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lonizing radiation and tumor cell eradication
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Abscopal effect: clinical example

Patient with a kidney cancer and lung, lymph node, bone and brain metastases
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lonizing radiation and immunogenic cell death
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Radiobiology of alpha particles : 213Bi
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Relative Fluorescence I ntensity
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Alpha particles and immunity: DC activation
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Alpha particles and immunity

MC38 colon carcinoma cells
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Alpha particles and anti-tumor immune response
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Alpha particles and anti-tumor immune response
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Anti-tumor protection relies on adaptative immunity
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Alpha particles and anti-tumor immune response
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Combination therapy: TAT + immunotherapy

213Bj jrradiation

DAMPs release DC activation
Q

Immunogenic
cell death

Tumor cell @ /

elimination

T cell activation

+ Immunotherapy



TAT and Adoptive Cell Transfer of Tumor Specific T-cells in Myeloma
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Efficacy of the combinaison therapy
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TAT increases MHC class | expression in vivo on tumor cells
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TAT induces release of immune cytokines and chemokines in vivo
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CD8 T cells (x108)

CD4 Tregs (x106)
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Number of OT-1
T cells (x106)

Impact of TAT on OT1 T-cell tumor infiltrate
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Impact of TAT on OT1 T-cell tumor infiltrate
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Important inhibitory immunoreceptors (immune checkpoints)
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Impact of TAT on immune checkpoint expression
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TAT and Adoptive Cell Transfer of Tumor Specific T-cells in Melanoma
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Efficacy of the combinaison therapy
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Impact of TAT on T-cell tumor infiltrate and PD-L1 tumor expression
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Cold TME

v

- 9L

sy

@:’A,’K@vf
ol 4

ye »

A

Take home message

Resistance phase

@ AcT
()

ACT§TA9=
o
@ A i

)

28 T

@ Endogenous CD8 T cells

@ Regulatory CD4 T cells

@ OT-1 T cells
@ @ Anti-tumor cytokines

@ 0 Dead cells

¥ PN

control

Hot TME

=

Elimination phase

) ACT @ TAT

OT-1T cell to tumor cell ratio



CRCI°NA Equipe 2
Oncologie Nucléaire

Michel Chérel
Francoise Kraeber-Bodéré
Mathilde Allard
Mickaél Bourgeois
Nicolas Chouin
Yannick Guilloux
Sébastien Gouard
Patricia Le Saéc
Séverine Marionnaud-Lambot
Latifa Rbah-Vidal
Simon Stute

Marisa Capitao
Jean-Baptiste Gorin

Jérémie Ménager
Justine Perrin

CRCI°NA Equipe 12
Emmanuel Scotet

Noémie Joalland

®
/GO

Acknowledgments

INCIT CR2TI

Nathalie Labarriére
Cédile Deleine
Anne Jarry
Lucine Marotte

Fabienne Haspot
Véronique Daguin

Sylvain Simon

@0

CONTRE LE CANCER

SIRIC ILIAD

Nantes - Angers

B JRC i),

EUROPEAN COMMISSION Transuramiom

Elements

Franck Bruchertseifer
Alfred Morgenstern

Arr@nax )
Nantes ~

e

activité

SFR - SanTé

F. Bonamy

UTE

roPICell



