F H% JWHOLS WEHAZX APP/PS] B E/EAESILIZEE S MERERIEERMNZTBEKEE 591 - 2191 -

JWH-015 FiBl 45 25%F APP/PS1 ¥ 2 H/NR A 1 iEiZ /BT
2 TR R R E AN 42 W] 28 M 5 T

EAN L
050017)

8 L% BB FEE £ 4
(TAEMAFZDERKEMN T FRE

(# =) BN HFitkBEE 2 B2/ (CB2R) #3117 TWH-015 Ty A 25 X0 B4R Y615 2% ( AD ) BRI/ B 23 [a) A S Th 8k B
BENX SRR TN ST BEREN, A 20 26 HiMER APP/PS] 3 M AD M/ FH 20 HEEHER (W) /)
BRSNS % B4 ( WT+VEH) AD %40 ( APP/PS1+VEH) JWH-015 4b 3 4 (APP/PS1+JWH-015) i JWH-015 BAZG2H (WT+
JWH-015) , % 4/NRA B RETEST 8 w IWH015 0.5 mg « kg + d' SR BN, it Morris /K 2K 'E LI /N B2 (Bl 2% 3 112 68
J1 B RIER A Y EATRA B ERREE S (AR) BERNITREE  RAGE R LA L EFEREEDRX B R EARGEY
B R 4T EBR 4 R (3 (GFAP) F/NE R 4E AUAT S 0 B8 FRUB LS & 2 R0 T (Tha) | MYARIETRNAEIRE R W& B RIEZAG; E B R
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The effects of preventive administration of JWH-015 on learnmg-memory ability, neuroinflammation and neuroplasticity of APP/
PS1 transgenic mice

LI Chao, SHI Jing-Pu, SHI Yuan-Yuan,et al.

Department of Anesthesiology,the Fourth Hospital of Hebei Medical University, Shijiazhuang 050017, Hebei, China

[ Abstract] Objective To investigate the effects of cannabinoid 2 receptor ( CB2R) agonist JWH-015 on spatial learning-memory a-
bility , neuroinflammation and neuroplasticity in hippocampus of Alzheimer's disease (AD) mice. Methods Twenty 6-month aged APP/PS1
transgenic mice and wild type( WT) littermates were randomly divided into control( WT+VEH), AD model (APP/PS1+VEH), JWH-015
treatment ( APP/PS1+JWH-015) and single JWH-015 drug( WT+JWH-015) groups. Then AD model and control niice were given selective
CB2R agonist JWH-015 intraperitoneally at a dose of 0.5 mg « kg™ « d™" or vehicle for 8 weeks. Spatial learning and memory was measured
by Morris water maze. Congo red staining was used to measure the plaque burden. Immunohistrochemistry was conducted to measure astrocyt-
ic and microglial immunoreactivity by detection of GFAP and Ibal. The changes of neuroplasticity were observed by Golgi staining in brain.
Results Compared with those of control group, AD model mice had a longer escape latency at Day5 ( P<0. 05) and the less crossing platform
numbers at Day6 (P<0.05). There were extensive plaques accompanied by significantly enhanced GFAP and Ibal immunofluorescer:ce in-
tensity in hippocampus of APP/PS1 mice. Compared with AD group, chronic JWH-015 treatment reversed escape latency but not the num-
bers of crossing platform ( P<0.05). Moreover, the intensity of Ibal immunofluorescence in hippocampus was significantly decreased ( P<0.
05) ; but the numbers of plaque burden, GFAP immunofluorescence and spine density in hippocampus were not affected by JWH-015 treat-
ment, respectively. Conclusions The spatial cognitive impairment of AD mice is closely related to the chronic neuroinflammation induced by
amyloid plaque as well as the significant weakness of neuroplasticity in hippocampus. Chronic activation of CBZR by JWH-015 treatment had
significantly ameliorative influence on spatial cognitive dysfunction and microglia-related neuroinflammation, but it had litile effects on plaque
burden and neuroplasticity. '

[ Key words] Alzheimer’s disease; Cannabinoid receptor 2; Cognitive ability; Neuroinflammation; Neuroplasticity
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P2 TRESOAE R , B0 A S T BB B A 2 R AP 1E
FAC-Y, {H%TF CB2R #3hHI%t AD Bi% % 012 %
PIME K2 T BB 8, ABFEE W
L WA YE B ¥ CB2R ¥ 30 7 JWH-015 T B 45 25 ¢
APP/PS1 S5 5 1R /)N 23 181 J1 Th BB L AD 53 555 i 9 18
T i X8 e o 220 4 4 i 1 22 AT B FRO B 0D

1 #H5FH% :
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