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Effect of Cimetidine and Antacid en Pharmacokinetics of Minocycline

Eui-Cha Jung, Gee-Bae Park, Hwa-Woo _hin, Young-Wook Choi, Kwang-Pyo Lee
College of Pharmacy, Ctiung Ang University
*College of Pharmacy, Won Kwang University
(Received November 3, 1991)

Effects of aluminum magnesium hydroxide (A) and cinetidine (C) on the pharmacokinetics of
minocycline (M) were investigated -in female rats. Blood samples were collected at various time
intervals until 36 hrs following oral dosing of drugs. Plasma minocycline concentrations were deter-
mined by HPLC. Control group (M), T, group (M+A), T, group (A+M after 2 hrs), Ts group
M+A after 2 hrs), Ty group (M+C) and Ts group (C+M after 2 hrs) were divided to examine
interaction of the drugs with minocycline. Plasma minocyline level-time curves were well described
by two-compartment open model with first-order absorption in rats. Antacid treatment was associated
with reduced of 71.0, 45.9, 35.7% in minocycline absorption rate constant(K,), maximum plasma
concentration(Cpe), and relative bioavailability(F.), respectively. Cimetidine treatment group exhibi-
ted no significant changes in plasma level-time curve when compared with control group and did
not affect minocycline absorption as by any of these three parameters.

Keywords — pharmacokinetics, cimetidine, aluminum magnesium hydroxide, minocycline.
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O—0O: Minocycline alone(Oral)

©@—@: Minocycline, concurrently after Antacid
A—0: Minocycline, 2 hr after Antacid
A—a4A: Antacid, 2 hr after Minocycline
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Figure 1—Plasma level-time curves of minocycline after
oral administration ‘in no treatment group and antacid
treatment  group.
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O—O: Minocycline alone(Oral)
0O—[3: Minocycline, concomitantly after
Cimetidine

10.04 S—M: Minocyctine, 2 hr after Cimetidine
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Figure 2 —Plasma level-time curves of minocycline after

oral administration in no treatment group and cimeti-

-dine treatment group.
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O—QO: Minocycline alone(Oral)
100 V—¥V: Minocycline alone(LV.)

Serum minocycline conc.(ug/mi)

10 f%}

05— TN

0 5 1¢ 15 20 25 30 35 40
Time(hr)

Figure 3—Plasma level-time curves of minocycline after
minocycline alone was administered orally and intrave-
nously.
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Table 1—Pharmacokinetic Parameters of Minocycline after 1V, and Oral Administration in_Each Group

Treatment groups

Parameters Control T, T, T, T, T Iv.
Ke Y 479+ 137 139+ 056" 132£076™  488+158 4301195 470+ 183

TyBlhr) 1733+ 250 2310+370° 30.13:530% 2390+190 1873170 1474+105 806+ 165
Toaekir) 050+001 150£002* 150£004* 050001 050+001 050+013  0.17%003
Coulpg/ml)  1606£224 860+ 165* 870+ 155% 1607+171 1570+164 1525+ 175 26.38+2.00
AUCGug-hr/ml) 13762+ 154 88951273 8876+ 838% 10490+ 899 12047+470 11274314 140.11%310
F 098+ 001 063+019* 062+020* 076£030 086+001 085:002 100

“All values are the means* S.D. from experiments.
*5<0.05, **p<0.01
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Figare 4—Percent absorbed vs. time of minocycline af-

Control group(O—Q), T group(@—®), Tz group{a—a),

Ts group(a—a), T group(C—0), Ts group(—m).
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