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Research progress in improvement of opioid-induced
respiratory depression by non-opioid drugs

FAN Yong-zheng'?, YONG Zheng', SU Rui-bin'
(1. Beijing Key laboratory of Neuropsychopharmacology, State Key Laboratory of Toxicology and Medical
Countermeasures, Institute of Pharmacology and Toxicology, Academy of Military Medical Sciences,
Beijing 100850, China; 2. the 991" Hospital of Joint Logistic Support Force, Xiangyang 441000, China)

Abstract: Opioid drugs activate G protein and (or) B-arrestin protein signaling pathways by acting
on opioid receptors, which can generate analgesia and anesthesia effects, but at the same time, opioid-
induced respiratory depression (OIRD) is a common severe clinical problem. Currently, naloxone, an
opioid receptor antagonist, is usually used to improve respiratory depression, but naloxone may coun-
teract the analgesic effect and even induce many unpredictable adverse reactions. In recent years,
non-opioid drugs have been used to directly or indirectly regulate the respiratory center to improve
OIRD without affecting analgesia, which is becoming a new area of research. This paper reviewed such
non-opioid drugs as the o-amino-3-hydroxyl-5-methyl-4-isoxazole-propionic acid receptor modulator,
5-hydroxytryptamine receptor agonist, phosphodiesterase-4 inhibitor, glial cell inhibitor, nicotinic acetyl-
choline receptor agonist, potassium ion channel blocker and other non-opioid drugs that have been
much reported in recent years.
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