Multimeric IgM antibodies targeting DR5 are potent and rapid inducers of tumor cell
apoptosis and cell death In vitro and In vivo
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Background Anti-DR5 IgM Efficacy in Colorectal PDX Models

CR3085 PDX CR1560 PDX

Anti-DR5 IgM Displays Potent Cytotoxicity Across
Multiple Tumor Cell Lines

Anti-DR5 IgM is Efficacious in IgG Sensitive and
Resistant Xenograft Models
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» Tumor necrosis factor receptor (TNFR) superfamily death receptor DR5 requires
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Annexin VEITC—s Figure 5. A) 2x1086 Colo205 cells were implanted s.c. and grew to a starting tumor volume of colorectal PDX models in vivo

Figure 2. A) Colo205 cells were treated with 1 pg/mL of either anti-DR5 IgM or 1gG with or
without crosslinking antibody (XL) and kinetics of caspase-3/7 activation were measured using
the Caspase Glo reporter assay. B) At 2 hours, apoptosis was determined as a percentage of
Annexin V positive cells by flow cytometry. Dead cells were measured using 7-AAD.

Figure 3. Anti-DR5 IgM displays potent in vitro cytotoxicity across multiple tumor lines including
cell lines resistant to crosslinked anti-DR5 1gG. Tumor cell lines were treated with anti-DR5 IgM,
IgG, or IgG plus crosslinking antibody (XL) and viability was measured after 24 hours using
CellTiter Glo.

200, 400, or 600mm?3. Anti-DR5 IgG was dosed 3 mg/kg i.v. gdx1, IgM was dosed 3 mg/kg i.v.
gdx5 to match exposures. Mann-Whitney U tests were used to compare tumor volume in
treated versus control groups. ****p<0.0001, **p<0.01, ns, not significant. B) A single 3 mg/kg
dose of anti-DR5 IgG or IgM was administered, tumors were excised after 24 hours and stained
for cleaved caspase-3 by IHC.
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e Combining anti-DR5 IgM with Irinotecan induced durable tumor regression and
14/30 complete responses in HCT-15 colorectal model; combining with
Gemcitabine resulted in an additive effect in BxPC3 pancreatic model

» These data demonstrate that targeting DR5 with IgM is superior to IgG and
supports the development of anti-DR5 IgMs to treat solid and hematologic cancers
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