Phase 1 trial of gavocabtagene autoleucel (gavo-cel, TC-210) in patients with treatment refractory
mesothelioma and other mesothelin-expressing solid tumors
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Introduction

= We deseribe results of a Phase 1 clinical trial of gavo-cel, an autologous genetically
engineerad anti-MELN T call recaptor fusion canstruct (TRuC™| cel theragy [Figure 1)
i adult patients with MPA, OWVA, CHO, or non-small cell lung cancer (RCTO3907EE2).

Figure 1. Schematic of gavo-cel

Methods

= Autelogous T cells were ransduced with a lentiviral weclor expressing a single domain antibady used to
the CD3s subunit that targets MSLN in an HLA-independent mannar (Figurea 1).°

= Eligible patients had central laboratory-confirmed IHC-assessaed MELM expression of 24 or 3+ inensity in
= G0% of umar cells, and ECOG parformance status D or 1.

= Dose ascalation followed a modified 3+3 design (Figure 2},
« Response was assessed per RECIST #1.17 by binded independent central review.

Figure 2. Dose levels and determining RP2D
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Objectives

Primary
= To evaluate safety and determine the RP2D of gavo-osl.

Secondary
= To evaluate efficacy of gava-cal.

Exploratory

= To correlate response with gavo-cel exgansion, persistence, phenotype and functionality,
and with changes in immune call markers,
= To study the umoe micraarmironment and gase-cel tumor infiltration.

Conclusions

= A single gavo-cel infusion at the RP2D was associated with a
manageable toxicity profile and favorable disease control in patients

with refractory MPM and OWVA.

A Phase 2 trial to test the safety and efficacy of gavo-celin
combination with checkpoint inhibitors in patients with
MSLMN-expressing solid tumors is underway.
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Results

Baseline characteristics

+ 32 patients (23 MPA, 8 OVA, 1 CHO| received gava-cel [Table 1),

+ Priar theragies inchided IC in 6% of &l patients [57% of MPM patients).
= Briddging tharapy was employed in 7E% of all patients.

Table 1. Patient tumor characteristics®
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Safety

= Two DLT evenls were regorted: Grade 3 pnewnaenitis al DL and Grade & bronchoaheslar hemorrhage at
DLE [Table 2.

= Reversiple grade =3 CRS occurred in 15% of patients a1 RP2D.
= The RP2D0 was determined to be DL3: 1 = 107 cellsfm? with LD (Figure 2).

Efficacy
= Tumar regression was observed in 93% of patients (Figure 34), with a DCR of 77%.

= Median (95% Cl} OS5 and PFS, in manths, Tor the MPM group were 11,1 (B8, 15.1) and
5.6 [3.3, 6.1; Figure 3B and C1, and for OVA were 9.4 and 5.8, respectively.

= When considering all @agnoses, the E-month OF rate was 70.2%.
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Gavo-cel expansion and persistence

= Gavo-cel expansion in the periphery increased following LD. Gavo-cel was also detected within Serogal
effusions [Figure 4).
= Gavo-cel administration was associated with:

- Elewation in IL-8 and IFN-y levels
- Increased CDI'C0A" T cell umor infiltration (Figure 5]

- Upregulation of mmunainhibitory bgands CO1585 and PD-L1 in nen-responders, indicating potential
resistance mechanisms [Figure B).

Figure 4. Gavo-cel expansion and persistence
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Figure 5. Characterization of tumor micreenvironment pre- and post-gavoe-cel infusion by multiplex
immunofluorescence: MPM group®
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