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4D pharma plc is a pharmaceutical company focused on developing Live Biotherapeutic products (LBPs) derived Oncodesign is a biopharmaceutical company dedicated to precision medicine. With its unigue experience
from the human gut microbiome. LBPs are a regulated, emerging and disruptive new class of medicines, which ) acquired by working with more than 800 clients along with its comprehensive technological platforms combining
have the potential to transform the way in which we treat many diseases. 4D pharma currently has clinical stage Onco 575’5/&7{’ " state-of-the-art medicinal chemistry, pharmacology, bioanalysis, pharmaco-imaging and artificial intelligence,
pharma plc  programs in cancer, asthma, irritable bowel syndrome (IBS) and Crohn’s disease, and a strong pipeline of pre- o Oncodesign orients, drives & executes the development of drug candidates from hit findings up to early clinical
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clinical programs including immuno-oncology, CNS and autoimmune diseases.

Introduction

phases in oncology and autoimmune/inflammatory diseases.

Results: Transcriptional analysis

The h_uma_n gut microbio_ta plays an essential role in modulating b(_)th Intestinal and _systemic Immunity. Its importanqe In _regula_ting anti- MRx0518 significantly modulates gene expression in the tumor and the colon
tumorlgen{c respon?ﬁs IS NOW Ibg!ng bextplortelq, _?uggor_ted by ter:/lden_ce that functional components of the gut microbiome influence MRx0518 therapeutic activity was associated with upregulation of genes involved in immune cell adhesion and migration, such as Cd38
response.o cancer therapy, inciuding but ho .|m| ed 1o '_mmu_no er_aples. | | and Clecl4a, and increased TIr5 (innate iImmune receptor) expression in the tumor. At the intestinal level, lymphoid compartment and
We previously demonstrated that the single strain Live Biotherapeutic, Enterococcus gallinarum MRx0518, had strong cell adhesion pathways were upregulated in the colon, in particular Spp1, Cd19, Ms4al (CD20) and Sell (CD62L) genes.
Immunostimulatory properties in vitro, and was a TLR5 and NF-kB activator. Tumor lleum c Colon
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differentiation Release of tumor antigens MRx0518 modulates immune cell populations
Immune cell populations including NK, T cells and cytotoxic cells were increased by MRx0518 treatment in both colonic tissue and the

tumor microenvironment.
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Tumor volume Transcriptomics analysis ~ Cytokines measurement  16Sv3-4 PCR / lllumina From D-14 Genes previously shown to be characteristic of various immune cell populations (Table A) were used to measure the abundance of

Transcriptomics analysis using the PanCancer IO by MagPix multiplex MiSeq sequencing BIW : - ! . :

using the PanCancer [0 360 NanoString panel (2x250 bp) Anti-CTLA-4 10 mg/kg P _ oW populations for cell type profiling. Heat maps represent tumor (B), ileum (C) and colon (D) immune cell population abundance for

360 NanoString panel untreated, vehicle-treated and MRx0518-treated animals in the EMT6 model.

Results: Tumor growth Conclusions MRx0518 Clinical development
MRx0518 monotherapy induces a reduction in EMT6 murine tumor burden MRx0518 in vivo Efficacy . Phase I/, open-label,  combination  with
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