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[bookmark: OLE_LINK6]Figure S1. A, B. Lifespan of wild-type worms (N2) treated with 5 µM and 10 µM CBD, or vehicle treatment at 20℃. P values compared with control calculated using log-rank test. C. Comparison of eggs laid per adult animal treated with 1 µM CBD or vehicle. D. Rate of body bends at days 1, 3, 5, 7, 9, and 11 of adulthood in worms treated with 1 μM CBD or vehicle, n = 15-20 animals per group. Values are mean ± SEM. *P ≤ 0.05 by one-way ANOVA or two-way ANOVA followed by Bonferroni post-tests.
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Figure S2. A. Representative phase-contrast images from SH-SY5Y cells observed for 24 h after transfected with shRNA control (shCTL) and shRNA SIRT1 (shSIRT1) treated with or without CBD. Scale bar = 100 μm. B. Neurite length in SH-SY5Y neurons was scored in four groups during 24 h. Sample sizes are shCTL, 48 cells; shCTL+CBD, 60 cells; shSIRT1, 45 cells; shSIRT1+CBD, 49 cells; 3 wells/cultures per treatment. Values are mean ± SEM. *P ≤ 0.05, *** P ≤ 0.001 by One-way ANOVA.C. Quantification of mean neurite length in four groups (Control, 35 neurons; CBD, 44 neurons; EX-527, 37 neurons; EX-527+CBD, 23 neurons) in primary hippocampal neurons. D. The number of neurites per neuron was scored in four groups and calculated as a fraction of the total neurons scored for each genotype (Control, 40 neurons; CBD, 44 neurons; EX-527, 45 neurons; EX-527+CBD, 41 neurons) in primary hippocampal neurons. ns = not significant. **P ≤ 0.01.






Table S1 C. elegans strains used in this study
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Table S2 Summary of the C. elegans lifespan experiments.
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Figure S3. All uncropped western blots of this study.
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Strain

Genotype

N2
DA2123
MAH242
MAH215
MAH508
RB754
CL2166
QH3135

Wild-type Bristol
adls2122[lgg-1p::GFP::lgg-1+rol-6(su1006)]
sqls24 [rgef-1p::GFP::lgg-1 + unc-122p::RFP].
sqls11 [lgg-1p::mCherry::GFP::lgg-1 + rol-6]
SqEx67 [rgef-1p::mCherry::GFP::lgg-1 + rol-6]
aak-2(0k524)

dvis19 [(pAF 15)gst-4p::GFP::NLS]
zdIs5[Pmec-4::GFP]
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N2 OP50 NGM 18.87 £0.49 3 197/21
N2 OP50 NGM+CBD 1uM 23.22+0.60 3 191/15
N2 OP50 NGM+CBD 5uM 20.32+0.52 3 21111
N2 OP50 NGM+CBD 10uM 20.93+0.56 3 167/18
N2 Empty vector NGM 18.71+£0.76 3 164/21
N2 Empty vector NGM+CBD 1uM 21.73+0.82 3 168/17
N2 bec-1 NGM 15.71+0.41 3 140/10
N2 bec-1 NGM+CBD 1uM 15.40+0.55 3 136/14
N2 vps-34 NGM 13.31£0.53 3 124/8
N2 vps-34 NGM+CBD 1uM 14.75+0.51 3 130/12
N2 sqst-1 NGM 17.21£0.75 3 104/11
N2 sqgst-1 NGM+CBD 1uM 16.61+0.83 3 98/8
N2 sir2.1 NGM 15.2+0.52 3 63/5
N2 sir2.1 NGM+CBD 1uM 15+0.64 3 71711

aak-2 OP50 NGM 13.48 £0.80 2 58/3
aak-2 OP50 NGM+CBD 1uM 13.6+1.16 2 60/7





