CTX-8371, a Novel Bispecific Targeting both PD-1 and PD-L1, is more Potent than Combination
anti-PD-1 and PD-L1 Therapy and Provides Enhanced Protection from Tumors in vivo
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CTX-8371 has potent anti-tumor activity against mouse tumors implanted In
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Background Monoclonal antibody immunotherapies targeting immune checkpoint receptors have shown great promise for a subset of
cancer patients. However, novel combination therapies are still needed to increase the benefit of cancer immunotherapy and bring it to

broader patient populations. Here we describe the preclinical evaluation of CTX-8371, which combines PD-1 and PD-L1 targeting in one T cell activati 2000 Tumor growth Body weight 100 Survival
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Discovery of PD-1xPD-L1 synergy via a Stitchmab™ experiment Unique MOA: CTX-8371 drives loss of PD-1

Stitchmabs allow for rapid testing of bispecific concepts L R T o m o ow @
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« We initially theorized that a bispecific containing anti-PD-1 and PD-L1 arms would function to bring T

cells into contact with PD-L1+ tumor cells while also blocking a critical T cell checkpoint

* (CTX-8371 is effective against mouse tumors expressing human PD-L1

_, s« | « Upper graphs show average tumor growth curves, body weight, and survival of huPD-1/PD-L1 transgenic mice bearing MC-38-hPD-L1
80O 0 S . - tumors. * 2 mice in Keytruda group and 1 mouse in control group were euthanized due to dermatitis
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f‘s\s = * ' “n ’ 1/PD-L1 mice bearing B16-F10-huPD-L1 melanomas. Different groups of mice (n=8) were treated with CTX-8371, Keytruda,
0o ‘ " Anti-PD-1 Avelumab, Keytruda + Avelumab combination or isotype control antibodies.
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: Summary
0 T o 10— + CTX-8371 Is effective against mouse syngeneic tumors, although its potency in syngeneic tumors might be underestimated +  PD-1xPD-L1 Stichmab™ antibodies were superior to monoclonal combination in a MLR assay. This preliminary data led to the
Log conc () Log conc (M) Log cone (M) due to the very weak mouse PD-L1 cross-reactivity | | creation of CTX-8371, a common light chain bispecific antibody with excellent drug-like properties.
« Upper panel shows individual and average tumor growth curves for EMT-6 mouse breast cancer treated with CTX-8371 or isotype . CTX-8371 had exceptional in vitro activity and in vivo anti-tumor efficacy compared to approved checkpoint inhibitor

. _ : : : i UL _ _ - control antibodies : : -
CTX-8371 maintains monoclonal antibody-like binding to PD-1 and PD-L1 from all 3 species as « Lower panel shows individual and average tumor growth curves for MB49 mouse bladder carcinoma treated with CTX-8371 or isotype immunotherapies and combination thereof.

compared to monoclonal parent molecules. control antibodies « The _anti-tumor activi_ty (_)f CTX-8371 might be at least in part explained by its unigue MOA leading to massive surface PD-1 loss,
mediated through bridging the T cell and tumor cell.

« (CTX-8371 also has strong anti-mouse PD-1 binding but weaker anti-mouse PD-L1 binding o ¥ P<(0.0001, ***, P<0.001, Two-way ANOVA and Tukey's multiple comparisons test. A _ )
* Investigation into CTX-8371 MOA Is ongoing.



