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Targeting CD47/SIRPa in Lymphoma
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Monocytes and macrophages are typically
associated with a poor prognosis
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Macrophages in lymphoma lymph nodes express
variable levels of SIRPa+
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SIRPa expressing macrophages have different
migratory abilities and different effects on T-cells
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Increased phagocytosis by blocking CD47/SIRPa

signaling
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Chen YP, et al. Blood Cancer J. 2019 Oct 14;9(10):84.



Phagocytosis by macrophages treated with SIRPa-Fc
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Overall survival (%)

CD14 and SIRPa expressing macrophages have

different associations with patient outcome in
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SIRPa* (CD172a) macrophages are increased in
patients with Follicular Lymphoma who progress
after frontline lenalidomide and rituximab
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CD47 Blockade by Hu5F9-G4 and Rituximab in Non-
Hodgkin’s Lymphoma

A Best Overall Change in Size of Tumor Target Lesions
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Phase 1 Study of TTI-621 in Patients With Relapsed

or Refractory Hematologic Malignancies or Solid
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Phase 1 Study of TTI-621 in PTCL and DLBCL
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Responses in “Double Hit” lymphoma and DLBCL

Baseline 3 months 6 months




Responses to TTI-621 in Mycosis Fungoides and
Cutaneous T-Cell Lymphoma

Week 12




Phase 1 trial of TTI-621, a novel immune checkpoint
inhibitor targeting CD47, in Hematologic

5 patients with Sezary syndrome — 4 of 5 patients had a decrease in Sezary cells
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Intralesional TTI-621 in patients with relapsed or
refractory mycosis fungoides or Sézary syndrome
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CD47-Blocker TTI-622 Shows Single-Agent Activity
in Patients with Advanced Relapsed or Refractory
Lymphoma
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Next-generation immunotherapy with native
bispecific antibodies

Tissues/organs Blood cells Plasma Tumor

Monoclonal antibody

* Binding to all cells

* Short half-life

* [nactive Fc to
reduce toxicity

kA body

* Tumor binding

* Long half-lite

* Active Fc enabled

Macrophage_ 2

Ferlin W et al. Nature, March 2020



CD19/CD47 Bispecific Antibody TG-1801 In

Patients (pts) with B-Cell Lymphoma

Best Change in Tumor Volume from Baseline: Single Agent Cohort
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Best Change in Tumor Volume from Baseline: Combination Cohort
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HX009, targeting PD1 x CD47, demonstrates

PD1 binding domains

SIRPa doman for COAT7-Binding

potent anti-lymphoma activity
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Other issues - SIRPa expressing B- cells are

proliferating




SIRPa expressing B- cells are proliferating
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Other issues - SIRPa promotes sensitivity to
checkpoint inhibition immunotherapy

SIRPa on tumor cells SIRPa on macrophages
(This study) (Current paradigm)

CD8" T cell Macrophage

- y

Tumorcell .. Tumor cell

ASIRPa:CD47 | { SIRPa:CD47

1 therapy

Zhou Z et al. Cancer Cell. 2022 Nov 14;40(11):1324-1340.



Other issues - SIRPa is also expressed on T-cells

Resting
T cells

Activated
T cells




Summary

» Different subtypes of intratumoral macrophages existin
lymphoma defined by SIRPa expression.

 These macrophage subsets have different function and
phagocytic ability and present a therapeutic opportunity.

* |nhibition of CD47/SIRPa signaling in patient with T- and B-
cell ymphomas is clinically effective.
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