2
, , (1. , 323000; 2. ,

430030)
20
( ) ( )
40 mg, 1. 12 h 3 (HPLC)
DAS( Drug And Statistics, version 2. 0) . AUC,,,

AUC(U-inO Cmax t ’ Tmax ° 4

Coa (1 146.77 *386.58) nge mL™' (1 138.93 *£360.90) ng* mL'; T, (2.40 %£0.53 )h
(2.28 £0. 44) h; AUC,,,, (4853.61 £1:960.52) ng* he mL™'~ (4743.06 £1 740.71) ng» he mL"' ; AUC,,,
(5111.76 £2 031.72) ng* h+ mL' /(4 942.71/%1 833.39) ng* he mL™'., AUC,,, 90% 94.6 ~106.3%,
AUCo .y 90% 96.5 ~107.2%, C,,. 90% 95.9 ~104.3%.

(101.32 £14.90) %,

1 R943. 41; R945.2; R969. | CA 21007-7693 (2008 ) 03-0223-04

Pharmacokinetics and Bioequivalence of Om eprazole Enteric-coated C apsules in Chinese healthy volunteers

ZHOU Yun'fang1 , ZOU Xiao-hua ,. DAL Zong'shun2 (1. The Second People’ s Hospital of Lishui City, Lishui 323000, China;
2. Institute o f Clinical Phamacology, Tongji Medical College o f Huazhong University o f Science and Technology, Wuhan 430030, China)

ABSTRACT: OBJECTIVE To study the Phamacokinetics and Bioequivalence of Omeprazole Enteric-coated Capsules in Chinese
healthy voluntees. METHODS A single oral dose (40mg of tested and reference fomulation) were given to 20 healthy volunteers in
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a random ised crossover study. The concentrations of Trimetazidine in plasma were determined by HPLC. The phamacokinetics
parameters were calculated and the bioavailability and bioequivalence of two formulations were evaluated by DAS program. RESULTS

After a single dose, the phamacokinetics parameters for Trimetazidine were as follows: C,, were (1 146.77 *386.58) ng* mL™'

max

max

and (1 138.93 £360.90) ng* mL'; T were (2.40 £0.53) h and (2.28 £0. 44) h; AUC,,) were (4 853. 61 *1 960. 52)

ngs he mL' and (4 743.06 £1 740.71) ng* h* mL™'; AUC,.,, were (5 111.76 £2 031.72) ng* h* mL' and (4 942.71 *

(0-in:
1 833.39)ng* h* mL™' for tested and reference fomulation respectively. The 90% confidential interval of AUC, o, » AUC .,y and
C, . of tested formulation were 94. 6% ~106.3%,96.5% ~107.2% and 95.9% ~104.3% rmrspectively. CONCLUSION The
relative bioavailability was (101. 32 £ 14. 90) % The results of the statistic analysis showed that the two fomulations were
bioequivalence.

KEY WORDS: omeprazole; phamacokinetics; relative bioavailability; bioequivalence; high performance liquid chromatography

( omeprazole) N . W2 %2 . 20
, H™, K" -ATP  ( , 10 1
), s R, T, 1 R (6} ,
. . ROT. 2 TOR. 12 h
. - ( ) , 40 mg,
200 mL N 2h ; 4 h
) . 12 h. s
R 0.5,1,1.5,2,2.5,3,4,6,8,10,12 h 4.0 mL,
, (3000 r* min"' x10 min) ,
1 -657TC
1.1 . 1.4
s 120 mg/ : 1.4.1 1 Agilent ZORBAX XDB-C, (4. 6
060301 ; :98.9%; A mm X 150 mm, 5 Hm); 1 Agilent XDB-C, (4.6
] :20 mg/ |, A mmXx12.5 mm,5 Hm); \ -0.1% TFA- =20:10:
060401 ; :98.9%; : H20046272; 70; :1.0 mLe min™'; 130 C; 2302 nm,1 ~
5 min 262 nm; :380 nm ; :0.1 mau.
( s ) 1.4.2 1.0
( Sigma, 064K3647) , N . mL 10 mL s 100 Hge mL™'
; ( )- 50 ML, 0.1 mol/L 150 L.
( N 1060221 ) 2.5 mL, 2.5 mL, 2 min,
( , 99.9%) . 10 min R
Agilentl 100 s G1322A ,GI3I1A . 20% 250 KL ,
, G1313A , GL316A , GI315B s 30 ML
, Agilent (Rev A.10.02.[1757 1) . 1.5 31
(AB204 - A, - ( ) ); 1.5.1 8 10 mL s
(FZQ - 2, )3 ,
( TGL - 16G, ) (1810-B 1.0 mL, 25,50, 100, 200, 100, 800, 1 200,
) 1 600 ng* mL' , “1.4.2”
1.2 , A, A, A /A
, (©)
e 20 , 21 ~24 55 . C=
~77 kg. R . 619.525/A, +9.872( r=0.999 9).
, . , 1.5.2 25 ng* mL"'
2
, 1.6
1.6.1
1.3 , HPLC 1.
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Fig1 HPLC Chromatograms of Omeprazole
A - Dblank plasma; B - plasma standard; C - sample-after 1. 5 h

