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Background

° ICI have improved treatment outcomes for patients with : : : : _—
melanoma.'%owever most patients (~60%)pdo not achieve Figure 1. OBX-115 Mechanism of Action Figure 2. Preclinical Data

long-term survival

TIL Expansion and Persistence

* In clinical trials, unengineered bulk TIL cell therapy has Antigen-independent % 10-
shown an objective response rate (ORR) of 31-49% in OBX-115 expansion & persistence S &
patients with unresectable or metastatic melanoma,'2 but Infusion Cis-activation Direct killin 0 "'L/\- =
requires coadministration of systemic high-dose IL2, which m Stablized  IL2R “ of tumor Cel?S 'lk/i)’ 2
is associated with considerable toxicity | ' S ' 5
®* OBX-115 TIL are engineered to express mbIL15 fused to a . ,ﬂﬁ s o~ .
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dependent increase in functional mbIL15 levels in the g Days Post-TIL Transfer
presence of a stabilizing drug (acetazolamide [ACZ]), Antitumor Activity in Allogeneic Melanoma PDx Model
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avoiding the need for high-dose IL2 (Figure 1)
* In preclinical studies, cytoTIL15™ TIL (OBX-115) in the

presence of ACZ demonstrated enhanced proliferation, o \ Trans-activated GE; 10
persistence, and antitumor activity compared with ACZ T'];?‘“S'ac“"a“ﬁ” o immune cell s ™9
unengineered TIL + IL234 (Figure 2) administration orimmune cets 5 222
® The current study (NCT06060613) is enrolling at multiple : Poylee®t ~  woom
US sites using centralized manufacturing (Figure 3) 0 7 14 21 28 35 42

Days Post-Infusion

Study Design

This sinal label domized * Cryopreserved OBX-115 is manufactured using the patient’s own tumor tissue, procured by either excisional or
felinelismelinn e gelisie el Antelnleeinle iAo core biopsy, and is infused intravenously following standard or low-dose (based on clinical eligibility)

multicenter study will assess the safety, tolerability, and lymphodepletion with cyclophosphamide and fludarabine (Figures 3 and 4)
efficacy of the autologous OBX-115 engineered TIL cell

therapy regimen in patients with unresectable or
metastatic melanoma resistant to ICI

®* ACZ is administered orally at cohort-defined doses once daily for up to 10 days, with optional additional ACZ at
Week 6-8 if the initial tumor response is less than PR

®* No systemic high-dose IL2 is administered

Figure 3. Centralized OBX-115 Manufacturing and Patient Journey

OBX-115 manufacturing process generates CD8+ enriched, minimally exhausted TIL cell therapy product IL2-free OBX-115 TIL cell therapy regimen
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Study Overview

Primary Endpoints

®* Phase 1
Adult patients Phase 1 * Safety and tolerability (incidence and severity of
with unresectable adverse events [AEs] and serious AES)
Stage Ill or Stage IV Identify Recommended Phase 2 Dose (RP2D) of OBX-115 + ACZ * Incidence and nature of DLTs
- * The first 3 patients will be enrolled in a staggered fashion with a * Phase 2
metastatic melanom - : . . . .
clastd C clanoma 28-day dose-limiting toxicity (DLT) observation period * Efficacy (ORR per investigator / local assessment
whose disease has : : L using RECIST v1.1)
* Further dose-escalation cohorts will be added as indicated :
relapsed or Secondary Endpoints
progressed after * Phase 1

* Efficacy (ORR, duration of response [DOR],
disease control rate [DCR], and progression-free

ICl-based therapy and

after BRAF/MEK survival [PFS]; overall survival [OS])
inhibitor therapy Phase 2 * Manufacturing feasibility
in patients with Evaluate Efficacy and Safety of OBX-115 + ACZ at RP2D . PhaSeB?lB cellular kinetics
BRAF-mutated disease « Up to 20 patients may be initially enrolled, with a total of up to 40 * Safety and tolerability
NCT06060613 patients enrolled in Phase 2 * Efficacy (DOR, DCR, PFS, and OS)

