.08+0.28 1.62+0.42

Presented by Medical*Online



FRFI634E10H 1 A

A, FRBEEBRERAGOERSE ©0.5~2.0ug/
mlen e F i, B34 THRETHES 26
mg/kg/day X b #ik 8 Hn X €15mg/kg/day ¥ T
MERBLHANE AT EDHEE IR,

Z =

4% v v F ik Vaughan Williams 580 7 5 &
IbEL, UV F»A v EEULERYET 2. EX
A2z (1) Purkinje 840 HE8EEOIH L 5
oI (2) Purkinje iRk X CLEMHBRMEO TR
RIGHA D IEEY BAL el e L CHM I ER T 2
LRIV AEBRFAYRTLEEZLOALT W
55)14).

UL, UV FaA4vERLYERFGHOLENE
YFRE S, BEEO I AR oS
LR AR OF B3R & oG &, BEROME
ZrhiEsFr v vBhBEIENR5H#2 ~ 4
BRETRE &) EEAAL 7/ (Vd:2.1~5.7
L/kg) LEBEERFEILEIRPCHBEI
611%13)15)_

BEBIZOWTHRADER TN CHEFE &L LT
HEHE600~750mg/ B %5 2 h, LEEIASIEOHD
BB T w B A7 I F3.0~4.5g/B L I3IFAZE
BWLEBRTWB EELR T —F, HRAT
13300~450mg/ B EYETH Y, FEFIZ X - T600mg/
Bh#\5 5L 0fEnd s,

FoTSEOBIFIZAF Vv F Y ONRICETLE
SBONAFIA v ERMLI-DIFE LI, RADOR
ETR2-2a v A— L AV IFETALEEGE L EOH
BN NHIND = D s O TR S E K O BRI
FloMRARCC EFRBIND AT Y 034, B
fRiz bz CERMAPREOCENE b L bR\
D1-2 VA= b AV PETARLIOBEL TS5
Rlirot, LoLBORERSCRT5 MPREHR
B, 1-2 v A= 2V ETADOERATIVER
¥EBAHLEEbRA, 52— 2 —REAORE & HE
T % &, EmnRFRERZERE (Tmax) %15 5 K
(X, 120E 3R & RO R TH B 03, T1/2028. 51k
ERADHRE DL0~ 13K X b BEE AR VSR
ThHh, BEMBLEXLLEOL AL DL L%
RLTW5A,

REHSGHOMFBEDOHTER, 74— —DF
BMEXFERATAZZLbE LN, £HOTXLOX
DEETHZELY, FEADF2A—2—%AVE
DEDODOFNCR T HRBLICE « DFEETOEFR

253—(53)

Bcofks, &K FHOFREYEHL, To¥H
CEERELHELL., ChCX Y HLWAEST
2F, BEHELEDIAT Y FEE LSS, NET
34 3 24 4 &5 T ix6émg/kg/day 7> H15mg/kg/
day " 582+ E 2 bhic,

L2 L—77 Holt &A% 2 B & R TR E
T 5l dic25mg/kg/day % 5 Ll &, A£%204 A
o B I8 t15mg/kg/day # 5 L1.6xg/ml o Ifi & B
TH-PEHFREL D, SOOKRFLIEEEL
D& OIXRERBIRL 0 R TR RENE
KHOMBERE (VD &2 E L, FH0FREE
CETHIDICREES I LV EEBLBEIC /b LS
bbhad, CoSBELTRIhrbLOBHYED
o,

BHic, MMk v v EBEVYRELTWRE W
AASR—V v —Aa v sl 76EERFEITICES
L%,

e BAR/ L OB IBRIGIE 7 A198 58220 B A/ EIE
BBF¥EBEE2 RAR) wTRELLE.

X R

D FEn#Fk, HH—EF . [Holter LERD B AT
BIR] DEWRBE O EEBHE L BRI,
H/MESE, 1: 14, 1985.

2) FiH—B8, ERFX, BLE=, FREM, EXF
1B, mAFIE . BRELESEAREEOEHAE
AP R O2URRBLERT A —%E BRI BT
HEHFAIEFLE LT, BIEEE 87: 48, 1983.

3 MBER, RIRIESE, /NIBE, BNER, HF7E
—, KAEWF, REHE, MEXE  NEOLE
MESRIAE OERIKAURRES. B/MERE, 2: 321, 1987.

4) Parkison, P.I., Margolin, L. and Dickinson, D.S.
P.: Oral lignocaine: Its absorption and
effectiveness in ventricular arrhythmia control.
Brit. Med. J., 2: 29, 1970.

5) Singh, B. and Williams, EM.V.: Investigation
of the mode of action of a new antidysrhythmic
drug Ko 1173. Brit. J. Pharmacol., 44 : 1, 1972.

6) Iwamura, N., Shimizu, T. Toyoshima, H.,
Toyama, ] and Yamada, K.: Electro-
physiological actions of a new antiarrhythmic
agent on isolated preparations of the canine
purkinje fiber and ventricular muscle. Car-
diology, 61 : 329, 1976.

