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The pharmacokinetics and bioequivalence of acipimox sustained-release
tablets after a single and multiple oral adm inistration in healthy dogs
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(1. School ofPhamacy, 2. Adult Education Institute, Shenyang Phamaceutical University, Shenyang 110016, China)

Abstract: Aim To study the phamacokinetics and bicequivalence of acipimox sustained-release
tablets ( SRT) after a single and multiple oral dose in healthy dogs. M ethods The plasma concentrations
of of SRT and reference capsules with a single and multiple oral doses. Results The dmug concentration-
time profiles fitted to a noncompartment model. After a single dose administration of sustained-release
tablets and capsules, the phamacokinetic parameters were as follows: AUC were (158 *£30) and (147 =
37) Bge he mL'; T, were (4.3 10.8) and (2.6 £1.3) h; C,,, were (29 £6) and (42 *10) Hge
mL"'; T, were (2.3 £0.7) and (1.60 £0.10) h; MRT were (6.0 £0.8) and (3.9 £0.7) h,
respectively. The relative bioavailability of the sustained-release tablet was (108 £16) % . After a multiple
oral adm inistration of sustained-release tablets and capsules, the phamacokinetic parameters were as
follows: AUC were (209 £23) and (195 £26) Ug* he mL'; T wer (6.3 £0.8) and (3.4 *1.5)
h; C,, wer (27 £4) and (36 £5) Ugs mL™'; C,, wer (2.2 £1.0) and (0.20 £0.20) Hge mL';
C, were (8.7 £1.0) and (8.1 £1.1) Hge mL'; FI were (293 £73)% and (448 £91)%,
respectively. The relative bioavailability of the sustained-release tablet was (114 £19)% . Conclusion
The results of two one-side test from single dose administration shown that two prepamtions were

bioequivalent. The C,, of sustained-release tablet was lower than that of capsules, while the T,, and MRT
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of sustained-release tablet were higher than that of capsule, which indicating a good retarding effect The
results from multiple dose adm inistration also shown that two preparations were bioequivalent and the DF of

sustained- release tablet was significant lower than that of capsule.
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,10 000 r min' 5 min, Table 1 Precision and recoveries of acipimox
’ 20 UL, from plasma (n=5, x Ts)
Microsoft Excel Concentration Recovery /% RSD /%
/Mg mL™! Extraction Method W ithin-day Between-day
’ 0.2 70 t6 98.8 *1.2 8.4 7.9
4 74+4  99.4%1.9 2.6 3.2
80 76.0 £1.8 99.3 £1.5 1.5 1.7
1
1 )
12.50 8.25 min, , 4.1 6
2 2.
0.5 mL 10 mL 60r
: 2,5, 10, 20, 40, 100, Sor
200, 400,800 Mg+ mL™' 20 L, 3 4
40 ML, : 230
T 9l
20 HL C 20
( / .S, /S,) 107
G 1 1 1
, (n=5) :C=11.026 xS, /S, 0 2 4 6 8 10 12 14 16 18 20 22 24
+0.004, r=0.999 8, 0.2 - 80 Mg t/h
l'IlL-l ) ng O—O Test; ® —® Reference
3 Figure 2 Mean plasma concentration-time curve
of acipimox after a single dose of two preparations
0.5 mL, 10 mL _
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A: Blank plasma; B: Blank plasma spiked with acipimox standard solution; C: Plasma sample obtained from a dog given

acipimox sustained-release tablets ( SRT). Peaks1:

Figure 1

Intemal standard ( sanazole) ; Peaks 2: Acipim ox

HPLC chromatograms of acipim ox in different plasma samples
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Table2 Pharmacokinetic param eters of acipimox
after a single oral dose of two preparations (n =6,
Tt
xTs

Pamameter SRT Capsule
T,,,(K,) /h 2.3 %0.7 1.6 0.1
T,u /h 4.3 %0.8 2.6 *1.3
K, /h"! 0.33 *0.10 0.43 *0.03
K, /h! 0.5 %0.3 0.8 *0.4
Cpo /Mge mL™! 29 +6 42 %10
AUC, ,, /Mg* he mL"! 158 £30 147 £37
AUC, ., /Mg* he mL"! 160 31 148 £38
MRT/h 6.0 £0.8 3.9 %0.7
MAT/h 2.8 £1.5 1.5%0.7
108% £16%.
s (1 - 20’)
90% el
3.
Cmux 90% Cmux
52.0% - 88.2% ; T, 90%
T. 106.3% -305.3%
> Cmax >
Tmux 2 )
AUC, . . > b >4 005 (4), & >
fi 005 (4) ; AUG, .,
90% AUG, . . 91.2% -
121.8% ,
Table 3 Two onesided test and (1 - 2a)

confidence interval analysis result of the main
parameters after a single oral dose of two
preparations (n=6) %, ,,, (4) =2.132

Pamameter 1 b 90% Confidence interval
InAUC, _ 4.538 0 2.748 9 92.0-121.8
InC, . -1.457 0 5.441 9 52.0-88.2
Tha 1.6094 -1.5563 106.3 - 305.3
5.1 6
R R d4-6
8:00 3-4mL,
s 4,
4 , d4-6
b b
. d7

Table 4 Mean plasma concentration of acipimox
after 4 - 6 days repeated adm inistration of two
preparations (1 =6)

Concentration /M ge mL™' 4+th day 5th day 6th day
Capsule 0 0 0
SRT 2.4 %*1.3 2.4 %1.3 2.4%1.3

t/h

O—0O Test; ® —® Reference
Figure 3
acipimox after 7 days repeated adm inistration of two
preparations (1 =6)

Mean plasma concentration-time curve of

5.2 16
. AUGC,_, 5 Coax
Caaxs Cn 47 Cuin
12 h(d7 ) Con ;
G d7 Cin 24 h(d3 ) G
. Co( ) Gy =
AUG, _,, /T; F1% ( ) :F1% =(C,,, -
C,n) /C. x100% ; 5.
Toax > Thacs CGoa <
Cous FI< FI,

Table 5 Pharmacokinetic param eters of acipimox
after repeated adm inistration of two preparations
(n=6)

Pamameter SRT Capsule
Ty /0 6.3%0.8 3.4%1.5
Cpux /Mge mL™! 27 4 36 £5
Cpi /Mg mL™! 2.2 %1.0 0.20 £0.20
C, /Mgs mL! 8.7 %1.0 8.1 £1.1
AUC, _,, /Mg* he mL™' 209 23 195 26
AUC, ., /Mge he mL"' 225 29 197 +27
F1% 293 £73 448 *91
5.3
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