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an acute exudate (carrageenan- and concanavalin A- 
induced edema) and chronic (adjuvant arthritis) immune 
inflammations. Using these methods, pronounced an- 
tioxidant and anti-inflammatory properties were detected 
in the dipeptide nootropic noopept (N-phenylacetyl- 
L-prolylglycine ethyl ester) and the dipeptide neuroleptic 
dilept (tripeptoid analogue of neurotensin). Noopept at 
different doses and routes of  single administration in 
mice of different strains was shown to suppress the acute 
exudate Con A-induced inflammation by 50.9-52.4%, 
carrageenan-induced edema in rats by 62.2%, throughout 
the course treatment it reduced the maximal values 
during chronic immune inflammation in model of adjuvant 
arthritis in rats by 70.4-94.4%. Noopept injection i.v. 
at a dose of  5mg/kg resulted in 5-6-fold reduction of 
opsonized zymozan- or FMA-induced chemiluminescence 
of  neutrophils, whereas the effect of  dilept was 
1.9-fold. The anti-inflammatory action was displayed by 
selective anxiolytic drugs afobazole (2-[2-(morpholino)- 
ethylthio]-5-ethoxybenzimidazole dihydrochloride) and 
ladasten (N-[2 -adamantyl)-N-(para-bromophenyl) amine]). 
Afobazole administered to mice at a dose of 5 mg/kg 
intravenously was shown to suppress Con A-induced 
inflammation by 63.3%. Single per-oral ladasten admin- 
istration at doses of 30 and 300mg/kg was also found to 
reduce the inflammation response, by 42.2% and 48.6%. 

The immunopharmacological analysis of  antioxidant 
and anti-inflammatory properties of  psychotropic drugs 
supplements our understanding of the mechanisms 
governing their action. 
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compare the independent variables. Unchanged tested 
substance was detected in blood plasma of inbred mice 
throughout 1.5h. Mexidol was very quickly absorbed 
from the gastrointestinal tract. Its maximal concentration 
was higher in BALB/C mice (alter 2.5 rain) as compared 
with that in C57BL/6 animals (after 5 m  i n ) ,  being 
48.19 and 37.44 mkg/ml, respectively. The comparison 
of half-life periods showed that mexidol is more rapidly 
eliminated from C57BL/6 mice blood plasma compared 
with BALB/C. This intense elimination was additionally 
supported by the low value of the mean mexidol 
residence time (MRT = 10.35 min) and its high clearance 
(Clmr os = 0.261/min/kg) as these values were compared 
with those in BALB/C mice. Minor area under the 
curve in C57BL/6 mice (AUC0~oo =389.51 p.g/ml x min) 
provided evidence of an intense biotransformation in 
these animals as compared with BALB/C metabolism. 
Desalkylated mexidol metabolite was also detected 
by HPLC. Metabolite level was higher in C57BL/6 
blood plasma (Cm~x = 1.24 ~tg/ml) compared with BALB/C 
(Cm~x = 0.96 ~tg/ml). Daily mexidol excretion measure- 
ments showed that it was eliminated in unchanged form 
and in glucurono-conjugated form. Inbred strains exhibited 
significant differences in excretion of both unchanged 
(p ~< 0.05) and glucurono-conjugated (p ~< 0.05) forms. 
Mexidol and its metabolite were well excreted in C57BL/6 
mice (in urine: 1.51% and 2.02% of administered dose), 
whereas in BALB/C - 0.90% and 0.98%, respectively. 
Thus, it can be concluded that mexidol metabolism 
is more intensive in C57BL/6 than in BALB/C mice, 
and this is mainly due to a difference in glucurono- 
conjugation reaction. Given that desalkylated metabolite 
level in blood plasma of  both inbred strains is in fact 
alike, glucurono-conjugate content is 2-fold higher in 
urine of  C57BL/6 mice than in BALB/C animals. We 
conclude: testing of mexidol, whose metabolism occurs 
via conjugation with glucuronic acid, evidently showed 
that inbred mice C57BL/6 and BALB/C have different 
glucuronation phenotypes. 

The present study was carried out as a comparative in- 
vestigation of  pharmacokinetics and biotransformation of 
mexidol (2-ethyl-6-methyl-3-hydroxypyridine succinate, 
antioxidant agent, membranoprotector) in inbred C57BL/6 
and BALB/C mice. Mexidol in water solution was 
administered as a single dose of 100mg/kg. The animals 
were kept on water diet 12 h prior experiment. Glucurono- 
conjugated fractions of mexidol were determined after 
preliminary incubation of  urine with [3-glucuronidase 
enzyme. The concentration of mexidol in blood plasma 
and urine was measured by high-performance liquid chro- 
matography (HPLC) with UV detection. The data obtained 
were statistically analyzed using Student t-criterion to 
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Medicaments that belong to various groups of  pharma- 
cological agents are in common use to treat patients 


