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Target Research area
Neurotensin Receptor; Arrestin; iGluR; ERK; Sodium Channel Neurological Disease
Molecular formula C,,H;.CIN,O, STRUCTURE
Molecular weight 483.0450
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DESCRIPTION

SBI-810 hydrochloride is a functionally selected B-arrestin-biased neurotensin receptor 1 (NTSR1) allosteric
modulator. SBI-810 hydrochloride modulates NTSR1 G protein signaling in a G protein-specific manner in the
presence of the endogenous ligand, neurotensin (NT). SBI-810 hydrochloride fully antagonizes NT-induced
activation of Gq, partially antagonizes NT-induced activation of Gil and is permissive of NTSR1 activation of GoA
and G12.

BIOLOGICAL ACTIVITY

In Vitro
SBI-810 (10 min) hydrochloride stimulates the recruitment of B-arrestin 2 to human NTSR1 in HEK293T cells, and
antagonizes Gq activation induced by Neurotensin (NT) (HY-P0234).

Bath-applied SBI-810 (5 uM, administered during recording) hydrochloride decreases the action potential firing

frequency of DRG neurons, increases their rheobase, and inhibits neuronal excitability.

In Vivo
SBI-810 (12 mg/kg/10 pg~22 nmol); 1 pg; i.p./i.t.; single dose) hydrochloride exerts potent, NTSR1- and Barr2-
dependent spinal analgesic effects in naive C57BL/6) mice, and alleviates physiological acute mechanical and

thermal pain.

SBI-810 (20 ug; i.t.; single dose) hydrochloride exerts potent analgesic effects on physiological acute mechanical

pain in naive Sprague Dawley rats.

SBI-810 (12 mag/kg; i.p.; single dose) hydrochloride potently inhibits pain in mouse plantar incision and tibial fracture

post-surgical pain models.



SBI-810 (12 mg/kg/10 ug; i.p./i.t.; single dose, administered 7 days post-surgery) hydrochloride exerts potent,
NTSR1- and Barr2-dependent analgesic effects in SNI model mice, alleviating neuropathic mechanical allodynia and

cold allodynia.

SBI-810 (12 mg/kg; i.p.; single dose; administered concurrently with formalin injection) hydrochloride potently
inhibits inflammatory hyperalgesia and mechanical allodynia, and reduces formalin-induced activation of

nociceptors in DRG neurons in mouse formalin/CFA (HY-153808) inflammatory pain models.

SBI-810 (12 mg/kg; i.p.; single dose; administered post-STZ-induced hyperglycemia) hydrochloride potently

alleviates mechanical pain and cold pain in mice with STZ (HY-13753)-induced diabetic neuropathic pain.

SBI-810 (12-30 mg/kg; i.p.; single dose) hydrochloride attenuates or abolishes morphine-induced CPP, and
significantly reduces the cumulative withdrawal score induced by Naloxone (HY-17417A) in mice treated with

escalating doses of morphine.

SOLUBILITY

soluble in DMSO
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