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Background: Interest in drug interactions at blood-CSF or brain barriers has come to focus, as it may alter efficacy or pose adverse
outcomes to drugs used in treatment of CNS disorders. In Alzehimer’s disease, the potentiality of some common chronically used
drugs to modulate memantine CSF kinetics was tested.

Methods: 48 adult male albino rats (280-330 mg); half were injected by single bilateral i.c.v. of STZ [3 mg/kg/10 ul/injection site]
to comprise [Alzehimer group], the other half received the solvent to comprise [normal group]. After 4 weeks, each group was
divided into three subgroups, receiving; atorvastatin (10 mg/kg/day p.o.), telmisartan (10 mg/kg/day p.o.) or saline (2 ml/day p.o.)
On day 21 all subgroups received single oral dose memantine (10 mg/kg). Serial blood [0.25, 0.5, 1, 2 hr] and CSF [0.5, 1, 2, 4 hr.]
were sampled to determine memantine level by chemiluminescence method.

Results: CSF memantine kinetics was significantly altered in presence of the two chronically administered d normal and
Alzehimer groups, while, its T was significantly delayed (p<0.05) in presence versus absence of telmisartan only in Alzehimer
group. The latter finding was found significantly delayed compared to normal group.

Conclusion: The co-administered drugs, altered memantine CSF kinetics, changing its CNS availability in level by atorvastatin
or in resident time by telmisartan. Such findings mandate clinical validation before memantine dose adjustment with such drugs
could be issued.
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