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Pharmacokinetics of Fenofibrate Double-layer Osmotic Pump Tablets in Beagle
dogs in vivo
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Abstract: Objective To study the pharmacokinetics of Fenofibrate Double-layer Osmotic Pump Tablets and evaluate the
bioequivalence between tested preparation and reference preparation in Beagle’s dogs. Methods The concentration of fenofibric acid
in plasma was determined by LC-MS. Also, the pharmacokinetic parameters of Fenofibrate Double-layer Osmotic Pump Tablets in vivo
were calculated by pharmacokinetic software DAS 2.1.1. Results The main pharmacokinetic parameters of the tested preparation and
reference preparation were as follows. The Cy,, were (1 100.0 + 771.2) and (924.3 £ 564.0) ng/L, t,,.x were (6.7 + 8.5) and (2.5 + 0.5)
h, AUC, were (17 841.1 + 12 220.7) and (17 615.5 + 12 870.2) ng'h/mL, #;, were (17.7 =+ 8.2) and (16.4 + 3.3) h, MRT,,, were (24.7 £ 4.0)
and (24.5 + 5.2) h, the relative bioavailability of fenofibric acid in the tested preparation was (104.7 £ 12.4)%. Conclusion The test
preparation and reference preparations are bioequivalent.
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TurboVap zE KA (H Zymark A #]).

1.2 ZAm5i

ZARHIRAE T WRESUZBIE R v, SR DU
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1.3 Kz

5 Beagle K, )it 8~12kg, W HILIHEE
SPSEE NI ST, VERTUES A 2009-0005
2 AEEER
21 BHHESHRRE

¥ 6 H Beagle RFfHLAY % 2 4, #4113 M. 44
AR 10 h LB, R HRE ig A 1
FESLLHIR] 1 R T452507 (0 h) MIZ2)5 0.5,
1. 2. 3. 4. 5. 6. 8. 10, 12, 15, 24, 36. 48.
72 h EORHT S KAL) 1.0 mL, FE372 RIS N4 AT
FAPE P BLORE T, 3 000~3 500 r/min .0 10
min, ZMEMLSE, T—20°C KA P ARAT AR
2.2 MEHRALE

HUf 0.1 mL, & 10 mL B I8+, 2
BN FEE - 7K (50 2 50) 50 L 500 ng/mL P4 bz
il 78 S5V 50 pl A10.12 mol/L #h RV 50 pL, V&
Al MABERR 2B 2.0 mL, WMES 1 min, 240
Y/min FE P& 10 min, 3 500 r/min 2 > 5 min,
SECEEAPAET 5 — R, T 40 CHEAH
IR BRI 100 uL S AHE AR, TR A

B 20 pL #E{T LC/MS/MS F3#t .
23 BIEXGSRIEEHY
231 LM AHTHEA Inertsil ODS-3 A (100
mmX2.1 mm, 3 pm); TiAE kil /4w EasyGuard
Cis TR (8 mmX4.0 mm, 5um); JahA N H
B - 1% (90 1 10); ABEA 0.25 mL/min;
FEHR R 20 °Cs JEFEREN 20 pL.
232 U BR8N OR AU Ak A R U
(APCI ¥, YW R 4.0 kV, HRALEEER
400 C, MIMEMEURLHR 270 C; BT (N [k
7324 30 L/min, #fiBh < (Ny) HJ328 5 L/min, Al
< (Ar) KJ728 23.8 Pa; filfiES S (CID)
3428 25 eV IEE I 6T o0k
SV CSRMD s F 52 43 BT 190 88 1 S5 . 43 il
N miz 319—139 CHEk VUK 1 m/z 255—105 (Ji
W5 PN 0.3 s.
2.4 HEiE DUFER X BB SRR R Y BL I

R FRECAE U DURE R X RS 10.0 mg, & T
10 mL &), HHFEBEMITMBERZE, %5,
RIAH 1 mg/mL JE1# VIRFER i #5915 HX 1.0 mL fi
FW T, BT 10mL S, HFEE - 7K (50 1 50)
PR mEZI R, B4 100 pg/mL i & 11, LLFH
BE - 7K (50 1 50) R IT, Pl DUR R
XT T R
2.5 MERERE 25 iR iR B9 EC

K R B 3% 2556 FEU 10.0 mg, & T 10 mL
H, FAWERERIEmERZE, ®Y, WA
1 mg/mL 45 1 s BL5.0 mLAg# 1, BT 10 mL
BT, HEE - K (50 :50) FRIEnEZE,
RI75 500 pg/mL HI6ig & TT; HL 0.1 mL fig &3 1T,
HT 100 mL &, HFEE - 7K (50 0500 #ikE
JEInEZIE, B 500 ng/mL R .
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Fig.1 SRM chromatogram of plasma (A), plasma + fenofibric acid + ketoprofen (internal standard), and sample (C)
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B A2 0.1 mL, B DURFER A T b &R
HIHSH 50 L, BCHIEOH TR DURFRR il R Rk
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REA) ik B TR A b, AR 5 P AR (1 D T AR
ELAE M VAR AR, IR e /N — 3t AT Rl )iz 4
2E 7 ¥=5.727X10° X—9.582X10° (/=

