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Despite significant advances in immuno-oncology, many cancers remain resistant to treatment due R E S U LTS Skin
to tumor heterogeneity, immune evasion, and insufficient immune activation. Allogeneic tumor cell ) /\‘ ‘
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educating platform capable of overcoming resistance and inducing durable anti-tumor responses.
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Bria-OTS+ is a novel, genetically engineered allogeneic tumor cell vaccine platform designed to
overcome these limitations. It is genetically modified to express immune-stimulatory cytokines, co-
stimulatory molecules, and a diverse library of HLA alleles to enhance antigen presentation and = 20000 .
immune engagement. This multi-modal approach drives coordinated activation of dendritic cells, T 1(5)388: |_¥_| “
cells, B cells, NK cells, and NKT cells, supporting both personalized and off-the-shelf 5008:_&_*
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. . . .. Bria-OTS, when injected intradermally, directly activates both naive
PBMCs were co-cultured with Bria-OTS+cells during the priming phase (3 days) of the
g P gp ( ys) and previously exposed (memory) T-cells, as well as natural killer (NK) cells. Concurrently, professional antigen-

M ETH O DS in vitro vaccination assay. Bria-BRES4+ and Bria-PROS4+ induced strong early activation marked by IFN-y/TNF-a production and CD69 upregulation across CD47 CD87, NK, and NK- presenting cells (APCs) process the Bria-OTS+ antigens. These APCs then migrate to regional lymph nodes, where they
|mmﬂﬁ?g°£;?fhw§3ul A"ﬂ".f&‘ﬂ??i?&?‘l T cells. Dendritic and B cells exhibited increased CD80/CD86 expression, indicating enhanced antigen-presenting potential. Primed PBMCs showed elevated proliferation and cytotoxic activity prime T-cells against tumor antigens. The activated T-cells and NK cells subsequently travel to the tumor site, where
against parental tumor targets, confirming the potency of Bria-OTS+ in initiating robust innate and adaptive immune responses.. they trigger a robust anti-tumor immune response.
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thus enabling broad patient applicability and coordinated activation of dendritic, T, B, and NK cells reprogramming, and adaptive checkpoint modulation across T and NK compartments. IFN-y secretion is enhanced upon recall stimulation in both Bria-BRES+ and Bria-PROS+
Bria-OTSM primed PBMCs, demonstrating persistent effector functionality after priming. Cytotoxic recall responses significantly increase after boosting, confirming retention of cytolytic competence.
S Cellular proliferation is higher upon secondary stimulation than after initial priming with Bria-BRES+ and Bria-PROS+, consistent with long-term proliferative memory and persistence. NK
‘ i cells show increased expression of CD25, CD69, NKG2D, and NKG2A, defining a memory-like, cytokine-responsive phenotype characteristic of trained NK immunity. T cells exhibit a memory-
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increases after boosting, consistent with controlled inhibitory signaling and a limited exhaustion/senescence signature rather than terminal dysfunction. (I) NK cells display a similar selective pattern
Cyiskia relwaes Cpiskine relonse Ofiking relessw of checkpoint expression, maintaining function potential despite repeated stimulation. Together, these findings demonstrate that Bria-OTS+ induces persistent, recallable immune activation with
Activation Activation Activation memory-associated features and balanced checkpoint control, supporting durable effector competence over time.
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