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Cell lines
The cells utilized were obtained from the cell bank of the Shanghai Institute of Cell Biology, Chinese Academy of Sciences (Shanghai, China). HCT116, DLD-1 and CT26 cells were cultured in RPIM 1640; RKO cells were cultured in MEM; 293T, MC38 cells were cultured in DMEM; SW480 cells were cultured in L-15 media. The media used in this study were supplemented with 10% fetal bovine serum, 1% penicillin and streptomycin. Mycoplasma contamination was excluded from all cell lines, and the authenticity of human cell lines was validated by short tandem repeat fingerprinting.
Proliferation assays
Cells were seeded at 2000-5000 cells per well in 96-well culture plates. According to the manufacturer’s instructions, cell proliferation was detected by MTS assays (Qiagen, German) at the 24, 48, 72, 96, 120h. Synergy™ Multi-Mode Microplate Reader (Biotek, USA) was used to measure the absorbance at a wavelength of 490 nm. For the colony formation assay, 300-500 cells were seeded per well in six-well plates. After 11 days, the cells were washed in PBS and fixed in methanol. Afterward, the cells were stained with 0.5% crystal violet and counted using ImageJ.
Western blotting
Cells were lysed in RIPA buffer with protease inhibitors. BCA assay kit (ThermoFisher) was used to normalize the protein concentrations. After adding an equal volume of 5x SDS sample buffer, cell lysates were denatured in a metal bath at 98℃ for 15 minutes. Subsequently, the proteins were resolved by SDS‒PAGE and transferred onto PVDF membranes (Bio-Rad, 162-0177), which were blocked with 5% milk in TBST at room temperature for 1 hour. The membranes were incubated with primary antibody overnight at 4 °C and horseradish peroxidase-conjugated secondary antibodies for 1 hour at room temperature. The following primary antibodies were used: anti-ILF3 (1:2000), anti-IL36γ (1:500), anti-EIF4A3 (1:1000), anti-Exportin5 (1:1000), anti-GAPDH (1:1000), anti-β-actin (1:1000) and anti-FLAG (1:1000).
Real-time quantitative polymerase chain reaction (RT-qPCR)
[bookmark: OLE_LINK3]Total RNA was isolated by using an RNA Quick Purification kit (Esscience, RN001A) and reversed into cDNA by PrimeScriptTMRT reagent kit (TaKaRa, RR037A). RNA levels were measured by GoTaq qPCR Master Mix (Promega, A6002) and analyzed using LightCycler 480 (Roche, Switzerland). The primers utilized are listed in Table S2.
Luciferase reporter assays
[bookmark: OLE_LINK91]The recombinant plasmids and Renilla plasmids were synthesized by GeneChem (Shanghai, China). A Dual Luciferase Reporter Gene Assay Kit (Yeasen) was used for examining firefly and Renilla luciferase activities. The relative fluorescence intensity of the reporter gene was represented by the firefly fluorescence intensity after being normalized to the Renilla fluorescence intensity.