0.995 6), 45 REWIHEW VURFIRAE 10~5 000 ng/mL
MR RRLF
2.8 HEEERE

S IR 0.1 mL, $% 2.7 FrdE il 2k (1) 2 1]
NHOFVERCHEMR . TPy 3 AR IR DR
P 1L R FE 43 04 204 500+ 4 000 ng/mL) [
FEdh, A EIREES 6 1), %R 2.2 A
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Table 1 Results of precisions test

o 4 1P A 5 H 1R
JT R 1 (ugmL ) e - R =
W52 R B (ng-mL ™) RSD/% T 58 R JE ((ng-mL ™) RSD/%
20.0 21.241.0 4.7 20.8%+1.6 7.8
500.0 507.0+43.6 8.6 500.1+£42.1 8.4
4 000.0 4052.7+£341.4 8.4 4059.4+314.0 7.7

29 RENEKERIRE

S A% 0.1 mL, 4% 2.7 ARk ih 2R 122 )
TNIVERHEMG. Py w3 AN RERIRIE CIRE DU
P& I 24 9 B2 23 3 24 20 500 4 000 ng/mL) fRIFE b,
B MREAT 6 DNFEAR M. RIS 59 et (1 i 3%
0.1 mL, BRAIMAFRERIL, &M 2.2 M5 A
BRIGUR 75484 0 SRAR I B I A R
(R0 FE VR 50 uL AT ARV 50 pul, WRITR G
40 CHT FIRT o SR B Y LR S AR AR, HERE 7>
BT, SRAFAH IR (3 V0l (P I4MED . DAAg—
AN AR ol Kb B 7 3 ) 06 T AR L AR T A 4R B R
xR, W2, 480K, P il Beagle Kifil

b AR R RN 0 M VAR & (R B 2 80 2K,
A AR IR IR 258 2l
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Table 2 Results of extraction recovery

TR S mg-mL ™) (RIS /% RSD/%
20.0 92.5+10.5 10.5
500.0 83.616.6 7.9
4000.0 85.4+73 8.6
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Table 3 Stability results of fenofibric acid in plasma

JBCE A SRR Y (ngmL ™) I R B (ng-mL ™) RSD/%
- WA EY 20.0 203423 11.2
Ja SRR 4 .000.0 3810.6+168.9 4.4
iR CE 20.0 212+1.6 7.3
4000.0 3813.94+205.8 5.4
Wik - R R 20.0 21.1+1.6 7.4
PEER 4 000.0 3644.9+124.2 3.4
W URIBCE 20.0 22.340.8 3.8
4000.0 3 830.5+448.7 11.7
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K JH DAS 2.1.1 B ab 4k :, 115% Beagle X
ig ZARHIFIMS LRSI 25830 %25, 45 R IR
4o SPFRYMLZGARE - A h 2k W 2.
F 4 ZiXFIFANS LR AR NAFER A0 F S5 (n=6)
Table 4 Pharmacokinetic parameters of fenofibric acid

after ig test preparation and reference preparation

S A AR %t
fin h 17.7 16.4
MRT,, h 24.7 245
MRT,., h 30.7 29.1
bnax h 6.7 25
Crnax ngmL™"  1100.0 924.3
AUC,, nghmL™ 17725.0 17 086.9
AUC,., nghmL™' 18649.8 18 789.4
AUC,y./AUC,... 0.924 0.932
2000 7
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Fig. 2 Mean plasma concentration-time curve of fenofibric

acid after ig administration of test preparation and

reference preparation

2,12 XA A E RN E

PAGE TR E ST S5 K (1) AUC. VHEARXS
EYRIRE (). 85 R 0500 Ao VR IR 16T
VIR AR (104.7+£12.4) %,

F=AUC,, (test) /AUC,, (reference)
213 FiHFEST CEMEIEEM

KH DAS 2.1.1 84, W23 80T 4000
ForHTe
2130 JiESHT SIS 2 ) AUC.
AUCqon Coax TSR IE 5. S5 WoR,
T 2 HOCECAI A S 390 TR R A ) 1 2 S e g i
FEARIAN IR ZE BE A G247 X (P<0.05).

R5 EIRDPFESUAESINER

Table 5 ANOVA results of main pharmacokinetic parameters

- FAH
%%;& . . N
filkalla) J& 47 1) AN ]
AUC,, 0.636 0.598 251.428"
AUC,., 0.442 0.118 100.153™
Crax 1.056 0.282 107.910™
Foos(1,4)=21.20  Fyos(5,4)=15.52 "P<0.01

2132 XA AN ¢ KBS A [1-20] B AT DX ) 2 BT
AUCq.+ AUCqon Cona WL EAI £ K026 55 5 J2 [ 1-20]
EEXESN R 6. g E/R3ZEIFT, AR
VURR PRI AUCo. 1 90% 475 X 1) Sy 2 L 1 371
93.5%~115.9%, AUC..[1] 90% & 15 X 8]}y 2 Ll
FIfF) 89.3%~124.2%, Crax I 90% B A5 X 6] 4 S L
IR 91.2%~129.9%.
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Table 6 The t-test and confidence interval results of main

pharmacokinetic parameters

ZH t b 90% A X [H]
AUC, 5.222 3.626 93.5~115.9
AUC., 3.546 2215 89.3~124.2
Conax 5.329 3.286 91.2~129.9

1(0.05/4)=2.13
3 Wig
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