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Objective patents

Background

LYL797: A novel approach to CAR T-cell therapy LYL797-101 is a Phase 1, first-in-hnuman, multicenter, single-arm, open-label, dose-escalation and * Key inclusion and exclusion criteria as of September 1, 2022, are listed in Table 1
- Chimeric antigen receptor (CAR) T-cell therapy has revolutionized the treatment of B-cell malignancies, but efficacy in solid tumors is lacking dose-expansion study designed to evaluate the safety, pharmacokinetics (PK), and anti-tumor activity of LYL797 - Please use the QR code above to visit https://clinicaltrials.gov/ct2/show/NCT05274451 to access the most up-to-date trial information
due to barriers such as T-cell exhaustion and lack of durable stemness’2 in ROR1+ TNBC and NSCLC. The trial is currently open and recruiting.

« We have developed ex vivo genetic and epigenetic T-cell reprogramming technologies to address these barriers: Gen-R™ technology to Urlells Lo by el elion clusl e Ll el

overcome exhaustion and Epi-R™ technology to improve stemness . . _ . ) )
- LYL797 is an autologous ROR1-targeted CAR T-cell product incorporating Gen-R and Epi-R technologies in development to treat relapsed Primary objectives Secondary objectives Exploratory objectives Disease Prior treatment Age and health status
and/or refractory ROR1+ triple-negative breast cancer (TNBC) and non-small cell lung cancer (NSCLC) - Evaluate safety and tolerability - Evaluate anti-tumor activity - Evaluate effects of Gen-R and Epi-R Inclusion criteria Inclusion criteria Inclusion criteria
 Preclinical studies in ROR1+ TNBC and NSCLC tumor models demonstrate improved functional activity compared to ROR1-targeted « Determine the recommended . Evaluate PK technologies on T-cell phenotype and activity _ ,
CAR T cells without Gen-R and Epi-R technologies®® _ _  Locally advanced or + Relapsed/refractory TNBC - 218 years of age at time of informed consentt
Phase 2 dose (RP2D) . Evaluatg relationship betwe_ep ROR1 metastatic, unresectable, after receiving =2 prior . ECOG PS 0-1 with [if tan £ 53 month
expression and LYL797 activity : - : : : - weln I EREezliey) © Ol
- . . histologically confirmed lines of therapy (including _
Targeting ROR1 in solid tumors TNBC (escalation, orior taxane and prior - Adequate organ and marrow function per protocol
- RORT1 is a cell-surface antigen expressed in several solid tumor types and is an attractive target for novel therapies, including adoptive cell therapy (ACT) expansion) or NSCLC anti—PD-1, if applicable)
(Figure 1) Studv Desi (expansion only) - Relapsed/refractory Exclusi tori
« Expressed in approximately 60% of TNBCs and 40% of lung adenocarcinomas® tu y es'g n - ROR1+ per central NSCLC after receiving xclusion criteria
_ laboratory IHC* >2 prior systemic therapies - Untreated or active infections at time of screening
Overview . Measurable disease that (including checkpoint or leukapheresis
K62 _ KS62-hROR1 E 1- RORA cell-surf on b Figure 4: Dose-escalation and dose-expansion study design includes a target lesion ;:rllg:&altors and - Uncontrolled pleural or pericardial effusion, or ascites
M R - ch s A st st A + Up to 54 patients with locally advanced or plus 1 additional lesion for approved targeted - HIV, HTLV-1, active acute/chronic HBV or HCV, active TB
Al 5 mminonistochemisry 1h norma: fissues an metastatic, unresectable ROR1+ TNBC or Dose Escalation ; biopsy (unless target therapy for molecular : o : :
I N R CN IO AT A s ' o solid tumors. Anti-ROR1 IHC assay and ROR1 .’ : . TNBC Onl Dose Expansion : aberrations, if applicable) « Other malignancy within 3 years prior, unless treated with
e a2 R staining in TNBC and in NSCLC samples. NSCLC will be enrolled in dose-escalation or y Esto S0 (Gl [nel | expected curative outcome
