Table S2. Summary of statistical analysis

Figure _Molecule / parameter Number of samples Test used Degree of freedom and Fit/p value Post-hoc test Significance
1B Cnr2 ZV;_';; ‘:" A Likelihood ratio test - - WT vs. App-Kl: q = 1.73E-09
WT (2M):n =4,
App-KI (2M): n = 4
- Genotype, F (1, 18) = 16.61, p = 0.0007, ) 8M WT vs. 8M App-KI: p = 0.0009
Microglial Cnr2 :VT (‘:(';"() 4:,”_4"'_ B Two-way ANOVA  Age, F (2, 18) = 5.694, p = 0.0121, ;“n:‘ez:s’g:':f;:( 2M App-Kl vs. 8M App-KI
i - Activation x Treatment, F (2, 18) = 5.684, p = 0.0122 P M App-Kl vs. 8M App-KI: p
WT (8M):n =4,
App-KI (8M): n = 4
1c
WT (2M):n =4,
App-KI (2M):n =4
o Genotype, F (1, 18) = 4.475, p = 0.0486, )
4 i Activation x Treatment, F (2, 18) = 1.999, p = 0.1644 P
WT (8M):n =4,
App-KI (8M): n = 4
non-AD: n = 12, ) _
1E CNR2 Mild AD: n =11, One-way ANOVA  F (2, 31) = 6.068, p = 0.0060 Tukeys multiple - |non-AD vs. Advanced AD: = 0.0375,
Avnoan AD: = 11 comparisons test  Mild AD vs. Advanced AD: p = 0.0063
‘Activation, F (1, 20) = 98.65, p < 0.0001, ) )
28 Tnf Veh-PBS:n =6 Two-way ANOVA  Treatment, F (1, 20) = 5.647, p = 0.0276, I:r:ey;,'s‘;‘:‘s“:';‘ xz:::ﬁls ": \J/\f\;i‘?;;@l: o.oziog 390
JWH 133-PBS: n = 6, Activation x Treatment, F (1, 20) = 3.072, p = 0.0950 part vV v:p =0
Veh-IFNy:n =6, Activation, F (1, 20) = 173.5, p < 0.0001, . )
2C Cxdl10 JWH 133-IFNy:n = 6 Two-way ANOVA  Treatment, F (1, 20) = 3.931, p = 0.0613, Tukey's multiple  Veh-PBS vs. Veh-IFNy: p <0.0007,
Actvation x Troatment. F (1 30) = 4150, p = 0.0551 comparisons test  Veh-IFNy vs. JWH 133-IFNy: p = 0.0457
Activation, F (1, 20) = 1275, p < 0.0001, . ! ;
2E  Psmb8 Veh-PBS MCM: n =6, Two-way ANOVA  Treatment, F (1, 20) = 13.98, p = 0.0013, ;Jr:e’:ﬂ';‘:;"’(':s' x::_fgs mgm ;’: J/VE\I: ';Zirgs’wv’é;_a‘ozg 5003
JWH 133-PBS MCM:n =6, Activation x Treatment, F (1, 20) = 12.14, p = 0.0023 P: : : :
PBS-LPS MCM: n =6, Activation, F (1, 20) = 98.44, p < 0.0001, ) )
2F  H2d JWH 133-LPS MCM: n = 6 Two-way ANOVA  Treatment, F (1, 20) = 4.647, p = 0.0435, Tukey's multiple  Veh-PBS MCM vs. Veh-LPS MCM: p <0.0001,
Activation  Treatment, F (1, 20) = 3.957, p = 0.0605 comparisons test Veh-LPS MCM vs. JWH 133-LPS MCM: p = 0.0381
Genotype: F (1, 30) = 4.183, p = 0.0497, )
(ETXIZ‘I‘::“’)W preference Two-way ANOVA  Administration: F (1, 30) = 1.546, p = 0.2233, Zgr:ey:n:::g‘::; NA.
9. Genotype x Administration: F (1, 30) = 0.00287, p = 0.9577 P
Genotype: F (1, 30) = 16.49, p = 0.0003, . | e
:ET?S\;ratow preference | - WT:n=9, Two-way ANOVA  Administration: F (1, 30) = 15.96, p = 0.0004, ;Jf’:n’s’(‘)“n'g"('; :’/::XVT V;I\\/;" Jcm 1'(3"3;’ D;i‘fw; 00008
30 JWH 133-WT:n =8 Genotype x Administration: F (1, 30) = 4.754, p = 0.0372 P: PP g pp-Kl:p =0
S Veh-App-KI:n Genotype: F (1, 30) = 2.224, p = 0.1463, Tukey's multol
(.lf(r‘;.:'.: )'y ime JWH 133-App-Ki:n = 9 Two-way ANOVA  Administration: F (1, 30) = 0.8526, p = 0.3632, c;'mey:r,'s‘;“ns“;:s‘ NA.
