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Z34: Milena Kalaitsidou, Gray Kueberuwa, Antje Schutt & David Edward Gilham, “CAR T-cell therapy:
toxicity and the relevance of preclinical models’, Immunotherapy (2015) 7(5): 2.
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Chimeric receptor genes and cells transformed therewith

Zelig Eshhar, Daniel Schindler, Tova Waks, Gideon S Ha|2p CABARET BIOTECH Ltd /
GrossSteven A. Rosenberg, Patrick Hwu = US Department of Health and Human Services
US 08/084994 SEHS US 8,211,422 B2
(1995.10.24.) (E5Y) (2012.07.02))
JP(2F-2) US(E7|/2F-2t1 §5-1) EP(ES-1) 2| HEf ez
WO DE AU AT IL Z3 23 162 (ofl 4 pr2 ) -

Chimeric receptor genes suitable for endowing lymphocytes with antibody-type specificity include a first gene segment
encoding a single-chain Fv domain of a specific antibody and a second gene segment encoding all or part of the
transmembrane and cytoplasmic domains, and optionally the extracellular domain, of an immune cell-triggering molecule.
The chimeric receptor gene, when transfected to immune cells, expresses the antibody-recognition site and the immune
cell-triggering moiety into one continuous chain. The transformed lymphocytes are useful in therapeutic treatment methods.

An adoptive immunotherapeutic method of treating a patient having a cancer bearing tumor-specific antigen with cells

having immunological

specificity to a selected tumor-specific antigen, comprising administering to said patient cells that

have been transformed with a chimeric gene, wherein said cells are peripheral blood lymphocytes, said chimeric gene

containing

a) a first DNA segment encoding a single-chain Fv (scFv) domain of an antibody directed against the selected tumor-

specific antigen and

b)a second DNA segment encoding a lymphocyte-activating molecule subunit of a Fc receptor to express the scFv domain

and the lymphocyte-

activating molecule on the surface of the lymphocytes and to provide said antibody-type specificity.
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