RORL 7 % 31 < 2 : Representative images of IHC staining are shown for dose-expansion cohorts (Figure 4) Dose Level 4 ~ The RP2D exposed to prior local RT Siomifieant cardiovascular disease
s SRR Tt ‘_-“__‘ S VARSI, K562 cells (ROR1-negative control) (A), K562 cells « The dose-escalation phase has 4 planned dose moves TNBC 9 . . ' u .
F § TR, transduced to express human ROR1 (hROR1) (B), levels and will enroll TNBC patients using an B - Required chronic anticoagulation
3% and normal parathyroid gland (C) that endogenously mTPI-2 design with a 28-day dose-limiting forward to Exclusion criteria Exclusion criteria Pre t or lactating individual
b iy i, : P h a _ . . gnant or lactating individuals
cotvoe ek o . < expresses ROR1, as assay controls. Representative toxicity (DLT) monitoring period Dose Level 3* expansion : : - " : : : P
SOHYPe B « images of ROR1-positive TNBC sample (D) (BR1301; S | | cohort - Active CNSor » No prior solid organ - Inability to provide a 24-hour caregiver during the infusion
U.S. Biomax. Inc.) and NSCLC sample (E) (LC2081; * Dose escalation will continue until an RP2D 4 >~ NSCLC leptomeningeal disease transplant, adoptive T cell, and for the 4-week post-treatment monitoring phase
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T e R 0L BRI, SRels et TES A » Dose expansion is designed to enroll 15 Dose Level 2* § De-sscalaton frequired are allowed) ’ facility for at least 4 weeks following treatment for timely and
Gen-R technol Ex vi " Dt h " Klaglgﬂg V\{IE[?] TgEgDand 15 patients with A . appropriate management of any AEs, should they occur
en- ecnnoliogy. £X VIVO genetic reprogramming to overcome exnaustion at the I = = omm o= o=
* Exhausted T cells exhibit Fi 2: Effects of c-J i ia G R technol T Il activit * The StUdy schema shown here is current as o RP2DN1S (d:lc;ge level I *ROR1 expression will be confirmed via IHC performed by central study lab on an archival tumor biopsy sample collected within 3 years of screening
: igure 2: Effects of c-Jun overexpression via Gen-R technology on T-cell activi - :
dysregulation of AP-1 gt . - = i of September 1, 2022. Please use the DEEE 2] 1 I_ N tindividuals of childbearing potential or partners of individuals of childbearing potential must agree to effective methods of contraception from screening through 12 months post treatment.
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complexes in favor of activation . s _ 9 - Incidence and severity of TEAEs infusion product based on phenotypic and gene expression analyses
an?haway from exhaustion . o | creening and assessments : « Ex vivo functional activity of LYL797 CAR T cells before and after LYL797 infusion
pathways _ ortokines (40020 o 7,0 NI Ootorcgranics ¥lasroraris :f:;::r:;’::“‘“" ngey * After leukapheresis and manufacturing, patients receive lymphodepleting chemotherapy (fludarabine and cyclophosphamide) followed by Secondary endpoints - Correlation of tumor-specific ROR1 expression with clinical activity
’ ¥hézlf);%?\?atﬁgnmg'rgﬁﬁcgf‘ar][ﬁ)enOf ACT Product : (e T v :ain:im ;m:;m_. i-cutiltm ) LYL797 infusion at the protocol-assigned dose level. An overview of screening and assessments is shown in Figure 5 * ORR and CR rates by RECIST v1.1 - Tumor infiltration of LYL797 based on in situ hybridization
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gzttg’t(cl)?(?c %r&?vlf tli?]nt,haend 2iE | ovatiescon: </ Blocies Wiliieory pethenys Figure 5: Timeline of screening, treatment, and disease/safety assessments S * Tumor-specific expression of ROR1 and markers associated with immune activation and/or
exhausted T ¢ e>lll (Figure 2) ’ . + Delays cellular exhaustion * LYL797 PK parameters (Cpay, Trax, AUC, resistance before and after treatment with LYL797
° Optional Main ICF Enroll = = = =— and T Of LYL797 in the PB)

