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Challenges in Cell Therapy

Most cell therapies can only be controlled before infusion, but not after infusion
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Controllable Cell Therapy

Bellicum’s molecular switches allow control after infusion
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Dual-Switch Technology =

Controlling the activity of CAR-T cells with built-in safety

Rimiducid Temsirolimus « IMC inducible costimulation
ﬂ % * Increased persistence and survival of CAR-T cells

e IRC9 inducible cell elimination

» Rapid removal of activated CAR-T cells and
reduction of inflammatory cytokines

 Dual control of CAR-T cells allow for

» Treatment of aggressive tumors that need
additional CAR-T potency

 Target or indication toxicity concerns

Proliferation/Survival Apoptosis




DS HER2 CAR-T cells demonstrate IMC-dependent tumor

elimination and T cell expansion.

Rim-dependent elimination of OE19 tumors

Rim-dependent CAR-T cell expansion
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Multiple t test; * p < 0.05; ** p < 0.005; *** p < 0.0005




How do DS CAR-T cells compare to conventional

1st and 2"d generation CAR-T cells?
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IMC activation enhances antitumor activity and
expansion of DS HER2 CAR-T cells.
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IMC activation enhances antitumor activity and expansion of DS
HER2 CAR-T cells.
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IMC activation enhances proinflammatory cytokine secretion of DS
HER2 CAR-T cells.
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Do HER2 CAR-T cells become exhausted upon repeated antigen exposure? -

Collect T cells for Collect T cells for
FACS and day 7 coculture FACS and day 14 coculture
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IL-2 (pg/ml)

IMC-activated DS HER2 CAR-T cells are not exhausted upon
repeated antigen stimulation.
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Two-way ANOVA with Tukey’s multiple comparison
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Fold T cell expansion

IMC-activated DS HER2 CAR-T cells are not exhausted upon
repeated antigen stimulation.

T cell expansion
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IMC activation enhances antitumor activity and expansion of DS
CD19 CAR-T cells.
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DS CD19 CAR-T cells demonstrate iIMC-dependent tumor

elimination and T cell expansion.

Rim-dependent elimination of Nalm6 tumors

Rim-dependent CAR-T cell expansion
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Multiple t test; * p < 0.05; ** p < 0.005; *** p < 0.0005




IRCO activation allowed for titratable T cell elimination and remaining DS CAR-T

cells retained the ability to control tumor re-challenge. E
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IRCO activation allowed for titratable T cell elimination and remaining DS CAR-T
cells retained the ability to control tumor re-challenge.

Tem-dependent elimination of DS CAR-T cells
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IRCO activation allowed for titratable T cell elimination and remaining DS CAR-T
cells retained the ability to control tumor re-challenge.
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Summary
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Molecular switches designed to control CAR-T dynamics in vivo

Transient toxicity and efficacy Prompt resolution of toxicity Prolonged efficacy
(2"d gen CARS) (2nd gen CARs + safety switch) (DS CARS)

:

Toxicity

Efficacy
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Highly Differentiated Portfolio
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Control switch(es) selected to address situation-specific challenge

PRODUCT CANDIDATE DISCOVERY CLINICAL PROOF OF CONCEPT PIVOTAL
Rivo-cel () E.U.: Pediatric Leukemias, Lymphomas, and Inherited blood disorders (+allo-HSCT)
(BPX-501)

Allogeneic Polyclonal T-cells 12+ Years AML + MDS (+allo-HSCT) - THRIVE
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