ining. Genotype x Administration: F (1, 30) = 0.2508, p = 0.6202 part
) Genotype: F (1,30) = 0.2122, p = 0.6484, )
(ET"E"S‘:’)'B“”V time Two-way ANOVA  Administration: F (1, 30) = 0.2599, p = 0.6139, Z;’r:ey:n's'(‘)“rjg‘::; NA
Genotype x Administration: F (1, 30) = 0.7261, p = 0.4009 P
Days: F (2.489, 103.3) = 107.4, p < 0.0001,
Genotype: F (1, 42) = 2.381, p = 0.1303,
Repeated Administration: F (1, 42) = 0.1802, p = 0.6733, Tukey's multol
Training ';’;f;a 'Zi‘a;\‘jf Days x Genotype: F (4, 166) = 0.1543, p = 0.9608, c;'me’:n's';‘;s"i:sl NA.
3 JWH 133-WT:n =8, Y Days x Administration: F (4, 166) = 0.5237, p = 0.7184, P
Veh-App-Ki:n = 15, Genotype x Administration: F (1, 42) = 0.1946, p = 0.6614,
JWH 133-App-Ki:n = 10 Days x Genotype x Administration: F (4, 166) = 0.9206, p = 0.4534
Genotype: F (1, 42) = 0.01665, p = 0. )
Reveasal Two-way ANOVA  Administration: F (1, 42) = 1.520, p = 0. Zgr:ey:n:::g‘:':s' NA.
Genotype x Administration: F (1, 42) = 0.04974, p = 0.8246 P
Genotype: F (1, 42) = 12.65, p = 0.0009, . | e
Target Two-way ANOVA  Administration: F (1, 42) = 0.8060, p = 0.3744, Tukey's multiple ~ Veh-WT vs. Veh-App-KI: p < 0.0001,
Gomatypt w Administration: F (1, 45) = 1374, p = 0.0006 comparisons test  Veh-App-KI vs. JWH 133-App-KI: p = 0.0041
Genotype: F (1, 42) = 2.719, p = 0.1066, )
Left Veh-WT:n =9, Two-way ANOVA  Administration: F (1, 42) = 0.05484, p = 0.8160, ;J:‘ey:r,'s‘;“r:‘s“:':s‘ NA.
6 JWH 133-WT:n =8, Genotype x Administration: F (1, 42) = 0.2641, p = 0.6100 pan
Veh-App-Ki:n Genotype: F (1, 42) = 1.170, p = 0.2855, Tukey's multiple
Right JWH 133-App-Ki:n = 10 Two-way ANOVA  Administration: F (1, 42) = 0.1571, p = 0.6938, o o A
Genotype x Administration: F (1, 42) = 0.9107, p = 0.3454 P
Genotype: F (1, 42) = 1.809, p = 0. )
Oppsite Two-way ANOVA  Administration: F (1, 42) = 1.726, p ;‘)’:’;]’s’(‘)“r"z"(':sl Veh-WT vs. Veh-App-KI: p = 0.0198
Genotype x Administration: F (1, 42) = 7.536, p = 0.0089 P
Genotype: F (1, 36) = 0.2629, p = 0.6113, )
Outer zone Two-way ANOVA  Administration: F (1, 36) = 0.1722, p = 0.6807, ;‘fggﬂ;“;; NA.
