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Pharmacokinetics and Gastric Adhesion of Aceglutamide
Aluminium on the Combination of Antacid in Rats
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Abstract—On the combination of antacid, the pharmacokinetics and gastric adhesion of (“Cla-
ceglutamide aluminium complex([C}JAGA) were examined in rats. Specially, this study was focused
on the drug interaction that the co-administration of antacid may affect the oral absorption and gastric
adhesion of aceglutamide aluminium complex(AGA). In the study of the oral co-administration of (“C]
AGA and antacid(aluminium hydroxide and magnesium hydroxide(AM)), the radioactivity of plasma
and urinary recovery was lower than that of [“CJAGA alone administered group. However. the cu-
mulative recovery of radioactivity in feces was increased significantly. The comparative bioavailability
of (CJAGA from the plasma concentration-time curve and urinary recovery was about 60%. In wvitro,
the effect of antacid on the gastric adhesion of AGA was not significantly different between AGA and
AGA/antacid treatment. And it accorded well with the result of in vivo experiment. In conclusion, on
the combination of antacid, the oral absorption of AGA was decreased but the gastric adhesion was
not affected in respect of druy interaction.

Keywords [] Pharmacokinetics, bioavailability, gastric adhesion, antacids(Al(OH)s, Mg(OH),. simeth-
icone), aceglutamide aluminium complex, radioactivity.
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Fig. 1 — Chemical structure of N-acetyl-L-glutamine
aluminium complex(AGA).
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Fig. 2 -- Radioactivities in rat plasma after oral ad-~

ministration of AGA or AM/AGA(All Group
contains 30 nCi (“CIAGA/kg, n=4).
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Table I— Effect of AM on pharmacokinetic parameters of AGA calculated by its radioactivities after oral dosing of
AGA and AM/AGA in rats(each preparation contains 30 uCi (“CJAGA/kg, n=4)

a c T MRT T2 AUC 148w
roups max max (hr) (hr) (hr - cpm/ml)
AGA-I 5148.4+226.5 2.5+1.2 13.7x15 10.5x1.4 88648.7+17384.3
AM/AGA-] 2825.0+352.5™" 3.3+0.2 16.9+0.7* 16.0+1.7* 64050 =+ 4254.9*
AGA-TI 4065.2+:468.0 56+1.2 15.8%0.6 11.0+2.1 87284.7+ 8692.7
AM/AGA-II 2063.4+146.7* 3.0+04 18.0+0.5* 19.4+2.1* 51751.0+ 1543.5*

*p<0.05, **p<0.01: significantly different with control groups.
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] 34
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Fig. 3— Cumulative excretion radioactivity in rat urine
after oral administration of AGA or AM/AGA
(All group contains 20 pCi [*CJAGA/kg, n=3).
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Fig. 4 — Cumulative excretion radioactivity in rat feces
after oral administration of AGA or AM/AGA
(All group contains 20 pCi (“CJAGA/kg. n=3).

Table Ol — In vitro binding ratio of radioactivities
adhered to the intact rat stomach wall

and stomach homogenate(37°C, 1 hour
shaking incubation, n=4)
Groups Intact stomach Stomach
(%) homogenate(%)
AGA 12.6+0.4 38.6+0.2
AM/AGA 13.4+0.4 42.0+0.8
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Fig. 5— Radioactivities in rat stomach after oral ad-
ministration of AGA or AM/AGA(12.5 uCi (*C)
AGA/kg, n=10).
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