The PD-L1 x 4-1BB Bispecific Antibody ABL503 Shows
Potent Anti-Tumor Effect through Tumor-Directed T Cell Activation
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Blockade of PD-1/L1 axis created a new paradigm for cancer treatment but there is still unmet need for PD-1/L1 « Major Issues of Agonistic 4-1BB Ab in the clinic: Liver Tox

« Selected ABL Bio’s anti-4-1BB monoclonal antibody which can not induce clustering of 4-1BB in T cell by itself

« ABL Bio engineered 4-1BB T cell Engager BsAb to activate T-cells only at the tumor microenvironment

* The unique feature of ABL Bio’s anti-4-1BB antibody can tightly control systemic 4-1BB activation in the
format of bispecific antibody

treatment resistant/refractory patients. Activation of tumor necrosis factor receptor (TNFR) such as 4-1BB which
could break the immune tolerance represents the next generation of anti-cancer agents in immune-oncology field.
However, clinical studies using anti-4-1BB agonist antibody showed immune cell activation not only in tumor
tissues but also in the peripheral, leading to dose-limiting liver toxicity.

Bispecific antibody is one of the approaches to overcome current limitations. Here we report the generation and
characterization of ABL503, a bispecific antibody targeting two immune modulators, PD-L1 and 4-1BB.
Functional evaluation data by using robust cell-based assays indicate that ABL503 retains full checkpoint
blockade activity of PD-1/PD-L1 signaling axis. Furthermore, the activation of 4-1BB signaling of ABL503 solely
depends on PD-L1 expression on tumor cells. Notably, when comparing with a benchmark anti-4-1BB agonistic
antibody, the benchmark antibody showed the activation of 4-1BB signaling regardless of PD-L1. Moreover,
ABL503 shows superior activity in T cell activation than the benchmark anti-4-1BB antibody in the presence of

ABL503, PD-L1x4-1BB bispecific antibody via
tumor-immune cell interaction induces
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1) Clustering 4-1BB only in presence of PD-L1 to

PD-L1 expressing tumor cells. e 5 5 g
minimize the risk of peripheral toxicity

In a preclinical study using a humanized mouse model, tumor growth inhibition induced by ABL503 was
significantly greater than that observed with the combination of each targeting monoclonal antibodies.

In addition, ABL503 displays normal range of serum half-life in C57BL/6 mice compared to that of general
monoclonal antibody. Collectively, our data demonstrate that PD-L1 and 4-1BB dual targeting bispecific antibody,
ABL503, shows potent anti-tumor effect through PD-L1 dependent T-cell activation potentially minimizing the risk
of peripheral toxicity. These compelling data support further clinical development of ABL503, a bispecific
antibody targeting PD-L1 and 4-1BB, that will be entered into a phase 1 trial in early 2020.

2) Enhancing anti-tumor activity through simultaneous
4-1BB mediated T cell co-stimulation and PD-1/PD-L1
checkpoint inhibition

- ABL503 retains full checkpoint blockade activity of PD-1/PD-L1 signaling axis - Non-Clinical Study of ABL503
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