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Involvement of endoplasmic reticulum stress in hypoxic ischemic encephalopathy
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Although different from the original plan, we created a_pain-sensitive model
mouse by intermittently administering remifentanil to wild-type mice, and examined the effect of
endoplasmic reticulum stress on opioid-induced hyperalgesia (OIH). An experiment was conducted. It
was suggested that administration of chemical chaperones such as Sodium phenylbutyrate (4-PBA) and
Tauroursodeoxycholic acid (TUDCA) to pain-sensitive model mice may suppress pain-sensitivity.
We also studied the neuroprotective effect of inhalational anesthetics, neurotoxicity, and
endoplasmic reticulum stress, and published it as a paper.



(opioid induced hyperalgesia:OlH)

4-phenyl butyric acid PBA
dasatinib, dantrolene

animal model
C57BL/6J 10 15w Wild type

protocol
0 min : NS/ PBA /Dantrolene /dasatinib i.p. + NS / remifentanil s.c.
30min: NS / remifentanil s.c.
60min: NS / remifentanil s.c.
90min: NS / remifentanil s.c.

Remifentanil 1 200 ug/kg
PBA dantrolene dasatinib 5
PBA

NS(i.p.) NS s.c.
NS(i.p.) remi(s.c.)
PBAO.1g/kg(i.p.)+remi(s.c.)
PBAO0.25g9/kg(i.p.)+remi(s.c)
PBAO0.5g/kg(i.p.)+remi(s.c)

dantrolene
NS(i.p.) NS s.c.
NS(i.p.) remi(s.c.)
Dantrolene 3mg/kg(i.p.)+remi(s.c.)
Dantrolene 10mg/kg(i.p.)+remi(s.c)
Dantrolene 30mg/kg(i.p.)+remi(s.c)



dasatinib(src inhibitor)
NS(i.p.) NS s.c.
NS(i.p.) remi(s.c.)
Dasatinib 1mg/kg(i.p.)+remi(s.c.)
Dasatinib 5mg/kg(i.p.)+remi(s.c)
Dasatinib 20mg/kg(i.p.)+remi(s.c)

hyperalgesia
2 test 2 4

Mechanical hyperalgesia

Hind paw Von frey test(0.1g ) pain score
(2 1 0 6
pain score )

Thermal hyperalgesia
PLANTER TEST(UGO BASILE®)
30

PBA dasatinib pain score ,OIH
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