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Platform for evaluating efficacy of novel

therapies on bone metastases. We conclude that the Bone Metastasis
Technology Platform is a biologically relevant

_ Validations in prostate cancer Validations in breast cancer tool for preclinical evaluation of the efficacy of
experimental therapies on bone metastasis.

Syngeneic or humanized mouse models with Case Example: Radium-223 dichloride (Positive effect) Case Example: Pembrolizumab (No effect) Case Example: Zoledronic acid (Positive Case Examples: Pembrolizumab, IDO-inhibitor (No effects) The technology has been validated with
tumor and immune cells of same species are effect) . _ _ _ positive and negative case examples,
needed for supporting development of Aim: To study effects of radium-223 dichloride on Aim: To study effects of anti-PD-1 antibody Am.1:.To study effects of anti-PD-1 antlbijy p.embrollzu-mab and an IDO- demonstrating its clinically predictive power.
immunotherapies. Such models can be used for prostate cancer bone metastases pembrolizumab on prostate cancer bone metastases Aim: To study effects of the bisphosphonate inhibitor on primary and bone metastatic triple-negative breast cancer

studying interactions of tumor and immune cells zoledronic acid on breast cancer bone (TNBC)
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in bone metastatic microenvironment, which is a Model: CDX model using human prostate cancer cells Model: CDX model using human prostate cancer cells Models: Syngeneic model using mouse TNBC cells inoculated to bone

requirement for developing effective therapies for inoculated into mouse bone marrow inoculated into mouse bone marrow marrow, and CDX model using human TNBC cells inoculated to breast _

, Model: CDX model using mouse breast cancer ) ) )
bone metastases according to a novel (primary tumor) or bone marrow of humanized mice
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et al.,, 2021). The preclinical Bone Metastasis eereased Serum values ant OStEobiastt bone sereassd Serim PSA values ‘and osteoblastic bone : K Results: IDO inhibitor had no effect on bone metastasis growth in the Platform will be used to assess the effects of

. . . growth (Suominen et al., 2017) growth (Kdhkonen et al., 2019a) Results: Prevented cancer-induced bone loss . i . . . L. . oy
Technology Platform utilizes tumors growing in but had no effect on tumor growth (Kahkénen syngeneic model (Kahkénen et al., 2019b). Pembrolizumab inhibited our pipeline therapies. Our current pipeline
i i imicki rimary tumor growth in the humanized model, but had no effect on : i mall - }
bone mlcroenV|roan1ent, mlmlcklng growth of Clinical relevance: Radium-223 dichloride has been Clinical relevance: Pembrolizumab failed to demonstrate et al.,, 2019b) growthyof bonegmetastases which was due to lack of tumor-infiltrating includes three preclinical-stage immuno
bone. metastases in - patients. The. Platform approved for bone metastatic mCRPC, and it increases efficacy on patients with prostate cancer bone T | lymphocytes in the bone nicroenvironment (Kahkénen et al., 2018) modulating agents with proof-of concept data
provides a predictive tool for studying unique life expectancy of patients but does not cure the cancer. metastasis in 4 separate Phase |IIl trials and the Clinical relevance: Zoledronic acid is used in N ' supporting efficacy on metastases.

bone metastatic breast cancer patients to
prevent cancer-induced bone loss.

biological features associated with different types development for bone metastasis has been halted.
of bone metastases and immune cell infiltration in

cancer type -specific manner.

Clinical relevance: Pembrolizumab has been approved for cancers

including melanoma but failed in metastatic TNBC.
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