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Study on Relative Bioavailability of M etform in Hydrochloride Table in Human

YIN Lixin , REN Jin-min', WANG Chuan-ping , SUN Qian , ZHANG Xue-ning , ZHANG Xue-ning , DING
Xiang'yu2 (1. The Second Hospital o f Hebei Medical University, ‘Shijazhuang 050000, China; 2. Phamacy College, Hebei Medical U-
niversity, Shijazhuang 050011, China)

ABSTRACT: OBJECTIVE To detem ine the relative bioavailability of Metform in Hydrochloride table in healthy male volunteers.
METHODS In a random ized two-period cross-over study, a single oral dose of 750mg Me tform in Hydrochloride table ( tested and ref
erenced preparation) were given to 22 healthy male volunteers. The plasma concentrations of Me tform in H ydrochloride were detem ined
by HPLC method. The phamacokinetic parameters of the two preparations and the rlative bioavailability of Metform in Hydrochloride
were calculated with statistical analysis. RESULTS The relative bioavailability of Metform in Hydrochloride in test were ( 95.7 +28.

9) % . There were no significant difference with the phamacokinetic parameters between tested and referenced preparation ( P >0.05) .

The 90% confidence intetval of AUC, _, were 84.1% ~101.5%,

were bioequivalent.

. were76.0% ~97.6% . CONCLUSION The two preparations

KEY WORDS: metfom in hydrochloride; relative bioavailability; HPLC
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£5.5) ke, B (174 £5) em. SR AT RA K I SR H RO
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I 250 mg = 3,080 T 700 52 5 R B8 — W OUNI A I R o A VA
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mLRIF AR , 4 05 8 — bR HERE — 1), 8 nJa HEbR AR —
.

2.3 MLFFREE AL H]

Z: 2 SCHRARIE WO R AT TR 0 25 T 4 i) A Ak 24 i B
FiAE , TRZE 0.5,1,1.5,2,2.5,3,4,5,6,8,10,12,24 h
S35 B EEE K 3 mL AR D JCE 30 min/5
B B3 3000 r ominT B 10 min, /3 BSILHK E - 40C
KRR IRAERF I
2.4 IR FXUIK BPLC il & gy ik
2.4.1 FEikEM AHS Diamonsil Gy, 5Hm, 4.6 mm x
250 mm. JLBNAH N 0.05 mole L 'R MV pH 3.5
(% 0.003 mol/LT ZReBEMIRENF 0. 4% = L W& ) -4 MG (78
222) ., KPS - 232 nm. VR 1.0 mLe min’'. BEFEEA
20 WL, AR 33°C . FIR B AR o R WU TR S AN
T 2000, F 06 5 28 B 43 BEEERIR TS 1.5,

2.4.2 MUZERERAGER  IURKFES 0.5 mL A 10% =5
SBRYLFEF 0.3 mL,BEM 1 'min, 10 000 r min” ' &> 5 min,
WV o — e B I & B8 0.1 mL,BEWR
1 min, 10 000 r min "B 3 min, BUK)Z 20 B LBEFED 52 .
3% AU T AR FH B o ol 2RV T B o ot S R ) SR R
KA E (Bge mL™').

2.4.3 MFFERBRUEIIZH 4 R BPRE AR IR — F OUIONS
TR 40,3 mgZ 100 mLEJH T A4 K I AR HF6 B B 21
A AR AW . BUE AW 5.0 mLE 10 mLE P 4k
KEFR BB AR 15 TAEW RIRAE LLRBETE 2,3,4,5, 6,
7,8,9%5 TAEW . AHMIRIES 200.50,100. 25,50.12, 25. 06,
12.53,6.26,3.13,1.57,0.78 Hge mL™'.

B MY 0.5 mL AN 1 ~ 95 Sh R — F XU A
T AR 2001 £33 BE AKX A 8. 02, 4. 01, 2. 00, 1. 00,
0.50,0.25,0.12,0.63,0.031 Bge mL "I AEIIBE S 21
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FERE AR B J7 AL B S HEAT U E . il Sk Bk W T A e B
m TR AR IR BE AT BRI A3 B TT /A =
4.706 x10°C +21.994( r=0.999 8, 1 =9).

