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Effects of k opioid receptor agonist (U50488H) on autophagy. delayed nerve injury and NOTCH expression
in ischemic stroke rats Feng Qingqi “ , Li Ang” , Wang Wei. * Department of Neurosurgery, Longhua Hos-
pital Affiliated to Shanghai University of Traditional Chinese Medicine , Shanghai 200032

[Abstract] Objective To investigate the effects of k opioid receptor agonist (U50488H) on autophagy,
delayed nerve injury, and NOTCH expression in ischemic stroke rats. Methods Forty male Sprague Dawley
(SD) rats of specific pathogen free (SPF) were randomly divided into normal (N) group, model (M) group,
butylphthalide (B) group, and U50488H (U) group with10 animals in each group. The ischemic stroke model
was established for the M., B, and U groups by suture method. After the modeling was successful, the B
group was given 4. 5 mg/kg butylbenzene Phthaloin, the U group was injected with U50488H into the brain at
1.5 mg/kg, and the N and M groups were given the same volume of normal saline by gavage at the same time.
Neurosymptom score (NSS) was used to detect delayed nerve injury in rats. HE staining was used to detect

the pathological morphology of brain tissue. Western blotting was used to detect the expression level of auto-
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phagy-related proteins in brain tissue. Immunohistochemistry was used to detect the expression level of
NOTCH. Results Compared with the N group, the heart rate (HR), systolic blood pressure (SBP) ,diastolic
blood pressure (DBP), Zea longa score and NSS score of the M group were significantly increased (P<Z0. 05).
Compared with the M group, the Zea longa score and the NSS score of the B and U groups were significantly
decreased (P<<0.05). HR, SBP, DBP, Zea longa score and the NSS score of U group were significantly de-
creased (P<C0. 05), and U group was significantly lower than B group (P<Z0. 05). The brain tissue and cortex
of the rats were intact, dense and uniform; the nerve cell nucleus was normal and complete; the nucleoli were
clear; the nerve cells were arranged neatly, and there was no edema in the space around the cells in the N
group. The brain structure was destroyed; the cell arrangement was disordered and colored in the M group.
Compared with the M group, the pathological state of the B and U groups was obvious, the cell volume was
reduced, and the cell arrangement was less scattered. Compared with the N group, the levels of LC3, Beclinl
and NOTCH in the brain tissue of the M group were significantly increased (P<Z0. 05). Compared with the M
group., the levels of LLC3, Beclinl and NOTCH in the brain tissue of the B and U groups were significantly de-
creased (P<C0. 05), and group U was significantly lower than group B (P<C0. 05). Conclusion « opioid recep-
tor agonists can significantly reduce neuronal autophagy and NOTCH expression in rats with ischemic stroke,
and effectively improve delayed neuronal damage.

[Key words] « opioid receptor agonist Ischemic stroke Neuronal autophagy Delayed nerve injury
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