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BACKGROUND RESULTS TCR-T INFUSION PRODUCT CHARACTERISTICS

Background P ATIENT S CREENING AND T REATMENT Table 6. Drug product characteristics and selected release criteria
Solid tumors present driver mutations in KRAS, TP53, and EGFR genes on their surface in the context of human Patient ID Pt-01 Pt-02 Pt-03
leukocyte antigen (HLA) molecules to T-cell receptors (TCRs) expressed by T cells. Non-viral genetic engineering of Table 2. Number and percentage of patients from screening to treatment
. . : . . . Total TCR-T Cells 9x 107 64.0 x 107 58.4 x 107
patient T cells with the Sleeping Beauty transposon/transposase system can generate driver mutation-reactive TCR- No. Patients (%)
T cells. : ° CD3+ Purity 99.7% 99.7% 99.1%
S d'(N=14 14 (100
This is a first-in-human phase 1/2 study of autologous Sleeping Beauty TCR-T cell therapy for patients with non-small Creene. 2( ) 100) TCR+ (Transgenic mTCR) 95.2% 92.4% 90.9%
cell lung (NSCLC), colorectal, endometrial, pancreatic, ovarian and bile duct cancers whose tumors contain at least Apheresis 7(64.3) Viability 95 1% 99 59 99 8%
one of the targeted driver mutations in KRAS, TP53, or EGFR. In addition to the target driver mutation, patients must Intention-to-treat 3(21.4) CDA-CD8 (of TCR 05 024 01
also match on the cognate HLA allele (Table 1). The TCR001-201 phase 1/2 clinical trial is currently open and Total Treated with TCR-T cell Product 3(21.4) ' (0 +) ' ' '
enrolling on the phase 1 dose escalation portion of the trial (NCT05194735). Ipatient population from TCR001-002 screening protocol as of March 8, 2023. 2Includes apheresis collections for patients with planned or ongoing Vector Copy Number (VCN) 5 4.2 4.6
manufacturing. . . . . .
T R | A L D E S | G N Figure 4. Flow cytometric analysis of TCR-T cell infusion products
PATIENT CHARACTERISTICS AND OUTCOMES Pt-01 Pt-02 Pt-03
Patients . . . . % X *
Based on HLA typing and tumor mutation profiles, patients that matched to one of twelve TCRs (Table 1) with one of Table 3. Patient demographics, characteristic, and outcomes KRAS p.G12D /HLA-A*11:01 TP53 p.R175H / HLA-A*02:01 KRAS p.G12V /HLA-A*11:01
six relapsed/refractory solid tumor types (NSCLC, colorectal, endometrial, pancreatic, ovarian and bile duct cancer) Patient ID Pt-01 Pt-02 Pt-03 1 95 2o 73.4% 178.8 %] 1 90.9%
underwent leukapheresis. Mononuclear cells were enriched from the leukapheresis and TCR-T cells were Age/Sex 35/F 54/F 59/M ‘ ' ‘ ] i ‘ '
.manL.lfactured u.sing the Sleeping Beauty transposon/transposase system in f’ cGMP facility and formulated fresh for e T NSCLC CRC PDAC N N N
infusion. All patients presented here were treated on Arm A of the study (Figure 1). Primary Sites Lung Sigmoid Colon Pancreas O ! | O . . o F O
TCR-T Cell Treatment (Metastatic Sites) (none) (diffuse liver) (liver) £ ; . 1 238%\F £ 3 1 1839 N\J £
Lymphodepletm.g chemo,.cyclophosphamldg 60 mg/kg day -7 to -6, fludarabine 25 mg/kg day -7 to day -3 No. Prior Regimen! el AL ML e 22 ; CD3 > CD4 —— CD4 ——> CD3 —
« TCR-T cell infusion at assigned dose level (Figure 1) on day O CTLA-4) ,
A Vec Vee TCR-T Manufacturing (Table 5)
ssessments , . Bridging Therapy No (5FU + Irinotecan) (Gem/Cis) « High doses of TCR-T cells (>1019) were manufactured and administered.
Tumor responses were evaluated by RECIST1.1 with the first scan collected at week 6, then at month 3 and three- N : : : o
. s followd : 2 v of ad 4 4 N —_— KRAS p.G12D / TP53p.R175H/ KRAS p.G12V / » CD3* T cell and transgenic TCR purity was very high (2 90%).
mont mte.rva s 0 ovx{lng (Figure ) Seyerlty of adverse evepts (AEs) were asses.se accor. ing to. CTCAE v5.0. TCR- arget Mutation HLA-A*11:01 HLA-A*02:01 HLA-A*11:01 * Drug product composition contained a mixture of CD4 and CD8 T cells with a greater proportion of CD8 T cells.
