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Pemetrexed and platinum with or without pembrolizumab for tyrosine kinase inhibitor
(TKI)-resistant, EGFR-mutant, metastatic nonsquamous NSCLC: Phase 3 KEYNOTE-789
study.

James Chih-Hsin Yang, Dae Ho Lee, Jong-Seok Lee, Yun Fan, Filippo de Marinis, Isamu Okamoto,
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The full, final text of this abstract will be available at meetings.asco.org on the day of presentation and in the
online supplement to the June 10, 2023, issue of the Journal of Clinical Oncology.
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Randomized phase 3 study of first-line AZD3759 (zorifertinib) versus gefitinib or erlotinib
in EGFR-mutant (EGFRm*) non-small-cell lung cancer (NSCLC) with central nervous
system (CNS) metastasis.

Yi-Long Wu, Qing Zhou, Jie Wang, Yan Yu, Ligang Xing, Ying Wang, Ying Cheng, Yueyin Pan, Yun Fan,
Jianhua Shi, Guojun Zhang, Jiuwei Cui, Jianying Zhou, Yong Song, Wu Zhuang, Zhiyong Ma,
Yanping Hu, Gaofeng Li, Xiaorong Dong, Myung-Ju Ahn; Guangdong Lung Cancer Institute, Guangz-
hou, China; Guangdong Lung Cancer Institute, Guangdong Provincial People’s Hospital (Guangdong
Academy of Medical Sciences), Southern Medical University, Guangzhou, China; Cancer Hospital,
Chinese Academy of Medical Sciences, Beijing, China; Harbin Medical University Cancer Hospital,
Internal Medicine Department VI, Harbin, China; Department of Radiation Oncology, Shandong Cancer
Hospital, Shandong First Medical University, Jinan, China; Chongqing Cancer Hospital, Tumor
Radiotherapy Center, Chongqing, China; Jilin Cancer Hospital, Department of Thoracic Oncology,
Changchun, China; Anhui Provincial Hospital, Department of Medical Oncology/Chemotherapy, Hefei,
China; Zhejiang Cancer Hospital, Internal Medicine for Chest Cancer Department, Hangzhou, China;
Linyi Cancer Hospital, Department of Medical Oncology, Linyi, China; The First Affiliated Hospital of
Zhengzhou University, Department of Respiratory Medicine, Zhengzhou, China; The First Hospital of
Jilin University, Cancer Center/Oncology Department, Changchun, China; The First Affiliated Hospital
of Zhejiang University, Department of Respiration, Hangzhou, China; General Hospital of Eastern
Theater Command, Respiratory Department, Nanjing, China; Department of Thoracic Oncology, Fujian
Medical University Cancer Hospital, Fujian Cancer Hospital, Fuzhou, China; Henan Cancer Hospital,
Respiratory Department, Zhengzhou, China; Hubei Cancer Hospital, Wuhan, China; Yunnan Cancer
Hospital/The Third Affiliated Hospital of Kunming Medical University, Department of Thoracic Surgery,
Kunming, China; Union Hospital, Tongji Medical College, Huazhong University of Science and
Technology, Cancer Center, Wuhan, China; Samsung Medical Center, Seoul, Korea, Republic of
(South)

Background: Patients (pts) with EGFRm™* NSCLC have high rates of CNS metastasis, few treatment options,
and a poor prognosis. So far there are no solid evidence from head to head phase 3 trials in this setting. The
potent EGFR TKI AZD3759 has high blood—brain barrier penetration, preliminary data has shown promising
intracranial (IC) and systemic antitumor activity, and a tolerable safety profile. Methods: This was the first
phase 3, open-label, multicenter, randomized controlled trial to compare the efficacy and safety of first-line
AZD3759 with first generation EGFR TKIs specifically in pts with EGFRm™ (L858R and/or exon 19Del)
NSCLC and CNS metastasis. Adult pts were randomized 1:1 to receive AZD3759 (200 mg twice daily) or first
generation EGFR TKIls (the control group, gefitinib 250 mg or erlotinib 150 mg once daily). The primary
endpoint was progression-free survival (PFS) by blinded independent central review (BICR) per RECIST 1.1.
Results: Between Feb 1, 2019, and Jan 12, 2021, 439 pts were randomized: 220 to AZD3759 and 219 to
the control group. As of July 12, 2022, median follow-up was 20.4 months (mo) for both. Median PFS (95%
Cl) was significantly superior with AZD3759 vs the control group (9.6 [8.2-9.7] vs 6.9 [6.3-8.0] mo; HR
0.719,95% Cl1 0.580-0.893; p=0.0024). The objective response rate (ORR; BICR/RECIST 1.1) was 68.6%
for AZD3759 vs 58.4% for the control group (p=0.027), with a trend toward longer median duration of
response (DoR) with AZD3759 (8.2 vs 6.8 mo; p=0.0997). IC PFS, ORR, and DoR with AZD3759 were all
superior vs the control group regardless of the assessor or evaluation criteria. The overall survival was
immature. The incidence of any-grade treatment-related adverse events (TRAEs) was similar between the two
groups (97.7% vs 94.0%). Grade =3 TRAEs occurred in 65.9% (AZD3759) and 18.3% (the control group)
of pts. The main TRAEs were skin and subcutaneous tissue events, gastrointestinal system events and
abnormal liver function. No new safety signals arose. Conclusions: First-line AZD3759 demonstrated superior
systemic and IC antitumor efficacy compared with first generation EGFR TKls in pts with EGFRm* NSCLC
and CNS metastasis. Adverse events were as expected and manageable. IC antitumor activity. Clinical trial
information: NCTO3653546. Research Sponsor: Alpha Biopharma (Jiangsu) Co., Ltd.

IC variable Assessor AZD3759 The control group HR/OR (95% CI) p
median PFS (mo) BICR* 15.2 8.3 HR 0.467 (0.352-0.619) <0.0001
INV® 17.9 11.1 HR 0.627 (0.466-0.844) 0.0018
ORR (%)° BICR?®  75.0 64.2 OR 1.658 (0.993-2.768) 0.0534
INV® 75.6 62.3 OR 1.904 (1.098-3.302) 0.0218
median DoR (mo) © BICR* 12.4 7.0 HR 0.521 (0.352-0.773) 0.0009
INV® 13.8 11.1 HR 0.789 (0.501-1.244) 0.3037

2IC lesions were evaluated separately per RECIST 1.1. PEvaluated per Response Assessment in
Neuro-Oncology Brain Metastases (RANO-BM). “Confirmed responses. INV, investigator; OR,
odds ratio.
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Sunvozertinib for the treatment of NSCLC with EGFR Exon20 insertion mutations: The first
pivotal study results.

Mengzhao Wang, Yun Fan, Meili Sun, Yongsheng Wang, Yanqiu Zhao, Bo Jin, Ying Hu, Zhigang Han,
Xia Song, Anwen Liu, Kejing Tang, Ding Cuimin, Li Liang, Lin Wu, Junzhen Gao, Jianghong Wang,
Ying Cheng, Jianying Zhou, Yong He, Li Zheng; Department of Respiratory and Critical Care Medicine,
Peking Union Medical College Hospital, Chinese Academy of Medical Sciences & Peking Union
Medical College, Beijing, China; Zhejiang Cancer Hospital, Hangzhou, China; Central Hospital
Affiliated to Shandong First Medical University, Jinan, China; Clinical Trial Center, National Medical
Products Administration Key Laboratory for Clinical Research and Evaluation of Innovative Drugs, West
China Hospital, Sichuan University, Chengdu, China; Respiratory Department of Internal Medicine,
The Affiliated Cancer Hospital of Zhengzhou University, Zhengzhou, China; The First Hospital of China
Medical University, Shenyang, China; Beijing Chest Hospital, Capital Medical University, Beijing,
China; The Affiliated Cancer Hospital of Xinjiang Medical University, Wulumuqi, China; Shanxi Cancer
Hospital, Taiyuan, China; Second Affiliated Hospital of Nanchang University, Nanchang, China; The
First Affiliated Hospital, Sun Yat-sen University, Guangzhou, China; The Fourth Hospital of Hebei
Medical University, Shijiazhuang, China; Peking University Third Hospital, Beijing, China; Hunan
Cancer Hospital, Changsha, China; The Affiliated Hospital of Inner Mongolia Medical University,
Huhehaote, China; Chongqing Cancer Hospital, Chongqing, China; Department of Oncology, Jilin
Cancer Hospital, Changchun, China; The First Affiliated Hospital, Zhejiang University School of
Medicine, Hang Zhou, China; Army Medical Center of PLA, Chongqing, China; Dizal Pharmaceutical,
Shanghai, China

Background: Sunvozertinib(DZD9008) is a rationally designed selective, irreversible EGFR exon20
insertion (exon20ins) inhibitor with wild-type EGFR selectivity. Here we reported the results of WU-
KONG®6, the first pivotal study of sunvozertinib in previously treated NSCLC patients with EGFR
exon20ins. Methods: WU-KONG6 (NCT05712902 and CTR20211009) is a phase Il, multi-center
pivotal study in NSCLC patients with EGFR exon20ins, whose diseases had progressed on or were after
platinum-based chemotherapy. Tumor tissue EGFR exon20Qins status was tested by local or central
laboratory. The primary and key secondary endpoint were objective response rate (ORR) and duration of
response (DoR), respectively, assessed by Blinded Independent Central Review (BICR). Patients
received 300 mg sunvozertinib once daily until discontinuation criteria were met. Results: Between
July 19, 2021, and May 6, 2022, a total of 104 Chinese patients were enrolled into WU-KONG6 study.
The efficacy analysis set included 97 patients, whose EGFR exon20ins status was retrospectively
confirmed by a central laboratory. A total of 30 different exon20ins subtypes were enrolled. The median
age was b8 years; 59.8% (58/97) were female; 95.9% (93/97) were adenocarcinoma; 95.9% (93/97)
had metastatic diseases at study entry; 32% (31/97) had baseline brain metastasis; the median prior
lines of therapy were 2. By the data cutoff date (October 17, 2022), the BICR assessed confirmed ORR
(cORR) was 60.8% (59/97). In patients with baseline brain metastasis, the cORR was 48.5% (15/31).
Anti-tumor efficacy was observed irrespective of age, gender, smoking status, prior lines of therapies,
prior onco-immunotherapies, mutation subtypes, and baseline brain metastasis. By the data cut-off
date, median follow-up time for responders was 7.1 months, and 64.4% (38/59) of responders were
still responding. The longest DoR was > 11 months, and the median DoR has not been reached. The
safety analysis set included all enrolled 104 patients. The most common treatment emergent adverse
events (TEAEs) were similar as what have been previously reported for sunvozertinib, and also similar as
that of other EGFR inhibitors. Majority of the TEAEs were grade 1 or 2, and clinically manageable.
Conclusions: The first pivotal study results confirmed sunvozertinib’s superior anti-tumor efficacy than
the current available therapy for NSCLC with EGFR exon20ins. The safety profile from WU-KONG6
study was consistent with previously reported findings. The updated data will be presented at the
meeting. A multinational phase Il pivotal study (WU-KONG1, NCT03974022) with the same study
design is ongoing in the USA, Australia, and countries/regions in Asia, Europe and South America.
Clinical trial information: NCT05712902. Research Sponsor: Dizal Pharmaceutical.
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Final overall survival and biomarker analyses of CHOICE-O1: A double-blind randomized
phase 3 study of toripalimab versus placebo in combination chemotherapy for advanced
NSCLC without EGFR/ALK mutations.

Jie Wang, Zhijie Wang, Lin Wu, Baolan Li, Ying Cheng, Xiaoling Li, Xicheng Wang, Liang Han,
Xiaohong Wu, Yun Fan, Yan Yu, Dongqing Lv, Jianhua Shi, Jianjin Huang, Shaozhang Zhou,
Baohui Han, Guogui Sun, Qisen Guo, Youxin Ji, Xiaoli Zhu, Shanghai Junshi Biosciences; State
Key Laboratory of Molecular Oncology, National Cancer Center/National Clinical Research Center for
Cancer/Cancer Hospital, Chinese Academy of Medical Sciences and Peking Union Medical College,
Beijing, China; State Key Laboratory of Molecular Oncology, Department of Medical Oncology, National
Cancer Center/National Clinical Research Center for Cancer/Cancer Hospital, Chinese Academy of
Medical Sciences and Peking Union Medical College, Beijing, China; Hunan Cancer Hospital,
Changsha, China; Beijing Chest Hospital, Beijing, China; Jilin Cancer Hospital, Changchun, Jilin,
China; Liaoning Cancer Hospital, Shenyang, China; The First Affiliated Hospital/School of Clinical
Medicine Guangdong Pharmaceutical University, Guangzhou, China; Xuzhou Central Hospital, Xuzhou,
China; Jiangnan University Affiliated Hospital, Wuxi, China; Zhejiang Cancer Hospital, Hangzhou,
China; Department of Medical Oncology, Harbin Medical University Cancer Hospital, Harbin, China;
Department of Respiratory Medicine, Taizhou Hospital of Zhejiang Province, Taizhou, China; Linyi
Cancer Hospital, Department of Medical Oncology, Linyi, China; Second Affiliated Hospital of Zhejiang
University, Hangzhou, China; Affiliated Tumor Hospital of Guangxi Medical University, Nanning, China;
Shanghai Chest Hospital, Shanghai, China; Tangshan People’s Hospital, Tangshan, China; Shandong
Cancer Hospital Affiliated to Shandong University, Jinan, China; Qingdao Central Hospital, Qingdao,
China; Zhongda Hospital, Southeast University, Nanjing, China

Background: Toripalimab in combination with chemotherapy showed significant improvement over
chemotherapy alone in progression-free survival (PFS) and overall survival (OS) as first-line treatment of
advanced NSCLC at the final PFS analysis of the CHOICE-01 study (NCTO3856411). Here we report
the final OS analysis. Methods: Patients (n=465) with treatment-naive, advanced NSCLC without
EGFR/ALK mutations were randomized 2:1 to receive toripalimab 240 mg (n=309) or placebo (n=156)
in combination with chemotherapy for 4-6 cycles, followed by maintenance toripalimab or placebo plus
standard care until disease progression, intolerable toxicity, or completion of 2 years of treatment.
Patients from the placebo arm were actively crossed-over to receive toripalimab upon disease pro-
gression. The primary endpoint was PFS. The secondary endpoints included OS and safety. Results: By
the cutoff date of August 31, 2022, when 283 events triggered the final OS analysis, the median
survival follow up was 19.4 months. A significant improvement in OS was observed for the toripalimab
arm over the placebo arm: HR=0.73 (95% CI: 0.57-0.93), two-sided p=0.0108, median 0OS 23.8 vs
17.0 months. A consistent effect on OS, favoring the toripalimab arm, was observed all PD-L1
expression subgroups. The OS benefit is greater in non-squamous NSCLC, HR=0.50 (95% CI:
0.36-0.70), median OS 27.8 vs 15.9 months, whereas no significant difference was found in the
squamous subgroup (mOS 19.6 vs 18.1 months) despite a significant PFS improvement. The
squamous subgroup had a high 70% crossover rate. No new safety signal was identified since the
interim report. The incidence of Grade =3 adverse events (AES) (78.9% vs 82.1%) was similar between
the two arms. AEs leading to discontinuation of toripalimab/placebo (14.3% vs 3.2%), fatal AEs (5.5%
vs 2.6%), and immune-related (irAEs) (50.6% vs. 21.2%) were more frequent in the toripalimab arm.
Whole exome sequencing results indicated patients with mutations in the FAK-PI3K-Akt pathway
achieved significantly better OS from the toripalimab arm. Conclusions: The addition of toripalimab to
chemotherapy in patients with advanced NSCLC provided significant OS benefit than chemotherapy
alone with a manageable safety profile. These results support the use of toripalimab with chemotherapy
as 1% line therapy for advanced NSCLC patients without EGFR/ALK mutations. Clinical trial in-
formation: NCTO3856411. Research Sponsor: Shanghai Junshi Biosciences.
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TROPION-Lung02: Datopotamab deruxtecan (Dato-DXd) plus pembrolizumab (pembro)
with or without platinum chemotherapy (Pt-CT) in advanced non-small cell lung cancer
(aNSCLC).

Yasushi Goto, Wu-Chou Su, Benjamin Philip Levy, Olivier Rixe, Tsung-Ying Yang, Anthony W. Tolcher,
Yanyan Lou, Yoshitaka Zenke, Panos Savwvides, Enriqueta Felip, Manuel Domine,
Konstantinos Leventakos, Mariano Provencio, Atsushi Horiike, Edward Pan, Daisy Lin, Jessie Gu,
Priyanka Basak, Michael Jon Chisamore, Luis G. Paz-Ares; National Cancer Center Hospital, Tokyo,
Japan; Department of Oncology, National Cheng Kung University, Tainan, Taiwan; The Sidney Kimmel
Comprehensive Cancer Center at Johns Hopkins Medicine, Baltimore, MD; Daiichi Sankyo Inc.,
Basking Ridge, NJ; Division of Chest Medicine, Taichung Veterans General Hospital, Taichung,
Taiwan; NEXT Oncology, San Antonio, TX; Mayo Clinic, Jacksonville, FL; Department of Thoracic
Oncology, National Cancer Center Hospital East, Kashiwa, Japan; Mayo Clinic, Phoenix, AZ; Vall
d’Hebron University Hospital, Vall d’Hebron Institute of Oncology (VHIO), Barcelona, Spain; De-
partment of Oncology, Hospital Universitario Fundacién Jiménez Diaz (11S-FJD), Madrid, Spain; Mayo
Clinic, Rochester, MN; Department of Medical Oncology, Hospital Universitario Puerta de Hierro-
Majadahonda, Madrid, Spain; Department of Thoracic Medical Oncology, The Cancer Institute Hospital
of Japanese Foundation for Cancer Research, Tokyo, Japan; Merck & Co., Inc., Rahway, NJ; Hospital
Universitario 12 de Octubre, CNIO-H120 Lung Cancer Unit, Ciberonc and Universidad Complutense,
Madrid, Spain

Background: Despite advances in first-line (1L) immunotherapy * CT, most patients (pts) with aNSCLC
experience disease progression, necessitating novel strategies. Dato-DXd is an antibody drug conjugate
(ADC) composed of a humanized anti-TROP2 IgG1 monoclonal antibody covalently linked to a
topoisomerase | inhibitor payload via a plasma-stable tetrapeptide-based cleavable linker. Dato-
DXd had encouraging efficacy and manageable safety in heavily pretreated aNSCLC. Dato-DXd +
immunotherapy yielded greater preclinical activity than either agent alone. Methods: TROPION-Lung02
(NCT04526691) isa phase 1b, global, dose-escalation and -expansion study evaluating Dato-DXd (4 or
6 mg/kg) + pembro 200 mg + Pt-CT (cisplatin 75 mg/m? or carboplatin AUC 5) every 21 days across 6
cohorts. Pts in escalation may have received =2 prior lines of therapy for aNSCLC. Pts in expansion
were primarily treatment (tx) naive (pts receiving Dato-DXd + pembro may have =1 prior Pt-based tx).
The primary objective is to assess safety and tolerability, including dose-limiting toxicities (DLTSs).
Secondary objectives include evaluation of efficacy, pharmacokinetics, and immunogenicity. Results:
As of the Oct 31, 2022, data cutoff (DCO), 120 pts were treated. All cohorts met DLT criteria to move to
escalation. Median age was 65 years. PD-L1 expression was <1%, 1%-49%, and =50% in 40%, 33%,
and 26% of pts, respectively. Median tx duration was 4.6 mo, with 55% receiving tx at DCO. The most
frequent any-grade (gr) tx-emergent adverse events (TEAESs) were nausea (45%) and stomatitis (45%).
Gr =3 TEAEs occurred in 61% of pts; most frequent were neutrophil count decreased (8%) and
amylase increased (8%). TEAEs that were serious, associated with discontinuation, or associated with
death occurred in 31%, 24% (16% associated with Dato-DXd), and 6% of pts, respectively. Dose
reductions due to TEAEs associated with Dato-DXd occurred in 17%. Drug-related interstitial lung
disease occurred in 12 pts (10%; 9 gr 1/2; 3 gr 3). The objective response rate (ORR) with 1L Dato-DXd
+ pembro doublet and Dato-DXd + pembro + Pt-CT triplet tx was 60% (95% Cl, 36%-81%; 12 [2
unconfirmed]/20) and 55% (95% Cl, 39%-70%; 23 [5 unconfirmedl/42), respectively. The ORR for
any line of therapy was 38% (95% Cl, 25%-54%; 18 [2 unconfirmed]/47) with doublet and 47% (95%
Cl, 34%-60%; 28 [5 unconfirmed]/60) with triplet tx. In both subsets, the disease control rate was
85% and median duration of response was not reached. Responses were observed in all 3 PD-L1
expression level subgroups. Although immature, median progression-free survival (95% CI) was 10.8
(8.3-15.2) and 7.8 mo (5.5-NE) with doublet and triplet tx, respectively. Conclusions: Dato-DXd +
pembro = Pt-CT demonstrated tolerable safety with notable 1L activity in this first and largest dataset
with an ADC + immunotherapy * Pt-CT in aNSCLC pts. Clinical trial information: NCT04526691.
Research Sponsor: Daiichi Sankyo, Inc.
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Tumor treating field (TTFields) therapy with standard of care (SOC) in metastatic non-small
cell lung cancer (mNSCLC) following platinum failure: Randomized, phase 3 LUNAR study.

Ticiana Leal, Rupesh Kotecha, Rodryg Ramlau, Li Zhang, Janusz Milanowski, Manuel Cobo-Dols,
Jaromir Roubec, Lubos B. Petruzelka, Libor Havel, Sujith R. Kalmadi, Jeffrey P. Ward, Zoran Andric,
Thierry Berghmans, David E Gerber, Goetz Kloecker, Rajiv Prasanna Panikkar, Joachim Aerts,
Angelo Delmonte, Miklos Pless, Corey J. Langer, on behalf of the LUNAR Study Investigators; Winship
Cancer Institute of Emory University, Atlanta, GA; Miami Cancer Institute, Baptist Health South
Florida, Miami, FL; Poznan University of Medical Sciences, Poznan, Poland; Department of Medical
Oncology, State Key Laboratory of Oncology in South China; Collaborative Innovation Center for Cancer
Medicine, Sun Yat-sen University Cancer Center, Guangzhou, Guangdong, China; Medical University of
Lublin, Lublin, Poland; Medical Oncology Intercenter Unit, Regional and Virgen de la Victoria
University Hospitals, IBIMA, Malaga, Spain; Nemocnice AGEL Ostrava-Vitkovice, Ostrava, Czech
Republic; General University Hospital in Prague, Prague, Czech Republic; Thomayer Hospital, Prague,
Czech Republic; Ironwood Cancer & Research Centers, Chandler, AZ; Washington University School of
Medicine, St. Louis, MO; Clinical Hospital Centre Bezanijska Kosa, Belgrade, Serbia; Jules Bordet
Institute, Hopitaux Universitaires de Bruxelles, Université Libre de Bruxelles, Brussels, Belgium;
Harold C. Simmons Comprehensive Cancer Center, UT Southwestern Medical Center, Dallas, TX;
University of Louisville, Louisville, KY; Geisinger Cancer Institute, Danville, PA; Erasmus University
Medical Center, Rotterdam, Netherlands; IRCCS Istituto Romagnolo per lo Studio dei Tumori "Dino
Amadori" (IRST), Meldola, Italy; Department of Oncology, Kantonsspital Winterthur, Winterthur,
Switzerland; University of Pennsylvania, Philadelphia, PA

The full, final text of this abstract will be available at meetings.asco.org on the day of presentation and in the
online supplement to the June 10, 2023, issue of the Journal of Clinical Oncology.
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The primary endpoint analysis of SCARLET study: A single-arm, phase Il study of sotorasib
plus carboplatin-pemetrexed in patients with advanced non-squamous, non-small cell
lung cancer with KRAS G12C mutation (WJOG14821L).

