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RESULTS

ABSTRACT

BGB-A317 demonstrates better activation of TILs from CLM tumors where macrophages

Figure 1. Spheroids and isolated TlLs were co-cultured in ire s abl:fadant

ultra-low attachment (ULA) 96-well round-bottomed plates In BN ST R
the presense of 10 ug/mL hlgG or different PD-1 antibodies. S
Nivo, pembro and BGB-A317 treatment all significantly
Increased TIL proliferation.

Effect of three PD-1 mAbs on cytokine production from CRC and CLM patient TILs

Background: Blockade of the PD-1 pathway with anti-PD-1 antibody, such as nivolumab (nivo) Activation of tumor infiltrating lymphocytes (TILs) in a 3D ex vivo spheriod model

and pembrolizumab (pembro), has led to remarkable clinical responses in patients (Pts) with many higG
different cancer types. BGB-A317, currently under clinical development, is a novel humanized PR
lgG4 anti-PD-1 antibody. BGB-A317 has a unique binding signature to PD-1 with high affinity.
Additionally, it iIs engineered to remove Fc gamma receptor (FcyR) binding, including FcyRI, Fcy
RIIA, FcyRIIB and FcyRIIIA. In this study, we investigated the activation of tumor infiltrating
lymphocytes (TlLs) from Pts with colorectal cancer (CRC) and colorectal liver metastasis (CLM) by

nivolumab pembrolizumab

BGB-A317

CLMO06

BGB-A317 treatment and compared it with nivo and pembro. A w_ B “+  Figure 2. TILs obtained from 23 CRC patients
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* BGB-A317 is engineered to remove FcyR binding, which minimizes the antibody-dependent cellular
phagocytosis (ADCP) activity, allowing it to be more effective in tumor microenvironment where
macrophages are abundant.

The percentage of CD3" and CD8* T cells and IHC score of CD8 in tumors was postitively correlated with the
IFN-y production levels (1 yg/mL hlgG); and the percentage of CD11b™ and CDG68™ cells was negatively
correlated with IFN-y production levels (1 ug/mL hlgG) from ex vivo 3D co-culture system.
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