Table 1. Clinical characteristics of enrolled patients in PR and PD groups
	Clinical characteristics
	PR group (n = 59)
	PD group (n = 65)
	P - value

	Gender, n (%)
	
	
	[bookmark: OLE_LINK12]0.638 (Chi-square test)

	Male
	32 (54.24%)
	38 (58.46%)
	

	Female
	27 (45.76%)
	27 (41.54%)
	

	Age, years
	
	
	0.072 (t-test)

	Mean ± SD
	58.2 ± 10.3
	61.5 ± 9.7
	

	Median (range)
	57 (32–78)
	62 (35–82)
	

	Clinical stage, n (%)
	
	
	0.183 (Chi-square test)

	Stage III
	21 (35.59%)
	16 (24.62%)
	

	Stage IV
	38 (64.41%)
	49 (75.38%)
	


Exosome isolation by differential ultracentrifugation
[bookmark: OLE_LINK27]Medium with 10% exosome-free FBS was prepared via 100 000 g ultracentrifugation (Rotor: SW 32 Ti, Beckman Coulter) of complete medium for 18 h. After incubation in the conditioned medium for 24-48 h, the medium was centrifuged at 300 g and 3000 g to discard cell debris. The supernatant was then centrifuged at 10 000 g for 30 min to remove large-sized shedding vesicles. Eventually, the supernatant was ultracentrifuged at 110 000 g for 70 min (Rotor: SW 41 Ti, Beckman Coulter), and exosomes were contained in the pellet, which was resuspended in PBS and filtered with 0.2-μm filters. Generally, 100–200 μg of exosomes could be extracted from a 10-cm dish of cell culture medium. All steps were performed at 4 °C.
Real-time quantitative polymerase chain reaction (RT-qPCR)
RNA was extracted with TRIzol reagent (Invitrogen) and a total of 1,000 ng of RNA was utilized for reverse transcription PCR to synthesize cDNA by applying avian myeloblastosis virus reverse transcriptase (TaKaRa, Osaka, Japan). Afterward, 1 μL of cDNA was used for RT-qPCR. The relative levels of circRNA and mRNA were normalized to β-actin and calculated with the equation 2−ΔCt, in which ΔCt (cycle threshold) = Ctgene - Ctcontrol. All genes were assayed at least in triplicate.
[bookmark: OLE_LINK11]IRES score
In eukaryotic cells, protein translation is divided into two types. One type involves recruiting ribosomes to a specific mRNA, which is usually dependent on the 5' cap structure, and is thus called 5' cap-dependent translation. Protein translation can also be initiated without relying on the cap, and is called 5' cap-independent translation. The internal ribosome entry site (IRES) is a nucleic acid sequence that enables RNA to directly bind to the ribosome without relying on the 5' cap, and to start translation from the middle of the mRNA. CircRNAs can exert their translation function through IRES. IRESfinder is a Python package used to identify the IRES of RNA in eukaryotic cells, which can be used to further search for the core IRES regions. A window-based manner was adopted for the transcripts to evaluate the sequence of each small segment. The region with the highest score is considered to be the IRES sequence of this circRNA. The higher the score of IRES, the more reliable the result will be. Both the sequencing and the IRES analyses were performed by Gene Denovo Biotechnology Co., Ltd. (Guangzhou, China).
Mutant sequence of circRNA plasmids in Figure 1J
[bookmark: OLE_LINK86]hsa_circ_0066631-ins-3flag
[bookmark: OLE_LINK85]GTGATGGATGTGGACACACTGTACTAGGCCCTGAGAGTGGAACCCTTACATCCATAAACTACCCACAGACCTATCCCAACAGCACTGTTTGTGAATGGGAGATCCGTGTAAAGGACTACAAGGATGACGATGACAAGGATTACAAAGACGACGATGATAAGGACTATAAGGATGATGACGACAAAATGGGAGAGAGAGTTCGCATCAAATTTGGTGACTTTGACATTGAAGATTCTGATTCTTGTCACTTTAATTACTTGAGAATTTATAATGGAATTGGAGTCAGCAGAACTGAAATAGGCAAATACTGTGGTCTGGGGTTGCAAATGAACCATTCAATTGAATCAAAAGGCAATGAAATCACATTGCTGTTCATGAGTGGAATCCATGTTTCTGGACGCGGATTTTTGGCCTCATACTCTGTTATAGATAAACAAG
hsa_circ_0066631-ins-3flag/A-mut
GTGATGGATGTGGACACACTGTACTAGGCCCTGAGAGTGGAACCCTTACATCCATAAACTACCCACAGACCTATCCCAACAGCACTGTTTGTGAATGGGAGATCCGTGTAAAGGACTACAAGGATGACGATGACAAGGATTACAAAGACGACGATGATAAGGACTATAAGGATGATGACGACAAAATGGGAGAGAGAGTTCGCAATCAAATTTGGTGACTTTGACATTGAAGATTCTGATTCTTGTCACTTTAATTACTTGAGAATTTATAATGGAATTGGAGTCAGCAGAACTGAAATAGGCAAATACTGTGGTCTGGGGTTGCAAATGAACCATTCAATTGAATCAAAAGGCAATGAAATCACATTGCTGTTCATGAGTGGAATCCATGTTTCTGGACGCGGATTTTTGGCCTCATACTCTGTTATAGATAAACAAG
[bookmark: OLE_LINK13]Oxaliplatin concentration setting
[bookmark: OLE_LINK37][bookmark: OLE_LINK32][bookmark: OLE_LINK104]In this study, the concentration gradient of oxaliplatin used in the in vitro cell experiments was determined through multiple pre-experiments. The specific operation is as follows: the cell proliferation inhibition rate was detected using the CCK-8 method. The gradient concentration of oxaliplatin was set by doubling dilution to treat the cells. A concentration gradient was selected that could observe the gradient inhibitory effect and was also suitable for the design requirements of this study to carry out the subsequent experiments. The final oxaliplatin concentration gradient we adopted was: 7.5 μg/mL, 15 μg/mL, 30 μg/mL, 60 μg/mL, 120 μg/mL, 240 μg/mL. Among them, the 30 μg/mL concentration has a relatively small impact on the basic growth of cells. And at this concentration, fluctuations of the drug or some intervention measures might significantly alter the cell activity, which meets the grouping requirements of the functional experiments. Therefore, we chose this concentration for subsequent functional experiments such as cell apoptosis detection and DNA damage detection.


