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Supplementary Fig1. CDDO-EA reduces locomotor activity across the circadian cycle in both sexes.
(A-F) Locomotor activity measured over 18 hours (4pm—10am) via photobeam breaks in 15-minute bins in
males (A—C) and females (D—F). Total activity (A, D), ambulatory activity (B, E), and fine activity (C, F). Data
are presented as mean + SEM (n=10-12/group). Statistical analysis: 2-way ANOVA (IRR x Drug) on summed
light phase (4pm-7pm, 7am—10am) and dark phase (7pm—7am) data. *p<0.05. Post-hoc: Veh/Sham vs
CDDO-EA/Sham, b p<0.05, b' p<0.01; Veh/Sham vs CDDO-EA/33-GCR, ¢ p<0.05; Veh/33-GCR vs
CDDO-EA/Sham, d p<0.05; # 0.05<p<0.08. Complete subject numbers and detailed statistical analyses are
provided in Supplementary Table 1.
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Supplementary Table 2. Sample omission

Number of
Experiment Figure Sex Group anl;r::rI: g;:;‘ted Animal IDs omitted Reason for omission n/group n/sex n total Criteria for omission
analysis
Veh/Sham 0 NA NA 12
Veh/33-GCR 0 NA NA 12
1 Male i ion - 47
CDDO/Sham 1 9 Died after locomotion - but 1
excluded from all stats
Overall CDDO/33-GCR 0 NA NA 12 94 Live vs. died
Veh/Sham 0 NA NA 12
1 F " Veh/33-GCR 0 NA NA 12 47
emale
CDDO/Sham 1 28 Died before locomotion 1
CDDO/33-GCR 0 NA NA 12
Veh/Sham 2 91,92 10 - .
Sample criteria: animals
) Male Veh/33-GCR 2 28,41 Did not reach either test or 10 39 spent >2 sec/obj, >10
Spontaneous CDDO/Sham 2 47,76, 9 (died) sample criteria for inclusion 9 sec total exploration, and
Location CDDO/33-GCR 2 49, 50 10 did not display gneqyal
Recognition Veh/Sham o NA NA 2 83 exploration (<3%/obj)
(SLR) \ Fomae VEN33-GCR 0 NA NA 12 w Test Criteria: animals
CDDO/Sham 2 25, 26, 28 (died)  Did not reach either test or 9 Spert >1Isec/9bj, >5 sec
CDDO/33-GCR 1 29 sample criteria for inclusion 11 total exploration
Veh/Sham 0 NA NA 12
Veh/33-GCR 0 NA NA 12
4 Male _ 46
CDDO/Sham 1 10, 9 (died) Recording malfunction 10
CDDO/33-GCR 0 NA NA 12
L ti R ing integrit
ocomotion Veh/Sham 0 NA NA 12 93 ecording integrity
Veh/33-GCR 0 NA NA 12
4 Female 47
CDDO/Sham 0 28 (died) NA 1
CDDO/33-GCR 0 NA NA 12
Veh/Sham 2 91,94 10
5 Male  VEN/33-GOR 1 25 Did not reach acquisition " 4 Each animal has to
i iteria for inclusi I
CDDO/Sham 1 76,9 (died) eriteria for inclusion 10 reach at least 25 trials in
Autoshapin CDDO/33-GCR 2 16, 50 10 86 2 out of 3 consecutive
ping Veh/Sham 0 NA 12 days (out of 11 total
Veh/33-GCR 0 NA 12 days) of acquisition
6 Female X 45 training.
CDDO/Sham 1 12, 28 (died) Did not reach acquisition 10
CDDO/33-GCR 1 31 criteria for inclusion 11
Veh/Sham 0 NA NA 12
7 Male Veh/33-GCR 0 NA NA 12 47
CDDO/Sham 0 9 (died) NA 1
Elevated Plus CDDO/33-GCR 0 NA NA 12 94 Total distance traveled
Maze (EPM) Veh/Sham 0 NA NA 12 (cm) outlier test
7 Female Veh/33-GCR 0 NA NA 12 47
CDDO/Sham 0 28 (died) NA 11
CDDO/33-GCR 0 NA NA 12
Veh/Sham 1 3 11
Veh/33-GCR 2 58 10
10 Male © . Not able to count DCX cells 43
CDDO/Sham 2 75, 12, 9 (died) 9 Damage toL and R
Double-Cortin CDDO/33-GCR 1 81 11 dentate gyrus (DG) in at
X (DCX) 84 least one countable brain
Veh/Sham 0 NA NA 12 section, or outlier on
Veh/33-GCR 1 22 1" statistics
10 Female . Not able to count DCX cells 41
CDDO/Sham 1 11, 28 (died) 10
CDDO/33-GCR 4 16, 29, 46, 48 8
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