Shinya Sakata, Hiroaki Akamatsu, Koichi Azuma, Takehiro Uemura, Yuko Tsuchiya-Kawano,
Hiroshige Yoshioka, Mitsuo Osuga, Yasuhiro Koh, Satoshi Morita, Nobuyuki Yamamoto; Department
of Respiratory Medicine, Kumamoto University Hospital, Kumamoto, NA, Japan; Internal Medicine Ill,
Wakayama Medical University, Wakayama, Japan; Department of Internal Medicine, Division of
Respirology, Neurology, and Rheumatology, Kurume University School of Medicine, Kurume-Shi,
Japan; Department of Respiratory Medicine, Allergy and Clinical Immunology, Nagoya City University
Graduate School of Medical Sciences, Nagoya, NA, Japan; Department of Respiratory Medicine,
Kitakyushu Municipal Medical Center, Fukuoka-Shi Higashi-Ku, Japan; Department of Thoracic
Oncology, Kansai Medical University Hospital, Osaka, Japan; Center for Biomedical Sciences,
Wakayama Medical University, Wakayama, Japan; Department of Biomedical Statistics and Bioinfor-
matics, Kyoto University Graduate School of Medicine, Kyoto, Japan

Background: Efficacy and safety of sotorasib in combination with platinum-doublet chemotherapy in
KRAS G12C-mutated non-squamous, non-small cell lung cancer (non-Sq, NSCLC) has not been
investigated. Methods: In this single-arm, phase 2 study, chemotherapy-naive, advanced non-Sq,
NSCLC patients with KRAS G12C mutation were enrolled. Participants were treated with sotorasib
960mg, QD plus carboplatin (AUC 5)/pemetrexed 500mg/m? for four cycles, followed by sotorasib plus
pemetrexed until disease progression. The primary endpoint was overall response rate (ORR) by
independent review. The secondary endpoints were progression-free survival (PFS), overall survival
(OS) and safety. Using plasma samples, next-generation sequencing analysis was done at baseline,
3 weeks and disease progression. Regarding statistical consideration, the threshold and the expected
ORR were set as 40% and 65%, respectively with one-sided « = 0.1, and 3 = 0.1, the required sample
size was 28 cases (Simon’s two-stage design). A total of 30 cases was planned to take into account the
possibility of a few dropped or ineligible cases. This study was funded by AMGEN Inc. and Trial
identification no. is jRCT2051210086. Results: Between Oct 2021 and Jul 2022, 30 patients were
enrolled. Twenty-nine and 27 were analyzed for safety and efficacy, respectively. Of those, median age
was 70, male/female: 25/5, never-/smoker: 1/29, ECOG performance status: 0/1 11/19 and PD-L1
expression level: =50%/1-49%/<1% 15/10/5. The primary endpoint, ORR by independent review was
88.9% (80%Cl 78.5-94.8%). Median PFS was not reached mainly due to shorter follow-up period
(median 4.2 months) and PFS rate at 6 months was 61.2%. OS rate at 6 months was 87.0%. Subgroup
analysis revealed that ORR did not differ by PD-L1 expression level (=50%/1-49%/<1%: 76.9%/
77.8%/80.0%, respectively). Common adverse events were anemia, neutrophil count decreased,
nausea and platelet count decreased. Grade=3 AEs were mostly hematological toxicities, but one
treatment-related death (pneumonia) occurred. At baseline, 70% of plasma samples were positive for
KRAS G12C and most common co-occurring mutation was TP53 (50%). At 3 weeks, plasma KRAS
G12C disappeared among 60% of patients. Conclusions: Sotorasib in combination with CBDCA/PEM
demonstrated favorable ORR and tolerability in advanced non-Sg, NSCLC patients with KRAS G12C
mutation. Clinical trial information: JRCT2051210086. Research Sponsor: AMGEN Inc.
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KontRASt-01 update: Safety and efficacy of JDQ443 in KRAS G12C-mutated solid tumors
including non-small cell lung cancer (NSCLC).

Philippe Alexandre Cassier, Christophe Alfons Dooms, Anas Gazzah, Enriqueta Felip, Neeltje Steeghs,
Kristoffer Staal Rohrberg, Filippo G. De Braud, Benjamin J. Solomon, Martin H. Schuler,
Daniel Shao-Weng Tan, Noboru Yamamoto, Herbert H. F. Loong, Byoung Chul Cho, Juergen Wolf,
Chia-Chi Lin, Marcelo Vailati Negrao, Lillian Werner, Xiaoming Cui, Anna F. Farago, Maria J. de Miguel;
Centre Léon Bérard, Lyon, France; University Hospitals Leuven, Leuven, Belgium; Gustave Roussy,
Villejuif, France; Vall d’Hebron University Hospital, Vall d’Hebron Institute of Oncology (VHIO),
Barcelona, Spain; The Netherlands Cancer Institute, Amsterdam, Netherlands; Department of On-
cology, Copenhagen University Hospital - Rigshospitalet, Copenhagen, Denmark; Fondazione IRCCS
Istituto Nazionale dei Tumori and University of Milan, Milan, Italy; Peter MacCallum Cancer Centre,
Melbourne, Australia; West German Cancer Center, University Hospital Essen, Essen, Germany;
National Cancer Centre Singapore, Singapore, Singapore; National Cancer Center Hospital, Tokyo,
Japan; The Chinese University of Hong Kong, Hong Kong, China; Yonsei University College of Medicine,
Seoul, Korea, Republic of (South); Department | of Internal Medicine, Center for Integrated Oncology,
University Hospital Cologne, Cologne, Germany; National Taiwan University Hospital, Taipei, Taiwan;
MD Anderson Cancer Center, Houston, TX; Novartis Institutes for BioMedical Research, Cambridge,
MA; Novartis Pharmaceuticals Corporation, East Hanover, NJ; START-CIOCC Hospital Universitario
HM Sanchinarro, Madrid, Spain

Background: KRAS G12C oncogenic mutations occur in ~13% of NSCLCs and up to 4% of other solid
tumors. JDQ443 is a selective, covalent, orally bioavailable KRAS®12C inhibitor that irreversibly traps
KRASC12€ in the inactive, GDP-bound state. Clinical activity was seen in initial cohorts of patients (pts)
treated with JDQ443 monotherapy, and 200 mg twice daily (BID) was selected as the recommended
dose (RD) for expansion (Tan DS, et al. AACR 2022; Abstract CT0O33). Methods: KontRASt-O1
(NCTO4699188) is a Phase Ib/ll, open-label, multicenter, dose-escalation (DEs), and dose-
expansion (DEX) trial of JDQ443 as a monotherapy or in combination with TNO155 (SHP2 inhibitor)
and/or tislelizumab (anti—-PD-1 monoclonal antibody). Primary objectives of DEs are to assess safety/
tolerability and identify the RD and regimens for future studies. The primary objective of DEx is to assess
efficacy. Key inclusion criteria: advanced, KRAS G12C-mutated solid tumors; previous standard-of-
care treatment; age =18 years; and ECOG PS 0-1. Prior KRAS®'2C inhibitor treatment is not permitted
forthe JDQ443 monotherapy arm and is allowed for the JDQ443 + TNO155 and JDQ443 + tislelizumab
DEs arms. Results: As of Oct 28, 2022, 84 pts were treated with JDQ443 monotherapy, orally,
continuously, in DEs, DEX, and food effect (FE) cohorts at 200 mg once daily (QD; n=10), 400 mg QD
(n=11), 200 mg BID (n=56), and 300 mg BID (n=7). Median age was 61 years (range 26-83); median
prior lines of therapy was 3 (range 1-7); and indications included NSCLC (n=38), colorectal cancer
(n=42), and others (n=4). Median duration of exposure was 14.6 weeks (range 0.1-68.4) for all pts and
15.1 weeks (0.1-68.1) for pts treated at 200 mg BID. Among pts treated at 200 mg BID, 40 (71.4%)
and 4 (7.1%) experienced treatment-related adverse events (TRAEs) of any grade (Gr) and of Gr 3,
respectively. There were no Gr 4-5 TRAEs at any dose level. The most common TRAEs (any Gr,
occurring in =10% of pts) at 200 mg BID were fatigue (17.9%), edema (14.3%), diarrhea (16.1%),
nausea (16.1%), vomiting (10.7%), and peripheral neuropathy (10.7%). Gr 3 TRAEs were neutropenia
in 2 pts, ALT and AST increase in 1 pt, and myalgia in 1 pt. One pt receiving 200 mg BID required a dose
reduction due to a TRAE of Gr 2 peripheral neuropathy. Among response evaluable pts with NSCLC
treated in DEs and FE cohorts, the confirmed overall response rate was 41.7% (10/24 pts) across dose
levels and 54.5% (6/11 pts) at the RD of 200 mg BID. Combination JDQ443 + TNO155 and JDQ443 +
tislelizumab arms are enrolling. Additional data will be available at the time of presentation.
Conclusions: JDQ443 demonstrates an acceptable safety and tolerability profile at 200 mg BID, with
clinical activity in pts with NSCLC. Enrollment is ongoing to the JDQ443 monotherapy DEx and the
JDQ443 + TNO155 and JDQ443 + tislelizumab combination arms. Clinical trial information:
NCT04699188. Research Sponsor: Novartis Pharmaceuticals Corporation.
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Biomarker subgroup analyses of CodeBreaK 200, a phase 3 trial of sotorasib versus (vs)
docetaxel in patients (pts) with pretreated KRAS G12C-mutated advanced non-small cell
lung cancer (NSCLC).

Ferdinandos Skoulidis, Adrianus De Langen, Luis G. Paz-Ares, Giannis Socrates Mountzios,
Alessandra Curioni-Fontecedro, Sébastien Couraud, Annelies Janssens, Danilo Rocco,
Kadoaki Ohashi, Mark David Vincent, Jin-Hyoung Kang, Gustavo Schvartsman, Colin R Lindsay,
Kenneth John O’Byrne, Rafal Dziadziuszko, Jon A. Lykkegaard Andersen, Antreas Hindoyan,
Tomasz Wilmanski, Yang Wang, Martin H. Schuler; University of Texas MD Anderson Cancer Center,
Houston, TX; Netherlands Cancer Institute, Amsterdam, Netherlands; Hospital Universitario 12 de
Octubre, Madrid, Spain; Henry Dunant Hospital , Athens, Greece, Filothei-Psychiko, Greece; Uni-
versitétsspital Ziirich, Zurich, Switzerland; Centre Hospitalier Lyon Sud, Saint-Genis-Laval, France;
Universitair Ziekenhuis Antwerpen, Edegem, Belgium; Azienda Ospedaliera di Rilievo Nazionale
Specialistica dei Colli Monaldi, Naples, Italy; Okayama University Hospital, Okayama, Japan; London
Health Sciences Centre, London, ON, Canada; The Catholic University of Korea, Seoul St. Mary’s
Hospital, Seoul, South Korea; Hospital Israelita Albert Einstein, Sdo Paulo, Brazil; The University of
Manchester and The Christie NHS Foundation Trust, Manchester, United Kingdom; Princess Alexandra
Hospital, Brisbane, Australia; Uniwersyteckie Centrum Kliniczne, Gdarisk, Poland; Herlev og Gentofte
Hospital, Herlev, Denmark; Amgen Inc., Thousand Oaks, CA; West German Cancer Center, University
Hospital Essen, Essen, Germany

Background: Sotorasib is a first-in-class oral, irreversible KRAS®!2€ inhibitor approved for adults with
pretreated KRAS G12C-mutated advanced NSCLC. In CodeBreaK 200, the first KRASE!2¢ inhibitor
randomized phase 3 trial, sotorasib demonstrated superior progression-free survival (PFS) and overall
response rate (ORR) vs docetaxel and a more favorable safety profile. We report prespecified exploratory
biomarker analyses comparing sotorasib vs docetaxel efficacy in molecularly-defined KRAS G12C-
mutated advanced NSCLC subsets. Methods: In CodeBreaK 200, 345 pts with KRAS G12C-mutated
advanced NSCLC who progressed after platinum-based chemotherapy and a checkpoint inhibitor were
randomized 1:1 to oral sotorasib 960 mg daily or IV docetaxel 75 mg/m? Q3W. Primary endpoint was
PFS by blinded independent central review (RECIST 1.1; key secondary endpoint: ORR). In prespe-
cified exploratory analyses, baseline tissue and plasma samples were analyzed for key genomic
alterations (eg, STK11, KEAP1, EGFR, MET, TP53), by central targeted next-generation sequencing
(Skoulidis N Engl J Med 2021), and PD-L1 protein level by local standard of care testing in biomarker-
evaluable cases; biomarker status was correlated with PFS and ORR. Inferred tumor mutation burden
by plasma circulating tumor DNA (sum of mutant molecular variant reads) was assessed. Association of
baseline genomic alterations with long-term benefit (PFS = 6 m) vs early progression (PFS < 3 m; no
complete/partial response) was evaluated. Results: Most prevalent KRAS G12C co-alterations in
biomarker-evaluable cases with available tumor and/or plasma samples (n=317) were TP53 (181
[57.1%]), STK11 (119 [37.5%]), and KEAP1 (82 [25.9%]) in CodeBreaK 200, consistent with
CodeBreaK 100; 55 (17.4%) pts had STK11 and KEAPI co-alterations. Sotorasib showed superior
clinical benefit vs docetaxel independently of PD-L1 expression and across all prespecified subgroups
(eg, STK11, KEAPI, TP53). No clinical response occurred with either treatment in 26 (8.2%) pts with
additional KRAS alterations, including amplifications. High baseline plasma tumor burden was
associated with greater odds of early progression vs long-term benefit in both arms (odds ratio,
3.54 [95%Cl 1.83-6.85] per tertile increase; p<0.0001). Correlation of KRAS G12C co-
alterations with response detected a signal toward shorter median PFS (sotorasib, 2.8 m [95%ClI
1.6-3.4]; docetaxel, 7.5 m [95%CI 3.0-NE]) with sotorasib vs docetaxel in pts with KRAS G12C and
NOTCH1I co-altered tumors. Conclusions: Sotorasib demonstrated consistent clinical benefit vs
docetaxel in all prespecified molecularly-defined subgroups (eg, STK11, KEAPI, TP53) in this
exploratory analysis of CodeBreaK 200. No predictive biomarkers were confirmed, but novel
hypothesis-generating signals were observed. Clinical trial information: NCT04303780. Research
Sponsor: Amgen Inc.
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A phase lll study comparing EGFR tyrosine kinase inhibitor (EGFR-TKI) monotherapy and
EGFR-TKI with inserted cisplatin (CDDP) plus pemetrexed (PEM) as a first-line treatment in
patients (pts) with advanced non-squamous non-small-cell lung cancer (NSqNSCLC)
harboring EGFR activating mutation (EGFR-NSqNSCLC): JCOG1404/WJ0G8214L, AGAIN
study.

Shintaro Kanda, Seiji Niho, Takayasu Kurata, Shogo Nomura, Yosuke Kawashima, Yasuto Yoneshima,
Toshihide Yokoyama, Yasutaka Watanabe, Hiroshi Tanaka, Yutaka Fujiwara, Yoshitaka Zenke,
Koichi Azuma, Hiroyuki Yamaguchi, Ryo Toyozawa, Yukio Hosomi, Haruyasu Murakami,
Satoshi Hara, Akihiro Bessho, Nobuyuki Yamamoto, Yuichiro Ohe; Department of Hematology and
Clinical Oncology, Shinshu University School of Medicine, Matsumoto-Shi, Japan; Department of
Pulmonary Medicine and Clinical Immunology, Dokkyo Medical University School of Medicine, Mibu,
Japan; Department of Thoracic Oncology, Kansai Medical University Hospital, Osaka, Japan; De-
partment of Biostatistics and Bioinformatics, Graduate School of Medicine, The University of Tokyo,
Tokyo, Japan; Department of Pulmonary Medicine, Sendai Kousei Hospital, Sendai, Japan; Depart-
ment of Respiratory Medicine, Graduate School of Medical Sciences, Kyushu University, Fukuoka,
Japan; Kurashiki Central Hospital, Kurashiki, Japan; Department of Thoracic Oncology, Saitama
Cancer Center, Saitama, Japan; Department of Internal Medicine, Niigata Cancer Center Hospital,
Niigata, Japan; Department of Thoracic Oncology, Aichi Cancer Center, Nagoya, Japan; Department of
Thoracic Oncology, National Cancer Center Hospital East, Kashiwa, Japan; Department of Internal
Medicine, Division of Respirology, Neurology, and Rheumatology, Kurume University School of
Medicine, Kurume-Shi, Japan; Nagasaki University Hospital, Nagasaki-Shi, Japan; Department of
Thoracic Oncology, National Hospital Organization Kyushu Cancer Center, Fukuoka-Shi Minami-Ku,
Japan; Department of Thoracic Oncology and Respiratory Medicine, Tokyo Metropolitan Cancer and
Infectious Diseases Center Komagome Hospital, Tokyo, Japan; Shizuoka Cancer Center, Shizuoka,
Japan; Department of Respiratory Medicine, Itami City Hospital, Itami, Japan; Department of Re-
spiratory Medicine, Japanese Red Cross Okayama Hospital, Okayama, Japan; Internal Medicine I,
Wakayama Medical University, Wakayama, Japan; National Cancer Center Hospital, Tokyo, Japan

The full, final text of this abstract will be available at meetings.asco.org on the day of presentation and in the
online supplement to the June 10, 2023, issue of the Journal of Clinical Oncology.
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BLU-945 monotherapy and in combination with osimertinib (0SI) in previously treated
patients with advanced EGFR-mutant (EGFRm) NSCLC in the phase 1/2 SYMPHONY study.

Yasir Y Elamin, Misako Nagasaka, Elaine Shum, Lyudmila Bazhenova, D. Ross Camidge,
Byoung Chul Cho, Enriqueta Felip, Koichi Goto, Chia-Chi Lin, Zofia Piotrowska, David Planchard,
Julia K. Rotow, David R. Spigel, Daniel Shao-Weng Tan, Tatsuya Yoshida, Anna Rachel Minchom,
Adrianus De Langen, Terufumi Kato, Alena Zalutskaya, Karen L. Reckamp; The University of Texas MD
Anderson Cancer Center, Houston, TX; University of California Irvine School of Medicine, Orange, CA;
Perlmutter Cancer Center, New York University Langone Health, New York, NY; University Of California
San Diego, Moores Cancer Center, San Diego, CA; University of Colorado Cancer Center, Aurora, CO;
Yonsei Cancer Center, Yonsei University College of Medicine, Seoul, Korea, Republic of (South); Vall
d’Hebron University Hospital, Barcelona, Spain; National Cancer Center Hospital East, Kashiwa,
Japan; National Taiwan University Hospital, Taipei, Taiwan; Massachusetts General Hospital, Harvard
Medical School, Boston, MA; Gustave Roussy, Department of Medical Oncology, Villejuif, France;
Dana-Farber Cancer Institute, Boston, MA; Sarah Cannon Research Institute, Nashville, TN; National
Cancer Centre Singapore, Singapore, Singapore; National Cancer Center Hospital, Tokyo, Japan; The
Royal Marsden Hospital, Sutton, United Kingdom; Netherlands Cancer Institute, Amsterdam, Nether-
lands; Kanagawa Cancer Center, Yokohama, Japan; Blueprint Medicines Corporation, Cambridge, MA;
Cedars-Sinai Medical Center, Los Angeles, CA

Background: Despite improved frontline OS| treatment outcomes, patients (pts) with advanced EGFRm
NSCLC inevitably progress, with worse outcomes in the EGFR L858R subgroup (median PFS of 14.4 vs
21.4 mo in pts with exon 19 deletions). BLU-945 is an investigational, next-generation, oral tyrosine
kinase inhibitor (TKI) that targets common EGFR-activating and T790M and C797X resistance
mutations, while being selective against EGFR wild type (WT). Preclinically, BLU-945 in combination
(combo) with OSI had enhanced potency on L858R and extended antitumor response durability versus
OSl alone. SYMPHONY (NCT04862780) is an ongoing first-in-human phase 1/2 study of BLU-945
monotherapy (mono) or combo with OSI. Methods: In the phase 1 dose escalation, pts (aged =18 y;
metastatic EGFRm NSCLC; ECOG PS 0-1; treated with =1 EGFR TKI) received BLU-945 mono
starting at 25 mg QD. Pts progressing on OSI could receive BLU-945 with 80 mg OSl starting at 50% of
the highest safe BLU-945 mono dose. Each dose escalation followed a Bayesian Optimal Interval
design. Safety, including dose-limiting toxicities (DLT), PK, and circulating tumor DNA (ctDNA)
mutational status were assessed. Results: As of Jan 6, 2023, 108 pts received BLU-945 mono
(25-600 mg QD; 100-300 mg BID). Pts had a median of 3 lines of prior therapy and were genomically
complex with ctDNA detectable EGFR on-target and/or off-target resistance alterations (46%) at
baseline. DLTs included alanine transaminase (ALT) and aspartate transaminase (AST) elevation,
hepatic cytolysis, fatigue, nausea, vomiting, and hyponatremia, occurring at doses of =400 mg/d. The
maximum tolerated dose was 500 mg/d. The most common AEs were nausea (42%), headache (40%),
increased ALT (38%), increased AST (37%), and vomiting (32%). Robust on-target EGFR activity was
observed with ctDNA reduction onday 15in 90%, 85% and 70% of EGFRT790M, C797S, and L858R
alleles at =400 mg/d doses, respectively. At =400 mg/d, 48% had tumor shrinkage, including partial
responses (PRs). Twenty-five pts received BLU-945 (200-400 mg QD; 100-200 mg BID) combo with
0SI. Pts had a median of 2 lines of prior therapy. The most common combo AEs were fatigue (36%),
diarrhea (32%), headache (32%), and nausea (28%). Other EGFR WT AEs were dry skin (20%) and
rash (8%). One DLT (Grade 4 pneumonitis) was reported in the BLU-945 300 mg QD with OSI group.
Tumor reductions, including PRs in 2 pts progressing on OSI, were observed at =300 mg/d. Dose
escalation is ongoing. Gonclusions: BLU-945 mono and combo with OSI were generally well tolerated
and showed robust on-target EGFR ctDNA reduction, with tumor shrinkage in genomically heteroge-
neous, heavily pretreated pts. Combo showed responses at BLU-945 doses lower than in mono,
consistent with additive benefit. The combo safety profile and on-target activity provide rationale for
further development in front line. Clinical trial information: NCT04862780. Research Sponsor:
Blueprint Medicines.

© 2023 by American Society of Clinical Oncology. Visit meetings.asco.org and search by abstract for disclosure information.


http://www.clinicaltrials.gov/ct2/show/NCT04862780
http://meetings.asco.org

LUNG CANCER—NON-SMALL CELL METASTATIC

9012 Rapid Abstract Session

First-line immune checkpoint inhibitors alone or in combination with chemotherapy in
real-life elderly patients with advanced non-small cell lung cancer (NEJO57).

