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Introduction A

. Opioic-induced hyperalgesia (OIH) is a Pain Induced by Repeated Morphine iIs Reduced by

condition where prolonged use of opioids

causes increased sensitivity to various E n d O Ca n n a b i n O i d ACtivati o n

painful and nonpainful stimuli, such as

touch and temperature Maria Jaakson, A. Matt Reck, Carl Rodriguez, Steven G. Kinsey

School of Nursing, University of Connecticut, Storrs, CT USA
* OIH occurs via both mu-opioid receptor \ /

dependent and independent mechanisms ~N

~

- | | Mechanical allodynia JZL184 ZCZ011
* Endocannabinoid system interacts with *k * L
the opioid system in pain regulation and
may be a target for reducing OIH
symptoms
« JZL184: MAGL inhibitor. Increases
endocannabinoid 2-AG
« ZCZ011: CB, receptor positive

allosteric modulator
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Hypotheses L 1 - E
VEH6 MOR6 VEH7 MOR?7

1. Continuous morphine induces VEH6  MORG  VEH7  MOR7 | | | |
Day 6: Day 7:

m eCh dln | Cca I dln d CcO I d d I I Od yn | d (O I H ) y ,?,?(’;ﬁ;nicm allodynia ?2{1734 40mg/kg mechanical allodynia ZCZ011 40 mg/kg

which will be reduced by

MAGL inhibitor JZL184 _ JZL184 ZCZ011
CB, PAM ZCZ011 Cold allodynia o VOR
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a Methods

Subjects. Female and male (n=10) C57Bl/6J
mice were used for the experiments. Mice were
randomly assigned to treatment conditions and
balanced for sex. Mice were housed in groups
within plastic cages in an AAALAC-accredited
facility, with all behavioral testing conducted
during the light phase. All experimental - +
procedures received approval from the UConn
Animal Care and Use Committee. 0 VEH6 MOR6 VEH7  MOR7 VEH6 MOR6 VEH7 MOR7
Drugs. Osmotic minipumps were aseptically filled BL 1 2 3 4 5 6 7 | | | | | |
with either morphine (60 mg/ml) or saline vehicle. cold allodynia 121184 40mgkg Daye: Day7: @ somoke
JZ1.184 and ZCZ011 were dissolved in a vehicle

consisting of 1:1:18 parts of EtOH, Kolliphor EL,

and 90% Saline. - Summary and Conclusion
Procedure. Under general anesthesia, mice were

irKIplatntedhwi;h sut:_cutanelouds ?smogc Tri]nipumps 1. Morphine treatment caused mechanical & cold allodynia in mice
(Alzet), which continuously delivered either MAGL inhibitor JZL184 attenuated morphine-induced mechanical allodynia

morphine or saline at a rate of 1.0 yL/hour for 7 . _ , , . .
days. Mechanical allodynia was assessed using CB, positive allosteric modulator ZCZ011 attenuated both morphine-induced mechanical & cold allodynia

von Frey filaments, and cold allodynia was

evaluated using the acetone drop test, measured C . - . ! : . PN -
daily throughout the 7-day observation. On Day 7, N Conclusion: Cannabinoid drugs are effective in reducing opioid-induced hyperalgesia

mice received JZL.184 (40 mg/kg, i.p.) 120

minutes prior to testing, or ZCZ011 (40 mg/kg, _ _ This research was supported by the National Institute on Drug Abuse (NIDA) grant RO1 DA048153 and R21 DA052690
\i.p.) /5 minutes prior to testing. / National Institutes of Health We thank the UConn Animal Care Services staff for their valuable assistance.
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