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INMUNOTERAPIA EN
NEOPLASIAS HEMATOLOGICAS:
¢ ALGUN PAPEL EN SINDROMES
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Teoria del peligro
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Receptores de Patrones Moleculares

Surface TLRs and agonists

T.0.T.2 Scavenger receptors
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Toll-like receptors
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Toll-like receptors y SMD
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Tipos de respuesta inmunitaria
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lLa sinansis inmunoldaica
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Teoria de las tres sefiales
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Transcription of multiple genes
and complete T cell activation

Kershaw MH et al. Nature Reviews Cancer 2013;13:525-541
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Teoria de la inmunovigilancia

Pre-malignant
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Copyright & 2000 Nature Publishing Group
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Mecanismos de evasion
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Mecanismos de evasion

Células reguladoras mieloides
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Berraondo P et al. Medicina Interna Farreras. XVII Edicion:2527-2530



Inmunovigilancia y SMD
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Inmunoterapia del cancer

« Citoquinas inmunoestimulantes
* Anticuerpos inmunoduladores

_ * Virus oncoliticos
Activa

) Inespecifica
(diana en « Ligandos de receptores de peligro
el sistema
Inmune) « Terapias convencionales inmunogénicas
» Inhibidores del metabolismo inmunosupresor
Antigeno :
get « Vacunas antitumorales
especifica
Pasiva » Anticuerpos dirigidos a antigenos tumorales: solos o
(diana en Antigeno asociados a farmacos, toxinas o radioisétopos
especifica

el tumor)

« Transferencia adoptiva de células T

Galluzzi L et al.
Oncotarget 2015; 5:12472-508



Terapias convencionales inmunogénicas

Non-immune
therapies

Radiotherapy

Chemotherapy

Anti-angiogenic
agents

Targeted therapies
(including
antitumour
cytotoxic mAbs)

Hallmark mechanisms of

synergy in immunotherapy

Increased lymphocyte
infiltration into tumours

Immunogenic cell death

Activation of primed
T cells and reversion
of exhaustion

Immunotherapies

Immunostimulatory mAbs

Attenuation of

immunosuppression in

the tumour

microenvironment:

* T, cell function

» Myeloid-derived
suppressor cells

* Immunosuppressive
cytokines

* Immunosuppressive
enzymes

Increased numbers of

Virotherapy

T

tumour-specific T cells

Enhancing the
performance of
antigen-presenting cells

/ Neutralizing other

immune inhibitors:
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Activatory cytokines:
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Adoptive T cell therapy

Cancer vaccines

Microbiological adjuvants:
¢ TLR agonists
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¢ STING activators

Nature Reviews | Cancer

Melero | et al. 2015 Nature Reviews Cancer 15, 457-472




Inmunoterapia del cancer
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Quimioterapia inmunogénica
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Nature Reviews | Cancer

Bartlett JB et al. Nature Reviews Cancer. 2004 4; 314-322




Quimioterapia inmunogénica

a Activation of naive T cells requires co-stimulation

T-cell profiferation

Enhanced T-cell protiferation

Cytokine production

Nature Reviews | Cancer
Bartlett JB et al. Nature Reviews Cancer. 2004 4; 314-322



Quimioterapia inmunogénica

IFN receptor
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Anticuerpos: balas maagicas

“‘terferencia angioQQnes is

Células del sistema
inmunitario

Berraondo P et al.
Medicina Interna Farreras.
XVII Edicién;:2527-2530



Anticuerpos: funciones

Variable
Constant I
Fc
Murine Chimeric Humanised Human
-omab -ximab -zumab -umab
Antagonism Signalling CDC ADCC Vehicle
IgG4 IgG IgG1 IgG1 IgG1
lgG1 ' ' lgG2 : IgG3 lgG2
) ' IgG3 : . 1gG4
IgM . :
Prodrugs
Ligand : Radionuclides
0 0 * Complement Toxins
0 0 0 . ] Fluorophores

T
v E - v v

Natalizumab Muronomab Alemtuzumab Alemtuzumab Not used in MS
Daclizumab Rituximab Rituximab Rituximab

Ustekinumab

Infliximab

Lutterotii A et al. Lancet Neurol. 2008 7; 538-547



Anticuerpos inmunoestimulantes

b Co-inhibition of T cells following interaction with
counter-receptors on APCs

a Co-stimulation of T cells following interaction

with counter-receptors on APCs
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Chen L et alNature Reviews Immunology 13, 227-242 (April 2013)



PD-1/PD-L1

T cell T cell T cell
Activation Inhibition Activation
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anti-PD-L1/2
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T cell proliferation, T cell inactivation, Restoration of T cell proliferation,
differentiation, survival tolerance, anergy differentiation, survival
Effector T cell effector T cell effector T cell
Inhibition Re-activation =
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tolerance, anergy function and tumor cell killing

I 7@ | *$6 $'G $ "=%H

$'$$ E



Relative mRNA Expression
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Anticuerpos inmunoestimulantes y SMD

Diana Situacion

Anti-PD1 Fase |
Anti-PD-L1 Fase |

Anti-PD1
Anti-CTLA4 Fase Il
Azacitidina

Anti-PD1

Anti-KIR Fase

Azacitidina



Modalidades de ACT
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Humphries C. Nature. 2013 504:S13-S15



Terapia celular adoptiva
de linfocitos con TCRs transqgénicos

CD3 complex

Nature Reviews | Cancer

Kershaw MH et al. Nature Reviews Cancer 2013;13:525-541



Casucci M et al. J Cancer. 2011 2:378-82
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Restifo NP. Blood. 2014 124:476-7
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1) Expresion de genes suicidas en linfocitos T
2) Aumentar la persistencia y el trafico
3) Convertir sefiales negativas en positivas
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