Mao Uematsu, Yoko Tsukita, Takehiro Tozuka, Kohei Kushiro, Shinobu Hosokawa, Toshiyuki Sumi,
Osamu Honjo, Ou Yamaguchi, Tetsuhiko Asao, Jun Sugisaka, Go Saito, Jun Shiihara, Ryo Morita,
Seigo Katakura, Takehiro Yasuda, Kakeru Hisakane, Eisaku Miyauchi, Satoshi Morita,
Kunihiko Kobayashi, Hajime Asahina; Department of Thoracic Oncology and Respiratory Medicine,
Tokyo Metropolitan Cancer and Infectious Diseases Center Komagome Hospital, Tokyo, Japan; De-
partment of Respiratory Medicine, Tohoku University Graduate School of Medicine, Sendai, Japan;
Department of Pulmonary Medicine and Oncology, Graduate School of Medicine, Nippon Medical
School, Tokyo, Japan; Department of Respiratory Medicine and Infectious Diseases, Niigata University
Graduate School of Medical and Dental Sciences, Niigata, Japan; Department of Respiratory Medicine,
Japanese Red Cross Okayama Hospital, Okayama-Shi Kita-Ku, Japan; Department of Respiratory
Medicine, Hakodate Goryoukaku Hospital, Hakodate, Japan; Department of Respiratory Medicine,
Sapporo Minami-Sanjo Hospital, Sapporo, Japan; Department of Respiratory Medicine, Saiatama
Medical University International Medical Center, Hidaka-Shi, Japan; Department of Respiratory
Medicine, Juntendo University Graduate School of Medicine, Tokyo, Japan; Department of Pulmonary
Medicine, Sendai Kousei Hospital, Sendai, Japan; Department of Respirology, Graduate School of
Medicine, Chiba University, Chiba, Japan; Department of Respiratory Medicine, Jichi Medical
University Saitama Medical Center, Saitama, Japan; Department of Respiratory Medicine, Akita
Kousei Medical Center, Akita, Japan; Department of Thoracic Oncology, Kanagawa Cancer Center,
Yokohama, Japan; Department of Respieatory Medicine, Yokosuka Kyosai Hospital, Yokosuka, Japan;
Department of Pulmonary Medicine and Medical Oncology, Nippon Medical School Tamanagayama
Hospital, Tama, Japan; Department of Biomedical Statistics and Bioinformatics, Kyoto University
Graduate School of Medicine, Kyoto, Japan; Department of Pulmonary Medicine, Saitama Medical
University International Medical Center, Hidaka, Japan; Department of Respiratory Medicine, Hok-
kaido University Graduate School of Medicine, Sapporo, Japan

Background: Immune checkpoint inhibitor (ICl) plus chemotherapy is now a standard treatment for non-
small cell lung cancer (NSCLC) without targetable oncogene alternations. However, the efficacy and
safety of ICI plus chemotherapy (ICl-chemo) in 75 years or older patients have not been elucidated. The
aim of this study is to reveal the real-world choice of first-line drugs in elderly patients (pts) and evaluate
the efficacy and safety of ICl-chemo. Methods: We conducted a multicenter (58 centers in Japan),
retrospective cohort study of consecutive 75 years or older pts with clinical stage IIIB, IlIC, IV,
postoperative or radiotherapy recurrent NSCLC who started first-line systemic therapy between
December 2018 and March 2021. Pts with epidermal growth factor receptor mutations, anaplastic
lymphoma kinase rearrangements, or whose first-line systemic therapy was molecular targeted therapy
were excluded. Results: A total of 1245 pts were enrolled: median (range) age 78 (75-95) years; 278
(22%) female; 367 (29%) ECOG PS 0, 680 (55%) PS 1 and 171 (14%) PS 2; 678 (54%)
adenocarcinoma; PD-L1 tumor proportion score 268 (22%) <1%, 387 (31%) 1-49% and 410
(34%) =50%; 354 (28%) ICl-chemo, 425 (34%) ICI alone, 311 (25%) platinum-doublet chemo-
therapy and 155 (12%) single agent chemotherapy. The median overall survival (OS) was 20.0 months
(95%Cl, 17.1-23.6) in the ICl-chemo group, 19.8 months (95%Cl, 16.5-23.8) in the ICl alone group,
12.8 months (95%ClI, 10.7-15.6) in the platinum-doublet chemotherapy group and 9.5 months (95%
Cl, 7.4-13.4) in the single agent chemotherapy group, respectively. After propensity score matching,
there was no difference in OS and progression-free survival (PFS) between ICl-chemo group (n=96) and
ICI alone group (n=95) in PD-L1 =1% (0S: HR, 0.98; 95% ClI, 0.67-1.42, PFS: HR, 0.92; 95% Cl,
0.67-1.25). Regardless of PD-L1 subgroups (1-49% or =50%), no significant differences in OS and
PFS were observed. Concerning safety, Grade 3 or higher immune-related adverse events (irAEs)
occurred in 86 pts (24.3%) in the ICl-chemo group and 76 pts (17.9%) in the ICl alone group (p =
0.03). The number of pts who required steroids for irAEs was 115 (32.5%) in the ICl-chemo group and
105 (24.7%) in the ICl alone group (p = 0.02). Pneumonitis was reported in 83 pts (23.4%) in the ICI-
chemo group and 66 pts (15.6%) in the ICl alone group (p = 0.006). Conclusions: In real-world data for
pts aged 75 years or older, ICl-chemo did not improve survival and increased the incidence of grade 3 or
higher irAEs compared to ICl alone. Based on our results, ICl alone is recommended for elderly pts with
PD-L1 positive NSCLC. Clinical trial information: UMINOOOO46700. Research Sponsor: None.
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Predictive biomarkers for treatment with amivantamab plus lazertinib among EGFR-mu-
tated NSCLC in the post-osimertinib setting: Analysis of tissue IHC and ctDNA NGS.

Benjamin Besse, Christina S Baik, Melina Elpi Marmarelis, Joshua K. Sabari, Koichi Gofto,
Catherine A. Shu, Jong-Seok Lee, Sai-Hong Ignatius Ou, Byoung Chul Cho, Saiama Naheed Waqar,
Aurélie Swalduz, Pascale Tomasini, Joshua Michael Bauml, Joshua C Curtin, Songbai Wang,
Tim Jatkoe, Michael Gormley, Leonardo Trani, Roland Elmar Knoblauch, Enriqueta Felip; Gustave
Roussy, Villejuif, France; University of Washington School of Medicine, Seattle, WA; University of
Pennsylvania, Philadelphia, PA; New York University, New York, NY; National Cancer Center Hospital
East, Kashiwa, Japan; Columbia University Medical Center, New York, NY; Seoul National University
Bundang Hospital, Seoul National University College of Medicine, Seongnam, South Korea; University
of California-Irvine, Chao Family Comprehensive Cancer Center, Orange, CA; Yonsei University College
of Medicine, Seoul, Korea, Republic of (South); Washington University School of Medicine, St. Louis,
MO; Centre Leon BERARD, Service d’Oncologie Médicale, Lyon, France; APHM, Service d’Oncologie
Multidisciplinaire & Innovations Thérapeutiques, Hépital Nord, Marseille, France; Janssen Research
and Development, Spring House, PA; Janssen R&D, Spring House, PA; Johnson & Johnson, Spring
House, PA; Janssen Pharmaceuticals, Raritan, NJ; Janssen Research and Development LLC, Spring
House, PA; Janssen Pharmaceuticals Inc, Spring House, PA; Vall d’Hebron University Hospital, Vall
d’Hebron Institute of Oncology (VHIO), Barcelona, Spain

Background: Amivantamab (ami) is a bispecific antibody targeting EGFR and MET with immune cell-
directing activity, and lazertinib (laz) is a brain-penetrant, third-generation EGFR tyrosine kinase
inhibitor. In a previous report, the overall response rate (ORR) of ami+laz in the post-osimertinib (osi)
setting was 36%, with median duration of response of 9.6 months (Bauml JCO 2021; 39:15_suppl,
9006). Exploratory analyses suggested certain immunohistochemistry (IHC) and ctDNA-based next-
generation sequencing (NGS) biomarkers may enrich for response. A prospective study was conducted
to further evaluate these potential biomarkers. Methods: CHRYSALIS-2 (NCT04077463), an ongoing
phase 1/1b study, examines the efficacy (ORR per RECIST v1.1) of ami+lazin patients (pts) with EGFR-
mutated NSCLC. Cohort D enrolled osi-relapsed, chemotherapy-naive pts with EGFR exon 19 deletion
or L858R mutated advanced NSCLC who had tumor tissue for IHC staining and plasma for ctDNA NGS
collected after their most recent therapy. Training and validation subsets identified biomarker criteria
and predictive validity, respectively. A Bayesian posterior probability (biomarker positive group ORR
is =35% and negative group ORR is =20%) was predefined to be =85% for acceptance. Results: There
were 101 response-evaluable pts enrolled in Cohort D. A total of 87 pts had detectable baseline ctDNA
and 77 pts had evaluable MET IHC. The training set (n = 50) identified IHC-based MET expression of 3+
staining on =25% of tumor cells (MET+) as a potential predictive biomarker, and the validation set (n =
27) confirmed these results. Of those with MET IHC data, 28/77 (36%) were MET+. The overall ORR for
MET+ was 61% (95% ClI, 41-78) and 12% (95% ClI, 5-25) for MET-, with median PFS for MET+ not
reached (95% ClI, 4.3-NE) vs 4.1 months (95% CI, 2.8-5.7) for MET-. NGS evaluation of ctDNA did
not identify predictive biomarkers meeting predetermined criteria. Of note, only 1 pt was identified by
ctDNA as having MET amplification (the pt was also MET+ by IHC). Further details will be provided at
the time of presentation. Gonclusions: MET+ by IHC may be a predictive biomarker for response to
ami+laz in the post-osi, chemotherapy-naive setting. In contrast, molecular profiling with ctDNA failed
to identify a subgroup of pts more likely to benefit. Ami+laz represents a potential chemotherapy-free
option for pts with EGFR-mutated advanced NSCLC who have progressed on osi and are also MET+ by
IHC. Clinical trial information: NCTO4077463. Research Sponsor: Janssen.
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Safety and preliminary efficacy of YK-029A, a novel EGFR TKI, in patients with advanced
NSCLC harboring ex20ins, T790M or rare mutations.

Jianchun Duan, Jun Zhao, Li Zhang, Baogang Liu, Xiubao Ren, Mingjun Li, Bo Shen, Liyun Miao,
Xiumei Dai, Yueyin Pan, Yupin Li, Yu Yao, Kunyu Yang, Lin Wu, Chengzhi Zhou, Qitao Yu, Yanyan Xie,
Shan Zeng, Jie Wang, YK-029A-ASCO Authors’ Group; State Key Laboratory of Molecular Oncology,
Department of Medical Oncology, National Cancer Center/National Clinical Research Center for
Cancer/Cancer Hospital, Chinese Academy of Medical Sciences and Peking Union Medical College,
Beijing, China; Peking University Cancer Hospital and Institute, Beijing, China; Department of medical
oncology, Peking Union Medical College Hospital, Beijing, China; Harbin Medical University Cancer
Hospital, Heilongjiang, China; Tianjin Medical University Cancer Institute and Hospital, Tianjin, China;
Department of Medical Oncology, The First Affiliated Hospital of Zhengzhou University, Zhengzhou,
China; Internal Medicine-Oncology, Jiangsu Cancer Hospital, The Affiliated Cancer Hospital of Nanjing
Medical University, Nanjing, China; Nanjing Drum Tower Hospital The Affiliated Hospital of Nanjing
University Medical School, Nanjing, China; Xuzhou Central Hospital, Xuzhou, China; Anhui Provincial
Hospital, Hefei, China; The First Affiliated Hospital of Wenzhou Medical University, Wenzhou, China;
The First Affiliated Hospital of Xi’an Jiaotong University, Xi’an, China; Union Hospital, Tongji Medical
College, Huazhong University of Science and Technology, Wuhan, China; Hunan Cancer Hospital,
Changsha, China; Pulmonary and Critical Care Medicine, Guangzhou Institute of Respiratory Health,
National Center for Respiratory Medicine, State Key Laboratory of Respiratory Diseases, The First
Affiliated Hospital of Guangzhou Medical University, Guangzhou, China; Department of Respiratory
Oncology, Affiliated Tumor Hospital of Guangxi Medical University, Nanning City, Nanning, China; The
People’s Hospital of Guangxi Zhuang Autonomous Region, Guangxi, Nanning, China; Xiangya Hospital
of Central South University, Changsha, China; National Cancer Center/Cancer Hospital, Chinese
Academy of Medical Sciences & Peking Union Medical College, Beijing, China

Background: This study aimed to evaluate the safety and preliminary efficacy of YK-029A, a novel third-
generation epidermal growth factor receptor (EGFR) tyrosine kinase inhibitor, in treated or untreated
patients with advanced NSCLC. Methods: This dose-escalation and dose-expansion phase 1 trial
recruited previously untreated or treated patients with EGFR ex20ins mutant locally advanced or
metastatic NSCLC and previously treated patients with EGFR T790M or rare mutations. In dose-
escalation phase, patients with EGFR T790M mutation were enrolled. YK-029A was given at doses of
50, 100, 150, 200 to 250 mg/day (3+3 design). In dose-expansion phase, patients with EGFR T790M,
EGFRex20ins, or rare mutations were enrolled. The primary objective was safety. Dose-limiting toxicity
(DLT) and maximum tolerated dose (MTD) were explored. In the treatment-naive cohort of EGFR
ex20ins mutant NSCLC, patients were administered oral YK-029A 200 mg once daily in a 28-day cycle,
and efficacy was assessed by the independent review committee. The study was registered (china-
drugtrials.org.cn,CTR20180350). Results: A total of 108 were included in the safety analysis set. DLT
did not occur in dose-escalation phase. MTD was not reached. Treatment-emergent adverse events
(TEAES) of any grade and grade=3 occurred in 106 (98.1%) and 41 (38.0%) patients, respectively.
Treatment-related adverse events (TRAEs) of any grade and grade=3 occurred in 102 (94.4%) and 30
(27.8%) patients, respectively. One patient had liver abscess related to YK-029A and died. Three
patients terminated the treatment because of TEAEs. The most common TRAEs were diarrhea (46.3%),
anemia (38.0%), and rash (32.4%). For the treatment-naive EGFR ex20ins mutant cohort, 26 patients
were included in the efficacy analysis set. Most patients were adenocarcinoma (96.4%) and at stage IV
(85.7%). At the cut-off date on October 30, 2022, 19 patients (73.1%) had partial remission, five
patients (19.2%) had stable disease, and two patients (7.7%) developed disease progression. The
confirmed objective response rate achieved 73.1% (95% confidence interval [CI], 52.21% to
88.43%). The median progression-free survival was 9.3 months (95% CI, 5.85 to not evaluated).
Conclusions: YK-029A was well tolerated and showed preliminary efficacy in treatment-naive EGFR
ex20ins mutant patients with locally advanced or metastatic NSCLC. Research Sponsor: Puhe
Biopharma Co., Ltd.

Treatment-naive ex20ins cohort (200 mg) (N=26)

Objective response rate 73.1% (95% Cl, 52.21% to 88.43%)
Disease control rate 92.3% (95% Cl, 74.87% to 99.05%)
Median progression-free survival, months 9.3 (95% Cl, 5.85 to NE)
Median duration of response, months 7.5 (95% Cl, 3.75 to NE)
12-month overall survival rate 83.1% (95% Cl, 47.17% to 95.53%)
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9015 Poster Discussion Session

FAK inhibition with novel FAK/ALK inhibitor APG-2449 could overcome resistance in
NSCLC patients who are resistant to second-generation ALK inhibitors.

Yuxiang Ma, Hongyun Zhao, Jianhua Chen, Zhengbo Song, Yanqiu Zhao, Yubiao Guo, Gang Wu,
Wenwei Zhou, Xiaoging Yu, Fangfang Gao, Ruiguang Zhang, Jian Fang, Xiaoyan Lin, Xiaohong Tian,
Yanhua Tu, Juan Yu, GuangLin Liu, Yifan Zhai, Li Zhang; Sun Yat-sen University Cancer Center,
Guangzhou, China; Hunan Provincial Oncology Hospital, Changsha, China; Zhejiang Cancer Hospital,
Hangzhou, China; Respiratory Department of Internal Medicine, The Affiliated Cancer Hospital of
Zhengzhou University, Zhengzhou, China; The First Affiliated Hospital, Sun Yat-sen University,
Guangzhou, China; Union Hospital Medical College, Huazhong University of Science and Technology,
Wuhan, China; Affiliated Cancer Hospital of Zhengzhou University, Zhengzhou, China; Peking Uni-
versity Cancer Hospital, Peking University, Beijing, China; Union Hospital, Fujian Medical University,
Fuzhou, China; Ascentage Pharma (Suzhou) Co., Ltd., Suzhou, China; Ascentage Pharma (Suzhou)
Co., Ltd., Suzhou, China; Ascentage Pharma Group Inc., Rockville, MD; Sun Yat-Sen University Cancer
Center, Guangzhou, China

Background: APG-2449 is a novel, orally active FAK inhibitor and an ALK/ROS1 tyrosine kinase
inhibitor (TKI) that has shown potent activity in preclinical models. It had been demonstrated that APG-
2449 was well tolerated, and preliminary efficacy was observed in pts who were resistant to second-
generation ALK/ROS1™ inhibitors (Zhao H et al. J Clin Oncol 2022; 40:9071). We provide updated
safety and efficacy results and potential mechanisms of action(s) of this therapy. Methods: After the
RP2D was determined as 1,200 mg daily (QD), NSCLC pts were enrolled into 2 dose expansion cohorts.
Cohort 1 included pts who were resistant to second-generation ALK/ROS1* TKls. Cohort 2 included
those who were ALK or ROS1* TKI naive. Results: As of December 9, 2022, 130 pts enrolled (median
[range] age 53 [21-78] years; 53.8% female) with NSCLC, mesothelioma, or ovarian cancer were
treated with APG-2449 at doses ranging from 900 to 1,500 mg. A total of 117 (90%) pts experienced
treatment-related adverse events (TRAEs). The most frequent TRAEs included elevated blood creat-
inine (43.8%), ALT (40.8%), and AST (33.1%) levels, as well as gastrointestinal disorders: nausea
(25.4%), vomiting (21.5%), and diarrhea (21.5%). A total of 17 (13.1%) TRAEs were grade = 3. In a
subgroup of pts with TKI-naive NSCLC (n = 33; 31 with efficacy evaluable), the overall response rate
(ORR) and the disease control rate (DCR = CR + PR + SD) were 70.6% (12/17) and 88.2% (15/17),
respectively, in ROS1™ treatment naive pts; the ORR and DCR were 78.6% (11/14) and 100% (14/14)
in ALK* treatment naive pts. Of 27 NSCLC pts resistant to second-generation ALK inhibitors, 7 were
observed with PR (7/27; 25.9%) during APG-2449 treatment at RP2D. In this subgroup, compared to
baseline, pts who experienced PR showed lower phosphorylated FAK (pFAK) levels in peripheral blood
mononuclear cells (PBMCs) by Day 28 (24 hours after dosing on D28) than pts who experienced SD.
Furthermore, pts with progressive disease showed an increase of PBMC pFAK levels on D28 compared
to baseline, indicating that APG-2449 could inhibit FAK phosphorylation. Pts with higher pFAK
expression intumor tissues at baseline tended to achieve better clinical responses than those with lower
pFAK expression post APG-2449 treatment. Conclusions: APG-2449 showed a favorable preliminary
safety profile and antitumor efficacy in pts with NSCLC. Preliminary efficacy was observed in those
whose disease was TKI| naive and resistant to second-generation ALK inhibitors. FAK inhibition could
be a novel approach to overcome ALK resistance in pts with NSCLC who are resistant to second-
generation ALK inhibitors. Internal study identifier: APG2449XC101. Clinical trial information:
NCT03917043. Research Sponsor: Ascentage Pharma Group Corp Ltd.
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Intracranial efficacy of sotorasib versus docetaxel in pretreated KRAS G12C-mutated
advanced non-small cell lung cancer (NSCLC): Practice-informing data from a global,
phase 3, randomized, controlled trial (RCT).

Anne-Marie C. Dingemans, Konstantinos Syrigos, Lorenzo Livi, Astrid Paulus, Sang-We Kim,
Yuanbin Chen, Enriqueta Felip, Frank Griesinger, Kadoaki Ohashi, Gerard Zalcman,
Brett Gordon Maxwell Hughes, Jens Benn Sorensen, Normand Blais, Carlos G. M. Ferreira,
Colin R Lindsay, Rafal Dziadziuszko, Patrick J. Ward, Cynthia Chinedu Obiozor, Yang Wang,
Solange Peters; Erasmus MC Cancer Institute, University Medical Center, Rotterdam, Netherlands;
Sotiria General Hospital, Athens, Greece; Azienda Ospedaliero Universitaria Careggi, Firenze, Italy;
Centre Hospitalier Universitaire de Liége, Liege, Belgium; Asan Medical Center, Seoul, South Korea;
Cancer & Hematology Centers of Western Michigan, Grand Rapids, MI; Medical Oncology Department,
Vall d’Hebron University Hospital, Barcelona, Spain; Pius-Hospital Oldenburg, Oldenburg, Germany;
Okayama University Hospital, Okayama, Japan; Hospital Bichat Claude Bernard, Paris, France; The
Prince Charles Hospital, Brisbane, Australia; Rigshospitalet, Copenhagen, Denmark; Department of
Medicine, Centre Hospitalier de I'Université de Montréal, Montreal, QC, Canada; Oncoclinicas, Rio De
Janeiro, Brazil; Division of Cancer Sciences, University of Manchester and The Christie NHS Foun-
dation Trust, Manchester, United Kingdom; Uniwersyteckie Centrum Kliniczne, Gdarisk, Poland;
Oncology Hematology Care, Inc, Blue Ash, OH; Amgen Inc., Thousand Oaks, CA; Lausanne University
Hospital, Lausanne, Switzerland

The full, final text of this abstract will be available at meetings.asco.org on the day of presentation and in the
online supplement to the June 10, 2023, issue of the Journal of Clinical Oncology.
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Intracranial and systemic efficacy of repotrectinib in advanced ROST1 fusion-positive
(ROS 1+) non-small cell lung cancer (NSCLC) and central nervous system metastases (CNS
mets) in the phase 1/2 TRIDENT-1.

