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SUPPLEMENTARY FIGURES AND TABLES

Supplementary Figure S1: Methods for identification of Skp1-targeting agents. A—C. Potential binding pockets (P1 and P2)
on Skpl (PDB code: 2AST). Location of site P1 and P2 on Skpl1, the residues of Skp2 inserted into these pockets were shown as sticks.
Skpl and skp2 are shown as surface and cartoon respectively (A) Interactions between Skp2 and the residues at site P1 (B) and P2 (C) of
Skpl, respectively. The key residues are shown as sticks and the H-bonds are labeled. The residues from Skp2 are labeled by star. D. The
high-throughput virtual screening workflow for lead identification.
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Supplementary Figure S2: Mass spectrum analysis of Biotin-6-OAP.
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Supplementary Figure S3: Effects of Bio-6-OAP and 6-OAP on lung cancer cells. A, B. MTT assays of H1975 cells upon
6-OAP (A) and Bio-6-OAP (B) treatment at indicated concentrations for 48 h. C. Western blot analysis of indicated cell lines using
indicated antibodies. D. The cells were treated with or without 6-OAP, and analyzed by trypan blue exclusion assay. E. H1975 cells were
treated with 6-OAP for 24 h, fixed with 70% ethanol, and analyzed by propidium iodide staining and flow cytometry. F, G. H1975 cells were
treated with 7.5 uM Bio-6-OAP for 12 h, and assayed by immunofluorescence labeling with anti-a-tubulin antibody and DAPI (F), or lysed

for Western blot assays. H. A549 cells were treated with 6-OAP for 24 hours, and assessed by Annexin V/flow cytometry. I. Treatment with
6-OAP did not significantly affect body weight of the nude mice.
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Supplementary Table S2: The relative Skp1 expression and GIS0s of 6-OAP on the cell lines

Cell lines Cell types Skp1/Actin GIS0s
A549 lung cancer 1.23 2.86
HI1975 lung cancer 0.95 2.94
H460 lung cancer 0.91 3.91
H292 lung cancer 0.92 3.21
95D lung cancer 1.25 3.00
L78 lung cancer 1.53 3.63
EKVX lung cancer 1.13 2.29
HOP-62 lung cancer 0.72 6.58
U266 myeloma 1.24 2.51
SGC7901 gastric cancer 0.93 5.00
BGC823 gastric cancer 0.90 4.33
HepG2 liver cancer 0.95 9.31
Bel7402 liver cancer 0.93 3.02
MDA-MB-231 breast cancer 0.95 5.87
MCF-7 breast cancer 0.87 3.23
HeLa cervical cancer 0.96 3.96
HT29 colon cancer 1.52 2.72
HCT116 colon cancer 1.42 2.44
A375 melanoma 0.98 2.80
K562 leukemia 1.05 3.66
UO-31 kidney cancer 0.45 7.68
HLF normal human embryonic lung 0.88 4.90
fibroblasts
16HBE normal human bronchial 0.81 876

epithelial cells




