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Introduction Functional characterization of TSC-204-A0101 TCR-T cells . 251 TSC-204-A0101 displays no alloreactivity to the 110 most common class | HLAs
Background: T-Plex is an autologous TCR-T cell therapy product for the potential treatment of solid tumors comprising customized e 1.25:1
combinations of two to three TCR-T cell components that recognize different tumor antigens presented on specific HLA class | molecules. T-Plex @ NCI-H1395 A375 NCI-H1703 A101D + 0.625:1 S
cell therapy products are engineered using a transposon-based vector encoding the therapeutic TCR, CD8a and CD8PB co-receptors, a CD34 _ 300+ _ 15007 __ 900~ _ 1000 ~e- Target alone
X 2 2 X |10
epitope tag, a dominant-negative TGFBRIlI (DN-TGFBRII), and a mutated form of dihydrofolate reductase (DHFRdm). TSC-204-A0101 is intended E‘ < E 400- :-_E" 800 5 "?
for the treatment of MAGE-A1- and HLA-A*01:01-positive cancers. The TCR-T cells recognize the cancer-testis antigen MAGE-A1, which is E 200- 3 1000- E 200 3 600 é o=
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highly expressed in solid tumors but is virtually absent in healthy tissues except testis. O - O o 3 2
Methods: The TSC-204-A0101 TCR is a naturally occurring TCR discovered using TScan’s proprietary ReceptorScan platform. TSC-204-A0101 3 100- o 500 3 200- 3 400- S —&%
TCR-T cells engineered using a process representative workflow for the planned manufacturing process were used to investigate the in vitro ‘% % % 100- % 200~ L o
pharmacology and toxicology of TSC-204-A0101. TSC-204-A0101 was evaluated for avidity and target-dependent cytotoxicity, proliferation, and © = = =
cytokine s-ecreticlan in v.itro as well as for anti-tumor efficacy in vivo. The contribution of DN—TGFFSRII was assessje.d by measuring resistanc.e. to 0 0 2.4 4.3 7'2 06 24 48 72 0 : o 48 LA 0_0 24 48 79 K
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using TScan’s SafetyScan screen. Furthermore, to assess the risk of off-target/off-tumor activity, TSC-204-A0101 TCR-T cells were tested for 5005 55855555555555503550055555555558505555555555585505005000555555850505555555555508500555505555585555555555555< 2
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of heterogenous solid tumors, target cancer cell populations were produced to simulate target and/or HLA loss. ! ! : ! ! : _ T ! 2
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Results: TSC-204-A0101 displayed high avidity for the cognate peptide and target-dependent secretion of proinflammatory cytokines, _ i i ~ E i - i E % 125000 E i Lentiviral engineered CD8+ T cells expressing the recombinant TSC-204-A0101 TCR were co-cultured with MHC-null HEK293T cells re-expressing one of
cytotoxicity, and proliferation of both engineered CD4+ and CD8+ T cells and successfully controlled the growth of HLA-A*01:01+ MAGE-A1+ E : | E : I £ : : - : ! the 110 most frequently encountered Class | HLAs in the U.S. population for 48hr. A positive control consisting of HEK293T cells expressing a fragment of
tumors in mice. TGFB-mediated pSMAD?2 induction was strongly decreased in TSC-204-A0101 TCR-T cells demonstrating the resistance of TCR-T £ 20000- E i & 1000 ' ! -3 3000+ ! : P 60000 ~ E i MAGE-A1 containing the HLA-A*01:01 and HLA-A*01:01 (red) and a negative control consisting of MHC-null HEK293T cells (blue) were included in the
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cells to immune-suppressive effects of TGFB. Further, TSC-204-A0101 displayed no alloreactivity to the 110 most common class | HLAs in the = ! | o : ! L ! : 5 : : | screen. The inhibition of target cell growth by the TCR-T cells relative to that by the UTF control T cells was measured as a readout of the reactivity of the
U.S. population. Although putative off-targets were identified in the SafetyScan screen, TSC-204-A0101 showed no reactivity to normal primary E E E i . i E g 30000~ E i therapeutic TCR to allogeneic HLA proteins.
cells. Lastly, when facing a target cell population simulating heterogeneous target expression, TSC-204-A0101 combined with a second TCR-T ! : : : 0 ! : - : !
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cell component in a defined T-Plex product led to the efficient killing of both cell types. F8E551 £8853512 885658 c8EBSr 8RB IE8ERS cE8EBS!I EBEBSIEBERS S8S551 S 8RB51S 8RS
. e L : . : : SII<Z | S ITI“T 2SI SIISS I =IITII=IITZ SIISS I =IITT | =II%< 2 IXIISI IS IITS|=IIYZ . . o po .
Conclusions: TSC-204-A0101 exhibits high specificity and potency against MAGE-A1- and HLA-A*01:01-positive tumor cells with no projected 3 53 T 8 53 822 ) S 53 " S22 ) S22 S g3 " S22 ) 1S 22 S 55 S S g 1522 ) Genome-wide SafEtyscan screen identifies pUtatlve off-ta rgEtS of TSC-204-A0101
allo- or off-tumor reactivity. TSC-204-A0101 has been cleared by the U.S. FDA for clinical development and has been incorporated in the T-Plex ———
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e Th tic TOR ~N e cD8 N ( oN TGEGRII N DHER ~N Three batches of process-representative TSC-204-A0101 TCR-T cells (PD353, PD354 and PD355) were assessed for their functionality. (A) Cytotoxicity of TSC-204-A0101 TCR-T cells =
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en::g"::rﬁg;pg:'rgt;?:rfznd nebles unchenal E"afrbéfprrﬁz}gfecde 0 eﬁ';?ﬁéi?e%“.?ﬁgﬂg?gﬁfp after 24h of coculture. (C) Proliferation of TCR+CD34+ cytotoxic and helper TSC-204-A0101 TCR-T cells in response to MAGE-A1+HLA-A*01:01+ cell lines NCI-H1703, A375 and (A) Overview of TScan’s proprietary genome-wide SafetyScan screen. TCRs are screened against >600,000 protein fragments spanning every protein in
proper pairing of a/p chains in the clinical product immunosuppression L compatible y A101D, and MAGE-A1-HLA-A*01:01+ cell line NCI-H1395 over four days. (D) TSC-204-A0101 TCR-T cells and their respective donor-matched UTFs were treated with TGFB-1 to the entire human proteome to identify possible reactivities, including reactivities with low sequence homology to the natural target. (B) SafetyScan of
/N /N / assess for the functionality of the DN-TGFBRII when expressed in TCR-T cells. Histogram analysis overlays consist of phospho-SMAD2 (pSMAD) in untreated CD34 positive-TCR-T TSC-204-A0101 identified 12 putative off-targets.
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Schematic illustration of the TSC-204-A0101 clinical vector. The TCR-T drug product comprises both cytotoxic and helper T cells which have been oo N § 1.-'::,!! < 1.,;;;: & 1.."{:: < H.,z:: i 1000
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#1900: Trial in Progress: A Phase 1, First-in-human Clinical Trial for T-Plex, a Multiplex, Enhanced T Cell Receptor- TPM. (B) Representative results of TSC-204-A0101 TCR-T cells and control UTFs being tested
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