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Introduction Study Design

*Immune checkpoint inhibitors (ICl) have improved treatment This single-arm, open-label, nonrandomized, multicenter study will assess the safety, tolerability, and efficacy Key Inclusion Criteria Key Exclusion Criteria
outcomes for patients with melanoma and non-small cell lung of the autologous OBX-115 engineered TIL cell therapy regimen in patients with advanced solid tumors . Age >18 years - Uveal melanoma

cancer (NSCLC); however, most patients do not achieve long- Histoloai : : : : : .
) ’ ’ . . . o, . . . . . o . . gically confirmed diagnosis of melanoma or - Active autoimmune disease,
term survival Cryopreserved OBX-115 is manufactured using the patient’s own tumor tissue, procured by either surgical excision or core needle biopsy, and is infused intravenously NSCLC: including active uveitis or any

*Lifileucel, a non-engineered tumor-derived autologous T-cell foIIovymg sta_ngiard- or low-dose (bgsed on clinical e“g't.)'“ty) Iy_mphodepletlon with c_yclophosphamlde and fluc_ja_rablne (Figure 3) : L : .. —Unresectable Stage IIIC, IlID, or Stage IV metastatic other medical illness that
: L « ACZ is administered at cohort-defined doses once daily starting day of OBX-115 infusion for <14 days (split into two <7-day periods within 28 days), with additional ACZ | ith  d ted di hic  di : :
immunotherapy  (tumor-infiltrating  lymphocyte [TIL] cell - < e : : : : : : : melanoma Wi ocumented — radiographic dis€ase  would pose increased risks for

dosing for <7 days at periodic intervals until Week 24, and upon progression when new anticancer therapy is not immediately warranted (Figures 4-5) progression after systemic therapy containing a PD-1— or study participation

therapy), was recently FDA-approved for anti-PD-1— . No L2 is administered : ) vy : .
. . PD-L1-blocking antibody (<2 prior lines; if [neoladjuvant . Historv of brain metastases or
experienced unresectable or metastatic melanoma’ and has setting, progression during or within 12 weeks after the ry

shown promising activity in this setting (ORR, 31.5%; mDOR, Figure 3. Centralized OBX-115 Manufacturing and Patient Journey ast dose) IeaF)’[:antgningve\/?tL » disebar:ieri
NR), but is associated with a treatment-related mortality rate : : —Metastatic NSCLC previously treated with an approved Fnetastases that ar_e <1 5-cm
of 7.5%2 OBX-115 manufacturing process generates CD8+ enriched, IL2-free OBX-115 systemic therapy for metastatic disease (including an o

diameter that have been
treated, and are asymptomatic
may be eligible

minimally exhausted TIL cell therapy product TIL cell therapy regimen ICl-based regimen and/or targeted therapy where
applicable; prior exposure to both taxane and

gemcitabine in the metastatic setting is not permitted)

°Lifileucel is also being investigated in patients with ICI-
resistant advanced NSCLC, and a response rate of 21% has

been reported? and progressed or is no longer deriving benefit, or is -tF;rirc:r I ntallogchneicn . orgarl}
°*Non-engineered TIL cell therapies require high-dose ljn"‘}ble. to con_’iinéjle d;’e toc;clge)?t;qunt intolefrar][ce' ith thzrzg; | Oar Ogeggfeticgﬁy
interleukin 2 (IL2), which has well-described high-grade * 21 lesion suitable for y manutacturing  wi L

icity. 245 |i -(- ) . o Jh-gra expected minimum of 1.5-cm diameter engineered cell therapy (not
toxicity,*> limiting patient eligibility and frequently requiring y - Minimally invasive tumor tissue procurement (core needle  including autologous stem cell
specialized management —= biopsy) may be considered on a case-by-case basis or non-engineered TIL cell
*OBX-115 TIL are engineered to express mblL15 fused to a > > > - - _ - 21 RECIST v1.1-measurable lesion remaining after therapy)

i : : '  Systemic steroid therapy >10
drug-responsive domain, which allows for a dose-dependent Tumor tissue Optimized Activation/ Proprietary, Cryopreservation Lymphodepletion* OBX-115 ACZ dosing . ’EJ(r:nggtls::‘Jfg r%gﬁtéreegzp tS 0or 1 my dav  of redniso% or
increase in functional mbIL15 levels in the presence of an procurement pre-REP transduction optimized REP infusion "> PO N graay P

T - : . : : . _  Estimated life expectancy >6 months equivalent
FDA-approved stabilizing drug (acetazolamide [ACZ)), Surgical excision or Anti-CD3 Ab -iFeeder cells expressing -Cyclophosphamide : : :
avoiding the need for IL2 (Figure 1) core needle biopsy *Retroviral vector ,Iol\_cz;; ?:g Idlf_-21)BBL *Fludarabine Figure 6. Activated Study Locations
°In preclinical studies, cytoTIL15™ TIL (OBX-115) in the *May be standard-dose (7-day regimen) or low-dose (4-day regimen).

presence of ACZ demonstrated enhanced proliferation,
persistence, and antitumor activity compared with non-

