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INCA035784: mutCALR-N-Domain-Specific T Cell
Redirecting Antibody
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CALR, calreticulin; mAb, monoclonal antibody; WT, wild-type.



INCA035784: mutCALR-N-Domain-Specific T Cell
Redirecting Antibody
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2D, 2-dimensional; CALR, calreticulin; Cryo-EM, cryogenic electron microscopy; Fab, fragment of antigen binding; mAb, monoclonal antibody.



Cell Surface Translocation of Mutated CALR Upon Loss of
KDEL Sequence (ER Retention Signal)
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INCA035784 Selectively Binds to Type 1 and 2 mutCALR
Expressing Engineered TF-1 Clones
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Data represents 2 independent experiments. Data points represent the mean and the error bars indicate standard deviation.
CALR, calreticulin; gMFI, geometric mean fluorescence intensity.



INCAO035784 Shows T Cell-Mediated Functions Towards Type 1
and 2 mutCALR Expressing Engineered TF-1 Clones
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Data are representative of assays performed with 2 different healthy T cell donors. Data points represent the mean and the error bars indicate standard deviation.

CALR, calreticulin; CFSE, carboxyfluorescein succinimidyl ester; E:T, effector to target ratio.



INCA035784 Shows Healthy Donor T Cell-Mediated Killing in

Type-1-Like mutCALR Cells
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Data represents 3 independent experiments. Data points represent the mean and the error bars indicate standard deviation.

CALR, calreticulin; E:T, effector to target ratio.



INCA035784 Shows Healthy Donor T Cell-Mediated Functions
Towards Type 1 and 2 mutCALR Patient-Derived CD34"* Cells
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Flow cytometry analysis was performed and analyzed using FlowJo™ v10.8.1 Software (BD Life Sciences; Ashland, OR, USA). Data points represent the mean and
error bars represent the standard deviation. *The dotted lines represent data from untreated cells (mean value of co-culture with no antibody treatment).
Ab, antibody; CALR, calreticulin; E:T, effector to target ratio.



INCAO035784 Does Not Bind Surface-Exposed Wild-Type

CALR

Surface CALR detection with
a wtCALR-specific antibody
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Binding analysis was performed and analyzed using FlowJo™ v10.8.1 Software (BD Life Sciences; Ashland, OR, USA).

Ab, antibody; CALR, calreticulin; PE, phycoerythrin.
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INCA035784 Does Not Induce Nonspecific Secretion of
Cytokines Associated With CRS in Healthy Donor PBMCs
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Graphs are representative of 3 independent experiments. Data points represent the mean and error bars represent the standard deviation. Anti-RSV line represents mean

cytokine induction by anti-RSV control antibody.
Ab, antibody; CALR, calreticulin; CRS, cytokine release syndrome; IFN-y, interferon gamma; IL-6, interleukin 6; PBMC, peripheral blood mononuclear cell; RSV, respiratory

syncytial virus; TNF-a, tumor necrosis factor-alpha.
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Autologous MF Patient-Derived Xenograft (PDX) Model

Peripheral blood engraftment
analysis; randomization
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*Patient with Type 2 mutCALR MF (VAF, 89.6%). Data points represent the mean and error bars represent the standard error of the mean.
CALR, calreticulin; MF, myelofibrosis; NSGS, NOD/SCID IL2RG knockout with cytokine expression.



INCAO035784 Exhibits Efficacy in an Autologous MF Patient-
Derived Xenograft Model
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**P<0.01 vs the untreated group (1-way ANOVA). Data points represent the mean and error bars represent the standard error of the mean.
ANOVA, analysis of variance; CALR, calreticulin; MF, myelofibrosis; ns, not significant.
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Summary

INCAO035784 is a T cell redirector with potent activity towards type 1 and type 2 mutCALR
— Specifically binds to the conserved N-domain of surface-exposed mutCALR

— Induces T cell activation, proliferation, and target cell cytotoxicity in co-culture of type 1 and type 2
mutCALR-expressing TF-1 cells and healthy donor T cells

— Targets disease-initiating CD34"* progenitor cells from type 1 and type 2 mutCALR patients in
co-cultures with healthy donor T cells

— Demonstrates in vivo efficacy in an autologous MF patient-derived xenograft model

INCAO035784 binds to the N-domain of surface-exposed mutCALR which is conserved across all mutant
types and an epitope distinct from mutCALR antagonist antibodies

INCAO035784 does not bind to stress-induced surface-exposed wild-type CALR

Overall, INCA035784 represents a promising approach for patients with MPN who lack curative
treatment options (NCT07008118)

CALR, calreticulin; MF, myelofibrosis; MPN, myeloproliferative neoplasm.
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