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Background: Therapies targeting regulatory T cells (Tregs) have emerged as a promising strategy to overcome immune suppression and enhance anti-tumor immunity. Tregs maintain immune tolerance under physiological conditions, but within the tumor
microenvironment they promote immune evasion and resistance to immunotherapy. Selective depletion or functional modulation of Tregs can restore effector T-cell activity and improve responses to checkpoint inhibitors and other immunotherapies. However, the
development of Treg-targeting approaches requires preclinical models that accurately recapitulate human Treg biology, including phenotype, activation status, and distribution in peripheral tissues and tumors. Conventional mouse models often fail to reflect these
human-specific features, limiting their predictive value for safety and efficacy. Humanized models that support the development and long-term engraftment of functional Tregs and mimic human immune—tumor interactions are therefore essential to bridge the translational
gap and guide clinical development of next-generation immunotherapies.

1. T cell subsets developed in genO-BRGSF mice engrafted with human 3. Treg infiltration in the tumor microenvironment (TME) of Cell Derived Xenografts (CDX) engrafted in genO-BRGSF-HIS

hematopoietic stem cells (genO-BRGSF-HIS mice)

BRGSF (BALB/c Rag2* IL2Ry" SIRPGNCD, FIt3™) a. MDA-MB-231 (triple negative breast cancer tumor model): a highly myeloid infiltrated tumor model

« Highly immunodeficient with reduced murine myeloid cells genO-BRGSF-HIS mice were boosted with FLT3L and inoculated (5x108 cells) with the triple negative breast cancer cell line MDA-MB-231. TME was analyzed over time.
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therapeutic strategies in oncology.
= Anti-CCR8 depletes Tregs in blood and spleen of genO-BRGSF-HIS
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