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Rhabdoid tumors (RTs)
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Immunogenecity of tumor cells

Current paradigm from adult cancers

PD-L1 blockade
coding-genome driven immunogenicity A
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Can rhabdoid tumors be immunogenic despite their low mutational burden?



| Cell(s) of origin of RTs:
time-dependency of Smarcb1l inactivation in early embryo

Smarcb1fiox/flox:Rosa26CretR™2 model
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Study design

Methylation dataset

450k methylation array
| Curie + DKFZ
n=191

ECRT

=

-

Smarch1flox/flox,
Rosa26CrefRT2

(7
Flerste
Expression dataset SHH his:r:cr::r'::i)s-try
Microarray AT/ RT TYR Bulk transcriptome T cells
| Curie + DKFZ (Heidelberg) MyYc & methylation
n=134 @

Immune
‘ infiltrate

|
Multiparametric
flow cytometry
Single cell RNA sequencing
&TCR sequencing

Myeloid cells

Leruste et al., Cancer Cell, 2019




Are rhabdoid tumors infiltrated by immune cells?

Analysis of Immune infiltration of human RT according to RT
subgroups




RT are infiltrated by immune cells)

In silico analysis
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HumanT cells

Mouse T cells

T cell heterogeneity and clonality characterization by scRNAseq

immune checkpoint receptors
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Single-cell paired transcriptome and TCR
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Could the epigenetic dysregulations of RTs be a
source of immunogenicity?
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Canadas et al., 2018

» Epigenetic changes modulate the expression of transposable elements,

particularly ERVs, activating IFN-signaling in tumor cells

Chiappinelli et al., 2015; Roulois et al., 2015



Endogenous retroviruses and anti-tumor immune response
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Endogenous retroviruses in RT samples: correlation with CYT score

Correlation between CYT score
and ERVs sense expression
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ERV re-expression in RTs is dependent on SMARCB1 deficiency
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Is targeting of the immune infiltrate of clinical utility for RTs?

Preclinical evaluation of immunotherapy in RTs:
Targeting T and myeloid cells



a-PD-1 blockade controls tumor growth
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* How to improve the treatment and translate it to patients?



Targeting tumor-associated macrophages (TAMs) to enhance tumor immunotherapy

scRNAseq of myeloid cells

Sorted CD45+ CD19- CD56- CD3- cells

Sorted CD45+ CD19- NK1.1- TCRb- cells
PLLLIIITT

Depletion of macrophages?

UMAP_2

UMAP_2

%
X 4

DCs & "ca7+nc
: o,
£ 3

*
/5
5.
.

] Mono/Macros

7 Granulocyte :

1st grafy +/- hDTx 1ug/injection IP
D14 D20

» e | >

hDTR-CD64 WT/WT
hDTR-CD64 KI/WT

UMAP_1

Unpublished data-don not post

Tumor volume (mm3)

1500~

1000+

500+

Days after treatment



Targeting tumor-associated macrophages (TAMs) to enhance tumor immunotherapy
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Poly (1:C) induces a global remodeling of the TME
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Poly (1:C) induces a global remodeling of the TME
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Take home messages & perspectives

Infiltrated? Immunogenic ?
v Despite the extraordinarily \ /> RT specific antigens ???

low TMB, RTs are highly (Immunopeptidome, in silico
infiltrated by T and myeloid analysis, TCR specificity)
cells RTs
Express ERVs? / \ Targetable?
v' SMARCBL1 loss results in ERV > Translation of poly(l:C)/other myeloid + T

derepression, which may cell targeting strategies to the clinics

trigger innate and adaptive
&8 P » Modulation of IR: radiation therapy,
immunity
epidrugs
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