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ABSTRACT Objective: To investigate the effects of cannabinoid CBR2 receptor agonist AM1241 preconditioning on microglia
activation and injury induced by lipopolysaccharide (LPS) plus interferon-y (IFN-y ). Methods: LPS plus IFN-y was used to induce
inflammation. MTT assay was used to find a suitable AM1241 concentration for preconditioning. Cells were pretreated with medium
containing different AM1241 concentrations, from Oy M to 10y M; 5y M was chosen for next steps. Then cells were assigned to control
group, AM1241 group, LPS/IFN-y group and AM1241+LPS/IFN-y group. After AM1241 pretreatment, the medium of 4 groups were
changed with normal medium. 2h later, the medium of Control and AM1241 groups were changed with normal medium again and cul-
tured for 24h. The medium of LPS/IFN-y and AM1241+ LPS/IFN-y groups were changed with medium containing LPS and IFN-y .
Cells were cultured for 24h. Microglial metabolism was assessed by MTT assay; NO release was measured by Reagent Kit; The concen-
trations of inflammatory factors (TNF-a , IL-1 and IL-10) were detected by enzyme linked immunosorbent assay reagent kit (ELISA);
Microglial shapes were observed through microscope. Results: cell metabolism of AM1241 group was higher than that of the Control
group significantly (P<<0.05); AM1241 group released less NO, TNF-a , IL-18 and IL-10 than that of LPS/IFN-y group (P<<0.05).
Conclusion: Cannabinoid CBR2 receptor agonist AM1241 preconditioning reduces microglial activation and injury induced by inflam-
mation.
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Fig. 1 The preconditioning effects of various concentrations of AM1241
Note: the mouse N9 microglial cells were preconditioned with or without
various concentrations of AM1241.They were then exposed to 1 p g/ml
LPS plus 50 U/ml IFN-y for 24h at 2h after the AM1241 preconditioning.
The cell viability was assessed by MTT assay. Results are means+ SD
(n=10).*: P<0.05, **: P<0.01, ***: P<0.001 compared with the
corresponding cells exposed to LPS plus IFN-y only

—

—

o
M

MTT metabolism
(Percentage of control)

[ 2 AM1241 FAb IR 3/ N B AR X 5 ZR Y 52 0
Fig.2 AM1241 preconditioning reduced the LPS plus IFN-y induced

decrease of cell viability

Note: *: P<0.05 vs Control,+: P <0.05 vs LPS/IFN-y
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Fig.3 AM1241 preconditioning reduced the LPS plus IFN-y induced
increase of NO

Note: *: P<0.05 vs Control,+: P <0.05 vs LPS/IFN-y
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Fig.4 AM1241 preconditioning reduced the LPS plus IFN-y induced

IL-10

release of inflammatory factors

Note: *: P<0.05 vs Control,+: P <0.05 vs LPS/IFN-y
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Fig.5 AM1241 preconditioning reduced the activation and injury induced by LPS plus IFN-y

Note: as shown in control group and AM1241 group were microglia cells of resting state; some cells marked with arrows in LPS/IFN-y  group and

AM1241+LPS/IFN-y group were activated or injured state. The length of the bar was 10y m.
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