Figure 4. Study Overview

engineered TIL + [L257 as well as the ability to re-expand Primary Endpoints ¢S, ." )
upon ACZ redosing (Figure 2) Phase 1: Identify Recommended Phase 2 Dose ) Phasée f1 lity (inci . Stanford hf | Ohio State
*OBX-115 TIL have favorable characteristics for response, with Adult pati : (RP2D) of OBX-115 + ACZ — Safety and tolerability (incidence and severity " ] ) [
ients with - T |
a high proportion of CD8+ T cells, an effector-memory and AL P D It dd Iati i { | criteri ?f g((jjverse e\(/jente:,[ [AES]! SE_?_ serious AEs) | | L ) \ University of °
stem-like—progenitor phenotype, with low levels of immune advanced EOSE-jsca? 'Or; anh rte'e_lsl'ca atlo_n \é\" 60[();3]_" perl przloco t('m ?r'a . P_hasneCIZ ence and nature o S < ‘-\__ _ ' [ U 5N :
checkpoint markers® (unresectable or Al GOSE-IEVEL CONOTE WIlL CONtail o= -evaluable patients - Efficacy (ORR per investigator/local assessment ’4 Angeles Clinic | | | | NP~ ®
°In the first-in-human clinical experience, OBX-115 has metastatic) melanoma using RECIST v1.1) o e | I~ -
demonstrated promising activity (ORR, 44%; 6-mo PFS, 75%) resistant to ICI Secondary Endpoints : ] |
and a differentiated safety profile® OR * Phase 1
*The current study (Agni-01 [NCT06060613]) is enrolling at | g fract - _ — E_fficacy (ORR, duration of response .[DOR], Orlando Health
multiple US sites using centralized manufacturing relapsed or refractory Phase 2: Evaluate Efficacy and Safety of disease control rate [DCR], progression-free _
metastatic NSCLC* OBX-115 + ACZ at RP2D survival [PFS], and overall survival [OS])
. . . _ o — Manufacturing feasibility

Figure 1. OBX-115 Mechanism of Action NCT06060613 Melanoma Cohort  Up to 20 patients may be initially enrolled . OBX-115 cellular Kinetics
OBX-115 Antigen-independent NSCLC Cohort in each Phase 2 cohort, with a total of up * Phase 2
Infusion Cie-activation SAPANSION & persIsience to 40 patients enrolled in each cohort ~ Safety and tolerability

o . . . . . . . Research  (CBER). AMTAGVI Accelerated BLA  Approval 6. Burga R, et al. Emerging Cellular Therapies at the Forefront of Cancer
- Prior treatment should include an approved ICl-based regimen and/or an approved targeted therapy in appropriate patients. — OBX-115 cellular kinetics (https:/Awww.fda.govimedia/176418/download). Immunotherapy: Keystone Symposia 2023. Fairmont Banff Springs,

TNy @ 2. US Food and Drug Administration Center for Biologics Evaluation and Alberta, Canada.
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Abbreviations

ACZ Trans-activation immune cell ~— Observation Period  Until first of disease progression, new anticancer therapy, or 2 years after OBX-115 infusion Ab, antibody; ACZ, acetazolamide; AE, adverse event, DCR, disease control rate; DOR, duration of response; DLT, dose-limiting toxicity, ECG,
. . . of immune cells ® °® PY electrocardiogram; ECOG, Eastern Cooperative Oncology Group; ICI, immune checkpoint inhibitors; IL2, interleukin 2; IL2R, interleukin 2 receptor; mbiL15,
administration /_\ \ membrane-bound interleukin 15; NSCLC, non-small cell lung cancer; ORR, objective response rate; OS, overall survival; PD-1, programmed cell death
protein-1; PD-L1, programmed death ligand 1; PFS, progression-free survival; PR, partial response; QD, daily; RECIST, Response Evaluation Criteria in
Slt_aor“gadrg;:r OBX-115 T Solid Tumors; REP, rapid expansion protocol; RP2D, recommended phase 2 dose; TCR, T-cell receptor; TIL, tumor-infiltrating lymphocytes.
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Flgure 2. Preclinical Data Procurement Magtli‘);;llfing Lymphodepletion* Infusion Dosingt ACZ Redosingt Study Follow-up
Day —7 or—4 Day 0 Adam J Schoenfeld reports consulting or advisory roles with Johnson & Johnson/Janssen, KSQ
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§§ ; - opoTiLis +ACZ ZE?moo—' & ofoTiL1s + ACZ 2::::— - oyoTILiS (0o ACZ) / | Optional ACZ | Therapeutics, Amgen, PACT Pharma, Harpoon Therapeutics, and Instil Bio; and other relationship with
S g 10007  Frssion] _ > ibb, . ics, ’ ; ics,
25 ] s %] % s o *May be administered in the inpatient or outpatient setting, per institutional standard; standard-dose lymphodepletion (7-day regimen: | " ggg;;gg;gﬁf | g;rfc‘,‘émi?g{?ﬁﬂg'}”,ﬁﬁﬂf)ooﬁqr“ﬁgf’apeL‘i@‘fmgsg?tgﬁgﬁﬁiﬁf'gfo_ PACT Phamma, = Achiles ~ TherapoLitics
25 5 :"gz g e /.4“"~.. o Cy 60 mg/kg x 2 days, Flu 25 mg/m? x 5 days) or low-dose lymphodepletion (4-day regimen: Cy 750 mg/m? x 3 days, Flu 30 mg/m? x4 days). .~ | Ack I
el ., " Z 50- “p=0.021 s107 ol Rad tACZ is administered at cohort-defined doses once daily starting day of OBX-115 infusion for <14 days split into two <7-day periods within 28 days cknowledgments
5 1 15 20 25 30 35 0 7 14 21 28 35 42 T 5 2 % (Day 0-6 or until absolute lymphocyte count 25000 cells/uL whichever is earlier, and restarting between Day 14 and 21). ° The authors thank the patients, their families, and investigators who participate in the study
Days After cytoTIL15 Transfer Days After cytoTIL15 Infusion Days in Culture *Additional ACZ dosing for <7 days at periodic intervals until Week 24, and upon progression when new anticancer therapy is not immediately warranted. ® This study is funded by Obsidian Therapeutics, Inc. (Cambridge, MA, USA)
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