Epi-R technology: Ex vivo epigenetic reprogramming to improve stemness P’e'scie" IcF l l : ?;zgrﬁ : Abbreviations

: Conve.ntlonal. AC.TS consist O].c an |II-def|_ned TIX of cells at various states of dlﬁerentlatlon; hlgher proportlons of stem-like T cells are ACT, adoptive cell therapy; AE, adverse event; AP-1, activator protein 1; AUC, area under the concentration-time curve; CAR, chimeric antigen receptor; C,,,,, maximum concentration; CNS, central
associated with improved anti-tumor efficacy

_—__J

Lympho- LTEU nervous system; CR, complete response; d, days; DLT, dose-limiting toxicity; DOR, duration of response; ECOG PS, Eastern Cooperative Oncology Group performance status; flu/cy, fludarabine and
. P : i ; : : : : ; : . . . cyclophosphamide; HBV, hepatitis B virus; HCV, hepatitis C virus; HIV, human immunodeficiency virus; HTLV-1, human T-lymphotropic virus 1; ICF, informed consent form; IgG, immunoglobulin G; IHC,
Epi-R technology is an OptImIZQd manUfaCt.urmg Process that is deSIgned. to reprodu0|_bly g.ener.ate populations of T cells with properties of Optional Patient depletion LYL797 Post-Treatment Follow-Up Protocol: immunohistochemistry; LAG3, lymphocyte activation gene 3; LTFU, long-term follow-up; m, months; mTPI-2, modified toxicity probability interval 2; NSCLC, non-small cell lung cancer; ORR, overall
durable stemness that can proliferate, persist, and provide prolonged anti-tumor functionality (Figure 3) Pre-Screening Serean (flu/cy ’ response rate; OS, overall survival; PB, peripheral blood; PD-1, programmed cell death protein 1; PFS, progression-free survival; PK, pharmacokinetics; RECIST v1.1, Response Evaluation Criteria in Solid
-7 to -2d) Years 2-15 Tumors, version 1.1; ROR1,_ receptor tyrosine kinase-like orphan receptor-1; RP2D, recommended phase 2 dose; RT, radiation therapy; TB, tuberculosis; TEAE, treatment-emergent adverse event; T!GIT,
Figure 3: Composition of conventional T-cell preparations vs Epi-R T-cell preparations Leukapheresis I 'tlj';ggg tlrgar}lgg(r)receptorwnh immunoglobulin and ITIM domains; TIM3, T-cell immunoglobulin and mucin domain-containing protein 3; T, time to last detectable; T, ,,, time to C,.,,; TNBC, triple-negative
Less Cell differentiation process More Conventional Epi-R l Single dose infusion LYL797 References
maturated < > maturated T-Cell Preparations T-Cell Preparations ’_‘_.—W“m 1.Gattinoni L, et al. Nat Med. 2017;23(1):18-27. 2. Lynn RC, et al. Nature. 2019;576(7786):293-300. 3. Krishnamoorthy V, et al. ASGCT 2022. Abstract 1115. 4. Park S, et al. ASGCT 2022.
_ . Abstract 661. 5. Park S, et al. AACR 2022. Abstract 2754. 6. Balakrishnan A, et al. Clin Cancer Res. 2017;23(12):3061-3071.
| | SO | LYL797 Manufacturing | Disease/Safety Assessments Disclosures
Vs This study was funded by Lyell Imnmunopharma, Inc. Medical writing and editorial support were funded by Lyell Immunopharma, Inc. and provided by Melanie Styers, PhD, of Verascity Science.
oL : : _ | 1-3 Weeks ~4 Weeks 1 month 1 month-2 years Aeoendis Pharma, Astolins. AstraZenaca, Bayer, BeiGens, BIND Therapoutiss, BIoNTech RNA Pharmaceuticals, Blueprint Nedicines, Boshringr-Ingeinem, Bristol-Myers Squibb, Calinera,
. Stem cell Central Effector Effector L Soarerily Celgene, Celldex, Clovis, Cyteir Therapeutics, Daiichi Sankyo, Denovo Biopharma, Eisai, Elevation Oncology, Endeavor, Erasca, Faeth Therapeutics, FujiFilm Pharmaceuticals,
Naive memory memory memory T cell YOL L G1 Therapeutics, Roche/Genentech, Gilead Sciences, GlaxoSmithKline, GRAIL, Hutchison MediPharma, ImClone Systems, Incyte, Ipsen, Janssen, Jazz Pharmaceuticals, Kronos Bio, Lilly,
4 Tumor assessment ‘ Biopsies (archive baseline ‘ Post-treatment assessments Loxo Oncology, Lyell Immunopharma, MacroGenics, Medlmmune, Merck, Molecular Template, Nektar, Neon Therapeutics, Novartis, Novocure, PureTech Health, Razor Genomics, Repare
@ — @ —;® — — - baseli 1m. 2m. 3 ; i i (2d, 3d, 4d, 8d, 11d, 15d Therapeutics, Rgenix, SeaGen, Shenzhen Chipscreen Biosciences, Synthekine, Taiho, Tango Therapeutics, Tarveda, Tesaro, Tizona Therapeutics, Transgene, UT Southwestern, Verastem,
\V (baseline, 1m, 2m, 3m, [at pre-screening or screening], , 90, 40, od, ; , . : : : . . ) eV : 159 . .
Apoptosis 6 12 18m. 24 294 t treat t ired 22d. 29d. 2m. 3m. 6m Zai Laboratory, and consultlng/adylsory roles (all Inst) with AstraZeneca, BeiGene, BrlstoI-Mye_rs Squibb, Curlo_ Science, EMD Serono, Ewd_era, GlaxoSmithKline, Ipsen Blopha_rmaceqtlcals,
Ty Cell Toem Cell TeuCell  Tey Cell  TereCell (Cell Death) -defined mix of cells at various states More stem-like product with enhanced m, 12m, 18m, 24m) post treatment required, ’ ’ ’ ’ ’ Janssen, Jazz Pharmaceuticals, Lilly, Molecular Templates, Monte Rosa Therapeutics, Novartis, Novocure, Pfizer, Regeneron Pharmaceuticals, Roche/Genentech, and Sanofi-Aventis.
v v of differentiation; most of these cells proliferation and durable effector post progression optional) 9m,12m,18m, 24m)

Supplementary Materials

very short-lived "Bridging therapy for disease control is permitted at the discretion of the treating physician. Please scan the Quick Response (QR) code at the top of the poster to access the latest trial information at ClinicalTrials.gov (https://clinicaltrials.gov/ct2/show/NCT05274451).
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