S1 Table

I . Genotype Sex Drug | Genotype | Genotype Sex x
CNS Lipids Vehicle ZCZ011
Region | nm/mg Sex Genotype mean + SEM mean + SEM Effect Effect | Effect x Drug x Sex Drug
[ p P [ p p
Female |Tat(*) 0.06+ 0.02 0.12+ 0.04
Tat (<) 0.10+ 0.01 0.12+ 0.04
AEA -~ Tat (+) 0.09% 0.01 014 004 0.84 0.89 0.29 0.12 0.27 0.30
Tat (<) 0.10+ 0.03 0.06+ 0.01
Tat (+) 356+ 0.48 321+ 1.00
Female —2t ) 144+ 010 428% 157
2-AG = ot & L0 . 0.34 0.84 0.41 0.10 9 0.18
Male Tat (+) 363+ 0.78 299+ 0.65 0.95
Tat (<) 270+ 055 273+ 048
Tat (+) 096+ 0.24 1.67+ 0.53
Female 2t 0 1.06+ 0.12 1.88+ 0.75
PF - . L . . - .
C PEA - Tat (+) 1341 023 158t 030 0.86 0.83 0.35 0.43 0.47 0.07
Tat (<) 158+ 0.35 085+ 0.08
Female |—Tat(+) 068+ 022 117+ 0.33
Tat (<) 0.80+ 0.05 133+ 0.51
OEA -~ Tat (1) 1032 118 197t 025 0.65 0.99 0.32 0.37 0.25 0.11
Tat (<) 1.09+ 0.26 060+ 0.06
Female T@t(t) [401.18 +138.88 630.27 + 196.22
Tat(-) |[42221+ 2424 585.58 + 138.63
AA Male Tat(+) |498.14+ 76.64 676.38 + 172.73 0.23 0.81 0.27 0.22 0.29 0.25
Tat(-) | 484.27 + 128.88 299.19+ 35.70
Tat (+) 0.06+ 0.02 0.05+ 0.003
Female 219 0.07+ 0.01 006+ 0.08
AEA -~ Tat (+) 009t 010 009t 001 0.53 0.004 | 0.23 0.53 0.16 0.89
Tat (<) 0.08+ 0.01 0.07+ 0.005
Female —Tat(*) 11.86+ 5.32 1416+ 7.18
Tat (<) 807+ 517 899+ 3.36
2-AG -~ Tat (+) 4971 058 5955 270 0.42 0.10 0.87 0.53 0.49 0.70
Tat (<) 7.32+ 3.91 392+ 041
Str Tat (+) 160+ 0.27 170+  0.27
Female 2t O 2.18+  0.40 155+  0.34
PEA -~ Tat (+) 3212 025 311 068 0.30 <0.001 | 0.46 0.48 0.07 0.75
Tat (<) 246+ 027 236+ 0.13
Female |Tat(*) 128+ 0.23 148+ 0.25
Tat (<) 178+ 0.24 130+ 0.33
OEA -~ Tat (+) 5391 0.29 5301 046 0.32 0.005 | 0.62 0.46 0.08 0.80
Tat (<) 179+ 0.12 179+ 0.15
AA | Female | Tat(+) |501.07 +133.43 41010+ 22.41 0.55 0.04 0.12 0.86 0.43 0.69




Tat(-) |533.64+ 86.14 | 399.03+ 56.91
Valo |_T8L(+) | 655684+ 46.32 | 583.86: 115.32
Tat(-) | 57243+ 66.42 | 508.45+ 49.71
Tat (+) 0.04% 0.01 0.04% 0.003
Female 219 0.04+ 0.002 007t 0.02
AEA T Ta( 004 s 0.008 005+ 0.004 0.35 032 | 0.02 0.01 0.06 0.89
Tat () 0.03% 0.004 0.05+ 0.004
Fomale |T8L(*) 11.29+ 1.95 6.96+ 0.85
Tat (0) 967+ 1.09 1218+ 1.49
2-AG T Ta( 773 397 501: 180 0.29 024 | 0.29 0.03 0.01 0.43
Tat () 927+ 3.08 934+ 0.92
Fomale |T8L(*) 095+ 0.21 066+ 0.85
Tat () 066+ 0.13 124+ 0.30
Crb PEA [ Tet) 071 028 075 010 0.84 014 | 0.21 0.03 0.35 0.88
Tat () 047t 0.15 0.79% 0.1
Fomale _Tat(*) 129+ 0.16 1.08+  0.09
Tat (0) 1.08+ 0.1 1.83+  0.36
OEA T 1235 019 1591008 0.57 0.33 | 0.03 0.009 0.11 0.94
Tat () 087+ 0.14 139+ 0.10
Fomale |__TaL(*) | 706.06+ 77.57 | 58500+ 65.28
Tat(-) | 731.06+ 63.77 | 998.91 + 107.82
AA Male |_Tal(*) | 65494+ 8208 | 604.69% 4453 0.09 0.01 | 029 0.01 0.02 0.72
Tat(-) |530.02+ 68.15 | 65524+ 61.46
Tat (+) 0.02% 0.004 0.03*  0.006
Female 219 0.03+ 0.003 0.02+ 0.004
AEA T Ta 0020002 005+ 0003 0.40 080 | 0.74 0.05 0.37 0.26
Tat () 004+ 0.02 0.01 0.003
Tat (+) 2581+ 566 2634t 534
Female 219 19.73+ 1.83 2235+ 2.8
2-AG T Ta( 2091 673 e a6 0.75 026 | 074 0.40 0.35 0.47
Tat () 3536+ 10.18 2336+ 546
sc Fomale |T8L(*) 250+  0.34 305+ 0.72
Tat () 222t 0.33 228t 044
PEA S Ta TS e 024 550: 023 0.62 078 | 065 0.09 0.10 0.25
Tat () 384+ 1.37 190+ 017
Formale _Tat() 158+ 0.18 221+ 946
Tat () 164+ 022 162+ 0.28
OEA T Ta( T18s 017 T 0.54 073 | 0.88 0.05 0.12 0.21
Tat () 254+ 9.85 139+ 0.89
Tat(+) | 45031+ 51.83 | 596.88 + 111.80
AA | Female 50050+ 5785 | 44797+ 69.76 0.33 0.01 | 067 0.20 0.07 0.22




Male Tat (+) 324.37 + 37.38 269.74 + 46.42
Tat (-) 504.92 + 117.44 384.74 + 50.25

Levels of N-arachidonoylethanolamine (AEA), 2-arachidonoylglycerol (2-AG), palmitoylethanolamide (PEA),

oleoylethanolamide (OEA), arachidonic acid (AA) in the prefrontal cortex, striatum, cerebellum, and spinal cord of Tat(-)
and Tat(+) female and male mice exposed to chronic 10 mg/kg ZCZ011 or vehicle expressed as mean + SEM. A three-way

ANOVE for each lipid molecule was conducted with drug, genotype, and sex as between-subjects factors. Red bolded

values denote significant differences at p <0.05; N = 32(16F).



