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Supplementary Figures: Original images for A (Bcl-2), B (Bax), C (JNK), D (p-JNK) and E (Caspase-1 p10) blots in the manuscript. 

The band within the red frame is the target band. Control, DSS, MSZ (200 mg/kg), COP (50 mg/kg), OCOP (50 mg/kg), OCOP (100 mg/kg).
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                              Figure. 1
Fig. 1. Effects of OCOP and COP on the apoptosis-related signaling pathway in DSS-induced mice. (A) Representative Western blotting images of p-JNK, JNK, Bax and Bcl-2. (B-D) The protein expression levels of p-JNK/JNK, Bcl-2 and Bax in the apoptosis-related signaling pathway. Data are expressed as the means ± SD (n = 3). #p < 0.05, ##p < 0.01 vs. control group; *p < 0.05, **p < 0.01 vs. DSS group; &p < 0.05, &&p < 0.01 vs. COP group.
Result: In our findings, the expression of Bax in the DSS group was markedly enhanced compared to the control group, while COP (50 mg/kg) and OCOP (50 mg/kg, 100 mg/kg) treatment effectively (P < 0.01) suppressed the increase of Bax expression. On the contrary, the expression of Bcl-2 was decreased in the DSS group, while OCOP (100 mg/kg) treatment counteracted the decrease of Bcl-2. In the meanwhile, we also analyzed the expression of JNK and p-JNK, which also play a vital role in the process of apoptosis. DSS significantly induced strong phosphorylation (activation) of JNK, however, the increased phosphorylation of JNK was suppressed by OCOP (50 mg/kg, 100 mg/kg).

Discussion: Recently, increasing evidences have demonstrated the increased inflammatory cytokines not only aggravated colitis but also promoted the apoptosis of intestinal epithelial cells, which involved in the pathogenesis of IBD 
 ADDIN EN.CITE 
(Roy et al., 2008; Kumar et al., 2015; Chu et al., 2021)
. c-Jun N-terminal kinase (JNK), the member of the MAPK family, has been reported to play a key role promoting apoptosis 


(Gao et al., 2019; Wu et al., 2020) ADDIN EN.CITE . In the intracellular machinery of apoptosis, Bcl-2 family proteins consists of members that inhibit apoptosis (Bcl-2) and promote apoptosis (Bax), which mainly control intrinsic pathway 


(Siddiqui et al., 2015; Adamkov, 2019) ADDIN EN.CITE . The increased number of apoptotic epithelial cells enhanced Bax but decreased Bcl-2 protein during active UC may result in the disruption of intestinal barrier, which contributed to abundant pathogenic microorganism infiltration 


(Yin et al., 2020) ADDIN EN.CITE . In line with previous reports, the elevated Bax and reduced Bcl-2 were observed in the DSS group. In contrast, OCOP treatment normalized the expression of Bax and Bcl-2. DSS significantly induced strong phosphorylation (activation) of JNK, and the increased phosphorylation of JNK was suppressed by OCOP (50 mg/kg, 100 mg/kg). Therefore, OCOP protected from the experimental colitis elicited by DSS, at least in part, through inhibiting epithelial apoptosis. 
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