
Ac
e 

D
iv

er
si

ty
 In

de
x

Control SeDD98
0

200

400

600

800

ns

C
ha

o 
D

iv
er

si
ty

 In
de

x

Control SeDD98
0

200

400

600 ns

So
bs

 D
iv

er
si

ty
 In

de
x

Control SeDD98
0

200

400

600

ns

p_
Prot

eo
ba

cte
ria

p_
Cya

no
ba

cte
ria

R
el

at
iv

e 
Ab

un
da

nc
e/

%

0.05

0.04

0.03

0.02

0.01

0.00

ns **

p_
Firm

icu
te

p_
Bac

ter
oid

ota

p_
Verr

uc
om

icr
ob

iot
a

p_
Acti

no
ba

cte
rio

ta

p_
Prot

eo
ba

cte
ria

p_
Cya

no
ba

cte
ria

R
el

at
iv

e 
Ab

un
da

nc
e/

%

80

60

20
40

10

0

ns
ns

**
ns

Control SeDD98
A

B

C

D

Control SeDD98

LEfSe Bar

LDA SCORE(log10)
5 4 3 2 1 0 1 2 3 4 5

s__unclassified_g__norank_f__Lachnospiraceae

s__uncultured_bacterium_g__Colidextribacter

g__Colidextribacter

f__Oscillospiraceae

c__Verrucomicrobiae

o__Verrucomicrobiales

s__Akkermansia_muciniphila

g__Akkermansia

f__Akkermansiaceae

p__Verrucomicrobiota

s__unclassified_g__Rikenellaceae_RC9_gut_group
g__Rikenellaceae_RC9_gut_group

E

Supplementary  Figure 1. Pretreatment with SeDD98 impacted the gut microbiota. (A-C) Alpha diversity indexes based 
on OTUs (Ace, Chao and Sobs). (D) The bar graph of the relative abundance at the phylum level. (E) LEfSe analysis 
depicted taxonomic association between microbiome communities from the Control and SeDD98 groups, with the LDA 
score (the criteria for feature selection was log LDA score > 3.5). Mean ± SEM values are presented. And p values were 
calculated using unpaired t tests, and ns means not significant. n = 5 ~ 6 mice per group. Mean ± SEM values are present-
ed. And p values were calculated using unpaired t tests, **p < 0.01, and ns means not significant.
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Supplementary Figure 2. The expression of the proinflammatory cytokines in intestinal tissues determined by qPCR was 
impacted. (A) SeDD98 decreased the expression of cleaved IL-1β, IL-6 and TNF-α induced by irinotecan, n = 5 ~ 8 mice 
per group. (B) Fecal microbiota from SeDD98-treated mice decreased the expression of these proinflammatory cyto-
kines, n = 6 ~ 7 mice per group (C) SeDD98 partly alleviated irinotecan-induced high expression of these proinflamma-
tory cytokines in ABX mice, n = 5 ~ 8 mice per group. Mean ± SEM values are presented. And p values were calculated 
using unpaired t tests, *p < 0.05, **p < 0.01, ns means not significant.
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Supplementary  Figure 5. STING mutation inhibited the STING-NF-κB pathway activated by irinotecan.
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Supplementary  Figure 6. STING mutation inhibited the expression of Cleaved IL-1β, IL-6 and TNF-α in intestinal 
tissues induced by irinotecan.
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Supplementary  Figure 7. Pretreatment with SeDD98 inhibited the STING-NF-κB pathway in irinotecan-induced intes-
tinal mucositis.
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Supplementary  Figure 8. Fecal microbiota from SeDD98-treated mice inhibited the STING-NF-κB pathway in irinotec-
an-induced intestinal mucositis. 
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Supplementary  Figure 9.  Depletion of gut microbiota by a broad-spectrum antibiotic cocktail (ABX) blunted the inhibi-
tive effect of SeDD98 on the STING-NF-κB pathway. 
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