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endogenous HLA-A and HLA-DRB3 alleles and subsequent lentiviral mediated expression of alternative HLA-A and
DRB3 alleles (Fig.2).

« Expression of Co-stimulatory molecules and immuno-modulatory cytokines SV-BR-1 cells were genetically
modified to express co-stimulatory molecules and immunomodulatory cytokines by using a lentiviral mediated
expression system. Resulting cells were named antigen presenting tumor cells (APTC) (Fig 2,3A).

 Expression of allele-specific HLA molecules: To generate an off-the-shelf semi-allogeneic cell therapy covering
most of the population, SV-BR-1 was genetically modified to express an extended repertoire of HLA alleles (Fig.3B).
Based on population analysis, four cell lines, each carrying two (2) HLA-A and two (2) HLA-DRB3/4/5 alleles, should
produce at least a single match in 99% of the population, with a 92% match at Class | HLA-A alleles and a 98%
match at Class Il HLA-DRB3/4/5 alleles (Table 1) .

« Validation: Expression and functionality of the stimulatory molecules was established using flow cytometry and cell-
based assays (Fig.4).
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Fig. 4. Modified mixed lymphocyte reaction assay (MLR). Bria-
APTC cells or Bria-KO cells are incubated with PMBCs at different
ratios. At daysl, 2, 3, and 7, secretion of INFax was measured to
assess T cell activation.

DISCUSSION AND CONCLUSIONS

Cancer immunotherapy relies on the activation of the patient’s immune system to eliminate cancer cells. Despite
great advances, current immunotherapies are effective only on a very limited number of patients. Different types of
cancer vaccines have been developed with moderate success, often hampered by lack of strong immunogenicity
and complex manufacturing. BriaCell’s Bria-OTS provides a solution by increasing vaccine immunogenicity and
decreasing manufacturing costs while personalizing the therapy based on matching the patient’s HLA type.
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