T cellular kinetics and immune monitoring was performed prior to lymphodepletion (baseline), prior to TCR-T cell TCR-T Dose Infused 9 % 109 64.0 x 107 58 4 x 107
infusion, and during follow up. Patients are followed on TCR001-201 for up to two years before rolling over to long- (Dose Level) (DL1) (DL2) (DL2) _
term follow up for up to an additional thirteen years (Long-term follow up protocol TCR001-202, NCT05292859). Best Response (wk) PR (12) SD (6) PD (6) TC R T C E LL KI N ETI CS’ TU M O R I N FI LT RATI O N & CYTO KI N ES
1prior i 2 P : : loci ‘= Cicnlati - - it i - Figure 5. Peripheral TCR-T cell kinetics, TCR-T tumor infiltration, and serum cytokine markers
Fiqure 1. TCROO1-201 Phase 1 dose escalation Bavesian trial desian Prior lines of therapy. “Second Iln_e mcludes'mlcrowave therapY of hepatic Ifsmns. Cis Cl.splatln, CRC = colorectal cancer, Gem = Gemcitabine, NSCLC
g . . y S / \ non-small cell lung cancer, PDAC = pancreatic ductal adenocarcinoma, 5FU = 5-fluorouracil (A) Circulating TCR-T Fraction Circulating TCR-T Cells (B) Peak VCN
rm ) ,
(TCR-T Cell Dose) ¢ > ooseLovela TREATMENT-RELATED ADVERSE EVENTS SUMMARY g 10 35 b o3P
(70 - 150x10 S 20 -~ Pt-01 2 ) a 106
e ——— : 5)°Se<';%‘)’(e1'029) Table 4. Summary of treatment-related adverse events by patient (by MedDRA preferred term) g 80 = Pt-02 3 288 b = Pt-02 H 10 ¢ O A
ose Leve i D 60- Pt-03 5 = Pt-03 % 10°
[ (1-<10x10%) | S ) 8 ) Adverse Event (AE) 2Gr2 Pt-01 Pt-02 Pt-03 - o S 200- L4
i O 40- 2 o 104
Bayesian optimal interval (BOIN) design for Leukopenia Gra Gr4 Gr4 e — 100 B E 3
accelerated dose escalation Neutropenia Gré Gré Gré O 20:! 5 g 10
i 0-*4 T T T | ] ] | 0 | | | | | | | 102+ | | |
4 Phase 1 Primary Objectives: A Lymphopenia Grd Grd Grd 0 30 60 90 120 150 180 210 0 30 60 90 120 150 180 210 Pt-01 Pt-02 Pt-03
» Define dose limiting toxicity Thrombocytopenia Gré Gré Gr4 Days Post-Infusion Days Post-Infusion Patient ID
o Determine the maximum tolerated dose OR Aneamial Gr3 Gr3 Gr3 (C) IFN-y IL-6 (D) TCR-T Tumor Infiltration
- S EOIIEEE IR 2 0es (RP20) / Cytokine Release Syndrome Gr2 Gr3 -2 800- - Pt-01 1500- - Pt-01 8-
i i = -=- Pt-02 ) Pt-02* .
Figure 2. Patient treatment timeline Chills/Pyrexia ) ) Grz £ 600- -~ Pt-03 £ 1000 ~ Pt-03 2 6-
Hypoxia Gr2 - Gr2 = = 500+ o
Apheresis Collection, Start of TCR-T Infusion Year 2 or € 400+ c - 4-
Processing, and Manufacturing DO Progression ICANS ) ) ) 2 2 100 S
Storage D-29 Neurotoxicity - - - S 200- S 50- % 2-
ALT/AST Increased - Gr3 - " 0 " o ﬁ él _ ‘ o- NA
TR E e eanen Hypoalbuminemia _ Gr2 . 0 7 14 0 7 1'4 Pt-01 Pt-02 Pt-03
Hold Cryopreserved . Days Post-Infusion Days Post-Infusion
MNCs Start Imaging Hypertension - - Gr3 . . . . . . .
Bridging Therapy Lymphodepletion e Sinus Tachycardia g ] ] TCR-T !(lnetlcs, Activation, a.md Tumor Infiltration (Figu Ije 5) |
(optional) D-7to D-3 D84 (every 3 months) N - o o  Continued TCR-T cell persistence up to 7 months post-infusion. (5A)
T . ausea/Vomiting ' ) '  TCR-T cells could be detected in expanded TIL from post-treatment biopsies up to 6 months post-infusion. (5C)
Treatment Timeline (Figure 2) Diarrh Gr2 _ ) : . . : .
. Pati 4h fused with a fresh TCR-T cell brod h h h allibueiss ! * Evidence of immune activation after TCR-T infusion. (5D)
atients presented here were infused with atres -1 cell product (as shown a Ove)’ owever, more recent Treatment-relates AEs with >2Gr2 severity. lincludes iron-deficient anemia. 2Pt-03 experienced Gr1 CRS. Additional adverse events observed, Alopecia . . . .
