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(A A9 (Purpose) ]
Phosphatidylingsitol 3-kinase is involved inmyocardial function, including contractility. To date, myocardial
regulation by Phosphatidylinositol 3-kinase after brain death has not been investigated. The present study
using brain death model was designed to examine the role of Phosphatidylinositol 3~kinase inmyocardial function
alfer brain death

(il o TN AR (Methods/Results) )
After anesthesia with sevoflurane, a Fogarly catheler was placed intracranially for induction of brain death.
A conductance catheter was inserted into the left ventricle for measurement of myocardial function. Rats were
assigned to the following groups: one undergoing sham operation (with catheter placement but no brain death
introduction}, one receiving saline before brain death, and one receiving worimannin, an inhibitor of
phosphaiidylinositol 3-kinase, before brain death. Various measurements, including mean blood pressure, heart
rate, dP/dl max and ejection fraction, were obtained every 30 minutes for 6 hours after brain death. The
phosphorylation status of Akt and phospholamban was determined 360 min after brain death
After induction of brain dealh, rats showed significant decreases in blood pressure, dP/dt max and ejection
fraction. Inhibition of phosphatidvlinositol 3-kinase using woritmannin significantly improved these
parameters, resulting in increased survival. Western blot analysis demonstrated that brain death increased
Akt phosphorylation and decreased phospholamban phosphorylation; these effects were abolished by wortmannin.

(% #& (Conclusion))
Inhibition of phosphatidylinositol 3-kinase was prevented myocardial dysfunction after brain death in
association with inhibition of the decrease in phosphorylation of myocardial phospholamban, characteristic
ol brain death.
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FUFREZ v P ORMEERLFEOREBWT, (DHAIRAO/NUFR LICHEET SSERCA2a BV 2D A D N afkn
SOME, BROAZEREL TWBZEIZHEEL, FOI T FIRERTEO LRICEE T SPIK-ARBE 2 ST &
ELIZbDTH A, MERDOLIHMRATIEHPIK-AEROFBEHLNBZ > THY., INSRLAECEEEEAT
WL EEZPIKOEEFETH SvortnaminZE 5 U THEICLAEZ S, Ty MILFERMS Z L BBL-E,
KT, NS OL Y Zvesternblotting THATLA=L 25, MESy FTIIAKI DU E{LOE B0 & SERCAZa
ZH#9 HPhospholamban® U VBB HELBMABRD SNSE. TR IOPHRIZPIIKOHEEE TH SVortnannind ik
BizkoTHBHEaNE.

fERDischenic preconditioninglZ BN TIRHNANNEHELTERAINTWAPIIKTH LM, 2HETHIERD
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