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Hesperidin Alleviates Adverse Effects of Methotrexate on Memory and

Hippocampal Neurogenesis in Adult Rats
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ABSTRACT

The present study investigated whether hesperidin could alleviate the effects of methotrexate on memory
and hippocampal neurogenesis in adult rats. Male Sprague Dawley rats were divided into 4 groups. Vehicle group
received saline and propylene glycol. Hesperidin group received hesperidin ( 100 mg/kg) . Methotrexate group
received methotrexate (75 mg/kg). Methotrexate+ hesperidin group received both methotrexate (75 mg/kg) and
hesperidin (100 mg/kg). Memory was assessed using the novel object location (NOL) and novel object recognition
(NOR) tests. Time spent exploring each object was recorded and used to calculate a preference index (PI). Cell
proliferation and survival in the subgranular zone of the hippocampus using Ki67 and bromodeoxyuridine (BrdU),
respectively. The results showed that PI in NOL and NOR of methotrexate group was significantly different among
the groups ( p<0.05) . Additionally, the number of Ki-67 and BrdU positive cells in vehicle, hesperidin and

methotrexate+hesperidin groups were significantly higher than methotrexate group (p<0.05).
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