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(MidScift:, T A=Vl hLAR) A4 bV
AN=VBDNF7' 7 4 ~—% T, BT
Yo EEPCRICHER L7722, &8kt % 3 EHIE L
GAPDH % MV TRNA[RIY & o 7 /VALE] 2 AR HEAL L
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O CEREIAEIE T LTz (P < 0.0001),
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Na', K-ATPase Inhibition in Ischemic Brain Injury

Miwa lzutsu, Masaya Kudo, Kaneyuki Kawamae

Department of Anesthesiology, Yamagata University Faculty of Medicine

ABSTRACT

Background and purpose: Na“, K'-ATPase inhibitor PBI-05204 is the extract of nerium oleander.
PBI-05204 decreases neuronal death and increases brain-derived neurotrophic factor (BDNF) in brain
slices exposed to oxygen-glucose deprivation. This study was designed to examine the efficacy of PBI-
05204 in treating rats with focal cerebral ischemia.

Methods: Wister rats underwent intraluminal middle cerebral artery occlusion (MCAO) for 70 min.
Intraperitoneal or oral PBI-05204 treatment was begun 90 min after reperfusion onset. The
post-treatment effects were assessed at 24 hours and 7 days after MCAO. Also, the pre-treatment effect
of oral PBI-05204 was evaluated at 24 hours after MCAOQO. In addition, we investigated whether blood
pressure and BDNF were affected by PBI-05204 in normal rat.

Results: Intraperitoneal PBI-05204 induced abdominal inflammation. 100 and 200 mg/kg/day of oral
PBI-05204 improved neurological outcome at 24 hours post-MCAO (P = 0.0005, 0.004, respectively).
However, the difference between PBI-05204 and control at 7 days did not reach statistical significance.
Pre-treatment of PBI-05204 did not alter treatment outcomes. BDNF was slightly increased by
PBI-05204, but not significant.

Conclusion: We found small effects of PBI-05204 on 7-day focal ischemic outcome and BDNF. Different
results might be obtained from the purified principal component of PBI-05204 that allows currently

assessed administrations.

Key words : Na*, K*-ATPase inhibitor, middle cerebral artery occlusion, BDNE rat