TCR-T manufacturing improvements have shortened manufacturing to 26 days and enabled cryopreservation of (Gr2, N=1), Cancer Fatigue (Gr2, N=1), Influenza like illness (Gr2, N=1), Headache (Gr2, N=1), Hypertriglyceridemia (Gr2, N=1), Hyponatremia (Gr2, N=1). (A) TCR-T cells were measured in blood samples by flow cytometry and quantified as a fraction of the tot.al T cells (left) or absolute counts (r.lght).. (B)
i ) i Gr = grade, - = no AE reported Peak TCR-transposon vector copy number observed post-infusion measured by ddPCR. (C) Serum cytokines IFN-y and IL-6 from Day O pre-infusion to
the drug product for new patients treated on this trial. ] Day 14 post-infusion quantified by MSD V-plex assay. (D) Percent of mTCR* cells within the CD3* T cell gate of tumor infiltrating lymphocytes (TIL)
Safety Profile (Table 4) expanded from post-treatment biopsies for Pt-01 (6 months post-infusion) and Pt-03 (7 weeks post-infusion). No biopsy was available from Pt-02. TIL
Table 1. TCR Library target tumor mutations and HLA Table 2. Library TCR target matches in patient population « No dose limiting toxicities were observed including ICANS or neurotoxicity. were expanded from tumors using irradiated PBMC feeders, 3000 1U/mL IL-2, and 30 ng/mL OKT3. "Pt-02 received tocilizumab. NA = Not available
alleles « CRS (Gr 1-3) was observed within one day of TCR-T infusion in all patients and was self-limiting (Pt-01, Pt-03) or CO NCLUSIONS
Gene Mutation HLA No. Pa'sﬁgts A resolved with administration of tocilizumab (Pt-02).
_  TCR-T cells demonstrate feasibility of redirected T cell targeting of driver mutations in solid tumors
EGFR E746-A750del D[)Plfglgozic.)olf Tumor Mutation/HLA Screened’ s TU M O R TARG ET C HARACTE R STI CS o Patients with NSCLC, CRC, and PDAC were treated with TCR-T cells designed to target driver mutations in
o A*11:01 TCR Matched® 89 (14.6) Table 5. Target mutation and HLA profile of baseline tumor biopsies TP53 and KRAS including one NSCLC patient with a confirmed partial response at twelve weeks.
*AQ. YIncludes patients from research protocols 2020-0079 (colorectal, pancreatic, . . . .
. i*(ﬁ:gi and bile duct) and 2020-0762 (NSCLC). Matches based on mutation and HLA. Patient ID Pt-01 Pt-021 Pt-03 .IS.II:epmg Beauty transposon/transposase system is an effective platform for the manufacture of a TCR-T cell
: ibrary
G12v DRCBS’}(;(;ZM Figure 3. Neoantigen TCR-T cells recognize tumor-specific Total No. Somatic Tumor Mutations (Mean VAF) 3(0.18) 791(0.22) 268 (0.16) o Infusion products of the first three patients treated on this study were all 290% transgenic mTCR*.
Y driver mutations Target Mutation (VAF) KRAS p.G12D (0.21) TP53 p.R175H (0.25) KRAS p.G12V (0.23) o Doses exceeding 10° TCR-T cells were successfully manufactured and administered.
R175H : - . e . _ . . go .
DRB1*13:01 3 it % T-cell Receptor Target HLA Allele (Germline Zygosity) A*11:01 (het.) A*02:01 (het.) A*11:01 (het.) * Following infusion TCR-T cells exhibit persistence and tumor infiltration
e A*02:01 \ A P l, | . . ) ) o Inperipheral blood, TCR-T cells could be detected in all patients at the last evaluable time point and were
TP53 DRB3*02:02 By B ' _ M‘fatlj“ 1""-A ‘A"e"c Ba"f‘“ce . . .46/“’ : . 3.4/" _ e detected out to 7 months post-infusion.
R248W A*68:01 cl --.-:) e{[;‘ ] K) hArchlval tumor tissue from prior surgery 3.8 years prior to TCR-T cell infusion. “Tumor tissue at progression (6 months post-infusion). het. = o Intwo patients with on-treatment biopsies collected at week 7 (Pt-03) and month 6 (Pt-O 1), TCR-T cells could
DPA1*01:03 + & 1 G eterozygous . : Y
R273C N | . be detected and isolated from ex vivo expanded tumor infiltrating lymphocytes (TIL).
DPB1"04:02 X Tell ST (- S Tumor Biomarkers (Table 5)
TCR-T library designed to target an expanded patient population s ¥ g Neoantigen HLA - . Tumor biopsies collected approximately one week prior to TCR-T cell treatment (Pt-01 and Pt-03) or from « TCR001-201(NCT05194735)is actively enrolling and treating patients in the dose escalation
with tumors harboring driver mutations. / v NN ) ) ) . - g g i . . . L
4 po surgical resection (Pt-02, 3.8 years prior) demonstrated the presence of the target mutation and HLA alleles. o Future patients will receive cryopreserved TCR-T cells which enables more favorable patient care logistics.
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