Jessica Jiyeong Lin, Alexander E. Drilon, Byoung Chul Cho, Enriqueta Felip, Adrianus De Langen,
Nong Yang, Sang-We Kim, Shun Lu, Steven Chuan-Hao Kao, Vamsidhar Velcheti,
Denis Lucien MORO SIBILOT, Benjamin J. Solomon, Rafal Dziadziuszko, Matthew G Krebs,
Parneet Kaur Cheema, Christophe Alfons Dooms, Shanna Stopatschinskaja, Denise Trone,
Felipe Ades, D. Ross Camidge; Massachusetts General Hospital Cancer Center, Boston, MA; Memorial
Sloan Kettering Cancer Center, New York, NY: Yonsei University College of Medicine, Seoul, Korea,
Republic of (South); Vall d’Hebron University Hospital, Vall d’Hebron Institute of Oncology (VHIO),
Barcelona, Spain; Netherlands Cancer Institute, Amsterdam, Netherlands; Lung & Gastrointestinal
Oncology Department, Hunan Cancer Hospital, Changsha, China; Asan Medical Center, University of
Ulsan Medical College, Songpa-Gu, South Korea; Shanghai Lung Cancer Center, Shanghai Chest
Hospital, Shanghai Jiao Tong University, Shanghai, China; Chris O’Brien Lifehouse, Camperdown,
Australia; NYU Laura & Isaac Perlmutter Cancer Center, New York, NY; Centre Hospitalier Universitaire
de Grenoble (France), Grenoble, France; Peter MacCallum Cancer Centre, Melbourne, Australia;
Medical University of Gdansk, Gdansk, Poland; University of Manchester and The Christie NHS
Foundation Trust, Manchester, United Kingdom; William Osler Health System, University of Toronto,
Brampton, ON, Canada; University Hospitals Leuven, Leuven, Belgium; Turning Point Therapeutics
Inc, a wholly owned subsidiary of Bristol Myers Squibb Company, San Diego, CA; Bristol Myers Squibb,
Princeton, NJ; University of Colorado Anschutz Medical Center, Aurora, CO

Background: Repotrectinib is a next-generation ROS1 and TRK tyrosine kinase inhibitor (TKI) that has
demonstrated durable activity with a manageable safety profile in TKI-naive and TKI|-pretreated patients
(pts) with advanced ROS1+ NSCLC. We report the first analysis of outcomes on repotrectinib in pts with
ROS1+ NSCLC by baseline (BL) CNS met status in the global pivotal phase 1/2 TRIDENT-1 trial
(NCT0O3093116). Methods: Pts with ROS1+ NSCLC were assigned to 4 cohorts by treatment history:
ROS1 TKl-naive, 1 ROS1 TKI and no chemotherapy (chemo), 1 ROS1 TKl and 1 platinum-based chemo,
and 2 ROS1 TKIls and no chemo. Treated or untreated asymptomatic CNS mets were permitted. Brain
scans were mandated for all pts in phase 2 at screening and at protocol-specified intervals until
progression. Endpoints included confirmed objective response rate (cCORR) and duration of response
(DOR) by blinded independent central review (BICR; RECIST v1.1); intracranial ORR (icORR) in pts with
measurable brain mets at BL by BICR per mRECIST v1.1; and safety. Results: In pts with BL measurable
CNS mets who were TKI-naive (n = 8) and in those with 1 TKI and no chemo (n = 12), icORR (95% CI)
was 88% (47-100) and 42% (15-72), respectively. At data cutoff (June 20, 2022), O of 7 responders in
the TKI-naive cohort and 2 of 5 in the cohort with 1 prior TKI and no chemo had intracranial progression
or death; intracranial DOR range was 1.9-14.8+ mo (TKl-naive) and 3.0-11.1+ mo (1 TKI and no
chemo), with 86% and 80% of pts with an intracranial response remaining on treatment, respectively.
Median follow-up and systemic response by CNS met status are shown in the Table. In pts with ROS1+
NSCLC with (n = 118) or without (n = 178) CNS mets, most common any-grade neurologic treatment-
emergent adverse events were dizziness (57% / 63%), dysgeusia (42% / 53%), paresthesia (32% /
34%), headache (27% / 12%), ataxia (17% / 22%), and memory impairment (14% / 10%). Conclusions:
In TRIDENT-1, repotrectinib showed durable clinical activity in ROS1 TKI-naive and -pretreated pts with
or without BL CNS mets, including intracranial responses. Repotrectinib safety profile was similar in pts
with ROS1+ NSCLC with or without CNS mets. Clinical trial information: NCTO3093116. Research
Sponsor: Turning Point Therapeutics Inc, a wholly owned subsidiary of Bristol Myers Squibb Company.

Systemic response to repotrectinib in pts with ROSI+ NSCLC with/without BL CNS mets per BICR.

ROS1 TKI naive 1 TKI and no chemo 1 7Kl and 1 chemo 2 TKis and no chemo
n=71 = =26 n=18

= n=

Median follow-up, mo 18.1 15.5 21.3 14.1
Pts with CNS mets, n (%) 18 (25) 24 (43) 10 (38) 8 (44)
cORR, % 89 33 40 13
95% CI 65-99 16-55 12-74 0.3-53
6-mo DOR 95% CI 100 63 50 100
100-100 29-96 1-99 100-100
12-mo DOR 93 - - -
95% CI? 79-100
Pts without CNS mets, n (%) 53 (75) 32(57) 16 (62) 10 (56)
cORR, % 76 41 44 40
95% CI 62-86 24-59 20-70 12-74
6-mo DOR 87 92 71 50
95% CI 77-98 76-100 38-100 1-99
12-mo DOR 84 - - -
95% CI? 72-96

2Not reported for TKI-pretreated cohorts due to small n's at risk.
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Efficacy and safety of encorafenib (enco) plus binimetinib (bini) in patients with BRAF
V600E-mutant (BRAF'®°°E) metastatic non-small cell lung cancer (NSCLC) from the phase
2 PHAROS study.

Gregory J. Riely, Egbert F. Smit, Myung-Ju Ahn, Enriqueta Felip, Suresh S. Ramalingam, Anne S. Tsao,
Melissa Lynne Johnson, Francesco Gelsomino, Raymond M. Esper, Ernest Nadal, Michael Offin,
Mariano Provencio-Pulla, Gregory Alan Otterson, Ibiayi Dagogo-Jack, Ann Alcasid, Tiziana Usari,
Keith D. Wilner, Nuzhat Pathan, Bruce E. Johnson; Thoracic Oncology Service, Department of
Medicine, Memorial Sloan Kettering Cancer Center, New York, NY; Department of Pulmonary Diseases,
Leiden University Medical Centre, Leiden, Netherlands; Samsung Medical Center, Sungkyunkwan
University School of Medicine, Seoul, South Korea; Vall d’Hebron University Hospital, Vall d’Hebron
Institute of Oncology (VHIO), Barcelona, Spain; Emory University School of Medicine, Atlanta, GA; MD
Anderson Cancer Center, Houston, TX; Tennessee Oncology, Sarah Cannon Research Institute,
Nashville, TN; Medical Oncology Unit, IRCCS Azienda Ospedaliero-Universitaria di Bologna, Policli-
nico Sant’Orsola-Malpighi, Bologna, Italy; Florida Cancer Specialists, Fort Myers, FL; Catalan Institute
of Oncology, Hospital Duran i Reynals, IDIBELL. Medical Oncology, Hospitalet, Spain; Memorial Sloan
Kettering Cancer Center, New York, NY; Hospital Universitario Puerta de Hierro, Madrid, Spain; Ohio
State University Medical Center, Columbus, OH; Massachusetts General Hospital, Boston, MA; Pfizer,
Inc., Collegeville, PA; Pfizer, Inc., Milan, Italy; Pfizer Inc., La Jolla, CA; Pfizer, Inc., San Diego, CA;
Dana-Farber Cancer Institute, Boston, MA

Background: The combination of dabrafenib, a BRAF inhibitor, and trametinib, a MEK inhibitor, is a
current standard of care for patients (pts) with BRAFY69°F NSCLC. We report efficacy and safety of
enco+bini in pts with BRAF'®%°F metastatic NSCLC. Methods: PHAROS is an ongoing, open-label,
single-arm, phase 2 study that enrolled pts with BRAF'69°F metastatic NSCLC who had measurable
disease by RECIST 1.1 and Eastern Cooperative Oncology Group performance status of O or 1, and who
were either treatment-naive or had received 1 prior therapy (chemotherapy, monotherapy, or combi-
nation immunotherapy) for metastatic disease. Exclusion criteria included prior treatment with a BRAF
or MEK inhibitor. Pts received enco 450 mg QD + bini 45 mg BID administered orally in 28-day cycles.
The primary endpoint was confirmed objective response rate (ORR) by independent radiology review
(IRR). Secondary endpoints included duration of response (DOR), disease control rate (DCR),
progression-free survival (PFS), and time to response (TTR), all by IRR, and safety. Exploratory
endpoints included biomarker assessments. Results: At the data cutoff (Sep 22, 2022), 98 pts (59
treatment-naive, 39 previously treated) received enco+bini. The median duration of treatment was
9.2 months with enco and 8.4 months with bini. Treatment is ongoing in 34% of the pts; 38%
permanently discontinued due to disease progression and 18% due to adverse events (AEs). The ORR
(95% CI) by IRR was 75% (62, 85) in treatment-naive and 46% (30, 63) in previously treated pts.
Secondary endpoints are shown in the table. The most frequent (=30%) treatment-related AEs (TRAES)
were nausea (b0%), diarrhea (43%), and fatigue (32%). AEs led to permanent discontinuation of
enco+bini in 15% of pts and dose reductions in 24% of pts. One grade 5 TRAE of intracranial
hemorrhage was reported. Next-generation sequencing analysis was conducted with archival tumor
biopsies from 48 treatment-naive and 32 previously treated pts. The most frequent genomic alter-
ations, in addition to BRAF'6°°F were SETD2 and TP53 (43% each), SMAD4 (21%), ATM, MLL2,
CSF1R, and SMARCA4 (14% each), and CDKN2A (11%). Conclusions: The combination of enco+bini
showed meaningful clinical benefit in treatment-naive and previously treated pts with BRAF'6CCE
metastatic NSCLC. The safety profile of enco+bini was generally consistent with that established for pts
with  BRAFV®%°Y% melanoma. ClinicalTrials.gov: NCT03915951. Clinical trial information:
NCT03915951. Research Sponsor: Pfizer.

Secondary endpoints by IRR.

Treatment-naive Previously treated
n 44 18
Median DOR (95% CI), months NE (23.1-NE) 16.7 (7.4-NE)
DOR =12 months, n (%) 26 (59) 6 (33)
Median TTR (range), months 1.9 (1.1-19.1) 1.7 (1.2-7.3)
n 59 39
DCR after 24 weeks, % (95% CI) 64 (51-76) 41 (26-58)
Median PFS (95% CI), months NE (15.7-NE) 9.3 (6.2-NE)

NE, not estimable.
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LIBELULE: A randomized phase Ill study to evaluate the clinical relevance of early liquid
biopsy (LB) in patients with suspicious metastatic lung cancer.

Aurélie Swalduz, Hubert Curcio, Bana Ambasager, Gabriel Le Moel, Didier Debieuvre, Jean Marc Dot,
Michaél Duruisseaux, Pierre Fournel, Luc Odier, Sylvie Demolombe, Acya Bizieux-Thamany,
Annie Peytier, Roland Schott, Stephane Hominal, Mathilde Donnat, Sandra Ortiz Cuaran,
Camille Schiffler, Nitzan Rosenfeld, Pierre Saintigny, Maurice Perol; Department of Medical Oncology,
Centre Léon Bérard, Lyon, France; Centre Francois Baclesse, Caen, France; NeoGenomics Ltd,
Cambridge, United Kingdom; Service de Pneumologie, Centre hospitalier Public du Cotentin,
Cherbourg-En-Cotentin, France; Respiratory disease department, GHRMSA - Emile Muller Hospital,
Mulhouse, France; Medipole Lyon Villeurbanne, Villeurbanne, France; Respiratory Department and
Early Phase, Louis Pradel Hospital, Hospices Civils de Lyon Cancer Institute, Lyon, France; Centre
Hospitalier Universitaire de Saint-Etienne, Saint-Priest-En-Jarez, France; Hopital Nord Ouest, Gleize,
France; Infirmerie Protestante, Caluire Et Cuire, France; CHD Les Oudairies, La Roche Sur Yon, France;
Centre Hospitalier de Bayeux, Bayeux, France; Institut de Cancérologie Strasbourg Europe ICANS,
Strasbourg, France; Centre Hospitalier Annecy-Genevois, Annecy, France; Centre Leon Berard, Lyon,
France; Centre Léon Bérard and University Claude Bernard Lyon 1, Lyon, France

Background: Timeliness of molecular testing is essential to minimize the time to appropriate 1% line
treatment initiation (TTI) in advanced NSCLC pts. We hypothesized that LB-based molecular testing
performed at the patient’s 1%t visit could reduce this TTI. Methods: LIBELULE is a multicenter,
randomized, comparative, open-label study, enrolling pts with radiological suspicion of stage IV lung
cancer, no prior biopsy or cytology for advanced NSCLC diagnosis. In Arm A, a LB was performed at the
1%t visit using the InVisionFirst-Lung assay, an amplicon-based NGS panel covering 37-NSCLC
associated genes. When LB results were informative, treatment was initiated on the basis of:
InVisionFirst-Lung alone for pts with EGFR, BRAF V600E mutation (mut), ALK or ROS 1 rearrangement
(category 1 alterations); InVisionFirst-Lung and pathological results for pts with ERBB2, MET exon 14,
KRAS, BRAF non V600 and/or LKBI mut, RET or NTRK rearrangement (category 2 alterations). In
control Arm B, histological sampling was planned with genomic analysis when indicated (local LB
allowed) and treatment was initiated according to ESMO guidelines. The primary endpoint was the time
from randomization to initiation of appropriate treatment based on informative genomic and patho-
logical results. 286 pts were needed to detect a 21% shortening in TT1 (a = 0.05, 1-B = 90%). Results:
319 pts were randomized between Arm A(n=161) and B (n = 158): median age 68y (39-97), 56.1%
male, 28.5% non-smokers, PSO-1 82%, PS=2 18,1%; adenocarcinoma: 56.7%, squamous cell
carcinoma: 11%, SCLC: 10%, other tumor types: 5%. 5.3% of pts had no cancer. In Arm A, 81% of pts
had ctDNA findings; category 1 and category 2 alterations were identified on tissue and/or LB in 29.2%
(EGFR mut: 21.7%) and 24%, respectively, whereas in Arm B, 23.2% of pts had category 1 (EGFR
mut: 20.3%) and 20% had category 2 alterations detected. Systemic treatment was initiated in 74.5%
and 65.8% of ptsin Arm A and B, respectively. Main reasons for not initiating treatment were diagnosis
other than cancer, local treatment and palliative care. The mean TTI was 29.0 days (d) (95%ClI 25.9-
32.1)in Arm Avs 33.9d (95%CI 28.4-39.5) in Arm B in the intention-to-treat population (p = 0.28),
but significantly shorter in Arm A 29.1 d vs 38.8 d in Arm B for pts receiving systemic treatment (p =
0.01). The mean TTI was significantly shorter (21 d vs 37.4 d) in pts with category 1 alterations (p =
0.004) as well as the time to contributive genomic analysis (17.9d vs 25.6 d; p < 0.001) in Arm A and
B, respectively. InArm A, 7.4% of ptsvs 13.3% in Arm B initiated a treatment without genomic analysis
available. Conclusions: Early LB significantly reduces the time to contributive molecular analysis and
the time to initiation of appropriate 1% line therapy in pts eligible for systemic treatment, especially for
pts with actionable alterations indicating targeted 1% line therapy. Clinical trial information:
NCT03721120. Research Sponsor: Grant from French Ministry of Health PHRC-K 2017.
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Large-scale transcriptomic profiling of the tumor immune microenvironment in ALK+ lung
cancer.

Vincent K. Lam, Archana Balan, Qingfeng Zhu, Joseph Christopher Murray, Kristen A. Marrone,
Susan Combs Scott, Josephine Louella Feliciano, Christine L. Hann, David S. Ettinger,
Kellie Nicole Smith, Patrick M. Forde, Julie R. Brahmer, Benjamin Philip Levy, Andrew Elliott,
Ari VanderWalde, Matthew James Oberley, Stephen V. Liu, Patrick C. Ma, Robert A. Anders,
Valsamo Anagnostou; The Sidney Kimmel Comprehensive Cancer Center, Johns Hopkins University
School of Medicine, Baltimore, MD; The Sidney Kimmel Comprehensive Cancer Center and Bloomberg-
Kimmel Institute for Cancer Immunotherapy at Johns Hopkins, Baltimore, MD; Johns Hopkins Kimmel
Cancer Center, Baltimore, MD; Johns Hopkins University School of Medicine, Sidney Kimmel
Comprehensive Cancer Center, Baltimore, MD; Sidney Kimmel Comprehensive Cancer Center at Johns
Hopkins, Baltimore, MD; Johns Hopkins Kimmel Cancer Center and Bloomberg-Kimmel Institute for
Cancer Immunotherapy, Baltimore, MD; Caris Life Sciences, Phoenix, AZ; Lombardi Comprehensive
Cancer Center, Georgetown University, Washington, DC; Penn State Milton S. Hershey Medical Center,
Hershey, PA; Sidney Kimmel Comprehensive Cancer Center at Johns Hopkins University, Baltimore,
MD

Background: Patients (pts) with ALK+ Non-Small Cell Lung Cancer (NSCLC) do not derive significant
clinical benefit from immune checkpoint inhibitors. To better understand this lack of immunotherapy
sensitivity, we aimed to characterize major immune components of the tumor microenvironment (TME)
by comprehensive transcriptomic and immunohistochemistry (IHC) analyses. Methods: We analyzed
NGS data from 5490 NSCLC pts that underwent DNA (592 Gene Panel, NextSeq, or WES, NovaSeq)
and RNA (NovaSeq, WTS) sequencing at Caris Life Sciences (Phoenix, AZ). 374 ALK-rearranged cases
were evaluated, along with 3169 KRAS-mut (STK11/KEAPI-wt) and 1947 EGFR-mut cases serving as
comparators with known heterogenous and inert immune TMEs, respectively. PD-L1 (22C3) was
evaluated by IHC. Immune cell fractions were inferred using quanTlIseq. Gene expression profiles were
analyzed for a T cell-inflamed signature (TIS) predictive of response to immunotherapy and for other
immune modulatory genes such as IFNG, GZMB, TGFB1, and those of the adenosine pathway (CD73/
NT5E, CD39/ENTPDI1, ADORA1, ADORAZA/B). A significant difference between genomic subgroups
was defined as fold-change > 1.2. Inan independent cohort of 14 ALK+ NSCLC pts, density and spatial
organization of CD4+ and CD8+ T cells, Tregs, major myeloid lineage cells, PDL1, and CD73 were
assessed by quantitative IHC. Results: ALK+ tumors were associated with high PD-L1 (=50%)
expression (40% vs 47% for KRAS-mut vs 18% for EGFR-mut, p < 0.001) and low TMB (median
3 mut/MB vs 9 for KRAS-mut vs 4 for EGFR-mut, p < 0.001). The abundance of CD8+ T cells (fold-
change-1.3, p<0.001), Tregs (fold-change -1.2, p < 0.001), M2 macrophages (fold-change 1.2, p <
0.001), and CD4+ T cells (fold-change 1.9, p < 0.001) differed from KRAS-mut; notably, similar to
EGFR-mut. In ALK+ tumors, IFNG (fold-change -1.5, p < 0.001), GZMB (fold-change -1.6, p <
0.001), TGFB (fold-change -1.3, p < 0.001), LAG-3 (fold-change -1.4 p < 0.001), CD73/NT53 (fold-
change-1.7 p < 0.001), and ADORAZ2A (fold-change -1.4, p < 0.001) were decreased while ADORA1
(fold-change 1.3, p < 0.001) was increased compared to KRAS-mut. EML4-ALK comprised 94.7% of
the ALK+ tumors and distribution of EML4-ALK variants was consistent with prior reports (e.g. v1
35.6%, v3 35.1%). Immune cell fractions and immune-related gene expression did not vary signif-
icantly between major variant subgroups (v1 vs non-vl, and v3 vs non-v3, p > 0.05). Conclusions: To
our knowledge this is the largest transcriptomic analysis of the ALK+ NSCLC TME. Despite high levels of
PD-L1, ALK+ tumors exhibit multiple features of an inert immune TME, primarily characterized by low
TMB and decreased CD8+ T cells and immune activation markers. Our findings suggest that, while
immunosuppressive factors such as M2 macrophages and adenosine signaling may also be targeted,
strategies to enhance immunogenicity are critical for an effective immune response in ALK+ NSCLC.
Research Sponsor: Lung Cancer Foundation of America and International Lung Cancer Foundation.
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Tepotinib + osimertinib for EGFR mutant (EGFRm) NSCLC with MET amplification (METamp)
after first-line (1L) osimertinib.

Daniel Shao-Weng Tan, Tae Min Kim, Valentina Guarneri, PElI JYE VOON, Boon Khaw Lim,
Marie Wislez, Cheng Huang, Chong Kin Liam, Julien Mazieres, Lye Mun Tho, Hidetoshi Hayashi,
Nguyen Nhung, Puey Ling Chia, Filippo de Marinis, Xiuning Le, Niki Karachaliou, Sabine Brutlach,
Svenja Adrian, Barbara Ellers-Lenz, Yi-Long Wu; Division of Medical Oncology, National Cancer Centre,
Singapore, Singapore; Seoul National University Cancer Research Institute, Seoul, Republic of Korea;
Department of Internal Medicine, Seoul National University Hospital, Seoul, South Korea; Department
of Surgery, Oncology and Gastroenterology, University of Padova, Oncology 2, I0V - Istituto Oncologico
Veneto IRCCS -10V, Padova, Italy; Hospital Umum Sarawak, Kuching, Sarawak, Malaysia; Department
of Medicine, Faculty of Medicine, University of Malaya, Kuala Lumpur, Malaysia; Service de Pneumo-
logie, Hopital Cohin, Assistance Publique — Hopitaux de Paris, Paris, France; Department of Thoracic
Oncology, Fujian Cancer Hospital, Fuzhou, China; CHU de Toulouse, Pneumology Department, Paul
Sabatier University, Toulouse, France; Department of Oncology, Pantai Hospital Kuala Lumpur, Kuala
Lumpur, Malaysia; Department of Medical Oncology, Kindai University Faculty of Medicine, Osaka,
Japan; National Lung Hospital, Hanoi, Viet Nam; Department of Medical Oncology, Tan Tock Seng
Hospital, Singapore, Singapore; Thoracic Oncology Division, European Institute of Oncology (IEO),
IRCCS, Milan, Italy; Department of Thoracic Head and Neck Medical Oncology, The University of Texas
MD Anderson Cancer Center, Houston, TX; Global Clinical Development, the healthcare business of
Merck KGaA, Darmstadt, Germany; Global Development Operations, the healthcare business of Merck
KGaA, Darmstadt, Germany; Department of Biostatistics, the healthcare business of Merck KGaA,
Darmstadt, Germany; Guangdong Lung Cancer Institute, Guangdong Provincial People’s Hospital
(Guangdong Academy of Medical Sciences), Southern Medical University, Guangzhou, China

Background: METamp is a common resistance mechanism developed in patients (pts) with EGFRm
NSCLC treated with osimertinib. MET tyrosine kinase inhibitors (TKIs) such as tepotinib may be
effective in treating these pts after osimertinib. Here we report interim data from the INSIGHT 2 study
evaluating tepotinib + osimertinib in EGFRm NSCLC with METamp previously treated with osimertinib.
Methods: In this open-label Phase Il study (INSIGHT 2, NCT03940703), pts with advanced EGFRm
NSCLC with METamp after progression on 1L osimertinib received tepotinib 500 mg (450 mg active
moiety) + osimertinib 80 mg once daily. METamp was centrally detected in tissue biopsy (TBx) by FISH
(MET gene copy number [GCN] =5 and/or MET/CEP7 =2) and/or in liquid biopsy (LBx) by NGS (MET
plasma GCN =2.3; Archer). The primary endpoint was objective response by Independent Review
Committee in tepotinib + osimertinib treated pts with centrally detected METamp by FISH (FISH+).
Efficacy data are reported for pts with =3 months’ follow-up, and safety for all pts who received one
dose of tepotinib + osimertinib by Sep 26, 2022 (data cut-off). Results: Among 472 pts prescreened,
451 pts had METamp results by either TBx FISH and/or LBx NGS, of which 175 (38.8%) were positive
for METamp. 122 pts received tepotinib + osimertinib (median age 61 years [range 20-84], 59.8%
female, 59.8% Asian, 68.0% never smoker, 72.1% ECOG PS 1). In 98 pts with FISH METamp (29.6%
had < 12 months on 1L osimertinib; median GCN 11 [range 5.0-50.6]; mean = SD sum of target
lesion diameters [SOLD] 73.2 £ 47.1 mm), objective response rate (ORR) was 43.9% (95% Cl 33.9,
54.3), median (m) DOR was 9.7 months (95% CI 5.6, ne), mPFS was 5.4 months (95% Cl 4.2, 7.1),
and mOS was not reached (95% CI 11.1, ne). Of the 98 pts, treatment is ongoing in 42 pts. In 31 pts
with METamp detected by LBx NGS, of which 24 were also FISH+ (mean = SD SOLD 93.9 =+
51.4 mm), ORR was 51.6% (95% CI 33.1, 69.8), mDOR was 5.6 months (95% CI 2.9, ne), mPFS
was 4.6 months (95% Cl 2.7, 6.9), and mOS was not reached (95% Cl 6.8, ne). Of 122 pts treated with
tepotinib + osimertinib, any grade treatment-related AEs were reported by 99 (81.1%) ptsincluding 34
(27.9%) Grade =3. Most common ( > 15% pts) treatment-related AEs included diarrhea 46.7% (0%
Grade =3), peripheral edema 34.4% (4.1% Grade =3), paronychia 20.5% (0.8% Grade =3),
decreased appetite 18.0% (3.3% Grade =3), and nausea 16.4% (1.6% Grade =3). Treatment-
related AEs led to a dose reduction in 21 (17.2%) pts, following either or both treatments and led to
treatment discontinuation in 7 pts (5.7%). Gonclusions: In this interim analysis of INSIGHT 2, tepotinib
+ osimertinib was highly active with durable responses, and was well tolerated in pts with EGFRm
NSCLC with METamp after progression on 1L osimertinib. Tepotinib + osimertinib provides a potential
chemotherapy-sparing oral targeted therapy option in this population with a high unmet need. Clinical
trial information: NCT03940703. Research Sponsor: the healthcare business of Merck KGaA,
Darmstadt, Germany.
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9022 Poster Discussion Session

Circulating tumor DNA (ctDNA) dynamics and survival outcomes in patients (pts) with
advanced non-small cell lung cancer (aNSCLC) and high (>50%) programmed cell death-
ligand 1 (PD-L1) expression, randomized to cemiplimab (cemi) vs chemotherapy (chemo).

