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Cancer lesions are infiltrated by tumor-specific
cytotoxic T cells
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Positive prognostic value of tumor infiltrating CD8 T cells

NSCLC
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Confirmed by Djenidi et al., J Immunol 2015
and Donnem et al., Clin Cancer Res 2015
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In cancer, like in chronic infections, antigen
persistency leads to T cell exhaustion

A Acute
stimulation
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In cancer, like in chronic infections, antigen
persistency leads to T cell exhaustion
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T cell activation induces
the expression of immune checkpoints

Antigen Presenting Cells

HLA class I/ll l PD-L1
[

CD28 A CTLA4

T cell blocking




T cell activation induces
the expression of immune checkpoints

Antigen Presenting Cells Immune checkpoints

Blocking of proliferation

Reduced glucose consumption
Inhibition of cytotoxicity and cytokine
release

In areversible fashion

CD28 A CTLA4

Immune checkpoint
expression is the
unavoidable consequence
of T cell activation

T cell blocking




mmune ChecCKpoInts are upreguia
infiltrating T cells:
a clear sign of persistent activation

No CD8+ T cell
proliferation
(Ki67ne9)
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In cancer, persistent immunostimulation
up-regulates the expression of immune checkpoints

CD30 or CDS6

Chronic stimulation (virus,

cancer)
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Multiple immune checkpoints in tumor microenvironment

PD-1 TIM3
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Accumulation of immunosuppressive cells
and pathways at tumor site
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The accumulation at tumor site of myeloid components
is associated with poor prognosis

Pan-cancer
(25 malignancess)
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Accumulation of myeloid derived suppressor cells (MDSC)

in melanoma patients

Tumor site
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*Block T cell activity

*Impair response to IT

*Increase Treqg cells

« Sustain angiogenesis

« Favor matrix remodeling
(metastasis)

Detectable in routine blood
test as increased monocyte
and granulocyte numbers
and ratios with lymphocytes




Accumulation of myeloid derived suppressor cells (MDSC) is
a negative prognostic factor in NSCLC patients
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Immune checkpoints inhibitors enhance anti-tumor T
cell responses
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Immune checkpoints inhibitors enhance anti-tumor T
cell responses

PD-1 blockade

Before Treatment

CDS8+ T cells
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Checkpoint ligands (PDL-1) are broadly expressed in tumor microenvironment:
a target to reduce immunosuppression by infiltrating myeloid cells

Local inflammation
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Checkpoint ligands (PDL-1) are broadly expressed in tumor microenvironment:
a target to reduce immunosuppression by infiltrating myeloid cells
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Immunomodulating properties of standard
cancer therapies

Increased tumor antigenicity and T cell activation
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Immunomodulating properties of standard
cancer therapies

Increased tumor antigenicity and T cell activation
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TOo summarize

Lung cancer, as many other tumors, is immunogenic thanks to the high
load of DNA mutations leading the generation of NEOANTIGENS

Tumor immunogenicity induces chronic stimulation and
immunosuppression through overexpression of immune checkpoints
and accrual of immunoregulatory cells (MDSC)

Frequency of neoantigens, as well as accumulation of
immunosuppressive pathways, impact on patient prognosis and
response to immunotherapy

Blocking immunosuppressive pathways, including immune
checkpoints, allows the recovery of antitumor T cell immunity and
immune-mediated disease control

Combination strategies can also be envisaged based on the
immunomodulating properties of conventional cancer therapies






