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Gene GenBank ID Forward Sequence (5’-3") Reverse Sequence (5'-3")

Nono NM_023144 CTGTCTGGTGCATTCCTGAACTAT | AGCTCTGAGITCATTTITCCCATG
Sdha NM_023281 TACAAAGTGCGGGTCGATGA TGTTCCCCAAACGGCTTCT

Ywhaz NM_011740 CTTGTGAGGCTGTGACACAAACA |CAAGAGTGTGCACGCAGACA
Tuba4a NM_009447 CCACTTCCCCTTGGCTACCTA CCACTGACAGCTGCTCATGGT
Gapdh NM_008084 TCAAGAAGGTGGTGAAGCAG TGGGAGTITGCTGTTGAAGTC

IL-1b NM_008361 TCGCTCAGGGTCACAAGAAA TCAGAGGCAAGGAGGAAAACAC
IL-6 NM_031168 TACTCGGCAAACCTAGTGCGT ATTTTCTGACCACAGTGAGGAATG
IL-10 NM_010548 AGTTGTGAAGAAACTCATGGGTCT | TGCTGCAGGAATGATCATCAA
TNFa NM_013693 GGCACTCCCCCAAAAGATG GCCACAAGCAGGAATGAGAAG
ITGAM

(CD11b) NM_001082960 CTCATCACTGCICCCCTATACAA GCAGCTTCATTCATCATGTCCTT
PTPRC

(CD45) NM_011210 TGGGACAACGCAGACTCTCA CTGCACAGCCATGTTCTTTCAT
BDNF NM_007540 CCCGTCTGTACTTTACCCTTITGG TGACTAGGGAAATGGGCTTAACA

Table S1: Primer Sequences used in RT-PCR.
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Fig. S1: Effects of adult subchronic CBDV treatment (20 or 100 mg/Kg) in the el-
evated plus maze (Study 1). Anxiety-like behavior (a) and locomotor activity (b)
were measured in WT and Fmrl-KO mice. Data are expressed as mean + SEM.
Numbers in histograms indicate sample size for each group.
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Fig. S2: Effects of adult subchronic CBDV treatment on locomotor habituation in
the open field (Study 1). Locomotor activity decreased during the 20-min habitua-
tion phase of the object recognition test in all experimental groups. Data are ex-
pressed as mean + SEM. N=7-8 as in Fig.2a.
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Fig. S3: Effects of subchronic adult CBDV treatment on the expression of BDNF and inflamma-
tory markers in CA1 (Study 1): Representative image of CA1 obtained by laser microdissection (a) and
levels of plasticity (b) and inflammatory markers (c-h). Data are expressed as mean+SEM. N=6-8 as speci-
fied in each graph; differences among dataset were due to the exclusion of outliers using Grubbs' test or
extreme studentized deviate ESD method.
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Fig. S4: Effects of subchronic adult CBDV treatment on the expression of BDNF and inflamma-
tory markers in the prefrontal cortex (Study 1): Representative image of the prefrontal cortex obtained by
laser microdissection (a) and levels of plasticity (b) and inflammatory markers (c-h). Data are expressed as
mean+SEM. N=5-8 as specified in each graph; differences among dataset were due to the exclusion of out-
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liers using Grubbs' test or extreme studentized deviate ESD method.
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Fig. S5: Effects of juvenile chronic CBDV treatment (20 or 100 mg/Kg) in the ele-
vated plus maze (Study 2). Anxiety-like behavior (a) and locomotor activity (b)
were measured in WT and Fmr1-KO mice. Data are expressed as mean + SEM.
Numbers in histograms indicate sample size for each group.
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Fig. S6: Effects of juvenile chronic CBDV treatment on locomotor habituation in
the open field (Study 2). Locomotor activity decreased during the 20-min habitua-
tion phase of the object recognition test in all experimental groups. Data are ex-
pressed as mean + SEM. N=7-8 as in Fig.7a.

59
60

61
62
63
64
65
66
67
68

69
70

71
72
73



Cells 2022, 11, x FOR PEER REVIEW 7 of 8

a b BDNF

a1l

c IL10 d IL1b

- -
o (3]
1 1

Fold Change
o
o

D o]
23 -3
< 2] g
E 2
£ 1 s
7
0- 0
e IL6 f CD11b
4- 1.51
Q 3_ Q
E’ E’Lo-
O 21 o
2 2 0.5
w1 w
0— . 0.0

WT KO

CD45 TNF-a

«Q
=5

ol — I ol —

2.0 4-
& 1.5 g 3-
< c
2 B
O 1.0 S 2-
k) )
2 0.5 Q 1
7
0.0- 8 0
WT KO WT
vehicle mm CBDV-20mm CBDV-100 vehicle = CBDV-20 mm CBDV'100

Fig. S7: Effects of juvenile chronic CBDV treatment on the expression of BDNF and inflammatory
markers in CA1 (Study 2): Representative image of CAl obtained by laser microdissection (a) and levels
of plasticity (b) and inflammatory markers (c-h). Data are expressed as mean+SEM. N=6-8 as specified in
each graph; differences among dataset were due to the exclusion of outliers using Grubbs' test or extreme
studentized deviate ESD method.
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Fig. S8: Effects of juvenile chronic CBDV treatment on the expression of BDNF and inflammatory
markers in the prefrontal cortex (Study 2): Representative image of the prefrontal cortex obtained by la-
ser microdissection (a) and levels of plasticity (b) and inflammatory markers (c-h). Data are expressed as
mean+SEM. N=5-8 as specified in each graph; differences among dataset were due to the exclusion of out-
liers using Grubbs' test or extreme studentized deviate ESD method.

83
84

85
86
87
88
89



