U P MREE B 1 AR A WA s it 5%
BB RFELVERE KR Y HATHAVYEARRRERAEIRE,LE  110034)

hESHES  R969.1;R978.1'7 XERFRER A XERS

DOI 10.6039/j.issn.1001-0408.2014.02.12

1001-0408(2014)02-0132-03

W OE B MEARBKREREDL R BRI EOAIRERERE, k24 L4 SR BTN A L, KA UE A
G X7 ik, A F 0 MR 3K R R R T AR R B A PR R R B AR 0.5 g0 BRI (LC-MS/MS) i) & fi R Ak
Wt R E T AL A R AR A SR, R . 2 RXAANE ARG G FEAE AN A 1,153+
0.29) . (1.55+0.25)h, ¢ (34.56 +8.13) . (34.67 +8.89)mg/L, £, (0.72 £ 0.25) . (0.74 + 0.25) h, AUCy:,(69.51 + 15.34) . (70.47 +
16.19) mg-h/L, 53X F) a9 AT A 4] B 4 (99.29+10.34) %, %6 RABWHRERTELS RABTHRMR ELEBKAZE L LA 4
M RO

XER AR TN R-RIE Rk B E R AR

Study on Bioequivalence of Flucloxacillin Magnesium Granules in Healthy Volunteers
TANG Si, XIA Su-xia, DONG Xiao-qgian, ZHANG Shi-liang, YANG Rui(Lab of Clinical Pharmacology, Liaon-
ing Academy of TCM, Shenyang 110034, China)

ABSTRACT OBIECTIVE: To study the pharmacokinetics of Flucloxacillin magnesium granules and Flucloxacillin sodium cap-
sules in healthy volunteers. METHODS: 24 subjects were randomized into 2 groups and enrolled in bi-periodic crossover test. They
were given test preparation Flucloxacillin magnesium granules or reference preparation Flucloxacillin sodium capsules of 0.5 g. Plas-
ma concentrations of flucloxacillin were determined by LC-MS/MS. The main pharmacokinetic parameters were calculated, and bio-
equiavailability of them were compared. RESULTS: The main pharmacokinetic parameters of test preparation vs. reference prepara-
tion were as follows: #,,(1.53 +0.29)h vs.(1.55 + 0.25)h; Cun(34.56 + 8.13)mg/L vs.(34.67 + 8.89) mg/L; £... (0.72 £ 0.25) h vs.
(0.74 £ 0.25) h; AUCo (69.51 + 15.34) mg-h/L vs.(70.47 £ 16.19) mg - h/L. The relative bioavailability of test preparation was

(99.29£10.34) %. CONCLUSIONS: The results demonstrate that the two preparations are bioequivalent.
KEYWORDS Flucloxacillin magnesium; LC-MS/MS ; Pharmacokinetics ; Bioequivalence
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FYH(ESI) , Quantitative Analysis version B.01.04 (AL ¥ R 4t
(S EEHE AT s XW-80A R HETR A A (I 0 4 Hr
AR ) 5 XS105 43 #1 R AT (i - M 4 8 - FE R 2 A0 208 PR
] ) 5 Sigma3- 18k FRi s 25 O AL (78 [ Sigma 23 ) .

1.2 #RE5iH

ST MR BE U Ll P AT VR 25 B A PR 2\ L AL
20100202, Hi4% : 0.25 g/4%) s HUAEPEAREA I HE QL PE [RIIA 2450V A
RN F) L 50 20100201, B0A% : 0.25 g/f) s FUA PR ES: (Fh
1 20 2 0 0 o R F 5 B, FIE45- £ 130529-200301, % 3t
92.6% ) ; 253 A AR Sl (P [ 25 S A ] i R R P9 o L L
100198-201004, ¥t :99.9% ) . LN A ik 4l , HoAbi50) k4
Hrali, K AR
2 Hik
2.1 ‘SR

{015 : Agilent poroshell 120 SB-C3(4.6 mm>75 mm , 2.7
pm) ; LB : K (A)-Z G (B) , SR AR B [0 min-A:B (85:
15),0.5 min: A-B(80:20),1.50 min: A-B(10:90) , 4.50 min:
A-B(10:90),4.51 min: A-B(85:15)]; 3 : 0.6 ml/min; 4 :
40 °C 5 FFFERE 10 pl,

B TS B IR (ESTIED s TS « 10 L/min; iR
J&:350 C 5 M55 77 :60 psi; BN L : 4 000 V; 5T
5 SR s T 2 ¢ 3428 S s W (MRMD) |, 5 s B 5 1
3R VG (m/z) - BEBS T 452.0, F55F 290.9, T 24 H T
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90 V, Bl fERE : 13 V5 WARZE A (m/z) - BB ¥ 229.0, T 1
170.0, W24 80 V, Al fE : 10 V5 941 H 1] : 200 ms.,
22 FAMNFEBRSHIEAR

