438 Journal of China Phamaceutical University 2003, 34(5). 438 ~ 441

Tk, HEZ , B £ ERE F W

( , 210009)
[ )| I AR R B W SUINGY B 2R ARE e ik, AR E R T WIME R AR
ST EEA A TR AL LR F A . A S22 30% HCIO, LR &8 J6 #4731 2k A8

& g5 M. @ 1242 A Phenomenex Luna Cg(5#m, 250 mmX 4 6 mm), #3484 & -0 020 mol/ L NaHP04(65 *35),
RIEA L OmVmin AREK A 233 nm. IR FIHE R R WL LK 8T, 20 22 KFE R A IRA & HR A
£ K, s AT RGN EIE KT 90%. SHR fe HiE K W E B SHF A KA, E HE i AUCouD A H
9 13+2 16429 53+ 1. 58g" W mb cpax® 5174 1. 0310 28 #= 1. 8810 29 Hg/ml; tya D 14 4 010 4 #22 4403
hs ty25 51 R 6 61128 423.95+1 31 by % FIZH AUCHH A 11 7312 26 4= 5 8410 88 Hg° W ml coanxd #1
L1540 1742 1L 1740 178/ ml Gun® 5149 02440 11420 1640 124¢/ mly cu?#1H 04910 09 =0 51+0 07
Pg/mls tu D HIH 3310 6422 00 3 by AUCou A= AUCss 2 3¢ 8k 540 6 75 250 Wrha sl M) + 4630, H AL B F I

£ F. s RTRBAR R, KR AR A BOAR E A R, S8R F WINE B R ARt E AR R
MEE R (95 5E12 D%, % HFeH 1004110 HY%. KIEH BH LA
[ 1 HBRoF WS EBA; SRR M i BRAAF
[ ] R969.1 [ 1 A [ 1 1000-5048(2003)05-0438-04
, , 500 /o 010319,
, , 250 /o 011101,
) 99. 0%.
3, 500 mg;, 2
FDA BMS 21 HBER =7 WU 3 A 69 4 205 ik
, Glucophage (2,
: LOm  10ml
, 30% 300 1, 1 min, 4000 r/min
) 15 min, , 16 000 1/ min
15 min, HPLC
LC-10AT VP HPLC  ( ), SPD- 22 @GR RER HXE
10AT VP ( ), : : Phenomenex Luna Cig (5 #m, 250 mm X
(TEDIA Company Inc. ), : ( 4.6 mm); : 0. 02 mol/ L. NaH,PO4 (pH 4. 0)-
), : , (65 :35); . 1.0 mI/min; . 233 mm.

) N

o ¢ Y 2002-11-07 [ 1. Tel: 253271560 E*mail;mi%s‘dyb@sim. com



439

N HPLC

1,

0 1 2 3 4 5 6 7 8 9 10 0 1 2 3 4
#min

6 7 8 9 10 0 1 2 3 4 5 6 1 8 9 10

Fig 1. Chromatograms of blank plasma(A), sandard metformin solution(B) and volunteers’ phsma(C)
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Tab 1. Recovery of metformin from plasma ( n—5)
Added (tg/ ml) Recovery (%) RSD (%)
Q5 101. 01 3. 81
10 99.17 275
20 99.59 4. 39
2.5 WE AR
1. 0 mg/ml
., 10ml )

0.5, 1. 0,

2.0 #g/ml 3

» RSD 10%.

Tab 2. Precision of the method with detemmination of metformin ( n=175)

Conc. Within day Between days
(ttg/mD) xEs RSD( %) x*ts RSD (%)
0.5 64758 1712 2 64 59998 2393 435

1.0 1170156434 350
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Fig 2. Mean dug plasma concentration-time curve of metformin in 20 volun- 4
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Tab 3 Mean drug plasma concentration(tg / ml) at 72, 96, 120 h of met-

formin in 20 volunteers
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Study on the Relative Bioavailability and Pharmacokinetics of

Metformin Controlled-release Tablets in Human Volunteers
DING Yi-Bing, ZHANG Zun-Jian, TIAN Yuan, XU Feng-Guo, WANG Ji
Center for Instrumental Analysis, China Phamaceutical University, Nanjing 210009, China

[ABSTRACT] AIM: To establish a HPLC method for the study of bioavaibility and pharmacokinetics of metformin in
human plasma. METHOD: A simple HPLC method using ultraviolet detection was developed, which entailed the di-
rect injection of the plasma sample after deproteinating with 30% perchloric acid. The mobile phase consisted of
0. 0IM potassium dihydrogen orchophosphate (pH 4. 0) and acetonitrile (65 35, v/v). Analysis was run at a flow-rate
of 1. 0 ml/ min with the detector operated at wavelength 233nm. The mean absolute recovery value was above 90 %0,
while the within-day and between-day coefficients of variation were less than 10%]. The calibration curve was linear

over a concentration range of 0. 1 to 4. 0 g/ ml. RESULT: The method was proved to be simple, sensitive and rapid.
[KEY WORDS]) Metformin; Controlled-release tablet; HPLC ; Phamacokinetics
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