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The quality of the lymphoid intfratumor population is key for the response to treatments

HER2 + breast cancer : before freatment with chemo and trastuzumab
High grade (TILs, 40% to 90%)

Low grade (TILs, 0% to 10%)
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Cisplatin induces a massive immune recruitment to the tumor

Lung cancer TC-1 treated by cisplatin
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— ILC3 are the only cell type increased 1 day after CDDP

Bruchard M et al, Nature Immunology, 2022



ILC3 are essential for CDDP antitumor efficacy

- RORYyt is a major transcription factor for ILC3s and Th17

Digoxin : RORyt inhibitor - targets ILC3 and Th17

GSK805: RORyt inhibitor - targets specifically Th17 w/o affecting ILC3 in fumors
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= Th17 cells are not important for CDDP anti-tumor efficacy.
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ILC3 are essential for CDDP antitumor efficacy

D ILC3 @ Th17
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= Absence of ILC3 limits CDDP anti-tumor efficacy.



Why are the ILC3 important for Cisplatin’s efficacy?

TC-1 CDDP
Control or Digoxin and/or isotype or anti-CXCR3
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— The CXCL10/CXCR3 axis is important in CDDP efficiency.

- No additional effect is observed with combination a CXCR3+ Digoxin : suggest they act in the same cascade of
events



Number of ILC3 CCR6"

Why are ILC3 increased after CDDP?
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— CCL20 produced by TC-1 cells attracts ILC3 to the tumor after CDDP



Ranked list metric

Running Enrichment Score

GSEA on single cell RNA seq data
ILC from CDDP treated TC-1 tumors

GSE23505_UNTREATED_VS_4DAY_IL6_IL1_IL23_TREATED_CD4_TCELL_UP

NES=1.609
Pval=0.000
FDR=0.000

o
=

hed
ha

o

(+) Correlation with D3 (-)

LTI

MR L

2000 4000 6000

Rank in Ordered Dataset

enrichment of the ILIR module in the
CCR6* ILC3 cluster

IL-1PB activates ILC3 in the tumor

% of CXCL10* CCR6" ILC3s

Number of CCR6" ILC3s
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= IL-1B increases ILC3’s activation, production of CXCL10 and proliferation and is essential for the cisplatin’s efficacy



Number of ILC3s

Number of ILC3s CD69"
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CCL20 and IL-1B are sufficient to increase immune infiliration to the tumor
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— CCL20 and IL-1B injections trigger an ILC3 increase and activation leading to reduced tumor growth.
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Conclusion
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ILC3s : crucial role

@ @ IL-1pB - first population increased
- recruited and activated by CCL20 and IL-1B

Myeloid cell - mimic the immune effect of cisplatin

Bruchard M et al, Nature Immunology, 2022



Conclusion

Cisplatin

Tumor cell

Dendritic cell

Lymphocyte

Q @ CXCLI10

ILC3

ILC3 produce CXCL10
—> attracts CXCR3+ cells (CD8 T lymphocytes, Th1, NK...)

Myeloid cell
Bruchard M et al, Nature Immunology, 2022
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Conclusion

Cisplaftin

Immune checkpoint inhibitors

without ILC3 : reduced antitumor efficacy
@ synergy with ICI

ILC3 could become an interesting tool to increase the immune infiltrate of a tumor
- increase the patients chances to respond to treatments

Bruchard M et al, Nature Immunology, 2022
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