SYNB1891, a bacterium engineered to produce a STING agonist,
demonstrates target engagement in humans following intratumoral injection
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Abstract

SYNB1891 is a live, modified strain of the probiotic E. coli Nissle engineered to produce cyclic dinucleotides under hypoxia

Evidence of STING target engagement
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Three of the 5 patients were successfully able to continue treatment; 1 patient came off study due to CRS and
another patient stopped treatment for an unrelated reason.
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Fig 2. (Left). Baseline gene expression levels across different tumor types. Data were normalized to the highest and lowest
expressed gene in each row. The majority of injected tumors had low levels of inflammatory gene expression. (Right) Fold change
in gene expression over baseline in injected tumors. Fold changes in gene expression after 1 cycle of SYNB1819 treatment relative
to baseline samples as determined by Nanostring. Data were available for the following tumor types (live cell dose). 100-002
Vulvar melanoma (1e6), 200-003 Liposarcoma (1e6), 200-004 Sarcoma (left chest, breast; 3e6), 600-002 SCLC (1e7), 100-005
Chondrosarcoma (1e7), 100-006 Cutaneous squamous cell carcinoma (1e7), 500-001 Melanoma (3e7), 100-010 Oropharynx
Squamous Cell Carcinoma (1e8), 600-006 Melanoma (1e8), 500-003 Melanoma (3e8), 100-014 Metastatic adenocarcinoma of

Benefit

Innate immune activator to induce
interferon responses and drive T cell
priming and recruitment

e Injection site reaction: Four patients (13%) experienced injection site reactions. These reactions were variably
treated with supportive medications and prophylactic medications on subsequent cycles. Injection site reactions
did not prohibit further dosing with SYNB1891.

e Systemic infection - No systemic infections were considered related to SYNB1891.
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¢ Fig 1. Serum cytokines were measured at baseline (pre-dose), 6h after injection and 24h after injection with different doses ¢ . Gene expression data was not available for the third subject with durable, stable disease

of SYNB1891. Each color denotes a separate patient. Data marked with a + were from the combination cohort (Arm 2).
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