FEMER DTS 0. 031 ~8.02 Bge mL™', BRI
JEH 0.031 Bge mL™' (S/N>3).
2.4.4 J7VEMERENE IR SR A SR B I 2 BT 1R
G IR A 25 R b N U R A AN T R R R U
S35 A IR O G (R R - FSUNK ) (3% 1] L
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U AN RE Wi o B TR R 1
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1.
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Tab 1 Results of within-day and between-day precision test and

recovery test(n =>5)

Concentration Recovety W ithin-day Between-day

/Mge mL"! 1% RSD /% RSD /%
0.063 92.7 £3.87 6.3 3.6
1.00 90.5 £2.49 2.3 10.1
4.01 95.7 *1.42 1.3 4.2

2.4.6 FEVE RS R R A MK 0.5 mL,Hl
AR — UMK IE R 1.00 Bge mL ' FOIL K BFIAE S %
B EIRFE ARG AT T EWRLE 8 nHAE 13 dKE 21K
YRR R e P . 45 R WD BRI = TFOUIAE Bk &A1 T
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H SRIFRZE Ke, £, =0. 693 /Ke; AUC,_,, = AUG, _,, + Cy,, /
KeAXEMRMM L F = AUG, 4, /AUG, _, () x100% .
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Tab 2 The serum dmug concentrations after oral test and refer

ence prepamtion( n =22, x s)

Time Test Reference
/h /Mge mL™! /Hge mL"!
0 0.00 £0.00 0.00 £0.00
0.5 1.01 %0.39 1.09 0. 46
1 1.44 %0.52 1.73 %0. 61
1.5 1.71 0.56 2.06 £0.80
2 1.85 %0.68 2.13 %0.71
2.5 1.87 0.55 2.00 %0.62
3 1.85 *0.53 1.99 £0.69
4 1.57 0. 46 1.70 0. 64
5 1.16 *0.38 1.28 +0. 44
6 0.87 %0.31 0.91 %0.33
8 0.52 %0.21 0.64 0.24
10 0.30 £0.13 0.31 f0.12
12 0.20 £0.10 0.18 £0.09
24 0.042 £0.016 0.045 £0.015
3.2 HEESH
22 AR 53 ) D R 5 750 m g ol il 71 A 2

EL 70 5 1 6 18— 9 OUDIC L 249 B i AF 5 s 4 B v B
F) S B BRI 0 ~ 24 h2y 4 2 i
(AUC,_ YW 3. HEE 3ul4n BRI A2 25 5 % 5 iﬂz
FHAL . 55 2 HEARIR) HO A, SR — PP OUIC AR AR o 22 0 ) T 8 A
(95.7 *£28.9) %, % FAE 220%LLA .

# 3 2245200 HIRER TR — FYOBUNIC 8 1 700 F1 2 LE 4 74
JRAIB S HIE (n =22, ¥ £9)

Tab 3 Comparision of phamacokinetic parameters in 22 volun-
teers between test and reference of Me tfomm in Hydrochloride( n =

22, x%5s)

Parameters Test Reference
fipp /0 2.65 *1.18 2.46 £0.72
£ /D 2.39 %0.78 2.17%0.78

Cpax /(Hge mL™ ") 2.14 %0.57 2.52 %0.77
AUC, _,, /(Mgs hs mL™") 12.14 £3.43 13.24 £3.84
AUC, .., /(Mge he mL™") 14.33 £3.32 14.74 £3.78
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80% ~125%M ; C, [ nfH 90%EEXIA 70% ~143%
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Tab 4 Statistical analysis results of AUG,_, and C

max

n\ ax

T, T, 90% Confidential interval/%

InC, 2.854
InAUC, .,  2.637

6.966
5.524

76.0% ~97.6%
84.1% ~101.5%
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