BASECAMP-1:
An observational study to identify relapsed solid tumor patients with human leukocyte antigen (HLA) loss of
heterozygosity (LOH) and leukapheresis for future CAR T-cell therapy
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BACKGROUND AND BASECAMP-1 STUDY OBJECTIVES STUDY RATIONALE (cont.) STUDY RATIONALE (cont.)

Table 2. HLA-A Deletion Frequency in Primary Solid Tumors (TCGA)

STUDY RATIONALE (cont.)

»  Solid tumors comprise >90% of cancers. Metastatic colorectal cancer (CRC), non-small cell lung cancer

Figure 1B. Tmod CAR T-Cells Can Discriminate Between Tumor and Normal Cells
(NSCLC), and pancreatic cancer (PANC) are among the leading causes of cancer-related mortality’

Figure 5B. CEA Tmod Cells Display High Tumor-Specific Killing Compared With CEA CAR T-Cell Therapies
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» Chimeric antigen receptor (CAR) T-cell therapy has demonstrated clinical outcomes in hematologic
malignancies.23 However, translating engineered T-cell therapies to solid tumors proves difficult due to a
lack of tumor-specific targets that discriminate cancer cells from normal cells. In previous studies, the
use of a carcinoembryonic antigen (CEA) T-cell receptors and mesothelin (MSLN) CARs both resulted in
dose-limiting on-target, off-tumor toxicities*®
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technologies have shown higher HLA LOH rates; however, it is unclear whether patients with HLA LOH - p 0 . Colorectal 10 Days Days

in their primary tumor tissues are at higher risk for recurrence Independent validation of the HLA LOH approach
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CAR, chimeric antigen receptor; HLA, human leukocyte antigen; LOH, loss of heterozygosity. HLA, human leukocyte antigen; TCGA, The Cancer Genome Atlas.

- BASECAMP-1 is an observational study with key objectives: 1) To determine and identify patients with
somatic HLA LOH eligible for Tmod CAR T-cell therapy, and 2) Subsequent leukapheresis and

CAR, chimeric antigen receptor; CEA, carcinoembryonic antigen; HLA, human leukocyte antigen.

manufacturing feasibility for future Tmod CAR T-cell trials « At the molecular level, the A2B530 CEA CAR Tmod construct consists of a single lentiviral vector that Figure 4. Tempus HLA Typing and Analysis of Loss of Heterozygosity (LOH) Data provided by Mark L. Sandberg, PhD, A2 Bio.
encodes a cleavable fusion protein (Figure 2)
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Table 1. BASECAMP-1 Will Enable EVEREST Studies to Address Recurrent and Metastatic
Colorectal, Lung, and Pancreatic Cancer With Future Tmod CAR T-Cell Therapy

High Unmet Medical Need

CAR, chimeric antigen receptor; CEA, carcinoembryonic antigen; HLA, human leukocyte antigen; LIR, leukocyte
immunoglobulin-like receptor; MHC, major histocompatibility complex; scFv, single-chain variable fragment.

Figure 3. HLA Complex

experienced selective regression of tumor grafts, while "normal" tumor grafts continued to grow.
Mice treated with CEA CAR T cells (shown in green) experienced regressions of both tumor and
"normal" tumor grafts

Figure 5A. A2B530 CEA Tmod CAR T-Cells Display High Tumor-Specific Killing
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to identify patients with clonal loss of HLA-A*02

* Matched normal blood samples are compared with primary tumor samples to determine loss of

heterozygosity based on exons 2 and 3 of HLA-A'2 (Figure 4)
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