Natalie | Vokes, David R. Gandara, Ahmet Sezer, Saadettin Kilickap, Mahmut Gumus,
Igor Bondarenko, Mustafa Ozgliroglu, Miranda Gogishvili, Haci M. Turk, Irfan Cicin,
Dmitry Bentsion, Jinrui Liu, Nicholas Giangreco, Fang Wang, Siyu Li, Israel Lowy,
Jean-Francois Pouliot, Giuseppe Gullo, Petra Rietschel, Vladimir Jankovic; Thoracic Head & Neck
Medical Oncology, MD Anderson Cancer Center, Houston, TX; Division of Hematology/Oncology,
Department of Medicine, UC Davis Comprehensive Cancer Center, Sacramento, CA; Department of
Medical Oncology, Baskent University, Adana, Turkey; Department of Medical Oncology, Istinye
University Faculty of Medicine, Istanbul, Turkey; Department of Medical Oncology, School of Medicine,
Istanbul Medeniyet University, Istanbul, Turkey; Department of Oncology and Medical Radiology;
Dnipropetrovsk Medical Academy, Dnipro, Ukraine; Cerrahpasa Medical Faculty, Istanbul University-
Cerrahpasa, Istanbul, Turkey; High Technology Medical Centre, University Clinic, Tbilisi, Georgia;
Department of Medical Oncology, Bezmialem Vakif University, Istanbul, Turkey; Department of
Medical Oncology, Trakya University, Edirne, Turkey; Radiotherapy Department, Sverdlovsk Regional
Oncology Centre, Sverdlovsk, Russian Federation; Regeneron Pharmaceuticals, Inc., Tarrytown, NY

Background: While ctDNA has emerged as a promising tool for monitoring response on therapy, thereis a
paucity of data from prospective, randomised Phase 3 studies to establish clear criteria for the clinical
application of ctDNA. In the EMPOWER-Lung 1 study, first line (1L) cemi monotherapy improved
overall survival (OS) vs platinum chemo in pts with aNSCLC, PD-L1 =50%, and no EGFR, ALK, or
ROS1 aberrations and an acceptable risk/benefit profile. We performed personalized tumor-specific
analysis of ctDNA from pts treated in the EMPOWER-Lung 1 study to determine the optimal time point
and magnitude of ctDNA variation that are associated with OS and progression-free survival (PFS).
Methods: Tumor tissue next-generation sequencing was performed to identify tumor-specific DNA
variants. ctDNA levels were monitored using personalized pt specific probe sets (Natera, Foundation
Medicine) in the plasma at baseline, end of week 3 (W3) and W9. Endpoints included overall response
rate (ORR) complete or partial response (CR/PR), stable disease (SD) and progressive disease (PD) per
RECIST 1.1, OS and PFS. Association between ctDNA decrease and clinical endpoints was tested in 3
groups of pts defined by sensitivity analysis: no-decrease, any decrease (molecular response, MR), and
complete clearance (complete MR, cMR) of ctDNA. Results: ctDNA analysis was performed on samples
from 175 pts (chemo n = 89; cemi n = 86). Baseline characteristics, ORR, OS, and PFS were
comparable to those of the intention to treat population. At W9, cMR/MR was associated with clinical
response to cemi (CR/PR: 97%, SD:58%, PD:17%), but not with clinical response to chemo, as it was
detected in the majority of chemo pts across all RECIST categories (CR/PR: 100%, SD:90%, PD:80%).
In the cemi arm, ctDNA cMR was associated with the longest survival, with median OS (mOS) not-
reached compared to pts with MR (mOS of 29 months) and pts with no-decrease (mOS of 8 months), as
well as statistically significant hazard ratios (cMR vs MR: W9 HR =8, 95% Cl 1.8-35, p=0.0056; cMR
vs no-decrease: WO HR =25, 5.7-110, p=0.000021 and W3 HR =5.9, 1.4-25, p=0.017). Delayed
MR/cMR (i.e., MR/cMR at W9 but not at W3) was observed in 8/66 pts (12%), and transient MR
(i.,e., MR at W3 but not W9) in 9/66 pts (14%), with available ctDNA data at both timepoints.
Conclusions: This is the largest data set to date correlating ctDNA levels with efficacy outcomes from a
randomized clinical trial comparing chemo with immunotherapy in 1L aNSCLC. The results indicate
that lack of treatment-induced decrease in ctDNA may identify pts with inferior OS benefit from cemi
monotherapy as early as 3 weeks following initiation of therapy and can inform future use of early ctDNA
response assessment in prospective interventional studies. Clinical trial information: NCTO3088540.
Research Sponsor: Regeneron Pharmaceuticals, Inc. and Sanofi.
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First-line (1L) nivolumab (N) + ipilimumab (I) + chemotherapy (C) vs C alone in patients
(pts) with metastatic NSCLC (mNSCLC) from CheckMate 9LA: 4-y clinical update and
outcomes by tumor histologic subtype (THS).

David Paul Carbone, Tudor-Eliade Ciuleanu, Michael Schenker, Manuel Cobo-Dols,
Stephanie Bordenave, Oscar Juan-Vidal, Juliana Janoski De Menezes, Niels Reinmuth,
Eduardo Richardet, Ying Cheng, Hideaki Mizutani, Luis G. Paz-Ares, Shun Lu, Tom John,
Xiaoging Zhang, Nan Hu, David Balli, Vipul Baxi, Jaclyn Neely, Martin Reck; The Ohio State University
Comprehensive Cancer Center, Columbus, OH; Institutul Oncologic Prof Dr lon Chiricuta and University
of Medicine and Pharmacy luliu Hatieganu, Cluj-Napoca, Romania; SF Nectarie Oncology Center,
Craiova, Romania; Unidad de Gestion Clinica Intercentros de Oncologia Médica, Hospitales Uni-
versitarios Regional y Virgen de la Victoria, IBIMA, Médlaga, Spain; L’institut du Thorax, Nantes, France;
Hospital Universitario La Fe, Valencia, Spain; Hospital Nossa Senhora da Concei¢do, Porto Alegre,
Brazil; Asklepios Lung Clinic, Munich-Gauting, Germany; IONC Instituto Oncolégico De Cdrdoba,
Cdrdoba, Argentina; Jilin Cancer Hospital, Changchun, Jilin, China; Saitama Cancer Center, Saitama,
Japan; Hospital Universitario, 12 de Octubre, Universidad Complutense de Madrid, Madrid, Spain;
Shanghai Lung Cancer Center, Shanghai Chest Hospital, Shanghai JiaoTong University, Shanghai,
China; Austin Hospital, Heidelberg, VIC, Australia; Bristol Myers Squibb, Princeton, NJ; Airway
Research Center North, German Center for Lung Research, LungClinic, Grosshansdorf, Germany

The full, final text of this abstract will be available at meetings.asco.org on the day of presentation and in the
online supplement to the June 10, 2023, issue of the Journal of Clinical Oncology.
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Safety and clinical activity of target-preserving anti-CTLA-4 antibody ONC-392 as mon-
otherapy in NSCLC patients who progressed on PD(L)1-targeted immunotherapy.

Kai He, David Paul Carbone, Meredith McKean, Rama Balaraman, Satish Shah, Edward Arrowsmith,
Julio Antonio Peguero, Rohit Joshi, Aiwu Ruth He, Adriana Milillo, John Turner Hamm,
Mark Gregory Goldstein, Zihai Li, Yang Liu, Pan Zheng, Tianhong Li; James Thoracic Oncology Center,
The Ohio State University Comprehensive Cancer Center, Columbus, OH; The Ohio State University
Comprehensive Cancer Center, Columbus, OH; Sarah Cannon Research Institute, Tennessee Oncology,
Nashville, TN; Ocala Oncology, Ocala, FL; Gettysburg Cancer Center, Gettysburg, PA; Tennessee
Oncology, Chattanooga, TN; Oncology Consultants, Houston, TX; Lyell McEwin Hospital, Adelaide,
Australia; Ruesch Center for the Cure of Gastrointestinal Cancers, Lombardi Comprehensive Cancer
Center, Georgetown University, Washington, DC; Memorial Cancer Institute, Pembroke Pines, FL;
Norton Cancer Institute, Louisville, KY; American Oncology Network, Bethesda, MD; The Pelotonia
Institute for Immuno-Oncology, The Ohio State University Comprehensive Cancer Center, Columbus,
OH; OncoC4, Inc., Rockville, MD; UC Davis Comprehensive Cancer Center, Sacramento, CA

Background: PD-1 or PD-L1 inhibitors have transformed clinical care of NSCLC patients. However,
many patients may develop primary or secondary resistant to PD-(L)1 inhibitors. The marketed anti-
CTLA-4 mAbs are ineffective as monotherapy for NSCLC. ONC-392 is a novel target-preserving anti-
CTLA-4 antibodies that confers immunotherapeutic effect by selective depletion of regulatory T cells
(Treg) inthe tumor microenvironment. Preclinical studies show that ONC-392 is more effective and less
toxic for immunotherapy than other clinically used anti-CTLA-4 antibodies. In first-in-human study in
patients with advanced solid cancer, the recommended Phase 2 dose (RP2D) for ONC-392 mono-
therapy was established as 10 mg/kg. In this study, we tested safety and clinical activities of ONC-392
in NSCLC patients who progressed on PD(L)1-targeted therapy. Methods: Anti-PD-(L)1 resistant NSCLC
patients were enrolled as parts of PRESERVE-001 studies (NCT04140526) expansion cohort Part C
Arm | and treated with 2 cycles of 10 mg/kg, followed by 6 mg/kg, g3w, ONC-392 by IV infusion. Safety
was evaluated based on treatment emergent and treatment-related adverse events, while efficacy was
evaluated by investigators using RECIST1.1 criteria. Results: As of December 18, 2022, 33 NSCLC
patients have received at least one dose of ONC-392 at 10 mg/kg. The median age is 66 yrs (range 43 -
89 yr), 61% male. 61% were non-squamous cell carcinoma and 39% were squamous cell carcinoma.
27 % are ECOG score O and 73% were ECOG score 1. The median prior treatment was 2 cycles (range 1
to 4). The average ONC-392 treatment period was 3.5 cycles (range 1 to 13 cycles). Overall, the
patients with TRAE in grade 3 or above is 33% (11/33), including diarrhea/colitis (3, 9%), AST/ALT
increase or hepatitis (3, 9%), muscular weakness (2, 6%), nephritis (1, 3%), adrenal insufficiency (1,
3%). Due to pace of enrollment, efficacy data are available in 22 patients. 6 of 22 evaluable patients
have partial response and 12 patients have stable disease per RECIST 1.1, resulting in a response rate
of 27% and disease control rate of 82% among evaluable patients. The median follow-up period for all
patients is 5.8 months and 8.6 months for 20 alive patients (range 2.9 to 14.1 months). The estimated
6- and 12-month overall survival (OS) rates were 65% and 55%. Median OS has not reached.
Conclusions: Overall, ONC-392 monotherapy with 10 mg/kg is safe and tolerable. Onc-392 mono-
therapy has showed encouraging anti-tumor activity in 10-resistant NSCLC when compared with
historical data. Based on these encouraging data, we have initiated a Phase 3 study testing ONC-
392 monotherapy among NSCLC who progressed on PD(L)1-targeting immunotherapy
(NCT05671510). Clinical trial information: NCTO4140526. Research Sponsor: OncoC4, Inc.;
U.S. National Institutes of Health.
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SI-B001 plus chemotherapy in patients with locally advanced or metastatic EGFR/ALK
wild-type non-small cell lung cancer: A phase Il, multicenter, open-label study.

Yuanyuan Zhao, Li Zhang, Wenfeng Fang, Yunpeng Yang, Yan Huang, Wen Zou, Zhaoxiang Wang,
Muran Ding, Yujia Peng, Sa Xiao, Hongwei Wang, Hai Zhu, Martin Sebastian Olivo, Yi Zhu; Department
of Medical Oncology, Sun Yat-sen University Cancer Center & State Key Laboratory of Oncology in South
China, Collaborative Innovation Center for Cancer Medicine, Guangzhou, China; Department of Medical
Oncology, State Key Laboratory of Oncology in South China; Collaborative Innovation Center for Cancer
Medicine, Sun Yat-sen University Cancer Center, Guangzhou, Guangdong, China; Department of
Medical Oncology, Sun Yat-sen University Cancer Center & State Key Laboratory of Oncology in South
China, Collaborative Innovation Center for Cancer Medicine, Guangzhou, Guangdong, China; Medical
Oncology Department, Sun Yat-sen University Cancer Center, Guangzhou, China; Baili-Bio (Chengdu)
Pharmaceutical Co., Ltd., Chengdu, China; Bailipharm, Chengdu Sichuan, China; Sichuan Baili-
pharmaceutical co.,LTD, Redmond, WA; Systimmune, Inc., Redmond, WA

Background: SI-BOO1 is a first-in-class novel EGFRXHER3 bispecific antibody. The objective of this
phase Il study was to investigate the efficacy and safety of SI-BOO1 in combination with chemotherapy
in pts with locally advanced or metastatic EGFR/ALK wild-type NSCLC. Methods: This phase Il study
enrolled patients with locally advanced or metastatic EGFR/ALK wild-type NSCLC who had failed first-
line anti-PD-1/L1 therapy, with or without platinum-based chemotherapy (PBC). This study consisted
of three cohorts: In Cohort A pts received SI-BOO1 plus PBC as second-line treatment after failure to
first-line anti-PD-1/L1 antibody monotherapy; Cohort B pts received SI-BOO1 plus docetaxel as second-
line treatment after failure to first-line anti-PD-1/L1 therapy plus PBC; Cohort C pts received SI-BOO1
plus docetaxel as third-line or higher treatment after failure to first-line anti-PD-1/L1 therapy and PBC.
This study evaluated SI-BOO1 in three distinct dosing schedules: Schedule 1 (16+9mg/kg once
weekly), Schedule 2 (14mg/kg on Days 1 and 8 every 3 weeks), and Schedule 3 (21+12mg/kg once
weekly). The primary endpoints of the study were to determine the objective response rate (ORR) in
evaluable patients and to identify the optimal dose. The secondary endpoints included assessment of
progression-free survival (PFS), disease control rate (DCR), duration of response (DOR), and safety.
Results: As of November 11, 2022, 55 pts have been enrolled in the study, including 1 pt in Cohort A,
45 pts in Cohort B, 8 pts in Cohort C, and one pt enrolled based on the investigator’s discretion. Of the
55 pts, 48 were evaluable for efficacy; ORR (n/N, [95%Cl]) of 31.3% (15/48, [18.7, 46.3]), DCR of
77.1% (37/48, [62.7, 88.0]). In Cohort B, 23 pts were enrolled in schedule 1, 21 pts were enrolled in
schedule 2, and 1 pt was enrolled in schedule 3. Of the 45 pts enrolled in Cohort B, 38 were evaluable
for efficacy. Among 22 evaluable pts in schedule 1 the ORR was 45.5% (10/22, [24.5, 67.8]) and the
DCR was 68.2% (15/22,[45.1, 86.11). 18 out of the 22 had no actionable genomic alterations (AGA),
the ORR was 50.0% (9/18, [26.0, 74.01), the DCR was 72.2% (13/18, [46.5, 90.3]), and the mPFS
has not been reached. The most common grade =3 treatment-related adverse events (TRAEs) were
myelosuppression (17%), decreased neutrophil count (15%), and decreased white blood cell count
(12%). There was no drug-related death. Conclusions: SI-BOO1 plus docetaxel demonstrated antitumor
activity in locally advanced or metastatic NSCLC EGFR/ALK wild-type pts who failed on prior first-line
anti-PD-1/L1 antibody plus PBC, especially without AGA. The toxicity of SI-BOO1 + docetaxel was
manageable. These findings support the continued investigation of SI-BO01 and docetaxel as a
treatment option in NSCLC. Clinical trial information: NCT05020457. Research Sponsor: Sichuan
Baili Pharmaceutical Co., Ltd.
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Large-scale comparative analysis of clinico-genomic characteristics, treatment outcomes
and resistant mechanisms of ALK/ROS1/RET-rearranged non-small cell lung cancer
(NSCLC) in a nationwide genomic screening project (LC-SCRUM-Asia/TRY).

Yosuke Kagawa, Yuji Shibata, Shingo Matsumoto, Hiroki Izumi, Yuichiro Ohe, Ryo Toyozawa,
Kazumi Nishino, Atsushi Nakamura, Kadoaki Ohashi, Shoichi Kuyama, Naoki Furuya,
Tetsuya Sakai, Kaname Nosaki, Hibiki Udagawa, Shigeki Umemura, Yoshitaka Zenke,
Kiyotaka Yoh, Koichi Goto; National Cancer Center Hospital East, Chiba, Japan; Department of
Thoracic Oncology, National Cancer Center Hospital East, Kashiwa, Japan; National Cancer Center
Hospital East, Kashiwa, Japan; National Cancer Center Hospital, Tokyo, Japan; Department of Thoracic
Oncology, National Hospital Organization Kyushu Cancer Center, Fukuoka-Shi Minami-Ku, Japan;
Osaka International Cancer Institute, Osaka, Japan; Sendai Kousei Hospital, Sendai, Japan; Dept.
Hematology and oncology, Okayama university hospital, Okayama; Department of Respiratory Med-
icine, National Hospital Organization Iwakuni Clinical Center, Iwakuni City, Yamaguchi, Japan; St.
Marianna University School of Medicine, Kawasaki, Japan; Radiation Oncology Division, National
Cancer Center Hospital East, Kashiwa-Shi, Japan; National Cancer Center Hospital East in Japan,
Kashiwa-Shi, Japan

Background: There is limited understanding of the clinico-genomic differences among ALK/ROS1/RET-
rearranged NSCLC due to their low frequency. We aimed to characterize these fusions using a large-
scale LC-SCRUM-Asia/TRY database. Methods: We conducted a prospective screening of treatment-
naive and refractory lung cancer to identify genomic alterations using RT-PCR and/or targeted next-
generation sequencing (NGS) assays in LC-SCRUM-Asia/TRY. We compared clinico-genomic charac-
teristics, treatment outcomes and resistant mechanisms among ALK/ROS 1/RET-rearranged NSCLC.
Results: Between February 2013 and December 2022, 18,616 lung cancer patients (pts) were enrolled
in LC-SCRUM-Asia/TRY and 16,583 were NSCLC pts. ALK/ROS1/RET fusions were identified in 430
(2.6%)/240 (1.4%)/202 (1.2%) pts in NSCLC. The patient characteristics were as follows (ALK/ROS 1/
RET): median age, 58/60/63 years; females, 53/54/54%; never-smokers, 57/55/59%; adenocarci-
noma, 93/95/96%. The frequencies of brain metastasis at diagnosis were 26/20/19% (p = 0.15).
Among pts tested by NGS, the frequencies of TP53, TET2 and NOTCH1 mutations were lower in ALK
thanin ROS1and RET(TP53;23/34/27%, NOTCH1;17/34/35%, TET2; 17/30/32%). Overall survival
(OS) was significantly longer in ALK than in ROSI (mOS [ALK/ROS1/RET] 108.8 vs. 43.6 vs. not
reached [NR] months, ALKvs. ROS1; p <0.01, ALKvs. RET; p=0.04) among stage IV pts underwent
TKI therapy. TP53 mutation was associated with shorter OS in all three fusions (mOS [ TP53 mt+/mt-]
ALK;35.7vs.108.8,p<0.01, ROS1;26.4vs.47.4,p=0.06, RET; 28.9vs. 76.1 months, p=0.05),
shorter PFS with first line alectinib in ALK (mPFS [TP53 mt+/mt-] 11.0 vs. 38.4 months, hazard ratio
[HR12.5[95% Cl, 1.5-4.2], p < 0.01) and shorter PFS with initial crizotinib in ROS1 (mPFS [TP53
mt+/mt-] 5.8 vs. 25.2 months, HR 2.6 [95% CI, 1.3-4.8], p < 0.01). There was no significant
difference in PFS with first-line platinum plus pemetrexed among fusions (mPFS 12.6 vs. 10.7 vs.
9.2 months) and PFS with initial immune checkpoint inhibitors among fusions (mPFS 3.9 vs. 5.1 vs.
3.0 months). Among 60/13/10 re-biopsy samples refractory to TKI, on-target resistant mutations were
identified in 14 (23%) /3 (23%) /1 (10%) samples. Conclusions: Pts with ALK/ROS1/RET-rearranged
NSCLC shared similar characteristics, but the occurrence of concomitant mutations was lower in ALK
than in ROS1 and RET. TP53 mutation was associated with worse prognosis in pts with ALK/ROS1/
RET-rearranged NSCLC. Among those received TKI, pts with ALK-rearranged NSCLC had better
prognosis than those with ROS1 and RET-rearranged NSCLC. The development of highly effective
molecular targeted therapies for ROS1- and RET-rearranged NSCLC is warranted. Research Sponsor:
None.
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The genomic, transcriptomic, and immunological landscape of SGLT2 in lung cancer.

