Supporting materials
Figure S1. Autophagy induction by PPX and quinpirole in other dopaminergic cells. (A) Effect of PPX on LC3B-II and BECN1 protein levels. PC12 cells were treated with 100 μM PPX for the indicated time periods. GAPDH served as loading control. N=4 to 6. (B) Representative transmission electron microscopy images of autophagic vacuoles in 10 μM quinpirole -treated or -untreated (Control) PC12 cells. (ii) and (iii) represents the insets in black square in (i) and (ii), while (v) and (vi) indicates the insets in (iv) and (v), respectively. Arrows indicate autophagic vacuoles. (C) Effect of quinpirole on endogenous LC3B-II level with (+) or without (-) BafA1 or CQ in PC12 cells. N=3. (D) Effect of PPX on autophagy activity in MES23.5 cells. Cells were treated with PPX (10, 50, and 100 μM) for 12 h, and whole cell lysates were then analyzed by western blotting. N=4. One-sample t test and Student t test. (E) Representative images of PPX -treated or -untreated (Control) rat primary midbrain neurons that were costained with anti-TH (red) and anti-LC3B (green). Nucleus was stained with DAPI (blue). Arrows indicate endogenous LC3B dots in TH positive neurons. Scale bar: 10 μm. *, P<0.05; **, P<0.01；***, P<0.001. 

Figure S2. Effect of PPX and quinpirole on cell survival. PC12 cells were treated with PPX or quinpirole at the indicated concentrations for 24 h. (A and B) CCK-8 assays determined the cell viability of PC12 cells following treatment. One-way ANOVA followed by Tukey post hoc analysis. N=4. *, P<0.05. (C) Western blot analysis shows active CASP3/caspase-3 was almost undetectable following PPX treatment, while the apoptosis inducer etoposide (50 μM) treatment for 24 h caused an increase in CASP3 level (as a positive control). N=3. 

Figure S3. Unlike starvation, PPX induces autophagy via an MTOR-independent pathway. (A) Effect of starvation on MTOR, RPS6KB1 and ULK1 phosphorylation. Starvation was induced by culturing PC12 cells in EBSS buffer for the indicated time. (B and C) Effects of PPX and quinpirole on MTOR, RPS6KB1 and ULK1 activities. PC12 cells were treated with PPX (B) or quinpirole (C) for different time periods in complete medium. The phosphorylation of MTOR, RPS6KB1 and ULK1 at S555 and S757 were evaluated by western blotting with the specific antibodies against phosphorylated and total protein. The ratio of phosphorylated (p) over total (t) level is presented. ACTB served as loading controls. One-sample t test. N=3 to 8. *, P<0.05；**, P<0.01；***, P<0.001. n.s., not significant. 

Figure S4. PPX and quinpirole fail to affect lysosome numbers. Treatment with 100 μM PPX (A) or 10 μM quinpirole (B) for up to 12 h did not change the protein levels of lysosome markers LAMP1 or LAMP2, as determined by western blotting study. ACTB or TUBB served as loading controls. One-sample t test. N=3. n.s., not significant. 

Figure S5. PPX does not regulate the phosphorylation of MAPK8 or JUN in PC12 cells. Cells were treated with 100 μM PPX for different time periods. Protein lysates were harvested at indicated time points and subjected to western blotting. One-sample t test. N=6 to 8. n.s., not significant; p, phosphorylated; t, total. 

Figure S6. A putative FOS binding site (5′-TGCCTCA-3') in the human BECN1 promoter. Differentiated SH-SY5Y cells were treated with PPX for 12 h, and then lysed and immunoprecipitated with a ChIP grade FOS antibody or a normal IgG. The immunoprecipitated complexes were ampliﬁed with the primers that may amplify a 226 bp fragment (-431 to -206) of the BECN1 promoter spanning the FOS binding site. Input DNA is shown as control. The results were independently repeated 3 times.

[bookmark: _GoBack]Figure S7. PPX decreases SNCA and HTT protein accumulation. (A) PC12 cells that stably overexpress WT or mutant (A53T, A30P) SNCA were established using lentivirus infection. Cell lysates were subjected to western blotting at 48 h after infection. N=3. (B) PC12 cells stably overexpressing WT SNCA (WT-PC12) were pretreated with 100 μM PPX for 30 min, and then cotreated with 50 nM rotenone (Rot) for 24 h. After that, whole cell lysates were analyzed by western blotting. N=3-5. (C) Cells were similarly treated as in (B). Cell lysates were fractioned into NP40-soluble and -insoluble compartments as indicated in “Materials and methods”. ACTB and GAPDH served as loading controls for insoluble and soluble fraction, respectively. (D) PPX treatment reduced the levels of HTT protein in PC12 cells that were virally infected with HTT-552-18Q or HTT-552-100Q fragment using lentivirus. N=3 or 4. One-sample t test and Student t test. *, P<0.05；**, P<0.01；***, P<0.001. n.s., not significant;