adm inistration

1.6.2 50,400,1 200 ng* mL'
( 5 ), 1.4.2
5 5d 5
1.
1 \ (n=5,x%s)

Tab 1 Precision of Omeprazole in human plasma (n =5, x *s)

/ng* mL"! /ng* mL"! RS/ /ng* mL™! ”

50 49.90 £2.313 4.63 52.21 £2. 06 3.94

400 86.98 £7.87 2.03 389.90 £16.77 4.30

1 200 1162.41 44,53 3.83 1171.87 %57.76 4.93

1.6.3 50, 400, 1 200
ng* mL™' ( 5 ), “1.4.2”
2.
2 (n=5,x%s)

Tab 2 Relative recoveries of Omeprazole in human plasma ( n

=5,x=%s)

RSD
/ngs mL"! /ngs mL"! /% %
50 52.53 *1.68 105.06 £3.36 3.20
400 413.61 £16.33  103.40 £4.08 3.95
1 200 1205.41 £39.87  100.45 £3.32 3.31
1.6. 4 50, 400, 1 200
ng® mL™' ( 5 ), “1.4.27
2008 6 25 3

> 5

50,400,1 200 ng* mL"' ,

250 ML ,30 BL ;

3 (n =5, mean £SD)

Tab 3 Absolute rcoveries of Omeprazole in human plasma ( n

=5, mean SD)
/ng* mL™! /mAU- s /mAU- s /%
50 2.766 £0.039 3.900 70.92 £1.00
400 25.916 £1.041 33.986 76.26 £3.06
1 200 82.226 £3.925 96.341 85.35 4.07
1.6.5 @
, 5
mL; -65 C 2 h " 1 mL
- 65 C ,2 h , 1
mL . 3 s
RSD 1.80%,0.07% ,0.30% ,
@
s 5, 3 0,
6,12 h )
2 - 65C 2 4 ,
RSD 1.38%,2.20%,1.01%,
1.7
DAS , o Chu
T, ;AUC  DAS
F = (AUC,,,)+/ (AUC,,,)p x100%
CInL\x’
> t 90%
> Tmax > 2
2
2.1 -
20 40 mg
40 mg s
HPLC -
2.
20
40mg R
4, 0-t
AUC, 445, , F=(l101.32 %
14.90) % .
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Fig 2 Mean concentration-tine curve of Omeprazole after a

single dose of 40 mg of tested and reference fomulations

adm inistration to 20 healthy volunteers

4

Table 4 Phamacokinetical parameter of Omeprazole after a

single dose of 40 mg tested and reference formulations

G, /nge mL™! 1 146. 77 £386. 58 1 138.93 £360. 90
T, ../h 2.40 0. 53 2.28 0. 44
b 2(ke) /h 2.34 30. 83 2.03 £0.59
AUC, g1, /ng* h* mL™' 4853.61 11 960.52 4 743.06 1 740. 71
AUC, 4.5 /ng® h* mL™' 5111.76 22 031.72 4 942,71 %1 833.39
2.3
AUC Cmax’
AUC(O-IZ) > AUC(n»inf) > Cmax ( P>
0.05), (P <0.05). AUC,,, - AUC
Coue  90% 94.6% ~106.3%.96.5% ~
107.2%  95.9% ~104.3% . ,
AUC  90% 80% ~
125%, C, .. 70% ~143%, Yy
Tmax 9
3
100% , . RSD 15%,
) ) )1
h ,0.5~3.5h s 24 h s
. 35%,
60% , 95% ~96% .
* 226 Chin JMAP, 2008 June, Vol. 25 No. 3

CYP2C19 , CYP2C19
5 . PM
, CYP2C19 s
, +AUC
[46]
. AUC C,.
t s T o
,AUC  C,,,
H Tmax °
(101.32 t14. 90) % ;
,20
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