a Ve Genotype x Administration: F (1, 36) = 0.9732, p = 0.3305 P:
eh-WT:n =
o Genotype: F (1, 36) = 0.2584, p = 0.6143, )
Inner zone f/‘;v:;js X‘,”n" '1; Two-way ANOVA  Administration: F (1, 36) = 0.1685, p = 0.6839, I;’r:epy:ﬁ:(‘)“rjg‘::‘ NA
T 13l = 12 Genotype x Administration: F (1, 36) = 0.9651, p = 0.3325
Genotype: F (1, 36) = 1.167, p = 0.2872, Tukey's muliple
3J  Total distance Two-way ANOVA  Administration: F (1, 36) = 0.2391, p = 0.6278, o A
Genotype x Administration: F (1, 36) = 0.1181, p = 0.7331 P
Veh-WT: n =8 (56 sections),
N B o8 Genotype: F (1, 28) = 71.87, p < 0.0001, . | e
4B 1BA1 JWH 133. WT n=28 (56 seﬁ:twons), Two-way ANOVA Administrationt: F (1, 28) = 15.44, p = 0.0005, Tukeysvmult\ple Veh-WT vs. Veh-App-Ki: p < 0,0091,
Veh-App-KI: n = 8 (56 sections), Gomatyp w Administation: F (1, 28) = 15,26, p = 0.0005 comparisons test  Veh-App-KI vs. JWH 133-App-K: p < 0.0001
JWH 133-App-KI: n = 8 (56 sections) - -26,p =0
Veh-WT: n = 7 (49 sections),
ras Genotype: F (1, 24) = 541.0, p < 0.0001, ) )
o lcrap JWH 133-WT:n = 7 (49 sections), Twoway ANOVA | Adminatadont F {1, 24) = 38,50, p < 0,001, Tukey's multple  Veh-WT vs. Veh-App-KI: p < 0.0001,
Veh-App-KI: n = 7 (49 sections), Gomotyvt wAdministation: (1, 34) = 37,55, p <0.0001 comparisons test  Veh-App-KI vs. JWH 133-App-Ki: p < 0.0001
JWH 133-App-KI: n =7 (49 sections) P R oo P =0
Veh-WT:n =6
> Genotype: F (1, 20) = 314.2, p < 0.0001, ) | P
cdi1c JWH 133-WT:n =6, Two-way ANOVA  Administration: F (1, 20) = 4.905, p = 0.0386, Tukey's multiple  Veh-WT vs. Veh-App-KI: p <0.0001,
Veh-App-Kl:n Gomatypt wAcministation: F (1, 50) = 4 853, p = 0.0395 comparisons test  Veh-App-KI vs. JWH 133-App-K: p = 0.0253
e JWH 133-App-Ki: n =6 P p=
Veh-WT:n =6 ) _
JWH 133-WT:n =6 Genotype: F (1, 20) = 184.0, p <0.0001, Tukey's multiple  Veh-WT vs. Veh-App-KI: p < 0.0001,
ci1q Two-way ANOVA  Administration: F (1, 20) = 11.51, p = 0.0029, ; a
Veh-App-Ki:n = Gomatype w Acministation: F (1. 53) 2 9711, p = 0.0054 comparisons test  Veh-App-KI vs. JWH 133-App-Ki: p = 0.0009
JWH 133-App-Ki:n =6 P p=
Veh-WT:n =6,
5, _ Genotype: F (1, 20) = 113.1, p < 0.0001, ) .
12 JWH 133-WT:n =6 Twoway ANOVA | Administaon: F (1. 20) = 5,650, p = 0:6252, Tukey's multple  Veh-WT us. Veh-App-KI: p < 0.0007,
Veh-App-Ki:n =6, Gomatypt wAcministation: F (1, 50) = 3955, p = 0.0819 comparisons test  Veh-App-KI vs. JWH 133-App-K: p = 0.0325
o JWH 133-App-Ki:n =6 P E(T -395,p = 0.
Veh-WT:n =5 ) _
JWH 133-WT:n =6 Genolype: F (1, 19) = 64.78, p < 0.0001, Tukey's multiple  Veh-WT vs. Veh-App-Ki: p < 0.0001,
Psmb8 | Two-way ANOVA  Administration: F (1, 19) = 4.338, p = 0.0510, o1
Veh-App-KI:n = 6, 5 e Admiiatraton. F (1, 19) 24,221, p = 00539 comparisons test  Veh-App-KI vs. JWH 133-App-KI: p = 0.0342
JWH 133-App-Kl:n =6 enotype AR, -221,p =0
4H  pSTAT3 :’fvm‘;‘;_’;';:_ KZ r‘]"f:?:;z’:c)"io"s) Studentttest  t=11.66, df=12 . Vieh-App-KI vs. JWH 133-App-KI: p < 0.0001
58  BACE1 Veh-App-KI: n = 8 (56 sections), Studentttest  t=3.250, df=14 - Veh-App-KI vs. JWH 133-App-KI: p = 0.0058
5C  AB JWH 133-App-Ki:n =8 (56 sections) Student t-test t=0.3209, df =14 - Veh-App-Ki vs. JWH 133-App-KI: p = 0.7531
Veh-WT:n =8,
_ Genotype: F (1, 30) = 2.625,p = 0.1157, ) _
5D  Gabral JWH 133-WT:n =8, Two-way ANOVA  Administration: F (1, 30) = 0.7085, p = 0.4066, Tukey's multiple  Veh-WT vs. Veh-App-KI p = 0.0079,
Veh-App-Ki:n = 10, Gonotype x Administration: F(1, 50) = 1042, = 0.0034 comparisons test  Veh-App-KI vs. JWH 133-App-Ki: p = 0.0314
JWH 133-App-KI:n =8 P -F(1.30)=10.12,p = 0.
