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MNumber of clinical trials

Ensayos clinicos con cels. CART
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CAR19: Indicaciones Clinicas

Refract/22 recidiva
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Targets for CAR T cell Immunotherapy for
Hematological Malignancies

Target Antigen Disease
B lymphoma, B-ALL
CD22 B-ALL

ROR1y Mantle lymphoma, CLL
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CAR19 en LAL-B: Resultados Clinicos
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CART19 en LAL-B
CAR19 LAL Pediatrica CAR19 LAL Adultos
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CART19 en Linfoma no-Hodgkin (LDCGB)

Histologia Dosis RG | RC
CAR+/kg | (%) | (%)

ZUMA LDCGB; CD28-z 2 x10° 54 44% @ 12m
(Kite) LMP, LFt
Transcend 74 LDCGB(69); 4-1BB-z 5 x 107- 63 58 45% @ 6m
(Juno) LMP, LFt; 1 x 108

LCM
Juliet 147 LDCGB 4-1BB-z 0,1-6x 108 53 40 /3% @ 6m

(Novartis) (99)

Neellapu et al. NEJM. 2018
Turtle et al . Sci Translat Med. 2016
Schuster et al. NEJM. 2018
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CART BCMA en Mieloma
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Ensayo NCI| Fase | CART BCMA
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CAR T: Problemas

Mejorar eficacia (> 50% pacientes no beneficio)
— Diseno del CAR

Persistencia de las cels. CART
— Cels. T de memoria

Resistencia inmunosupresion Ambiente tumoral

Disminucion Toxicidad



Inmunoterapia CAR-T: Complicaciones
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CAR T Con Subtipos de células T

\ Effector function/cytotoxicity
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Modified from N. Restifo, L. Gattinoni. 2013



CART: Disenio y Evolucion

1 generation 2™ generation 3™ generation 4™ generation
Dual signalling Multiple signalling (armoured)
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Maus et al. Annu Rev Immunol. 2014
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CARS Inducibles: “Micro-Farmacias”
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CARs Alogénicos

A Dual TCR/ CART cell B TCR-less CART cell C Pro-CAR
TCR CAR Deleted Tolerant

TCR TCR

/ % / /

Gene-edited Progenitores Linfoides
TALEN, CRISPR “Educacion Timica”
TRAC CAR




Terapia Celular en la Era de la Medicina Personalizada

Precision

Minimally manipulated
products

Advanced therapy medicinal product

—Patient-specific
synthetic T cells

-
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-TCR gene editing
—CAR gene editing

-CAR T cells
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—TCR gene transfer

—In vitro expanded T cells
specific for viral, minor
tumor antigens

o

Graft or DLI engineering:

—Depletion of alloreactive T cells
-Sorted antigen-specific T cells

—Sorted T cell subsets

—Multifunctional T cells
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Manufacturing/regulatory complexity

Chabanon et al. Sci Transl Med 2018
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