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Effects of pioglitazone on amyloid beta-protein fragment 1-42-induced
mitogen-activated protein kinase p38 signal pathway in rat hippocampus

LI Ya-Nan®, JN Ying!", WANG Shi-Xing?, JANG Yan!, YAN En-zhil, QI Zhi-Mint, WEI Jia®

(1. Department of Pharmacology, 2. Department of Scientific Experiment, Liaoning Medical University,
Jinzhou 121001, China)

Abstract
AIM To observe the neuroprotective effects and protective mechanisms of pioglitazone(Pio) on amyloid beta-protein
fragment 1-42 (AB, _,,)-induced neurotoxicity in rat hippocampus. METHODS The rats were randomly divided into

normal group, AB,_,,, group, AR, _,,+Pio group (20, 40 and 80 mg-kgY). Ond 1, theratsin normal, model and Pio groups
were given 0.2% DM SO and Pio ig, respectively. Ond 2, single dose A, _,, (5 pL, 2 mmol .L"Y) was given (icv) to ratsin
model and Pio groups (after Pio given). Then, the ratsin Pio groups were given Pio for 6 d. Western blot was used to
determine the expression of phospho-mitogen-activated protein kinase kinase 3/6 (MKK3/6), phospho-mitogen-activated
protein kinase p38 (p38MAPK) , phospho-activating transcription factor-2 (ATF-2) , phospho-mitogen-activated
protein kinase activating protain kinase-2 (MAPKAPK-2) and heat-shock protain 27 (HSP27) . RESULTS

Intracerebroventricular injection of AB,_,,, induced the increased expressions of phosphorylated MKK3/6, p38MAPK and
ATF-2, but the decreased expressions of phosphorylated MAPKAPK-2 and HSP27, and these activated changes were
inhibited by Pio. CONCL USION It is possible that Pio prevents A, _,-induced neurotoxicity through suppressing the
expression of p38MAPK signal pathway.
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