24 A4 2 E Y PP R R T & 53~82 kg, °F-
YR (67.54 £7.66) kg; 4Rl 19~27 % P4 (22.77 +
3.01) % s AT 2R ¥ TC 2 Yl sk, T g T B
JITA 523 0 I L O S8 2B A R A 2 O F LR A T
PRI B DR A R E RV . T 2 &
IS A SR AT AT AT HAL 250 . 233 008 mir 8 25 28 J115 I+
B AR RAZBe I S oA

KRS A G538 SGRI k. 2442 (B &L 521)
Ay UL, BEALAS 12 0, BRI A8 SR Z R IR 4 0.5 g (2
SRS RN 0.5 g(2 k). A2y X zs il IR, Je
50 ml R IT/K FE oM, iR R IR, F 150 mUE PRI PERR 751
AR ARG —FREER . 51 TIRZIET(0 h) FIZh2h)5E 10,
20 min %% 0.5.0.75.1,1.5.2.3.4.6.8.10,12.,24 h R4 ik i
4 ml, B FHREMAARE H, SrEIFEGIE 4 C4A4 T 4 000 r/min
(02428 em, FIA]) 10 min, 2B 3%, T —70 CLL N kK4S
AT
2.3 BEHE
2.3.1  FUE PG MBR VA R FR ISR S P AR 11.68 mg
F 10 ml B, H OE e s 2205 Y5515 1 081.57
mg/L S VE MR AW . N R RRIEC I g 0.14,0.27,0.68
2.70.5.40,27.04,54.08,108.16,216.31,270.39 mg/L ()5S 7
MERFNARAER T
2.3.2  ZEI AL OBRVA T - R AR IS AR AR v 10.20 mg F
100 ml ) A, FH 206 0 A 9 8 45 2 20, 9783 )5 15 101.90
mg/L 25 A WA . T NG BB A 10.19 mg/L 19 PN AR
PS8
24 IMEREERAGIE

Bl 50 pl T25 108, FILA AR (10.19 mg/L
Z538 5 ) 10 pl, IRHERA], FEINA ZJE 200 ul, #%JiE 5 min, 14 000
r/min .0 10 min, #EH I 100 Wl F5—F HELEH, H
HA gl 7K 100 pl B € 5 min, 14 000 r/min & .0> 10 min, 325
LT L0 [ SRR ST
25 ETEMEZE

TEFTEENT TS 26 0F T S PR AR 5 P IR 22 4y
B R, SR AR R R SR A3 50 249 3.7 14,2 min.
2.6 FRAEMZHTE

it 2 12 IOAS ) B ) e S VS R TV T 45 10l A 50
Wl 25 1 02 T B I 23 PP 2 2590 43 04 0.03.0.14.,0.54 . 1.08
10.82.21.63.54.08 mg/L MFE AL , 4% “2.47 50 )y {4 ESET T4
I, T SR U P AR G I T A (4,) 5 BRI TR A (40) o AN T
T y (y=AJA4) AREARAR , MR BE HE (x, x=cJ/c) MONARAR , I
ARG AT AT, SRARRE 2 »y=5.79x—0.00 (r=
0.995 0) ., £ FH, J5 S VG Ml 24 V& B 7F 0.03~54.08 mg/L
JEFEIZM: R RAF, Sl &4 0.03 mg/L.
2.7 RBEESEERARE

B G H L 3 4T B VR B (0.05,5.41,43.26 mg/L) [
STUMIMIE AR E A 6 00, P47 2.4 W7 P4 B I EA TG
W TR H I Ef L 3 di 84 7 3k MR LK H
N H RS2 B . 5 [RE IR L A L 3 JoT v B2 (0,05,
5.41.43.26 mg/L) F) il VU AR I 2R R &, P 7 2.47 T 7 1 1A
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HHEATRGEIN 5 X5k D7 e B2 OB I o A T AT R RRAR B 35
A IR, B R 1,
®1 ERERBEEXBER

Tab 1 Results of recovery and precision tests

AR, WER, GliGS i
mg/L mg/L LR, % FikEER, % HINRSD,% HIFIRSD, %
0.05 0.055+0.003 9188 94,51 6.16 6.36
541 5224031 92.11 96.72 2.99 5.93
4326 4704322 83.75 91.05 331 721

