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Supplementary Figure 1. Establishment of BAG2-KO and BAG2-OE GC cell lines. (A, B) BAG2 mRNA and protein expression levels were evaluated in a normal gastric mucosa cell line, GES, as well as several GC cell lines (MKN-45, HGC-27, SNU-216, AGS, NCI-N87). (C-F) The interference efficiency of BAG2-specific sgRNA and BAG2-specific LV-sgRNA was assessed. 
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Supplementary Figure 2. BAG2 KO has no effect on the expression levels of Bcl-2 and BAX. (A) Immunoblots analysis was performed to examine the protein expression levels of apoptotic apoptosis factors (including BAX and BCL-2) in the BAG2 KO and WT cell lines. (B) Representative images of hematoxylin–eosin (H&E) in mice xenograft tumors treated with BAG2 KO.
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Supplementary Figure 3. Co-immunoprecipitation assays of BAG2, CHIP, or HSP70 co-expressed in AGS cells. IP, immunoprecipitation; WCL, whole-cell lysates. 
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Supplementary Figure 4. Docking scoring of the top 41 small molecule compounds and the effects on HGC-27 cell viability were studied. (A) Docking score of 17 675 small molecules with CHIP using virtual screening. (B) Detailed docking scoring of top 41 small molecule compounds. (C) Effect of the top 41 small molecules on the activity of the GC cell line HGC-27.
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Supplementary Figure 5. Representative images of hematoxylin–eosin (H&E) in mice xenograft tumours treated with FIIN-2. 
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[bookmark: _GoBack]Supplementary Figure 6. The expression of BAG2 in gastric cancer was verified using the GEO database. 
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41 potential inhibitors identified by virtual screening
Nubmer  Name MolWeigt Binding energy(kcal/mol)  Nubmer Name MolWeight Binding energy(kcal/mol)
1 A1874 1174 -11.91 22 WH-4-203 568.7
2 UNC3866 795 -11.04 23 PTP1B-IN-2 680.8
3 ARV-825 923.4 -10.06 24 GW3965 HCI 582.1
4 A1210477 850.1 -10.05 25 FIIN2 634.7
5 dBET1 785.3 -9.895 26 Fulvestrant 606.8
6 Carfilzomib 719.9 -9.751 27 Saracatinib 542
7 ABT199 868.5 -9.723 28 KRCAQ008 609.1
8 LLY507 574.8 -9.655 29 UNC1999 569.8
9 Heterophyllin B 779 -9.646 30 hVEGF-IN-1 581.8
10 RGX-104 HCI 596.1 9.6 31 BI 2536 521.7
" Navitoclax 974.6 -9.593 32 Linarin 592.5
12 MonoMethyl auristatin F 732 -9.568 33 A1331852 658.8
13 ICGoo1 548.6 -9.544 34 EZM 2302 585.1
14 neo-gambogic acid 646.8 -9.508 35 UNC0631 635.9
15 dBET6 841.4 -9.502 36 Specneuzhenide 686.7
16 Neferine 624.8 -9.455 37 FIIN3 691.6
17 Monomethyl auristatin E 718 -9.382 38 L-685,458 672.9
18 Foretinib 632.7 -9.33 39 Liensinine 610.8
19 THZ531 558.1 -9.285 40 Tyr-Gly-Gly-Phe-Met-OH  573.7
20 ABT737 8134 -9.281 a4 Mitoxantrone 444.5
21 CREB inhibitor 584.1 -9.273
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