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Fig 1. Combined pharmacokinetic—phérmacodynamic model

used for the simultaneous curve fitting of N—acetyl procainamide plasma concentration and effect data.
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"~ Tab 1. Pharmacokinetic parameters of N4acetylprocaihamide foliowing intravenous infusion

" Parameter 1 . 2 .7 3 4 5 : X+ SD

x (min™) | 0.168 10179 | 0178 .| 0.150 0.217 0.178 % 0.0025
t,,,¢ (min) 414 |, 388 1 - 3.89 463 | 319 3.95£0.52

g (min™) 0.00629 [ 0.00567 | 0.00628 | 0.00571 0.00567 | 0.00592 % 0.00033
t,,,8 (min) 110.2 1223 0 11040 | 1214 122.3 117.316.4
Ve - (L/kg)- - 0708 | 0816 | 0757 | 0816 0.656 0.751£0.070
K,, (min™) 0.0997 | 0.a114 | 0.109 0.0823 0.141 0.109 £ 0.021
K, (min™") 0.0550 . | 0.0490 0.0555 | - 0.0586 0.0613 0.0561 £ 0.0043
K, (min™ 0.0192 0.0203 |~ 0.0202 0.0146 0.0201 0.0189 £ 0.0024
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Tab 2. Pharmacodynamic parameters of N—acetylprocainamide followong intravenous

infusion

Parameter 1 2 3 - 4 5 X+SD
K, (min™) 0.0152 0.0304 0.0132 0.0152 | 0.0172 0.0182 + 0.007
T, (min) 45.6 228 | 525 45.6 403 41.4%11.2
s’ 3.68 - 1.30 237 2.41 157 2.26+0.93
ECs, (ug/ml) 6.89 5.60 5.56 7,08 6.40 6.31£0.71
Epy  (ms) 102 122 133 133 112 120£31.2

Tab 3. Pharmacokinetic and pharmacodynamic parameters estimated by simultaneous curve—fitting
plasma concentration of N—acetylprocainamide and effect following intravenous adminstration

or intravenous infusion (n=5)

Parameter Intravenous infusion Intravenous administrationm
« (min™) 0.178 +0.0025° 0.135+0.028
B (min™) 0.00592 + 0.00033 0.00601 + 0.0006

K,, (min™) 0.109+0.021 " 0.0782+0.021

K, (min™) . 0.0561 + 0.0043 0.0450 + 0.0084

K,, (min™ 0.0189 £ 0.0024 0.0179 + 0.0024

V, (L/kg) 1 0.751£0.070 0.805+0.147

K, (min™) 0.0182+0.007" " 0.061+0.017
EC,, (ug/ml) 6.31£0.71 6.21+1.74 ’

s 12.26+0.93 2.19+0.39
E,,. (ms) 120+13.2" " 53.6%2.5
+P<0.05, " *P<0.01
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Fig 2. Simultaneous plasma concen—‘fration—time
data (—o0—) and fractional -pharmacological re--
. '-v-igp_onse data (— - —) in rabbit receiving.an iv dose

of N—acetylprocainémide (No.2).
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Fig 4.. Relationship between fraction of maximal
effect and plasma N—acetylprocainémigie concen-
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-Fig 3. Simultaneous plasma concentration—time da-

ta and fractional pharmacological response data in
rabbit ~of

N—acetylprocainamide (No.3). (—o—) plasma con-

following  intravenous infusion
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Fig 6. Relationship between plasma or effect

compartment concentration and time following iv-

N-—acetylprocainamide (No.2).(—o—)Plasma con-
centration; ——JPredicted effect compartment

concentration.

Fig 7. Relationship between plasma or -effect
compartment cbncentration and time following
intravenous infusion” of N—acetylprocainamide
(No.3).(— - —Plasma concentration; — Pre—

dicted effect compartment concetration.
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COMBINED PHARMACOKINETKE— PHARMACODYNAMIC MODEL
ANALYSIS OF N—-ACETYL PROCAINAMIDS FOLLOWING INTRA-
VENOUS INFUSION- IN RABBITS :

SK Huang, XQLiu, L Gong énd JY Yang _
(China Pha‘ﬁn}zceutical University; Nqnjing 210009),1 S N

ASTRACT Thé ' pharmacbkihctic a}ld ‘pharmacodynamic profiles of N-acetyl
procainamide were analyzed by in”tegréted PK—PD model following intravenous infusion to
rabbits. No significant differences between the PK parameters estimated from iv administra-
tion and intravehous infusion were found. However, two of the PD parameters were shown
" to be significantly dlfferent The values of E ..o K¢ S; ECy, were found to be 120% 13.2
ms, 00182+ 0.007 min", 226+ 0.93, 631+ 0.71 ug/ ml respectlvely following
intravenous 1nfu81on, the correspondmg values following iv administration were 53.6+ 2.5
ms, 0.061+0.017 min~', 2.19+ 0.39, 6.21+1. 74 pg/ ml respectively. ’
. Key words Pharmacokmetlcs, Pharmacodynamlcs, Combined pharmacokmetlc—
?}iarmacodynamlc model; NfAcetylprocal_namlde, Compartment model.