Heng Tan, Samuel A. Kareff, Harris Benjamin Krause, Asaad Trabolsi, Andrew Elliott,
Alex Patrick Farrell, Stephen V. Liu, Patrick C. Ma, Ari M. Vanderwalde, Milan Radovich,
George W. Sledge, Gilberto Lopes; University of Miami/Jackson Memorial Hospital, Miami, FL;
University of Miami Sylvester Comprehensive Cancer Center/Jackson Memorial Hospital, Miami,
FL; Caris Life Sciences, Irving, TX; Jackson Memorial Hospital/ University of Miami, Miami, FL; Caris
Life Sciences, Phoenix, AZ; Lombardi Comprehensive Cancer Center, Georgetown University, Wash-
ington, DC; Penn State Milton S. Hershey Medical Center, Hershey, PA; West Cancer Center and
Research Institute, Caris Life Sciences, Germantown and Memphis, TN; University of Miami, Miami, FL

Background: Retrospective data suggest that SGLT2 inhibitors, commonly used in diabetes, are
associated with a lower incidence of cancer development and in vivo data indicate SGLT2 plays a
role in the development of NSCLC. We investigated the genomic and immunological landscape of
NSCLC [adenocarcinoma (AC) or squamous cell carcinoma (SCC) histology] with high and low
expression of the SGLT2-coding gene SLC5A2 and the relationship with clinical outcomes.
Methods: NSCLC tumors of AC (N = 11,725) or SCC (N = 4,158) histology were tested at Caris Life
Sciences (Phoenix, AZ) with NextGen Sequencing on DNA (592 genes or whole exome) and RNA (whole
transcriptome). PD-L1 expression (22C3; Positive (+): TPS =1%) was assessed by IHC. High tumor
mutational burden (TMB-H) was defined as =10 mutations/MB. Mutations were defined as pathogenic
SNVs/indels. SLC5A2-H and -L expression (transcripts per million) was defined as top and bottom
quartile, respectively. A transcriptomic signature predictive of response to immunotherapy was applied
(T cell-inflamed). The Mann-Whitney U test was applied as appropriate, with P-values adjusted for
multiple comparisons (p < .05). Real-world overall survival (OS) data was obtained from insurance
claims and Kaplan-Meier estimates were calculated for molecularly defined subpopulations of patients
(N = 13,505). Results: In AC tumors, SLC5A2-H was associated with higher rates of EGFR (20.8 vs
13.5%, p < .05) and STK11 mutations (20.1 vs 12.9%, p < .05), but lower rates of TP53 (50.8 vs
69.5%, p<.05)and ARIDIA(8.7 vs 4.6%, p < .05) mutations. There was no significant difference in
the KRAS mutation rate (35.6 vs 37.1%, p=1). AC and SCC SLC5A2-H tumors had a lower prevalence
of PD-L1+ (AC: 47 vs 68%, SCC: 50vs 67%, p < .05). AC SLC5A2-H tumors had a lower prevalence of
TMB-H (30 vs 39%, p < .05), but not in SCC (40 vs 41%, p=.6). SLC5A2-H tumors were associated
with a higher prevalence of T cell-inflamed tumors (AC: 40 vs 19%, SCC: 33 vs 11%, p < .05).
SLC5A2-H AC had longer OS as compared to SLC5A2-L. AC tumors (HR =0.787 [.73-.85], p < .001)
but no significant difference in time on treatment (TOT) with pembrolizumab was observed (HR .90
[.78-1.03], p=.13). SLC5A2-H SCC tumors had significantly longer OS (HR .88, [.78-1.00], p=.045)
and they had significantly longer TOT with pembrolizumab (HR .72 [.56-.94], p = .01). Finally,
SLC5A2-H, KRAS mutant AC tumors had significantly longer OS (HR .64 [.57-.73], p < .001) whereas
SLC5A2-H KRAS mutant SCC tumors (HR 1.46 [.83-2.57], p = .19) trended towards shorter OS.
Conclusions: SLC5A2 expression was associated with a highly altered genomic landscape in AC. In
specific mutational and histological subgroups, differences in SLC5A2 expression were associated with
0OS and responsiveness to immunotherapy. These mutational and histological subtypes should be
further investigated as research on SGLTZ2 inhibitors progresses. Research Sponsor: None.
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Peripheral myeloid cells as prognostic markers in patients (pts) with non-small cell lung
cancer (NSCLC) treated with cemiplimab: Pooled analysis of EMPOWER-Lung 1 and
EMPOWER-Lung 3 phase 3 trials.

Joseph Christopher Murray, Debra AG Mcintyre, Valsamo Anagnostou, Julie R. Brahmer,
Alexander Meisel, Ahmet Sezer, Miranda Gogishvili, Tamar Melkadze, Ana Baramidze,
Tamta Makharadze, Adam He, Siyu Li, Vladimir Jankovic, Frank A. Seebach, Petra Rietschel,
Young J. Kim, Giuseppe Gullo, Jean-Francois Pouliot; Johns Hopkins Kimmel Cancer Center, Balti-
more, MD; Regeneron Pharmaceuticals, Inc., Tarrytown, NY; Department of Nuclear Medicine Ziirich,
University Hospital of Ziirich, Zirich, Switzerland; Department of Medical Oncology, Baskent Uni-
versity, Adana, Turkey; High Technology Medical Centre, University Clinic, Tbilisi, Georgia; Acad F
Todua Medical Center, Tbilisi, Georgia; Todua Clinic, Tbilisi, Georgia; LTD High Technology Hospital
Med Center, Batumi, Georgia

Background: Circulating innate and adaptive immune cells can modulate clinical responses to immune
checkpoint inhibition in pts with cancer; however, there are no clear validated baseline clinical tests to
guide clinicians, outside of programmed cell death-ligand 1 (PD-L1) IHC tests on limited biopsy
specimens. High neutrophil/lymphocyte ratio (NLR) is associated with poor prognosis in NSCLC, but
data are limited on the potential contribution of other immune cells such as monocytes and eosinophils
in modulating systemic immune response. Further, previous correlative studies have not established
clinically actionable immune cell cut-off values. Methods: We used multiple quantitative analytic
methods including multivariable Cox regression and conditional decision trees to assess the prognostic
importance of NLR and peripheral myeloid cells, including monocytes and eosinophils, in pts with
NSCLC treated with cemiplimab in Phase 3 trials EMPOWER-Lung 1 (NCTO3088540) and EMPOWER-
Lung 3 (NCT0O3409614). In EMPOWER-Lung 1, pts with PD-L1 =50% were randomized 1:1 to
cemiplimab 350 mg every 3 weeks (Q3W) or platinum-based chemotherapy (chemo). EMPOWER-Lung
3 was a 2-part study. In Part 1, pts with PD-L1 < 50% were randomized 1:1:1 to chemo, cemiplimab
350 mg Q3W + chemo, or cemiplimab 350 mg Q3W + ipilimumab 50 mg Q6W + chemo. In Part 2, pts
were randomized 2:1 to receive cemiplimab 350 mg or placebo Q3W + chemo. Results: Overall, 691 pts
in EMPOWER-Lung 1 and 769 pts in EMPOWER-Lung 3 were included in this analysis. The results
showed significant association between multiple factors including NLR and overall survival (0S) and
progression-free survival (PFS). For pts with NLR > 3.98 vs =3.98, median 0S (95% Cl) was 10 (9-13)
vs 20 (17-24) months (HR: 2.04; 95% Cl: 1.60-2.61; P< 0.001) and median PFS (95% CI) was 4
(4-6) vs 6 (6-7) months (HR: 1.80; 95% Cl: 1.50-2.18; P< 0.001), respectively, accounting for
known prognostic factors. In multivariable analyses, monocytes (OS HR: 1.72; 95% Cl: 1.29-2.30; P<
0.001; PFS HR: 1.37; 95% CI: 1.08-1.75; P=0.010) and log eosinophils (OS HR: 0.90; 95% ClI:
0.85-0.97; P=0.003; PFS HR: 0.93; 95% Cl: 0.88-0.98; P= 0.004) were significantly associated
with OS and PFS in both studies. (Neutrophil + monocyte)/lymphocyte ratio was the top predictor of
both OS and PFS in decision tree analysis. Peripheral blood cell count correlations were not affected by
tumor PD-L1 levels (p < 0.15 for all markers). Conclusions: This is a large and comprehensive
prognostic analysis of data from two prospective Phase 3 clinical trials in advanced NSCLC. Clinically
actionable peripheral blood cell count parameters, incorporating putative immunosuppressive myeloid
cells (neutrophils and monocytes) and protective lymphocytes and eosinophils, may help predict
response to anti-PD-1 therapy in advanced NSCLC. Clinical trial information: NCT03088540,
NCT03409614. Research Sponsor: Regeneron Pharmaceuticals, Inc., and Sanofi.
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Impact of EML4-ALK fusion variant and co-occurring TP53 mutation on treatment duration
of first-line next-generation ALK TKIs in ALK fusion+ NSCLC.

Kaushal Parikh, Anastasios Dimou, Konstantinos Leventakos, Yin Wan, Huamao Mark Lin,
Sylvie Vincent, Jennifer Elliott, loana R Bonta; Mayo Clinic, Rochester, MN; Mayo Clinic College of
Medicine, Rochester, MN; Takeda Development Center Americas, Inc., Lexington, MA; Takeda
Pharmaceuticals USA, Inc., Lexington, MA; Northside Hospital, Atlanta, GA

Background: Molecular biomarkers such as EML4-ALK fusion variant 3 (V3) and TP53 mutation are
associated with poor prognosis in patients (pts) with anaplastic lymphoma kinase fusion positive
(ALK+) non—small cell lung cancer (NSCLC). We evaluated the effect of EML4-ALK fusion variants and
TP53 mutation status on time to treatment discontinuation (TTD) of first-line (1L) treatment with a
next-generation ALK tyrosine kinase inhibitor (TKI) in pts with ALK+ NSCLC in the real-world setting.
Methods: Pts with advanced/metastatic NSCLC who were ALK+ in circulating tumor DNA by Guar-
dant360 (G360) liquid biopsy test from Jan 1, 2018, to Dec 31, 2021, and received 1L monotherapy
with a next-generation ALK TKI (alectinib, brigatinib, ceritinib, lorlatinib) were identified in the
Guardant INFORM clinical-genomics database. Median TTD of 1L ALK TKI treatment was determined
by Kaplan-Meier (KM) methods. The impact of EML4-ALK fusion variant and TP53 mutation status on
TTD was evaluated. Results: Database search identified 495 pts with advanced/metastatic NSCLC who
had ALK fusion by G360; of these, 214 ptsreceived 1L treatment with a next-generation ALK TKI; 164
had G360 testing before treatment (alectinib, n=147; brigatinib, n=7; ceritinib, n=2; lorlatinib, n=8).
Among these 164 pts, median age was 58.6 y, 53% were female, and 29% had baseline brain
metastases. Median follow-up from start of 1L treatment was 14.8 mo. Median TTD was 19.6 mo (95%
Cl: 13.6-not reached [NR]). TP53 mutations were detected in 66 pts (40%). Median (95% CI) TTD in
pts with TP53 mutation vs WT was 17.1 (9.5-28.5) vs 21.9 mo (14.3-NR; log-rank P=0.1712). Of
130 pts with EML4-ALK fusion variant type detected, 63 (48%) had V1, 54 (42%) V3, 8 (6%) V2, 4
(3%) Vb, and 1 (1%) V8. In pts with EML4-ALK fusion V1 vs V3, median (95% CI) TTD was 19.0
(13.6-NR)vs 21.8 mo (8.7-NR; HR: 0.73; log-rank P=0.3039), with the KM plot showing numerically
longer TTD in pts with V1 vs V3 during the first 18 mo and lines crossing at the tail end. Of 117 pts with
both an EML4-ALK fusion variant (V1/V3) and TP53data, 21 (18%) had both V3 and a TP53 mutation.
Pts with co-occurring EML4-ALK V3 and TP53 mutation had the shortest TTD (median TTD 8.7
[3.9-NR; HR: 2.59; P=0.0219]; Table). Conclusions: Among pts with NSCLC and ALK fusion, co-
occurrence of EML4-ALK V3 and TP53 mutation is common and associated with poor prognosis and
high risk of early discontinuation of 1L treatment with a next-generation ALK TKI, most likely due to
disease progression. Additional novel or combination therapies are warranted for this subpopulation.
Research Sponsor: Takeda Development Center Americas, Inc., Lexington, MA, USA.

n?  Median TTD (95% CI), mo HR (95% CI) P value
EML4-ALKV1 and TP53WT 38 19.5 (11.4-NR) Reference
EML4-ALK V1 and TP53+ 25 19.0 (9.5-NR) 1.01 (0.42-2.44) 0.9849
EML4-ALK V3 and TP53 WT 33 NE (9.4-NR) 0.89 (0.38-2.09) 0.7873
EML4-ALK V3 and TP53+ 21 8.7 (3.9-NR) 2.59 (1.15-5.84) 0.0219

@117 pts had data for both TP53 and EML4-ALK V1 or V3.
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Real-world testing and treatment patterns among patients with stage IV non-small cell lung
cancer: A retrospective observational study.

Jeffrey A. Scott, Harvey I. Katzen, Jochen K Lennerz, Melissa Lynne Johnson, Lucio N. Gordan,
Robert H Dumanois, Luca Quagliata, Lauren Ritterhouse, Federico Cappuzzo, Anupama Vasudevan,
Teena Sura, Sandy English, Brandon Wang, Prateesh Varughese, Rushir J. Choksi; Integra Connect
PrecisionQ, West Palm Beach, FL; Massachusetts General Hospital, Boston, MA; Sarah Cannon
Research Institute, Nashville, TN; Florida Cancer Specialists and Research Institute, Gainesville,
FL; Thermo Fisher Scientific, Waltham, MA; Regina Elena National Cancer Institute IRCCS, Roma,
Italy; UPMC Hillman Cancer Center, Pittsburgh, PA

Background: Guidelines (NCCN, CAP/IASLC/AMP) recommend clinical molecular testing of patients
with advanced NSCLC to inform therapy decisions. We investigated the testing and treatment patterns
of patients with stage 4 NSCLC treated in the real-world setting. Methods: This retrospective
observational study included de-identified stage 4 NSCLC patients from the Integra Connect Pre-
cisionQ database (ICD) enriched with information obtained by curation. Patients with a positive
mutation for EGFR, ALK, ROS1, BRAF, MET, RET, HERZ2, or NTRK and who initiated treatment
for stage 4 NSCLC between 01/01/2018 and 12/31/2021 were included with follow-up through 05/31/
2022. Also included were demographics, ECOG score, time of ordering test, and date of death.
Genomic test data were classified by method and type of test. Overall survival (OS) was calculated using
Kaplan-Meier curves and data are presented using descriptive statistics. Results: Of 5195 patients in
the ICD with stage 4 NSCLC, 3532 patients initiated first line of therapy (LOT1), and 2899 had somatic
molecular testing ordered, specifically via tissue-based next-generation sequencing (NGS, 30%),
plasma-based NGS (26%), or non-NGS methods (44%). A total of 934 patients tested positive for a
driver mutation at any time during the study observation period, and 671 patients (72%) had test
results available before initiating treatment. Of those treated after receiving biomarker results, 407
(61%) initiated treatment with a tyrosine kinase inhibitor (TKI), 43 (6%) with chemotherapy (chemo),
156 (23%) with chemo + immuno-oncology (10), and 65 (10%) with 10. The median OS (95%
confidence interval [CI]) was 24.46 (21.90-29.18) months for patients treated with TKI and 14.2
(11.6-16.5) months for patients treated without TKI (unadjusted hazard ratio [95% Cl], 1.56 [1.26,
1.92]; P < 0.001). Conclusions: Among patients with stage 4 NSCLC treated in the real-world setting,
patients treated with TKI after receiving test results had better overall survival than patients treated
without TKI. While subject to the limitations of a retrospective observational real-world data study, this
study suggests that, with regard to utilizing genomic testing and appropriate selection of targeted
treatment, adherence to treatment guidelines may improve patient outcomes. As new targeted agents
continue to emerge in NSCLC, these data encourage utilization of genomic testing data to guide
treatment selection. We acknowledge the significant contributions of our dear friend, Dr. Robert E.
Smith, whose cheerful enthusiasm and deep expertise were a driving force of this work. Research
Sponsor: Thermo Fisher.
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MSH3 and MSH6 gene polymorphisms: Association with lung cancer susceptibility and
prognostic value in patients with NSCLC undergoing platinum-based chemotherapy.

Navneet Singh, Sidhartha Singh, Parul Sharma, Siddharth Sharma; Postgraduate Institute of Medical
Education and Research (PGIMER), Chandigarh, India; Thapar Institute of Engineering and Technol-
ogy, Patiala, India

Background: DNA mismatch repair (MMR) pathway is responsible for recognizing and repairing errors
(insertion, deletion and misincorporation of bases) occurring during DNA replication and recombina-
tion. Single nucleotide polymorphisms (SNPs) in MSH3and MSH6 genes are related to development of
various cancers. SNPs of particular interest include rs26279 G > A polymorphism for MSH3 and
rs3136228 557G > T polymorphism for MSH6. In this cohort study, we evaluated the association of
MSH3 (rs26279) and MSH6 (rs3136228) SNPs with occurrence of lung cancer (LC), baseline
demographic and clinical characteristics and with overall survival (OS) amongst LC patients undergoing
platinum-based doublet chemotherapy. Methods: 500 LC patients and 500 healthy controls were
enrolled. Genomic DNA was isolated from 4ml of peripheral blood using a phenol-chloroform extraction
procedure and genotyping of patients and controls was performed using PCR-RFLP. All enrolled
patients had pathologically confirmed LC. Written informed consent was obtained from all enrolled
subjects and the study was approved by institutional ethics committee. Odds ratio (OR) and 95%
confidence intervals (Cls) were calculated using logistic regression analysis. Kaplan-Meier method was
used for OS analysis and (multivariate) Cox regression models to obtain (adjusted) hazards ratios (HRs).
Results: Mean age (61 years) was similar for cases and controls. Compared to controls, LC cohort had
higher prevalence of non-smokers (20% vs. 10%), female sex (20% vs. 9%) and smoking pack-years
(mean 20.8 vs. 13.8). Majority of LC patients had metastatic disease (54%) and ECOG performance
status of 0-1 (45%) or 2 (40%). Adenocarcinoma and squamous were equi-prevalent (41% each).
Mutant genotype (TT) for MSH6 polymorphism was more frequent in LC patients (OR =1.43; 95% Cl =
1.01 - 2.03; p = 0.03) with the association more marked in adenocarcinoma histology (OR = 1.74;
95% Cl=1.05-2.93; p=0.03). For non-smokers, mutant genotype (TT) for MSH6 polymorphism was
associated with a 3-fold increased risk of LC (OR =3.22; 95% Cl =1.26 - 8.18; p =0.01). Amongst
females, heterozygous genotype (GA) for MSH3 polymorphism was more frequent amongst LC cases
(24%) than controls (16%) (OR = 2.35, 95% Cl = 0.85 - 6.52, p = 0.04). Patients treated with
docetaxel-platinum chemotherapy and carrying heterozygous (GT) genotype for MSH6 polymorphism
had worse OS (median 4.9 vs 9.1 months; adjusted HR = 2.3; p =0.03). No association was observed
between MSH3 (rs26279) and MSH6 (rs3136228) polymorphisms and other baseline clinical/
demographic characteristics. Conclusions: The results of this cohort study suggest that MSH3 and
MSH®6 polymorphisms are involved in modulating the risk towards LC occurence. MSH6 polymorphism
is also associated with higher mortality amongst patients treated with docetaxel-platinum chemother-
apy. Research Sponsor: None.
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Impact of genomic alterations measured in circulating tumor DNA (ctDNA) on clinical
response to telisotuzumab vedotin treatment in patients with non-small cell lung cancer
(NSCLC).

D. Ross Camidge, Shobhit Baijal, Athanasios Vasilopoulos, Christine Ratajczak, Jim Looman,
Martha Li, Peter J. Ansell, Shun Lu; University of Colorado Cancer Center, Aurora, CO; University
Hospital Birmingham NHS Foundation Trust, Birmingham, United Kingdom; AbbVie Inc., North
Chicago, IL; Shanghai Lung Cancer Center, Shanghai Chest Hospital, Shanghai JiaoTong University,
Shanghai, China

Background: The antibody-drug conjugate telisotuzumab vedotin (Teliso-V) is composed of the c-
Met-targeting antibody telisotuzumab (ABT-700) linked to the microtubule inhibitor monomethyl
auristatin E. In the LUMINOSITY study (NCT03539536), efficacy of Teliso-V was seen in patients (pts)
with EGFR wildtype nonsquamous NSCLC and c-Met overexpression (=25% tumor cells at 3+ intensity
by IHC); overall response rate: 36.5%. Data are limited on whether specific driver oncogene states
affect responses. We investigated genomic alterations in relation to response to Teliso-V in this
population. Methods: Pts received 1.9 mg/kg Teliso-V monotherapy once every 2 weeks in LUMINOS-
ITY. ctDNA was isolated from plasma collected at different timepoints. The PGDx elio plasma complete
assay was used to identify genomic alterations in ctDNA samples. This assay included 521 genes for
single nucleotide variants and insertion-deletion mutations, 38 for amplifications (amp), and 21 for
translocations. Results: In total, 52 pts were included in the study; ctDNA from 48 pts was analyzed.
The overall response rate among pts with ctDNA results was 37.5% (18 pts with partial response)
compared with 36.5% for the ITT population of 52 pts. Genomic alterations are listed in the
Table.Three out of 4 pts with MET amp at baseline responded, accounting for 17% of total responses.
The observed MET amp frequency in this MET IHC preselected cohort was 8%, which is similar to the
prevalence observed in tissue analysis by FISH. Of note, 1 nonresponder harbored a MET ex14del
mutation at baseline, and a responder had a low-frequency mutation detected at the final visit.
Mutations in KRAS were the most common genomic alteration and were detected in 13 (27%) pts at
baseline. Three pts with a KRAS mutation were responders; among these, 2 out of 3 had a KRASG12C
mutation (seen in 3 pts total). Response rates were higher in pts with MET amp (75%; 95% CI: 0.30,
0.95) vs those without MET amp (34%; 0.22, 0.49), and higher in pts without KRAS mutations (43%;
0.28, 0.59) vsthose with KRAS mutations (23%; 0.08, 0.50); however, confidence intervals were wide
and larger sample sizes are needed. Conclusions: MET amp occurred more frequently in responders;
however, Teliso-V activity was not restricted to these pts, as most responders were not MET amplified.
Specific genomic alterations beyond MET may influence clinical response. The current analysis
demonstrated numeric differences between pts with identified drivers who did or did not respond
to Teliso-V. Additional research on this topic is needed in larger pt cohorts and/or with tissue-based NGS
analyses. Research Sponsor: AbbVie Inc.

Genomic alterations at baseline.

