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Abstract: This study investigates the effects of metoprolol (METO) or/and pravastatin (PRAV) on the
pharmacokinetics of metformin (METF) in rats. Twenty-eight male SD rats were divided into METF group,
METF+METO group, METF+PRAV group and METF+METO+PRAV group. Blood samples were collected
at 10, 20, 40, 60, 90, 120, 180, 240, 360, 480 and 600 min after oral administration of metformin, and
concentration of metformin in plasma was determined by HPLC. Compared to the METF group, Cp. of
metformin was significantly decreased (P < 0.01) and MRT,,, t;, and V were significantly increased in
the METF+METO group; ¢, was significantly decreased in the METF+PRAV group; C,., was significantly
decreased and MRT,_, was significantly increased in the METF+METO+PRAV group. Compared to the
METF+METO group, MRT,, of metformin was significantly decreased in the METF+METO+PRAV group.
Compared to the METF+PRAV group, C,.. of metformin was significantly decreased (P < 0.01), and
MRT,;, t1, and V were significantly increased in the METF+METO+PRAV group. There exist multiple
drug interactions of metformin, metoprolol and pravastatin in rats.
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Figure 1 Mean plasma concentration-time curves (a—f) of metformin (METF, 100 mg-kg ') after co-administration of metoprolol
(METO, 40 mg-kg '), pravastatin (PRAV, 20 mg-kg '), METO (40 mg-kg ') and PRAV (20 mg-kg ™). 'P<0.05, "'P<
0.01 vs METF group; "P<0.05, *P<0.01 vs METF + PRAV group

n=7, X=*s.

Table 1 The pharmacokinetic parameters of METF. n=7, x+s. P<0.05, "P<0.01 vs METF group; “P<0.05, **P<0.01 vs
METF+METO group; “P<0.05, *P<0.01 vs METF+PRAV group
Parameter METF METF+METO METF+PRAV METF+METO+PRAV
AUC,, /pg'mL ™" min 4986+ 1336 4590 + 644 4717 + 833 4225 + 841
AUCy-., /pg'mL " min 5638+ 1785 5774 +835 5074 +950 4842 +1218
f1/2 /min 182 30 236+ 63" 145+£9" 174 + 43"
MRT,_, /min 211+ 14 254 +21™ 204 + 12 225 + 15"
CL /L'minkg " 0.019 + 0.005 0.018 + 0.002 0.020 + 0.004 0.022 + 0.006
V /Lkg ™ 485+1.10 594+1.61" 4.26 +0.83 5.27 +0.99"
Crnax /ngrmL™! 19.0+3.5 11.9+2.17 18.0+2.6 129 +2.17%
fmax /MiN 75 +25 170 + 45 85 +22 110 + 417
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