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lgnorancia o tolerancia

The Danger Model: A Renewed
Sense of Self
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Tumors are entities for which both the INS
and the Danger models have the same predic-

tion, namely, that tumors should not stimulate
immunity, either (INS) because they are not



Desarrollo de PD-1 como diana terapéuticas
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PD-1 reactiva respuestas enddgenas
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Senalizacion de PD-1 en células T

a PD1 signalling in T cells

PDL1 signalling
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Modelo de licencia de |a actividad de anti-PD-1

Anti-PD-1 mAb-Mediated Activation of Anti-Tumor Immunity
‘Direct Activation’ Model  ‘Licensing’ Model
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Expansion de CD8+PD-1low por anti-PD-1
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Aprobaciones de anticuerpos anti-PD1/PD-L1 por FDA
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Drug & Company
. Pambraolizumab, Mearck Co.

. Mivalumab, Bristol-Myers Squibb
. Atezalizumab, Roche

. Durvalumab, Astraeneca
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Infiltracion de CD8 v PD-L1 en diferentes tumores
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Inestabilidad de microsatélites
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Neoantigenos
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Comblnaaon de biomarcadores

D Strong: Intense cytolytic activity e

Non-immunogenic
tumor cell (low TMB/

B Moderate: Immune evasion
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Immunogenic tumor
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©
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-Tumor Mutation Burden (TMB):

» Denser T-cell infiltrates (Immunoscore) ‘

Responsiveness to
immunomodulatory Better survival
therapy (prognosis)
i.e. PD-1 blockade

Iimmunoediting by
seloctive immune
pressure

A Reduced: Lack of immunogenicity | € Moderate: Stromal/endothelial TME
T-cell~inflamed Gene Expression Profile (GEP)
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Combinacion de biomarcadores
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Combinacion de biomarcadores
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Efecto de mutaciones conductoras
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Lung adenocarcinoma 054 -054 0.14 0.25 0.48 0.01 021| 098 | -213 2.1 -0.06 0 -2.01 0| -1.18
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Skin cutaneous melanoma 069 | 0.11] -3.07 0.06 222 | 218 | 015| -216| -04 | 081 0.17 048 | -0.16 |-0.22| 041
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Panorama inmune del cancer
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Panorama inmune del cancer

Macrophage: Th1:Th2 Proliferation Intratumoral Other
lymphocyte heterogeneity
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Panorama inmune del cancer
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Panorama inmune del cancer

@ ACC BLCA BRCA CESCCHOL COAD ESCA GBM HNSC KICH KIRC KIRP LGG LIHC LUAD LUSC MESO OV PAADPCPG PRAD READ SARCSKCM STAD TGCT THCA UCEC UCSUWVM
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C1 (Wound Healing) Colorectal cancer (COAD, READ) and lung squamous cell carcinoma
(LUSC),breast carcinoma (BRCA) luminal A head and neck squamous cell carcinoma (HNSC) classical,
IFN-y dominant  and the chromosomally unstable (CIN) gastrointestinal subtype.

C2 (IFN-y Dominant) highly mutated BRCA, gastric, ovarian (OV), HNSC, and cervical tumors (CESC).

Inflammatory C3 (Inflammatory) kidney, prostate (PRAD), pancreatic cancers (PAAD), and papillary thyroid
carcinomas (THCA).
Lymphocyte

depleted C4 (Lymphocyte Depleted) adrenocortical carcinoma (ACC), pheochromocytoma and paraganglioma
(PCPG), hepatocellular carcinoma (LIHC), and gliomas.

Immunologically
quiet

C5 (Immunologically Quiet), gliomas (LGG)
el ® C6 (TGF-p Dominant), small group of mixed tumors not dominant in any one TCGA subtype,




Panorama inmune del cancer
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Panorama inmune del cancer
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Specific driver mutations correlated with lower (CTNNB1, NRAS, or IDH1) or higher
(BRAF, TP53, or CASP8) leukocyte levels across all cancers



Panorama inmune del cancer
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Panorama inmune del cancer
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Panorama inmune del cancer
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Conclusions

* La generacion de respuestas inmune endogenas es frecuente.

* Se han propuesto diversos biomarcadores y combinaciones de
biomarcadores.

* Se pueden establecer seis inmunofenotipos:
1) reparacion de heridas
2) dominados por IFNy
3) Inflamatorios
4) deplecionado de linfocitos
5) inmunolégicamente silente
6) dominado por TGF-P.

* Mutaciones conductoras influyen en la infiltracion inmune.