7 WEFA, SUEE, NIE—, BF B, TH
=, TR, #AER, SME 8 /iR, F#
W, R, KB B R EEC, LB F,
Bl B TBIREEE Mexiletine » 72 LD
R EEEM oK, B LHBE, 11: 695, 1983.

8) Podrid, P.J. and Lown, B.: Mexiletine for
ventricular arrhythmias. Am. J. Cardiol., 47:

Presented by Medical*Online



254—(54) AANRERBYSME F4& $F25
895, 1981. Clinical pharmacokinetics of antiarrhythmia

9) Campbell, RW.F., Talbot, R.G., Julian, D.G.
and Prescott, L.F.: Long term treatment of
ventricular arrhythmias with oral mexiletine.
Postgrad. Med. J., 53(Suppl. 1) : 146, 1977.

10) Bradbrook, I.D., James, C. and Rogers, H.J.:

A rapid method for the determination of
plasma mexiletine levels by gas chromatogra-
phy. Brit. J. Clin. Pharmac., 4: 380, 1977.

11) Prescott, L.F., Pottage, A. and Clements, J.A.:
Absorption, distributin and elimination of mex-
iletine. Postgrad. Med. J., 53(Suppl. 1) : 50, 1977.
12) Ohashi, K., Ebihara, A., Hashimoto, T., Hosoda,
S., Kondo, K. and Oka, T.: Pharmacokinetics
and the antiarrhythmic effect of mexiletine in
patients with chronic ventricular arrhythmias.
Arzneim-Forsch/Drug. Res., 34(1): 503, 1984.
13) hngEtkt, SME B, AR 1S, BEFREL, ILA—
&, #HEERL, WHBE . SNEIR G EE Mex-
iletine ® pharmacokinetics & pharmacodyn-
amics, FEIRZEE, 13: 505, 1982.

14) Arita, M., Goto, M., Nagamoto, Y. and Saik-
awa, T.: Electrophysiological actions of mex-
iletine on canine purkinje fibers and ventricular
muscle. Br. J. Pharmac., 67 : 143, 1979.

16)

17

18)

19

20)

2D

22)

drugs. Prog. Cardiovasc. Dis., 10: 217, 1977.
Campbell, P.S. IV, Kelly, J.D. and Adgey, A.A.
G.: The clinical pharmacology of mexiletine.
Brit. J. Clin. Pharmac., 6: 103, 1978.

Pottage, A.: Oral dosage schedules for mex-
iletine. Postgrad. Med. J., 53(Suppl. 1): 155,
1977.

Campbell, RW.F., Talbot, R.G. and Dolder, M.
A.: Ventricular arrhythmias after acute
myocardial infarction treated with
procainamide or mexiletine. Postgrad. Med. J.,
53(Suppl. 1) : 150, 1977.

Jewitt, D.K., Mackson, G. and McComish, M. :
Comparative antiarrhythmia efficacy of mex-
iletine, procainamide and tolamolol in patients
with symptomatic ventricular arrhythmias.
Postgrad. Med. J., 53(Suppl. 1) : 158, 1977.
David, W.H., Anthony, C.W., Paul, V.C. and
Michael, T.: Paediatric use of mexiletine and
disopyramide. Br. Med. J., 2: 1476, 1979.

W &, SNEHEN . =12 Vit 2EYERE
AT, BEILE, HEH, 1983, p. 159—192.
HER, HEAEERE  EHEREEILOD
DI IMARERIE DK, FEERFRHE, B,

15) Harrison, D.C., Meffin, P.]J. and Winkle, R.A.: 1985, p. 32—57.

The Pharmacokinetics of Mexiletine Following One Oral Administration in
Children with Ventricular Arrhythmias

Akimasa Ogawa!, Naoya Okumura®’, Masaki Matsushima?, Masami Nagasima?, Tosiyuki Asai?,
Munehiro Nakasima?, Takasi Kimura?®, Takako Maki¥, Nobuo Tauchi?®,
Hirosi Tanaka?, Tetuichi Kaneko?, ryousuke Ogura?, Akiko Osuga?,
Tosihiko Watanabe®, Yasuo Hojo®, Tameo Hatano®
and Akito Tuji®
1) Department of Pediatric Carciology, Chukyo Insurance Hospital
2) Department of Pediatrics, Nagoya University Medical School
3) Department of Pediatrics Cardiology, Meijo Hospital
4) Department of Pediatrics, Fujita Gakuen University School of Medicine
5) Department of Pediatrics, Nagoya National Hospital
6) Department of Pediatrics, The Japanese Red Cross Nagoya First Hospital

Mexiletine in dose of 1.5 mg/kg to 5 mg/kg was administered orally to 11 children with ventricular
tachycardia, and the plasma concentration was measured.

These plasma mexiletine concentration time data were well fitted to one-compartment open
pharmacokinetic models. The parameters were shown in the Table. The simulated time-concentration
curve of multiple oral dosings by those kinetic parameters were calculated in each case.

From those data we estimated that the optimal doses of mexiletine in children was 6 mg/kg/day to
15 mg/kg/day.
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