2.8 TEMEERE

X G PUARAR P v 3 AN R MR P 2 B, I
WHRESD 4 CHUE 4 h FALHLS 4 CFE 24 h U Rk 3 Ik
KAE—T0 CERIAR TR 3N A AR 40 T R Ffe e B
RSD<<15% , fF-& k2 2R
29 MAREUNELERRAHNESH
2.9.1  Z4-IF R4k - 24 44 8 A2 AR o 11 RS2 3ol 350 U
PUMEEIIURL F1 2 L 0 SR VY MBI 52 0.5 ¢ Jim i - 3 2 -5
MR 1,

501
10 —o— Z il
—— kil
= 301
en
g
< 207
104
0 — — ,
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t,h
Bl 24zRRZRERFNEORZ T SSLIFIER
SEME T -5 2
Fig 1 Mean plasma concentration-time curves of flucloxacil-
lin after a single dose of test preparation vs. reference prepa-
ration

2.9.2 A8 ESHL 24 Z A2 R RS2 ) 70 R
SPEARBERURLNZ: LE 70 S PO ARG 2 0.5 g Y 22 5
ZHILFR2,

F2 UZERZIAEFAFNEORZXFAFNSSHEEFER

SARNEZAHNFSH (n=24)
Tab 2 Main pharmacokinetic parameters of flucloxacilin af-
ter a single oral dose of test preparation vs. reference prepa-
ration(n=24)

oG SR B
Cuurmg/L 3456+8.13 34674889
fush 0.72£0.25 0.74£0.25
finsh 1.53+0.29 1.55+0.25
AUCy 2, mgeh/L 6939+ 1535 7047+16.19
AUCy.,mg-h/L 69.54%15.42 7065+ 16.28
F.% 99.29:+10.34

2.10 Z&MEH

24 £, Z ARG FE NG AR B0 B i 2k BT, 2R IR 2
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W OE AW . AZIMEALRPEMAFTIREN T, 7 . FERRETHRAEE, AHRMELEZNE ., AN
Thermo Cis, A 3048 24 20 mmol/L B 82 = 547 (pH 2.9)- T M (66:34) , ik 4 1 ml/min; 484 30 °C, 2% B f 2530 5 £
19.60~1 960 ng/ml F& B M &A% & R3F(r=0.999 3) . 1&. P & 3 AP R E AR @D R 5 7 4 98.50% .98.23% ,100.71% , A A | B
RIRSD<10%., %t A7 ki 42 ZHER, TR T BATF I L3 PR eyl 8 AR 3 F R,

KEE HRORANGE; BT R A AR

Determination of the Concentration of Entacapone in Human Plasma by HPLC
HU Song', LIU Bao-li*, ZHANG Geng' (1. Wuhan Municipal First Hospital, Wuhan 430030, China; 2. Wuhan
Petrochemical Hospital, Wuhan 430082, China)

ABSTRACT OBJECTIVE: To determine the concentration of entacapone in human plasma. METHODS: Blood samples were
treated with n-hexane. HPLC method was adopted. The determination was performed on Thermo C;s column with mobile phase con-
sisted of 20 mmol/L monometallic sodium orthophosphate (pH 2.9)-acetonitrile (66:34) at the flow rate of 1 ml/min. The column
temperature was 30 °C. RESULTS: The linear range of entacapone was 19.60-1 960 ng/ml (#=0.999 3). The average recoveries
were 98.50% , 98.23% and 100.71% for low, medium and high concentrations, and RSD of intra-day and inter-day were all lower
than 10% . CONCLUSIONS: The method is rapid, simple, sensitive and accurate for the determination of plasma concentration

and pharmacokinetic study of entacapone.

KEYWORDS HPLC; Entacapone; Plasma concentration; Parkinson’s disease
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CBM-20A T AFuE ( H A BHE A\ s AB204-N BT 70 2 —HL
T (B AGFEA 7)) s LG-80 T B3 0o ML (1 28 =2 5 FH =AY
#8)) 3 SK-1 AU HLHR ) 8% (LI P TR )
1.2 #HR5EFH

ER TR B A B R 5 (& [ Sigma 28 |, L5 - 1500765, &
115:99.9% ) 5 PIAR « ZEACE AR Xk 1 ity (o 0 24 s 2 0 ) o A S
FEBE, 15 . 110982-000516, % : 100% ) 5 HEE L A 435
all, HAKHUN Ml 25 NI P A B I A it
2 AHETEER
2.1 BiEEy

4,35 5« Agilent Cis(200 mmx4.6 mm, 5 pm) ; 3 81 AH : 20
mmol/L B iR — 54N (pH2.9)- 2 JIfF (66:34) ; i3k : 1 ml/min; #F:
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