® Manufacturing feasibility
® OBX-115 cellular kinetics

Figure 4. Study Treatment Schema

On-Study Assessment Period
28-Day DLT Observation Period Until first of disease progression, new anticancer therapy, or 2 years after OBX-115 infusion
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*May be administered in the inpatient or outpatient setting, per institutional standard.
TOr until absolute lymphocyte count 25000 cells/uL, whichever is earlier.
*Patients may receive additional ACZ dosing at Week 6-8 for 10 days if the initial observed tumor response is less than PR.

Key Inclusion Criteria Key Exclusion Criteria

* Age 218 years ® Uveal melanoma

* Histologically confirmed diagnosis of unresectable Stage IIIC, 1lID, or Stage 1V * Brain metastasis or leptomeningeal disease
metastatic melanoma

* Documented radiographic disease progression after systemic therapy containing a
PD-1- or PD-L1-blocking antibody (if adjuvant setting, progression during or within

* Active autoimmune disease, including active uveitis or any other medical illness that
would pose increased risks for study participation

12 weeks after the last dose) * Prior allogeneic organ transplant, allogeneic cell therapy, or genetically engineered cell
* Received a BRAF inhibitor + MEK inhibitor if BRAF V600 mutation-positive therapy (not including autologous stem cell or unengineered TIL cell therapy)
* 21 lesion suitable for OBX-115 generation with expected minimum of 1.5-cm diameter * Systemic steroid therapy >10 mg/day of prednisone or equivalent

* Minimally invasivs tamor tissue procurement (cors biopsy) may be considered on &

case-by-case basis after discussion with the Medical Monitor Ab, antibody; ACZ, acetazolamide; AE, adverse event; DCR, disease control rate; DOR, duration of response; DLT, dose-

* 21 RECIST v1.1-measurable lesion remaining after tumor tissue procurement limiting toxicity; ECG, electrocardiogram; ECOG, Eastern Cooperative Oncology Group; ICI, immune checkpoint inhibitors;
IL2, interleukin 2; IL2R, interleukin 2 receptor; mbIL15, membrane-bound interleukin 15; ORR, objective response rate;
* ECOG performance statusOor 1 OS, overall survival; PD-1, programmed cell death protein-1; PD-L1, programmed death ligand 1; PFS, progression-free

° : : survival; PR, partial response; RECIST, Response Evaluation Criteria in Solid Tumors; REP, rapid expansion protocol;
Estimated life eXpeCtanCy >6 months RP2D, recommended phase 2 dose; TCR, T-cell receptor; TIL, tumor-infiltrating lymphocytes.

Acknowledgments

1. Chesney J, et al. J Immunother Cancer. 2022;10(12). of Cancer Immunotherapy. Fairmont Banff Springs, Alberta, ¢ The authors thank the patients, their families, and investigators who participate in the study
2. Rohaan MW, et al. N Engl J Med. 2022;387(23):2113- Canada: Keystone Symposia; 2023. ® This study is funded by Obsidian Therapeutics, Inc. (Cambridge, MA, USA)

2125. 4. Pedro K, et al. AACR Annual Meeting 2023. Orlando, FL: ® Editorial assistance was provided by Amanda Kelly and funded by Obsidian Therapeutics, Inc.
3. BurgaR, et al. Emerging Cellular Therapies at the Forefront = Cancer Research; 2023:LB096. (Cambridge, MA, USA)

© 2023 Obsidian Therapeutics, Inc. Presented at Melanoma Bridge 2023 | Nov 30-Dec 2 | Naples, Italy obsidiantx.com

OBSIDIAN

THERAPEUTICS




	Slide 0: Trial in progress: A phase 1/2 study to investigate the safety and efficacy of OBX-115 tumor-infiltrating lymphocytes (TIL) expressing regulatable membrane-bound IL15 (mbIL15) in patients with advanced or metastatic melanoma resistant to immune c