Responders Nonresponders

n (%) n=18 n =30
Amplification

MET 3(17) 13)
Translocations

RET 2(11) 0

ALK 0 1(3)

FGFR1 0 1(3)

ROS1 0 1(3)
Mutations

KRAS 3(17) 10 (33)

MET ex14del 0 1(3)

BRAF 0 1(3)
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Analytical and clinical validation of oncomine Dx target (0DxT) test and local testing for
identifying patients with HER2 (ERBB2)-mutant (HER2m) non-small-cell lung cancer
(NSCLC) for treatment with trastuzumab deruxtecan (T-DXd) in DESTINY-Lung01/02 (DL-
01/02).

Bob T. Li, Adrianus De Langen, Koichi Goto, Patrik Vitazka, Zhenhao Qi, Thomas Ha,
Anne Marie Velasco Roth, Maha Karnoub, Wenqin Feng, Kaline Pereira, Ryota Shiga,
Shirin Khambata-Ford, Yasushi Goto; Memorial Sloan Kettering Cancer Center, New York, NY;
Netherlands Cancer Institute, Amsterdam, Netherlands; National Cancer Center Hospital East,
Kashiwa, Japan; Daiichi Sankyo Inc., Basking Ridge, NJ; Thermo Fisher Scientific, Carlsbad, CA;
National Cancer Center Hospital, Tokyo, Japan

Background: Based on the international DL-O1 trial, the US Food and Drug Administration (FDA)
approved the ODxT Test as a companion diagnostic (CDx) to identify patients (pts) with NSCLC
harboring activating HER2 mutations who may benefit from T-DXd. The ODxT Test uses next-generation
sequencing (NGS) to detect genomic alterations in formalin-fixed, paraffin-embedded tumor tissue.
The accuracy of the ODxT Test by central testing and its agreement with clinical trial assays (CTAs;
NGS, polymerase chain reaction, etc.) by local testing was evaluated using analytical and clinical
validation data from DL-O1 cohort 2 and DL-02 arm 1. Methods: ODxT Test and Illumina TruSight
Tumorl70 NGS assay results were compared for analytical accuracy in NSCLC samples from DL-01
and commercial vendors. Diagnostic agreement was assessed for DL-01/02 by concordance between
the ODxT Test and CTAs. Clinical accuracy per objective response rate (ORR) and duration of response
(DoR) to T-DXd were evaluated in all pts with HER2m NSCLC identified by ODxT Test vs CTA. Activating
HER?2 mutations included single nucleotide variants and exon 20 insertions. Pts received T-DXd 6.4
mg/kg in DL-01 or 5.4 mg/kg (FDA-approved dose) in DL-02 every 3 weeks. Results: NSCLC samples
from DL-01 (n =91), DL-02 (n = 102), and commercial vendors (n = 129) were individually assessed.
The ODxT Test met requirements for analytical accuracy (=90% agreement when excluding unknown
results), with a positive percent agreement (PPA) of 100% and negative percent agreement (NPA) of
99.1% for detecting HER2 mutations. Clinical accuracy of the ODxT Test also met FDA requirements
(excluding unknowns) for NPA (=98%) and PPA (95% CI lower bound =85%). DL-01 PPA (95% Cl)
was 98.0% (89.2%-100%) and NPA was 100.0% (96.6%-100%); for DL-02, PPA was 96.7%
(88.7%-99.6%) and NPA was 100% (96.6%-100%). In DL-01, confirmed ORR (95% ClI) for pts with
HER2m NSCLC identified by central ODXT Test was 58.3% (43.2%-72.4%) vs 54.9% (44.2%-
65.4%) of pts identified by local CTA; median DoR (95% CI) was 12.0 mo (5.5 mo-18.2 mo) per the
ODXT Testvs 9.3 mo (5.7 mo-14.7 mo) per CTA. In DL-0O2 (prespecified interim analysis early cohort),
ORR (95% Cl) was 53.6% (33.9%-72.5%) per ODxT Test vs 53.8% (39.5%-67.8%) per CTA; median
DoR (95% CI) was not estimable (NE [NE-NE]) per the ODxT Test and NE (4.2 mo-NE) per CTA.
Conclusions: This study demonstrates the analytical and clinical accuracy of the ODxT Test as a CDx for
detecting activating HER2 mutations in NSCLC to identify pts who may benefit from T-DXd. A high level
of agreement was also shown between the ODxT Test and CTAs. Clinical trials for HER2m NSCLC may
successfully use a central testing assay as a CDx while allowing adequately validated local testing
assays to expedite patient enrollment. Clinical trial information: NCT03505710, NCT04644237.
Research Sponsor: Daiichi Sankyo, Inc and AstraZeneca.
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Molecular characterization of resistance to immune checkpoint inhibitor and chemo-
therapy treatment in advanced non-small cell lung cancer.

Jordan Kardos, Paola Correa, Sam Kim, Min Wang, Yang Pan, Li Li, Scott Donald Patterson,
Shahed Igbal; Gilead Sciences, Inc., Foster City, CA; Gilead Sciences, Foster City, CA

Background: Non-small cell lung cancer (NSCLC) is the most common type of lung cancer and a leading
cause of cancer death. Standard of care (SOC) treatment for advanced NSCLC patients include immune
checkpoint inhibitors (ICl) and/or chemotherapy (CT). However, the majority of patients do not respond
to SOC therapy. Mechanisms of resistance and how they differ across treatments are not fully
understood. We characterized molecular markers of resistance for advanced NSCLC patients with
ICI monotherapy, CT, or combination ICI-CT. Methods: Advanced stage Il or IV NSCLC patients with
adenocarcinoma histology who received at least 21 days of ICI monotherapy, CT, or combination ICI-CT
were identified from a de-identified, multimodal real-world database from Tempus Labs, Inc. All
patients had a tissue biopsy taken within 100 days prior to the specified therapy start and all samples
underwent next generation sequencing with the Tempus xT assays (DNA-seq of 596-648 genes at 500x
coverage and whole transcriptome RNA-seq). Resistance to therapy was defined as having time to next
treatment < 90 days, or disease progression or death within 120 days of therapy initiation. We
characterized the clinical and molecular characteristics of patients and compared differential expres-
sion of genes by resistance status for each cohort. Results: A total of 365 patients were included in the
study (IC1 =121, CT =122, ICI-CT = 122). Across cohorts, 30% of patients were identified as having
resistance to treatment (ICl = 35%, CT = 23%, ICI-CT = 32%). 53% of patients were > 65 years
(median [range]l =67 [25-88]), and 53% were males. Most patients were white (63%) and had a history
of tobacco use (85% current or former smoker). At the time of biopsy, most patients were diagnosed
with metastatic NSCLC (Stage IV = 73%) and had received no previous lines of therapy (92%). The
alteration frequencies of known NSCLC oncogenic driver mutations including TP53 (65%), KRAS
(42%), STK11 (14%), KEAP1 (11%), and EGFR (9%) were broadly consistent with previous
characterizations of NSCLC. Validated biomarkers of response to ICI treatment such as Tumor Mutation
Burden, IFN-y signaling, PD-1, and PD-L1 expression were negatively associated with resistance to ICI
treatment. Across the ICI, ICI-CT, and CT cohorts, 253, 153, and 178 genes, respectively, were
significantly upregulated (FDR < 0.05, LogFC > 1) in patients with resistance to treatment. Of the 550
distinct genes correlated to resistance across treatments, 95% were unique to each cohort, and only 32
genes (5%) were shared across more than one treatment cohort. Conclusions: Distinct molecular
characteristics were associated with resistance to ICl and/or CT treatment. This suggests that
mechanisms of resistance to ICl monotherapy, ICI-CT, or CT could be separate and unique. Further
research can provide valuable insights for novel therapies or combinations. Research Sponsor: Gilead
Sciences.
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The effect of ctDNA tumor fraction (TF) on overall survival and concordance between tissue
genomics and ctDNA in Lung-MAP.

Philip C. Mack, Mary Weber Redman, David E. Kozono, Sam Callis, Hanna Tukachinsky,
Khaled A. Tolba, Joel W. Neal, Saiama Naheed Wagar, Konstantin H. Dragnev, Charu Aggarwal,
Fred R. Hirsch, Jyoti D. Patel, Roy S. Herbst, Anne C. Chiang, Karen L. Reckamp, Karen Kelly,
Hossein Borghaei, Jhanelle Elaine Gray, David R. Gandara; Mount Sinai Health System, New York, NY;
SWOG Statistics and Data Management Center, Fred Hutchinson Cancer Center, Seattle, WA; Dana-
Farber Cancer Institute, Boston, MA; SWOG Statistical Center, Fred Hutchinson Cancer Research
Center, Seattle, WA; Foundation Medicine, Inc., Cambridge, MA; Stanford University Medical Center,
Stanford, CA; Washington University School of Medicine, St. Louis, MO; Dartmouth Cancer Center,
Lebanon, NH; University of Pennsylvania, Philadelphia, PA; Mount Sinai Medical Center, New York,
NY; Robert H. Lurie Comprehensive Cancer Center, Northwestern University, Chicago, IL; Yale School
of Medicinel, Yale Cancer Center, Smilow Cancer Hospital at Yale-New Haven, New Haven, CT; Yale
University School of Medicine, New Haven, CT; Cedars-Sinai Medical Center, Los Angeles, CA; UC
Davis Comprehensive Cancer Center, Sacramento, CA; Fox Chase Cancer Center, Philadelphia, PA;
Moffitt Cancer Center, Tampa, FL; University of California Davis Comprehensive Cancer Center,
Sacramento, CA

Background: Discordance in genomic profiling between tumor tissue and ctDNA can occur due to inter-
patient variability in shed tumor DNA, and intra-patient variability in sources of cell-free DNA (tumor
heterogeneity, metastatic variants, CHIP). TF is an aneuploidy-based estimation of tumor-specific DNA
in circulation. We evaluated the impact of TF levels on overall survival (OS), mutation concordance and
tumor mutation burden in tissue (tTMB) and ctDNA (bTMB) in the LUNGMAP screening study.
Methods: Eligible advanced NSCLC pts had blood drawn =30 days of fresh tissue biopsy with no
intervening therapies. Genomic profiling was done by FoundationOne CDx and FoundationOne Liquid
CDx. ctDNA TF was quantified via aneuploidy using deviations in genome-wide SNP coverage or
somatic allele frequencies if under aneuploidy LoD. High TF was defined as =10%. Concordance
among driver genes, cancer genes of interest (CGol: TP53, PIK3CA, STK11, KEAPI, RB1, PTEN, ATM,
BRCA1/2), and variant subtype were assessed by the percentage positive agreement (PPA) and positive
predictive value (PPV) with 95% confidence intervals (CI). OS by TF used a Cox model and log-rank test.
PPA and TF among CGols was compared with a Wilcoxon test. Correlation between tTMB and bTMB
used Lin’'s coefficient (LC). Results: 167 pts met inclusion criteria; 161 had TF data with 51
(32%) =10% (high TF). High TF was associated with worse OS (HR: 2.06 [1.43-2.95],
p<<0.001). The PPA and PPV ranged from 50%-100% and 60%-100%, respectively for driver genes.
The PPA was numerically larger for high versus low TF for most drivers (p=0.18) and significantly larger
for all mutations and SNVs combined (Table). For CGol, the distribution of PPA differed between high
and low TF (p=0.03). The median PPA for CGol (25"%ile,75"%ile) was 56% (50,87) for low TF and
100% (100,100) for high TF. PPV for CGol did not differ by TF (p=0.20). High TF was associated with
higher levels of TMB and bTMB (p<<0.01 for both). TMB LC (CI) for low and high TF were 0.46
(0.27,0.61) and 0.69 (0.53,0.81). Conclusions: High TF was associated with worse OS, better PPA
among CGol, and better LC for t/bTMB. TF may improve the clinical utility of mutations detected by
liquid biopsies and should be reported and considered in interpreting these results. Research Sponsor:
U.S. National Institutes of Health; National Institutes of Health; Friends of Cancer Research.

All Samples: PPA  High TF: PPA  Low TF: PPA  All Samples: PPV High TF: PPV Low TF: PPV
(n (n (n (cn (n Cl)

KRAS 83(70,92) 100 (75,100) 76 (60,89) 100 (92,100) 100 (75,100) 100
(88,100)
EGFR 80 (44,97) 100 (40,100) 67 (22,96) 89 (562,100) 100 (40,100) 100
(40,100)
MET 50 (12,88) 67 (9,99) 33(1,91) 60 (15,95) 67 (9,99) 50 (1,99)
ERBB2 100 (16,100) 100 (2,100) 100 (16,100) 67 (9,99) 50 (1,99) 100
(16,100)
RET 100 (16,100) NA 100 (2,100) 100 (16,100) NA 100 (2,100)
All mutations 57 (52,62) 69 (61,78) 49 (43,56) 72 (68,77) 78 (70,86)
67 (62,73)
Short- 80 (75,86) 96 (93,100) 71 (63,79) 72 (68,77) 78 (72,85) 68 1(62,73)

variants
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Efficacy and safety of polymeric micelle paclitaxel (pm-Pac) plus tislelizumab and
carboplatin for first-line treatment of patients with advanced squamous non-small-cell
lung cancer.

Meiqi Shi, Yufang Zhao, Li Wang, Wei Peng, Xiangzhi Zhu, Xingwang Li, Lv-hui Wang, An-mei Ma,
Yi-qun Tang; Department of Medical Oncology, Jiangsu Cancer Hospital & Jiangsu Institute of Cancer
Research & The Affiliated Cancer Hospital of Nanjing Medical University, Nanjing, Jiangsu, China;
Departments of Radiation Oncology and Medical Oncology, Jiangsu Cancer Hospital & Jiangsu Institute
of Cancer Research & The Affiliated Cancer Hospital of Nanjing Medical University, Nanjing, Jiangsu,
China; Department of Clinical Pharmacy, School of Basic Medicine and Clinical Pharmacy, China
Pharmaceutical University, Nanjing, Jiangsu, China

Background: The pm-paclitaxel formulation for injection (pm-Pac), a novel drug delivery system
composed of nanoparticle-encapsulated paclitaxel micelles, combined with cisplatin has been proven
to improve clinical outcomes in patients with advanced non-small-cell lung cancer (NSCLC). But the
efficacy and safety of pm-Pac in addition to PD-1/PD-L1 inhibitors had never been reported before.
Methods: Treatment-naive, stage I1IB/IV Sg-NSCLC patients with ECOG PS 0-2(=1, 91.1%) were
eligible. Participants were given intravenous Tislelizumab (200mg, d1) plus pm-Pac (230 mg/m?, d1)
and carboplatin (AUC 5, d1), every 3 weeks until progression or unacceptable toxicity, with local
radiotherapy or surgery allowed if treatment needed. The primary endpoints were ORR and safety. The
secondary endpoints include DCR, PFS, and OS. AEs were graded according to CTCAE v5.0. Results:
From Nov 2021 to Dec 2022, 45 patients were enrolled. The median age was 68 years (range 41-84),
and most were male (93%) and former/current smokers (87%). 3 patients had baseline brain
metastases and 31 patients had baseline PD-L1 evaluated. Twenty-two patients (48.9%) received
subsequent local treatment because of the stable efficacy, including 18 radiotherapy and 4 surgery.
Among all, 2 achieved confirmed CR, 36 achieved PR, 7 achieved SD, ORR was 84.4% and DCR was
100%. PFS and OS were immature. Kaplan-Meier survival analysis indicated that the 6m-PFS rate was
94.8% (95%CI:89.8% , 97.6%), and a total of 41 (91.1%) patients are still alive on 1L treatment at
the last follow-up on Feb 2023.The most common TRAE were alopecia (91.1%), leukopenia (80%),
peripheral neurosensory numbness (55.6%) and extremity pain (24.4%). The most common grade 3 or
higher AE was neutropenia (33.3%), which is commonly associated with chemotherapy. Conclusions:
This is the first report about the new chemo-drug pm-Pac plus PD-1 inhibitor regimen that significantly
improved ORR for advanced Sq-NSCLC with a tolerable safety profile, supporting further development
of this new combination in the first-line treatment. Response rates. Research Sponsor: None.

Characteristic Total (n) CR(n) PR(n) SD (n) PD(n) ORR (% ) DCR (%)

Male 42 1 34 7 0 83.3 100
Female 3 1 2 0 0 100 100
Stage Il 17 2 13 2 0 88.2 100
Stage IV 28 0 23 5 0 82.1 100
PD-L1 expression

<1% 15 2 10 3 0 80 100
1%-49% 10 0 9 1 0 90 100
>50% 6 0 5 1 0 83.3 100
Unknown 14 0 12 2 0 85.7 100

Keywords: Pm-paclitaxel, PD-1 inhibitor, Advanced Sq-NSCLC.
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Exploring the potential of combination immune checkpoint strategies in non-small cell
lung cancer (NSCLC).

Aakash Desai, Vivek Subbiah, Anastasios Dimou, Jessy Deshane, Kayla Goliwas,
Selvarangan Ponnazhagan, Devika Govind Das, Maya Khalil, Ying-Chun Lo, Edwin H Lin; Mayo Clinic,
Rochester, MN; The University of Texas MD Anderson Cancer Center, Houston, TX; University of
Alabama at Birmingham, Birmingham, AL; University of Alabama, Birmingham, AL

Background: The clinical outcomes for patients with NSCLC remain suboptimal despite recent
advancements in anti-PD-1/PD-L1 immunotherapies. Thus, identification of rational combinations
of novel immune checkpoint (IC) strategies is imperative. This study aimed to comprehensively
characterize the expression of IC targets to inform drug development and design effective combinatorial
strategies, to advance the search for optimized therapies for NSCLC. Methods: We analyzed the
differential gene expression of IC targets in 537 primary lung adenocarcinoma (LUAD) samples and 59
normal lung tissue samples pre-immunotherapy receipt using RNA-sequencing data from The Cancer
Genome Atlas. Gene expression of |C-targets including PDCD1 (PD-1), CD274 (PD-L1), CTLA4, TIGIT,
LAG3, HAVCRZ2 (TIM-3), VSIR (VISTA), ICOS, CD276 (B7-H3), BTLA, IDO1, KLRD1 (CD94/NKG2A),
NT5E (CD73), TNFRSF4 (0X-40), TNFRSF18 (GITR), and TNFRSF9 (4-1BB) were obtained. Differ-
ential gene expression was determined intra-tumorally by comparison of transcripts per million and
inter-tumorally using the DESeq?2 algorithm. Log2 fold change >0.5 and false discovery rate adjusted
P<0.05 were used as criteria for significant differential expression. Hierarchical clustering was used to
identify subsets of tumors with similar profiles of IC-targetable gene expression. Results: Tumors
showed significantly increased expression of TNFRSF18 (GITR), NT5E (CD73), TNFRSF9 (4-1BB),
LAG3, TIGIT, CTLA4, PD-1, BTLA, B7-H3, and OX-40 (Table 1). On the other hand, tumors exhibited
significant downregulation of CD274 (PD-L1), HAVCRZ2 (TIM-3), ICOS, KLRD1 (CD94/NKG2A), and
VSIR (VISTA). Hierarchical clustering revealed recurrent patterns of IC gene overexpression which were
characterized by: 1) IDOI-hi, 2) CD276-mid + TNFRSF18-mid, 3) VSIR-hi, 4) CD276-hi, 5) NT5E-hi,
and 6) CD276-mid + NT5E-mid. Interestingly, patterns of IC gene expression distinguish tumors from
controls. Of note, high VSIR expression was specific to normal tissue rather than tumors. Conclusions:
Ourstudy identified many IC targetable genes that were significantly overexpressed in tumors. However,
subsets of tumors showed distinct and segregable combinations of overexpressed IC genes. These
results suggest heterogeneous mechanisms of immune evasion in NSCLC, which may explain sub-
optimal outcomes with anti-PD-1/PD-L1 based strategies in this patient population. Our findings
emphasize the importance of biomarker-guided approaches for the optimal selection of ICs and the
development of rational combinatorial immunotherapies in NSCLC. Research Sponsor: None.
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Co-mutational status and PD-L1 expression in KRAS mutant non-small cell lung cancer
(NSCLC): Role in treatment selection and association with clinical outcomes.

Hina Khan, Julia Judd, Joanne Xiu, Asad Ullah, Girindra Ghanshyam Raval, Patrick C. Ma,
Jorge J. Nieva, Milan Radovich, Matthew James Oberley, So Yeon Kim, Hirva Mamdani,
Luis E. Raez, Ari M. Vanderwalde, Balasz Halmos, Hossein Borghaei, Stephen V. Liu,
Nagla Fawzy Abdel Karim; The Warren Alpert Medical School of Brown University, Providence, RI;
Fox Chase Cancer Center, Philadelphia, PA; Caris Life Sciences, Phoenix, AZ; Vanderbilt University
Medical Center, Nashville, TN; Augusta University, Augusta, GA; Penn State Milton S. Hershey Medical
Center, Hershey, PA; University of Southern California, Norris Comprehensive Cancer Center, Los
Angeles, CA; Yale Cancer Center, New Haven, CT; Barbara Ann Karmanos Cancer Institute, Detroit, MI;
Memorial Cancer Institute, Pembroke Pines, FL; West Cancer Center and Research Institute, Caris Life
Sciences, Germantown and Memphis, TN; Montefiore Medical Center and Albert Einstein College of
Medicine, New York, NY; Lombardi Comprehensive Cancer Center, Georgetown University, Washing-
ton, DC; Inova Schar Cancer Institute, University of Virginia, Fairfax, VA

Background: In NSCLC, different KRAS mutations (mt) define unique subgroups and certain co-
mutations (co-mt) could have prognostic and therapeutic implications. Retrospective studies associate
poor prognosis with co-mts in STK11 and KEAPI with KRAS. It is unclear if PD-L1 expression and co-
mt in KRAS mt NSCLC impacts outcomes. Methods: Molecular profiles of 27748 NSCLC tumors were
tested with next-generation sequencing (Caris Life Sciences, Phoenix, AZ) and classified by KRAS mt.
PD-L1 IHC (22C3) was reported as TPS. Real-world post-immunotherapy (I0) overall survival (0S) was
obtained from insurance claims and calculated from start of an immune check-point inhibitor (with or
without chemotherapy) to the last day of follow-up. Results: In all, 7634 (28%) samples had a KRAS mt;
most common being G12C (11%), G12V (5.3%), G12D (3.9%) and G13X (2.0%). The most frequent
co-mt was KRAS-TP53 (KP) (46%), similar in all KRAS subtypes. KRAS-STK11(KL) was in 23% of
KRAS mt, enriched in G13X(33%) and lowest in G12D (16%). KRAS-KEAPI(KK) was co-mtin 10% of
KRAS mt, highest in G13X (16%) and lowest in G12D (8%). KRASmt/STK 1 1wt/ KEAP1wt/TP53wt (K
only) was 27 % of KRAS mt, highest in G12D (36%) and lowest in G13X (16%). A small subgroup, 5.6%
was KRAS-STK11-KEAPI co-mt (KKL). The majority of ptsinthe KL (61%), KK (52%) and KKL (62%)
cohortshad TPS <1%. In 1723 KRAS mt NSCLC pts treated with 10, KL, KK and KKL had significantly
worse post-l0 OS than KP and K only (table); KKL had the lowest OS. Inthe TPS=1% KRAS mt group,
KL, KK and KKL had worse post-10 OS than KP and K-only. In TPS<1% group, KL and KK had poor
post-10 OS and K-only had favorable outcomes. However, KP had worse post-10 OS compared to K-only
in TPS<1%. In G12C and G12V, similar trend with worse post-10 OS in KL, KK and KKL, compared to
KP and K only was noted. Conclusions: We report a large real-world dataset evaluating outcomes with
check-point inhibitors in NSCLCs with KRAS and specific co-mts. KL, KK and KKL subgroups
demonstrate universally poor outcomes in all KRAS subtypes irrespective of PD-L1. Pts with KP
co-mts have adverse post-10 outcomes in TPS<<1% but favorable in TPS=1%. TPS score remains a
predictive marker of 10 outcomes in KP, but not in KL, KK and KKL. These observations emphasize that
both PD-L1 and co-mts have a clear association with clinical outcomes in KRAS-mt NSCLC, and must
be used in predictive models for individualized therapy. Research Sponsor: None.

