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Effects of amiodarone on kinetics of procainamide and
its major metabolite disposition in rabbit

LIU Xiao—Quan,. HUANG Sheng-Ka
{Department of Pharmacolegy. China Pharmaceutical
University. Nanjing 210009, China)

ABSTRACT The effects of steady state amicdarone
on the kinetics of procainamide (PA) and its major
metabolite. acetylprocainamide (NAPA)., disposi-
lion in rabbits were examined, When PA was given
alone. the pharmacokinetic parameters o, f. K_ .
K. -V, - ¥, were 0.20 £ 004, 0.016 £ (.003,
0.027 * 0.01, and 0.043 * 0.02 min™'. respectively.

When PA was given in combination with amio-—
darone. the coresponding values were 0,37+ 008,
0.0059 £ 0.002. 0.0096 * 0.004, and 0.016 + (0.003
min”', respectively. The results indicated that the
disposition kinetics of both PA and NAPA were
significantly changed by steady state amiodarone,
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Wr#idmsh U EER, FRESRRER PA L NAPA
EaAERLED I PHER. 2B ivPA R, K
. o Koo K- Voo F7 2% 020 1 0.04,
0016 * 0.003. 0.027 £0.01 1 0.043 + 0.02 min';
SHKEREE., XE2%% 037 £0.08, 00059 £
0.002, 00096 +0.004 1 0.016 £ 0.003 min~'. £E
iREH PA B NAPA M E ) hEEk B wt.

X@RA HE AR KRR HBHLE BREH
Birik

ki 7 PRl (amiodarone)f1 % & + B B (pro—
cainamide. PA)G W5 5K % MY B0 &R
7y, Itk ER i EEaR S EAS &, LI
HEEER, BRI, Kb, BEARSE
HERIMHEER, EFEBEAL&ERY
FENERNR EUSSITrE4aHHE
R AXAPARKTERBYIKYESE
T HE(NAPARI Z8sh ¥R, &9
Mo B xf PA B NAPA S Bzh HE R W),
it B EH S s HEEaL 8.

MATERIALS AND METHODS
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207+s04kg 2HFME. AKEHEZH 0mg - kg’
WERL, EAMBEETTER. —H A v PA(LEBER
KT HRZET ) 40me - kg”'. B-HEHAFNE
(o= 23.1 mg - kg™"), IEF bk HE (K= 52 e
- kg™ - min"'){# B & (Labaz. France)il o ik £l
EX HEHARIREAE, RIFE vPA I mg
- kg™ £ 2,5 10, 20. 30, 60, S0, 120, 180,
300 min MR 1.5 ml. mMEFEHRE, 2l
BinsE, HEEEME PA & NAPA JKEL.

MEAME® MmELZekt. FHRK. RE
fa., R GF,, ME& L asg, LI-EA%-22
BE(S0 : YRFF. ERE CS-910 RELEEAFHH
FEA 270 nm tEA B Az ik . 240 om R M 2 HEH
. ErRmek.

WIERS T  PAivG. PA R NAPA (& —itt
i) ¥ % PKBP- N1 E MVVORFRHTILE.

THEORETICAL BASIS

PAiv )G, EH PA R HIERG R
NAPA BB 31 h# %O h %
BHAIER. 0 Figl B, Hifa PASD

Kia K

Fig 1. Phammacokinetic model describing the disposi-
tion of procainamide (PA)} and its major metabolite.
acetylprocainamide (NAPA). K, .: first order rate
constant governing metabolism. ie. transport from
dmmg to metabolite compartment. X_: first order rate
constant governing elimination of metabolite. M:
metabolite compartment.

ReibtG A NAPA, B{L#EEREAN K.
B85 PA 2 g eH. HEEE Y
Ko Kp, A NAPA fiHEREEE S, K,
K, APAEXBEERHESHEEL . WM
LR, B 1E$ PA K M EH NAPA
WERNEABFER A
C = X(o—K3) - Vo) 'e™+ Xo( Ky —P)

- VNP le ™ [1]
C. = K_X,«—K) V_ '@-p"

m
eef

(K ) e T —e )

+ K X, (K, —B -V @@=

K - B e —e T 2)
APV IV, 2R RPARNAPAE 1 ¥
M EPRH2HAEH.

¥ iv PA 5 PA i ifn #5—i ] B8 4211
4k, WAl33 PA EhE %28, Bk
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RESULTS AND DISCUSSION

REFMFERBEEMRFET ivPAJS,
PA J NAPA i ifnZ5—B 1 %38 2 B4 11#0[2)]
AR, SR Fig2, XS HMAEN Tab 1.
H Fig 2A M Fig 2B # b F %8, SkMmEEs
Tab 1. Pharmacokinetics of procainamide (PA) after
iv 40 mg- kg alone or in combination with

amiodarone. »#=7 rabbits,. ¥ * 5. ‘" P<0.0S,
T*P<0.01 vs PA.

Parameter PA PA + amiodarone
&/ min' 0.20+ 0.04 0.37+0.08"""
B/ min™' 00160003  0.0059+0.0027*"
K,/ min* 0.099 1 0.03 0.284 £ 0.073"*"
Ky / min™ 0.07120.01 0.052+0.02
Ko/ min™! 0.048 + 0.01 0.044 = 0.01
v,/L- kg“] 1.5£0.5 0.81 +0.20**
f;.l-;_', Yio¥n /' 0.043£002  0.016+0.003"
K./ min™' 0027001  0.0096+0.004**
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Fig 2. Plasma comcentrations of PA and generated
NAPA after iv PA 40 mg- kg™' alone (A} or in the
presence of steady state amiodsrone (B) » =7 rabbits.
xts

HlG, PARSSRERS MM TEEEER,
H7E{HER At PA REBHE I+ 5. NAPA
b e B R PRI, 8L PA BHD 7.0 2.3 pg
ml™ BEERA A 42405 pg - ml
B Tab | FHPAM S HHAERER « [EVE
e, $RTHEREE PA TEH A 5 A dmbk,
PA FOIHERAERMN ¢ B PA BHH 42
+7min B4 TS HARE 128+ 41 min,
#21 PA AR R BHRIE K. NAPA 5
EM o BEH PA B32 117 minik
e ER A MR 91 54 min, #75 NAPA
ER NGB B AL BEFE:. R Tab 1 #Eeek
REBRAHAE, PARSHAEF vV, & T
#1 40%, MWHEREEEH K, HEEEW
BEL, RE PA BEAHEHE R A R 4
B XSXEBEYEM BN, Wi,
BES¥ K, -V, -V, B, HEWER
B(E PA H{LEL NAPA Bl 18, H X

& R#E NAPA iR EFERB T D,
{HH e B DR, 25 PA I NAPA
o f 253k B B2k T AUC E¥HE 4 1013
+145 yg - min - mi”, BKAMBHE, WES
Bk K 1540+ 372 ug - min - ml™'. #x
PA 1L NAPA F.a R#M. PA HilER+H
LRELEEREDRT PA HiLR NAPA K
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LLIR AU 10 B NAPA #EH. Hit PA #1L
KK NAPA fEE LB WA PA fIHERE
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T RIRARE PA MHERHE R W fnchg sy
MEABMR/NEE. NAPA 5B # 2% BE 7%
O TR {E NAPA ik MR R4
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4 NAPA 4 Ezh h¥#mEm. it X
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