Supplementary Figure S1. Preliminarily tested the role of PrPC on regulating the PI3K/Akt/m-TOR
pathway-mediated MMP9

To elucidate the role of PrP¢ on regulating the PI3K/Akt/m-TOR-MMP9 signaling, the Western blot analysis
was performed (n=1). The preliminary result revealed that as compared with the control group (Clt), the protein
expressions of PI3K, p-Akt, p-m-TOR and MMP9 were remarkably enhanced in S1 and more remarkably
increased in S2, whereas these parameters were substantially reduced in S3 and S4, suggesting that PrP€ played
an essential role on upregulating this cell proliferation signaling. PrP® = cellular prion protein; MMP9 =matrix
metalloproteinase 9.
Clt = SV-HUC-1; S1 = T24 cells only; S2 = PrP® overexpression in T24 cells (denoted as PrP¢-CE-T24 cells);
S3 = T24 cells with PrPC silencing (denoted as siRNA-PrPC in T24 cells); S4 [PrPS-CE-T24 cells + LY294002
(20uM)]; note LY294002 is a broad-spectrum of PI3K inhibitor.
Supplementary Figure S2. Preliminarily tested the impact of melatonin and cisplatin on regulating the
cell proliferation signaling in cancer cells
The Western blot analysis (n=1) demonstrated that the protein expressions of PI3K, p-Akt, p-m-TOR and
MMP-9 were notably suppressed in T2 and more notably suppressed in T3, whereas the protein expression of

P-TEN exhibited an inverse manner of cell proliferation signaling among the group.

T1 =T24 cells only; T2 = T24 cells + melatonin (100 uM) for 24h co-culture; T3 = T24 cells + cisplatin (6 uM)
for 24h co-culture.
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