Genotype: F (1,30) = 1.871,p = 0.1815, )
5E  Gabrb2 Veh-WT:n=8, Two-way ANOVA  Administration: F (1, 30) = 0.05343, p = 0.8188, ;‘r:e’:n's';‘:‘s"i'; NA.
JWH 133-WT:n =8 Genotype x Administration: F (1, 30) = 4.819, p = 0.0360 P
Veh-App-Ki:n =8, Genotype: F (1, 27) = 3.106, p = 0.0893, Tukey's multiple
5F  Gabrg2 JWH 133-App-KI:n =7 Two-way ANOVA  Administration: F (1, 27) = 0.8698, p = 0.3593, et NA:
Genotype x Administration: F (1, 27) = 1.108, p = 0.3018 comparisons tes
Genotype: F (1, 27) = 0.3532, p = 0.5572, )
56 :/‘27‘1727 Two-way ANOVA  Administration: F (1, 27) = 0.05964, p = 0.8089, I;’r:ey:n:::g'z'ei‘ NA.
) VehWTn =8 Genotype x Administration: F (1, 27) = 0.1659, p = 0.6870 P
eh-WT:n =
neS Genotype: F (1, 27) = 0.07694, p = 0.7836, )
sy Slet7ab JWH 133-WT:n =8, Two-way ANOVA  Administration: F (1, 27) = 0.4575, p = 0.5046, Tukey's multiple )
(VGlutz) Veh-App-KI:n = 8, s e Administation: (1, 5 = 02330, p = 0.6332 comparisons test
T 130 Klen =7 enolype x Administration: F (1, 27) = 0.2330, p = 0.
Genotype: F (1, 27) = 0.01215, p = 0.9130, Tukey's multiple
51 Grin Two-way ANOVA  Administration: F (1, 27) = 0.9415, p = 0.3405, o NA.
Genotype x Administration: F (1, 27) = 0.02503, p = 0.8755 pan
Veh-WT:n =8,
] Genotype: F (1, 30) = 6.568, p = 0.0156, )
5J  Bdnf f/‘;v:/zss )?,’Tn" g' Two-way ANOVA  Administration: F (1, 30) = 0.2002, p = 0.6578, Isr:epy:ri';‘)“r:‘s“::‘ Veh-WT vs. Veh-App-Kl: p = 0.0071
W 13 Apel = 5 Genotype x Administration: F (1, 30) = 5.250, p = 0.0291
5K Microglial Bdnf Veh-App-KI:n = 4, Studentttest  t=2.424,df=5 - Veh-App-KI vs. JWH 133-App-Ki: p = 0.0293
5L Astrocytic Banf JWH 133-App-KI:n =3 Studenttlest  t=2.424,df=5 - NA.




Figure  Molecule / parameter Number of samples Test used Degree of freedom and Fit/p value Post-hoc test
Months: F (1.4, 96.63) = 189.4, p < 0.0001,
Veh-WT:n =18, Repeated G°MOVPe:F (1,69) = 1026, p = 1.026,
JWH 133-WT: n = 14 measure | Administration: F (1, 69) = 3.269, p = 0.0749, Tukey's multiple
S1A  Body weight . ' Months x Genotype: F (6, 414) = 1.543, p = 0.941, Y P N.A.
Veh-App-KI 1, three-way ! ° comparisons test
JWH 133-App-Kl-n =19 ANOVA Month x Administration: F (6, 414) = 2.172, p = 0.0447,
P Genotype x Administration: F (1, 69) = 0.1834, p = 0.6698,
Month x Genotype x Administration: F (6, 414) = 0.8330, p = 0.5448
Months: F (1.494, 29.87) = 9.952, p = 0.0013,
Veh-WT: n cages (18 mice), Repeated Ge"?l}{pe: F(1" 20)= 0'4_586' p= 0'5_060'
JWH 133-WT: n = 6 cages (14 mice) measure  AAdministration: F (1, 20) = 0.3117, p = 0.5829, Tukey's multiple
S1B Water intake 9 i Months x Genotype: F (6, 120) = 0.1485, p = 0.989, Y P " NA.
Veh-App-Ki: n = 5 cages (21 mice), three-way e ! 7 comparisons test
JWH 133-App-KI: n = 7 cages (19 mice)  ANOVA Month x Administration: F (6, 120) = 0.2037, p = 0.9751,
P 9 Genotype x Administration: F (1, 69) = 0.03812, p = 0.8472,
Month x Genotype x Administration: F (6, 120) = 0.0507, p = 0.9995
Veh-App-Ki:n =4 Student _ _
S2C  Soluble AB IWH 130 A Kl = 4 out | (=0.1168,dr=6 - NA.
Veh-App-Kl:n =4, Student _ _ .
S2E  Insoluble AB I3 Akl =4 out | 1509978,df=6 NA.




