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Abstract

Opioic analgesics are crica for reating severe chronic pain and maintaining quality of ife for millons of
Americans. However,tolerance develops to the analgesic effecs of these drugs and dosages must be
increased to maintain suficent pain reff, Higher doses of drug predispose patients o increased
Incidence of side efects, and many physiians are simply unwiling to increase the doses of morphing
and ofher narcofics to evels high enough to adequatel treat severe pain. Unireated pain costs
taupayers bilions of dollars in ost wages and time. Our proposed projectfulfils three purposes by
examining the cause of analgesic tolerance to morphine in order to prevent this from occuring, by
coniributing knew knowledge:to alow physicians to understand the basisfo increased crug dosing
requirements, and by providing suffcient evidence to drive the development of new formulatons of
morphine and related analgesics to block the development of morphine tolerance, |

Specfically we propose to test the hypothesis that the analgesic tolerance to morphine treatment
folowing prolonged morphine: administration resuls from 11 opioid receptor desensitzation that is
mediated by release of the endogenous neuropeptide, OFQN, in pain processing centers of the brain
and spinal cord. We propose that this desensttization involves OFQ/N-nduced y opioid receptor
phosphorylation, intemalization and down-requlation.



