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Figure S1. Survival percentage of with or without VB12 supplementation under injury. (A) Survival percentage of female w1118 flies with or without VB12 supplementation under Ecc15 treatments. (B) Survival percentage of female w1118 flies with or without VB12 supplementation under 5 μg/mL BLM treatments.  (C) Survival percentage of female w1118 flies with or without VB12 supplementation under 20mM PQ treatments. Each group had 100 flies and three independent experiments were conducted. Data are represented as means ± SD. **p < 0.01 and ns indicates p > 0.05 (Log-rank (Mantel-Cox) test).

[image: ]Figure S2. The effect of VB12 on intestinal cell proliferation under injury. (A) Representative image of the EdU-labeling experiment with or without VB12 supplementation under injury. (B) Quantification of the ratio of EdU-labeled cells per ROI in the experiment A (n = 25, 28, 27 from left to right). Significance was calculated by one-way ANOVA of three independent experiments.  Data are represented as means ± SD. ****p < 0.0001.

[image: ]Figure S3. Gut microbiota analysis of DSS-treated Drosophila with and without VB12. (A) LDA score generated by LEfSe between flies’ intestinal microbiota with and without VB12. (B) Cladograms generated by LEfSe showed the differences in taxa among two groups. (C) Absolute abundances of bacterial genus structure in gut samples from the gut microbiota of repeatedly DSS-fed flies, comparing those with and without VB12 supplementation.
[image: ]Figure S4. The effect of VB12 on mouse intestinal cell junctions and microbiota. (A-B) Quantification of the fluorescence intensity of Occludin (A) (n = 127, 128,137 from left to right) and Claudin-1 (B) (n = 126, 128, 138 from left to right) from experiments. (C) Quantification of the bacterial load of murine stool. (D-E) The abundances of Pseudomonas (D) and Serratia (E) genera in the overall intestinal microbiota in mice based on qPCR. Data are represented as means ± SD. *p < 0.05, ***p < 0.001 and ****p > 0.0001 (one-way ANOVA).

Supplemental table and table legend
Table S1 (related to Methods). The list of primers used in this study
	[bookmark: _Hlk161685085][bookmark: _Hlk161768842]Table S1. Primers used in this study for RT-qPCR assays. 

	Name
	Sequence

	rp49-F
	GCCCAAGGGTATCGACAACA

	rp49-R 
	GCGCTTGTTCGATCCGTAAC

	Diptercin-F
	ACCGCAGTACCCACTCAATC

	Diptercin-R
	CCCAAGTGCTGTCCATATCC

	Drosocin-F
	CCATCGAGGATCACCTGACT

	Drosocin-R
	CTTTAGGCGGGCAGAATG

	Drosomycin-F
	GTACTTGTTCGCCCTCTTCG

	Drosomycin-R
	CTTGCACACACGACGACAG

	Defensin-F
	TTCTCGTGGCTATCGCTTTT

	Defensin-R
	GGTGTGGTTCCAGTTCCACT

	Attacin-F
	GTGGCACTTTTCGCCATTAC

	Attacin-R
	GAAAACCTGACCCACCACAT

	Cecropin-F
	TCTTCGTTTTCGTCGCTCTC

	Cecropin-R
	ACATTGGCGGCTTGTTGAG

	upd2-F
	TACCTTAAACGCCAGCCAAC

	upd2-R
	CGATGATGAGGATGACGATG

	upd3-F
	GCCCTCTTCACCAAACTGAA

	upd3-R
	TTTCTTCTGGATCGCCTTTG

	Cox5a-F
	AGGAGTTCGACAAGCGCTAC

	Cox5a-R
	ATAGAGGGTGGCCTTTTGGT

	mt:CoII-F
	TCGATTTCTTTTACATGGACAACT

	mt:CoII-R
	CATTGATGGCCGATTCTTTT

	Ldh-F
	GTGTGCCTCATCGATGTCTG

	Ldh-R
	CAGCTTGGGGATGATGTTCT

	Bnip3-F
	CTTGGATCGAACTCAGCACA

	Bnip3-R
	GTGGACTCTTGGGGCTATCA

	Gapdh-F
	AGGTCGGTGTGAACGGATTTG

	Gapdh-R
	TGTAGACCATGTAGTTGAGGTCA

	mLdh-F
	GGCCTGTGCCATCAGTATCT

	mLdh-R
	GCCAGAGACAATCTTTGGTG

	mBnip3-F
	AGCATGAGTCTGGACGGAGTAG

	mBnip3-R
	CCTGTTGGTATCTTGTGGTGTCTG

	“F” and “R” refer to “forward” and “reverse”, respectively.
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