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Inulin diet synergizes with anti-PD-1 therapy given
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Inulin promotes “beneficial” gut microbes, which
are inversely correlated with tumor growth

Microbes abundances

Spearman’s correlation
analysis
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Engineered inulin hydrogel with prolonged colon
retention modulates the gut microbiota

Injectable inulin hydrogel Prolonged colon retention 16S rRNA analysis
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Inulin gel improves therapeutic efficacy of a-PD-1,
protects tumor-free mice against re-challenge

Tumor re-challenge
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Inulin gel plus a-PD-1 increase SCFAs and augment

stem-like CD8™ T cells
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Part ll. Inulin gel/allergen formulation for oral
immunotherapy




Inulin gel/allergen formulation protects against food
allergen challenge
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The therapeutic efficacy of inulin gel/allergen OIT is
dependent on gut microbiota and Th1 immune response

Gut microbiota depletion assay

&)
oIT Challenge 5 5- 0 3. © 0.0
o Q 2 I'U
Allergic Inulin gel/OVA i.g. 2 4- 3 , =
mice . = 3] ® 2 S -0.51 - Inulin geV/OVA
YRRV Y VY s ) 2 £ o _ o
| 1 | Z KL 2101 ?: ¢ Inulin gel/OVA+Antibiotics
Days 29 A 4849 56 @ 1 ;0 : L®
+/- Antibiotic cocktail < 0+ 0- g5
1 2 3 4 1 2 3 4 m
I.g challenge times I.g challenge times
Depletion assay in vivo
oIT Challenge o :
Allergic mice Inulin gel/OVA i.g. (50 mg OVA) %J/ 0 T i l;lglée
A — © o
&IHHIHH}HHI f HU{ 2 2 ]? § - Isotype IgG1
0 7 14 20 21 28 32 2 -4 elg ¥ edt10(om 3
Q.
IDTys £ % 4 o-IFN-y (OIT) =
(o)}
sotype A A A A A A A AA 26 * a-IL-10 (challenge) | &
o-IL-10, a-IFN-y A A A A A -« challenge E : 1,5 3,0 4.5 6,0 -+ o-IFN-y (challenge) E
a-c-kit challenge -c-Ki i
A A < 9 < Time post i.g. challenge (min) ™ a-c-kit (challenge)
a-IL-10, o-IFN-y A A A A A A A < OIT Unpublished data




Summary

[0 Oral administration of inulin gel with higher viscosity effectively modulates the gut
microbiota/metabolites, increases the abundances of “beneficial” microbes as well as the
concentrations of SCFAs.

0 Oral administration of inulin gel can synergize with ICB blockers and induce the stem-like CD8 T
cells against tumor growth.

0 Oral administration of inulin gel/allergen formulation establishes the tolerance in the small intestine

and protects against food allergen challenges.
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