Trial In Progress: A Phase 1 Trial of TSC-100 and TSC-101, Engineered T Cell Therapies That Target Minor
Histocompatibility Antigens to Eliminate Residual Disease After Hematopoietic Cell Transplantation
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Background and Rationale Dose escalation scheme and interval 3+3 dose escalation rules TSC-101 and TSC-100 undergo expansion, activation & persistence post-infusion
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+ Donor hematopoietic cells negative for MiHAs or HLA- bays post infusion Days post infusion O Days post infusion
A*02:01 that presents these MiHASs are untouched by TCR- (A) Dose level cohorts and treatment regimen for donors & patients in treatment arms. (B) interval 3+3 design has TSC-101 (left 4 graphs) and TSC-100 (right 4 graphs) show expansion (percent of T cells), proliferation (Ki67 positive)
T cells, thereby sparing normal blood cells post-HCT flexible cohort size from 1-12 participants depending on DLTs at each dose level (Liu et al, J Biopharm Stat., 2020) activation (granzyme B positive) and shift to CD4+ subsets that can persist long-term (Melenhorst et al, Nature 2022)
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oo Patients have been enrolled into all three arms of the study TSC-101 treated patient has undetectable recipient chimerism, unlike controls
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Adverse events and serious adverse events (SAEs) similar between arms UD: undetectable, D: detectable; chimerism measured with high-sensitivity Alloheme assay (limit of detection 0.13%)
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. i i i i SC-100 infusion by clinical or laborator . . - .
Previous CIBMTR “analysis  found no_difierences in Skin/Gl GVHD 3 3 monitoring (CRP/ ferr>i/tin) y TP53 mutated MDS has >80% risk of relapse or death after HCT (Lindsley et al, NEJM 2017). Achieving MRD negative
outcomes by HLA type (ASH 2021, abstract # 3863) 9 status and undetectable recipient chimerism is generally associated with low risk of relapse (Craddock, J Clin Oncol 2021).
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