Post-10 0S (months) (95% CI)

N All TPS<1% TPS>1%
All KRAS 1723  16.8 (15-18.6) 13.3(11.6-15.6) 15.4(13.1-18.3)
KP 826 17.9(15.3-20.7) 10.4 (8.8-13.5)*  17.5(13.2-21)
KL 350 10.7(9.4-12.3)*& 11.8(10-14.4)* 9.1 (6.1-12.3)*&
KK 163 8.9(6.7-10.7)*& 8.9 (6.1-11)* 7.5(2.3-11.6)*&
KKL 83 8 (5.3-9.9)*& 8.9 (6.1-11)* 3.7 (1.3-9.8)*&
K-only 465 21(17.6-25.7) 23.2(14.9-31.1)& 18.4 (13.5-24.5)

Some with overlaps: *: significantly different from K-only &: significantly different

from KP.
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Effects of mutations in SWI/SNF subunits on context-specific prognosis in driver positive
and driver negative NSCLC.

Benjamin Herzberg, Nishant Gandhi, Brian S. Henick, Joanne Xiu, Ari M. Vanderwalde,
Joshua E. Reuss, Carla Concepcion-Crisol; Columbia University Irving Medical Center, New York,
NY; Caris Life Sciences Research and Development, Phoenix, AZ; Caris Life Sciences, Phoenix, AZ;
Lombardi Comprehensive Cancer Center, Georgetown University, Washington, DC; Department of
Molecular Pharmacology and Therapeutics, Columbia University Irving Medical Center, New York, NY

Background: Mutations(mt) in the Switch/Sucrose-Nonfermentable chromatin remodeling complex
(SWI/SNF) are commonly found in NSCLC and have been associated with worse prognosis. However,
the overall prognostic role of the individual SWI/SNF subunits in all NSCLCs and in oncogenic driver-
positive (D+) and driver-negative (D-) groups remains unclear. Our study attempts to clarify the
prognostic role of SWI/SNF subunit alterations in these populations. Methods: 42,379 NSCLC tumor
specimens were tested at Caris Life Sciences (Phoenix, AZ) with NextGen Sequencing (NGS) of DNA
(592-gene panel or whole-exome sequencing). Based on the observed frequency of likely pathogenic/
pathogenic (LP/P) mts, the four most commonly-altered SWI/SNF subunits — ARID1A (8.29%),
SMARCA4 (6.29%), ARID2 (3.05%) and PBRM1 (1.98%) — were further analyzed. We divided the
cohort by driver mts. D+ tumors possessed at least one of the following alterations: LP/P mts in KRAS,
EGFR, BRAF, ERBB2 or MET; METex14 skipping; ERBB2 amplification, LP/P fusions in ALK
(including IHC overexpression), RET, ROS1, NTRK (1-3) & NRGI1. D- tumors were devoid of mts/
amplifications/fusions in all genes mentioned above. Kaplan-Meier analysis was performed on real
world survival data (n = 24685) obtained from insurance claims. Statistical significance was de-
termined using chi-square and Mann-Whitney U test adjusted for multiple comparisons (g < 0.05).
Results: Of the SWI/SNF genes, only SMARCA4mts were associated with worse survival in the overall
(HR = 1.46), D+ (HR = 1.984) and D- (HR = 1.224) cohorts (all p < 0.01). While SMARCA4mt was
associated in the D- cohort with KEAP1 and STK11 mts, the worse prognosis persisted even in their
absence (HR = 1.41, p < 0.001). To understand the role of SWI/SNF mts in the context of driver co-
mts, we compared the survival of D+ vs D- tumors for each SWI/SNF subunit. As expected, D+ tumors
were associated with better survival in SWI/SNF wild-type (wt) tumors (HRs 0.76-0.78, p < 0.00001).
There was no survival effect of ARID1A, ARID2 or PBRM1 mts (HRs = 0.9-1, p = ns). In contrast, in
SMARCA4mts, D+ tumors had much worse survival than D- (HR = 1.295, p = 0.003). This effect is
driven by the KRASmt cohort, as KRASmt/SMARCA4mt tumors had significantly worse survival
compared with D- tumors (HR = 1.882, p < 0.001). Of note, KRASmts are enriched in the D+/
SMARCA4mt subgroup (78% of all oncogenic drivers). When KRASmts were removed from the D+
group, no survival difference was observed between D+ and D- SMARCA4mt tumors (HR =0.938, p =
ns). Gonclusions: In this largest-ever retrospective cohort of NSCLC patients with SWI/SNF mutations,
SMARCA4mt is the only SWI/SNF alteration broadly associated with worse survival. SMARCA4mt is
associated with particularly short survival in KRASmt tumors. These data suggest underlying biology
which may inform further investigation and therapeutic development. Research Sponsor: None.
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TROP2 expression and response to immune checkpoint inhibition in patients with ad-
vanced non-small cell lung cancer.

Antoine ltaliano, Laura Leroy, Jean-Philippe Guegan, Sophie Cousin, Florent Peyraud, Mathilde Cabart,
Francois Chomy, Lucile Vanhersecke, Alban Bessede; Early Phase Trials Unit, Institut Bergonié and
University of Bordeaux, Bordeaux, France; Bergonié, Bordeaux, France, France; ImmuSmol, Bordeaux,
France; Bergonié Institute, Departement of Medical Oncology, Bordeaux, France; Institut Bergonié,
Bordeaux, France; Bergonié Institute, Bordeaux, France; Department of Medical Oncology, Institut
Bergonié, Bordeaux, France; EXPLICYTE, Bordeaux, France

Background: Despite anti-monoclonal antibodies targeting programmed cell death-1 (PD-1) or its ligand
PD-L1 revolution, most patients (pts) with advanced NSCLC displayed primary resistance to PD1/PD-
L1 blockade. Identifying targetable alterations involved in resistance represent a promising approach to
improve immunotherapy efficacy. TROP2 expression is associated with a poor prognosis in NSCLC, and
offers a promising target for treatment with the development of new antibody drug conjugate. TROP2
has been suggested to play a role in innate immunity response, but, it's unclear whether TROP2
expression by tumor cells is detrimental specifically in the context of PD1/PD-L1 blockade. The aim of
our study was to investigate the the role of TROP2 expression in outcome of NSCLC pts treated with ICI.
Methods: We analyzed the largest NSCLC gene expression data set worldwide including the whole-
transcriptome profile of 891 pre-treatment tumors from POPLAR and OAK ftrials, two randomized
studies assessing the efficacy of atezolizumab versus docetaxel in NSCLC. We complemented this
transcriptional approach with multiplex IF and digital pathology analysis to confirm our findings at the
protein level We investigated whether a non-invasive approach focusing on the level of plasma levels of
circulating TROP2 may be relevant to predict efficacy of ICI. Results: The PFS of pts with high
expression of TROP2 was significantly lower than in pts with low expression 2.5 vs 4.1 months, p <
0.001. Strikingly, high TROP2 expression was also associated with lower clinical benefit rate 15% vs
28%, p = 0.009 and worse overall survival (0S) 12.6 vs 16.3 months, p = 0.007 When adjusting for
covariates such as histological subtype, TLS signature, PD-L1 expression, TROP2 remained indepen-
dently associated with PFS and OS. None of these correlations were observed in the docetaxel arm,
suggesting a predictive value of TROP2 gene expression specifically for response to ICIl. By using a
deconvolution approach, we also observed that TROP2-high tumors were characterized by a significant
lowest expression of genes specific to immune populations (T effector memory cells,Th17 cells).
Multiplex IF on an independent cohort 53 NSCLC tumors confirmed the correlation between high
TROP2, microenvironment features and poor response to PD1 inhibition. Analysis of circulating plasma
levels of TROP2 in 97 NSCLC patients revealed a strong correlation with expression in tumor tissue.
High plasma levels of circulating TROP2 was also significantly associated with worse ORR, PFS and OS
on treatment with PD1/PDL1 antagonist. Conclusions: Our study revealed that TROP2 expression by
tumor cells in NSCLC is associated with worse outcome in patients with NSCLC independently of PDL1
expression. Targeting TROP2 in combination with ICI may represent a promising strategy to improve ICI
efficacy in pts with TROP2-high NSCLC. Research Sponsor: None.
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Pre-treatment plasma-informed circulating tumor DNA detection as an early identification
of therapeutic henefit for patients with untreated advanced lung squamous cell carcinoma.

Tao Jiang, Jiao Zhang, Feifei Li, Li-Di Xu, Ting Ma, Ying Yang, Yu S. Huang, Weizhi Chen, Caicun Zhou;
Department of Medical Oncology, Shanghai Pulmonary Hospital and Thoracic Cancer Institute, Tongji
University School of Medicine, Shanghai, China; Genecast Biotechnology Co., Ltd., Wuxi, China,
Beijing, China; Genecast Biotechnology Co., Ltd., Beijing, China

Background: Circulating tumor DNA (ctDNA) detection as a promising prognostic factor to assess
treatment response has been widely studied with customized tumor-informed strategies, the appli-
cation of which was limited by the inaccessibility for tumor biopsies in a substantial proportion of
patients. To overcome this challenge, we presented a proof-of-concept study for the development of a
novel personalized pre-treatment plasma-informed next generation sequencing (NGS) panel and
investigated its prognostic value for first line treatment in patients with advanced lung squamous
cell carcinoma (LUSC). Methods: Paired plasma and white blood cell (WBC) samples were collected
from 227 of stage IlIB-IV LUSC patients who were treated with first line either chemotherapy or
chemotherapy plus PD-1 blockade at pre- and post-treatment. Somatic mutations in pre-treatment
plasma were identified with a 769-gene based NGS panel (Genecast, Wuxi, China) followed with
germline or clonal hematopoietic variants filtering by referring to the WBC samples. Positive variants
detected in the pre-treatment plasma served as a basis for personalized variants tracking in post-
treatment plasma. ctDNA kinetics was measured by plasmaDelta (Agenevaf=((post-treatment genevaf
— pre-treatment genevaf) / pre-treatment genevaf; genevaf was defined by variant allele frequency for
each individual gene). Progression-free survival (PFS) as the primary endpoint and overall survival (OS)
as the secondary endpoint were assessed. Results: ctDNA positivity was observed in 80% (182/227) of
pre-treatment samples and subsequently 54% (99/182) of post-treatment samples. ctDNA positivity at
post-treatment was shown to be a significant predictor for both PFS and OS in the whole group as well in
the sub-treatment groups (Table). After adjusting for clinicopathologic variables, ctDNA positivity
remained significantly associated with both worse PFS and OS (PFS: HR=2.3, P<0.001 and OS: HR=
2.56, P <0.001). ctDNA kinetics further identified a worse treatment response group. Patients with
high plasmaDelta had remarkably worse outcomes than patients with low plasmaDelta (PFS: HR =4.8;
95%Cl1=2.8-8.3; P<<0.001 and 0S: HR=2.8; 95%CI=1.7-4.6; P<<0.001). Conclusions: These results
demonstrated the feasibility of pre-treatment plasma-informed ctDNA detection and kinetics for
monitoring treatment response in LUSC patients whose tumor biopsies were unavailable. Research
Sponsor: None.

Prognostic value of ctDNA positivity.

No. of ctDNA No. Of ctDNA PFS 0s
positive negative
Groups patients patients HR (95%CI) Pvalue HR (95% CI) P value
All 99 83 3.2 (2.3-4.4) <0.001 3.4 (2.3-5.0) <0.001
Ch h plus PD-1 blockad 39 49 2.7 (1.7-4.4) <0.001 3.8 (2.1-6.8) <0.001
Chemotherapy only 60 34 3.5(2.1-5.7) <0.001 2.9 (1.6-5.0) <0.001
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Treatment at twilight: Is less more in the management of octogenarians with non-small cell
lung cancer (NSCLC)?

Ethan Burns, Sunil Mathur, Ryan Blair Kieser, Wan Hsiang Chen, Eric Bernicker; Houston Methodist
Cancer Center, Houston, TX; Houston Methodist Hospital, Houston, TX

Background: Treatment of advanced/metastatic NSCLC in older patients is hindered by performance
status, comorbidities, and treatment toxicities. Moreover, whether multiagent chemotherapy in
combination with immune checkpoint inhibitor (ICI) therapy outweighs a conservative approach is
controversial. This study aims to assess treatment patterns and outcomes in patients =80 years with
NSCLC through data provided by the national cancer database (NCDB). Methods: Adults =80 years with
stage I1l/IV NSCLC, available treatment data, and diagnosis between 2015-2018 were included.
Patients were stratified by therapy including none, ICI alone, chemotherapy alone, and chemother-
apy+ICl; radiation and surgical management was also assessed. Median overall survival (0OS) was
evaluated by Kaplan-Meier survival methods, and differences were assessed by hazard ratios (HR) and
95% confidence intervals (Cl). The mean difference in OS was compared between systemic therapy
arms. Pearson Chi-Squared tests assessed the significance of treatment differences, with a p-value of <
0.05 considered statistically significant. Results: There were 42,356 patients included; 29,698
(70.1%) had stage IV disease and 26,314 (62.1%) had adenocarcinoma. A total of 3,248 (7.7%)
received ICI, 11,505 (27.2%) received chemotherapy, 2,393 (5.6%) received chemotherapy+ICl, and
25,210 (59.5%) received no therapy. Median OS for no therapy, ICIl, chemotherapy, and chemo-
therapy+ICl was 2.63 (95% Cl: 2.57, 2.69), 10.68 (95% Cl: 9.96, 11.39), 12.35 (95% Cl: 11.98,
12.72), and 14.03 (95% CI: 13.87, 14.88) months, respectively. Compared to no therapy, ICl alone
(HR: 0.377 [95% CI: 0.361, 0.393], p = 0.000), chemotherapy alone (HR: 0.439 [95% ClI: 0.426,
0.452], p=0.000), and chemotherapy+ICI (HR: 0.345[95% CI 0.328, 0.363], p = 0.000) improved
0S. Compared to ICI, chemotherapy and chemotherapy+ICl had a longer mean OS difference of 2.48
(95% C1 1.82, 3.13) (p < 0.001) and 1.9 (95% CI 1.01, 2.78 (p < 0.001) months, respectively. In
chemotherapy alone, the median OS was 1.12 months (95% Cl: 0.55, 1.70) (p < 0.001) longer with
multiagent vs single agent. There was no difference between chemotherapy vs chemotherapy+IClI
(0.57 months [95% CI: 0.16, 1.31]1, p = 0.234), or for ICl+single agent vs ICl+multiagent
(0.67 months [95% CI -1.18, 2.54], p = 1.00). Treatment with radiation (HR: 0.664 [95% ClI:
0.649, 0.679], p < 0.001), primary-sit(HR: 0.495 [95% CI: 0.465, 0.527], p < 0.001) and non-
primary surgery (HR: 0.867 [95% CIl: 0.811, 0.927], p < 0.001), and receipt of ICI vs no ICI (HR:
0.912[95% C10.873,0.954], p < 0.001) improved OS. Conclusions: Patients =80 years with NSCLC
derived most benefit from multiagent chemotherapy or chemotherapy+ICl, with no OS difference
between ICl+single or ICI+multiagent therapy. ICl alone and no therapy had inferior OS. Future trials to
corroborate this finding would benefit the elderly population. Research Sponsor: None.
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Factors impacting outcomes in individuals >80 years with non-small cell lung cancer
(NSCLC): A national cancer database (NCDB) analysis.

Ethan Burns, Sunil Mathur, Ryan Blair Kieser, Wan Hsiang Chen, Eric Bernicker; Houston Methodist
Neal Cancer Center, Houston, TX; Houston Methodist Cancer Center, Houston, TX; Houston Methodist
Hospital, Houston, TX

Background: Older individuals with advanced/metastatic NSCLC have inferior outcomes compared to
younger patients. Aside from baseline comorbidities and treatment-limiting toxicities, identifying
factors that impact overall survival (OS) in this population is needed. The aim of this study is to assess
characteristics impacting outcomes in patients =80 years with NSCLC using the NCDB. Methods:
Adults =80 years with NSCLC, stage I1I/IV disease, diagnosed between 2015-2018, and available
demographic data were included. Age, sex, race, insurance status, hospital subtype, Charelson-Deyvo
comorbidity (CDCC) index, cancer stage (I1I/IV), geographic region in the United States (US), and
histologic NSCLC subtypes were compared. Kaplan-Meier methodology assessed differences in median
0S, and differences were compared using hazard ratios (HR) with 95% confidence intervals (Cl).
Pearson Chi-Squared test assessed the significance of covariates, and a p value < 0.05 was considered
statistically significant. Results: There were 42,356 patients included. Median age was 83 (80-90)
years, 20,422 were (48.2%) female, 35,653 (84.2%) were white, 37,738 (89.1%) had medicare
coverage, 11,055 (26.1%) received treatment at an academic hospital, and 14,383 (33.9%) received
care in the southern United States. Treatment at an academic hospital (HR: 0.91 [95% CI: 0.87,
0.95], p<0.001), females (HR: 0.82[95% C1 0.81, 0.84], p < 0.001), Medicaid (HR: 0.77 [95% CI:
0.65, 0.93], p=0.005) vs no insurance, and adenocarcinoma (HR: 0.79[95% Cl: 0.74, 0.84], p <
0.001) or squamous cell carcinoma (HR: 0.84 [95% Cl: 0.80, 0.90, p < 0.001] had better outcomes.
Patients in the Northeastern (HR: 0.90 [95% CI: 0.87, 0.93], p < 0.001), Southern (HR: 0.92 [95%
Cl: 0.89, 0.94], p < 0.001), and Western (HR: 0.89 [95% CI: 0.88, 0.93], p < 0.001) US had better
OS compared to the Midwest. Compared to whites, patients who were black (HR: 0.92 [95% ClI: 0.88,
0.85], p < 0.001), Asian (HR: 0.77 [95% CI: 0.72, 0.82], p < 0.001), Hispanic (HR: 0.83 [95% CI:
0.78, 0.88], p < 0.001), or other (HR: 0.88 [95% CI: 0.79, 0.97) had better outcomes. Per year
increase in age (HR 1.009 [95% CI: 1.006, 1.013], p < 0.001), patients with CDCC score of 1 (HR:
1.16[95%Cl: 1.14,1.19], p<0.001), 2(HR: 1.22[95% CI: 1.18, 1.27], p < 0.001), and =3 (HR:
1.33[95%Cl: 1.284,1.380], p<0.001)vs 0, and stage IVNSCLC (HR: 1.83[95% CI: 1.79, 1.88], p
=0.000) had poorer survival. Conclusions: White race, males, uninsured status, receipt of treatment in
the Midwest, community hospital treatment, large cell histology, advancing age, stage 1V disease, and
increasing CDCC score all had poorer outcomes in adults =80 years with advanced NSCLC. These
factors should be taken into consideration when discussing the diagnosis, management, and expec-
tations of the disease course with patients in the geriatric age group. Research Sponsor: None.
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A phase |l study of afatinib in combination with pemetrexed and carboplatin in patients
with EGFR mutation positive non-squamous, advanced non-small-cell lung cancer
(NSCLC) refractory to first-line osimertinib treatment: NEJO25B.

Tatsuro Fukuhara, Hiromi Nagashima, Yu Utsumi, Aya Suzuki, Masahiro Seike, Akihiko Miyanaga,
Koichi Azuma, Akira Kisohara, Yosuke Kawashima, Hajime Asahina, Hisashi Tanaka, Ryota Kanemaru,
Eisaku Miyauchi, Naoki Furuya, Haruna Sato, Kazuko Sakai, Kazuto Nishio, Fumiaki Takahashi,
Kunihiko Kobayashi, Makoto Maemondo; Department of Respiratory Medicine, Miyagi Cancer Center,
Natori, Japan; Department of Internal Medicine, Division of Pulmonary Medicine, Iwate Medical
University School of Medicine, Yahaba, Japan; Department of Pulmonary Medicine and Oncology,
Graduate School of Medicine, Nippon Medical School, Tokyo, Japan; Department of Internal Medicine,
Division of Respirology, Neurology, and Rheumatology, Kurume University School of Medicine,
Kurume-Shi, Japan; Respiratory Medicine, Kasukabe Medical Center, Kasukabe, Japan; Sendai Kousei
Hospital, Sendai, Japan; Department of Respiratory Medicine, Hokkaido University Graduate School of
Medicine, Sapporo, Japan; Department of Respiratory Medicine, Hirosaki University Graduate School
of Medicine, Hirosaki, Japan; Juntendo University Faculty of Medicine and Graduate School of
Medicine, Tokyo, Japan; Tohoku University Hospital, Sendain Miyagi, IL, Japan; Department of
Internal Medicine, Division of Respiratory Medicine, St. Marianna University School of Medicine,
Kawasaki, Japan; Jichi Medical University, Shimotsuke-Shi, Japan; Genome Biology, Kindai University
Faculty of Medicine, Osaka-Sayama, Osaka, Japan; Kindai University Faculty of Medicine, Osaka-
Sayama, OSAKA-FU, Japan; Department of Information Science, Iwate Medical University, Iwate,
Japan; Department of Respiratory Medicine, Saitama Medical University International Medical Center,
Hidaka-Gun, Japan

Background: To date, osimertinib has been commonly used as a first-line treatment for EGFR mutated
advanced NSCLC. However, the issue of what constitutes effective treatment after osimertinib failure
remains . We evaluated treatment with afatinib plus chemotherapy for EGFR mutated NSCLC resistant
to osimertinib. Methods: Patients (pts) with EGFRm (Dell19 or L858R) after failure of osimertinib
treatment were assigned to a regimen of afatinib 20mg daily combined with carboplatin AUC5 mg/ml/
min and pemetrexed 500mg/m2 every 3 weeks followed by maintenance treatment with afatinib plus
pemetrexed until disease progression or unacceptable toxicity was noted. The primary endpoint was
rate of PFS at 6 months after initiation of treatment (6M-PFSR). The threshold was set at 35% and the
expected value at 60% (two-sided P-value of 5% and power of 80%). Thirty-one patients were required,
and the target number of patients was set at 35 after accounting for ineligible cases. Secondary
endpoints were PFS, 0S, ORR, DOR, and Safety. In this study, blood samples were collected before and
after study treatment and at the time of PD to examine biomarkers using CAPP-SEQ. This biomarker
study is ongoing. Results: Between June 7, 2020 and January 19, 2022, 36 pts were enrolled. One
patient was found to meet the exclusion criteria, and the efficacy was analyzed in the other 35 patients.
The mean age was 70 years, 60% were women, and 54.3% were nonsmokers. The 6M-PFSR, the
primary endpoint, was 57.1%. The confidence interval of 39.3%-71.5% exceeded the threshold of
35%, and the study met its primary endpoint. Notably, 24.1% of pts had a long-term PFS of 1 year or
longer. ORR was 48.6%, DCR was 88.6%, median PFS was 8.2M, median DOR was 5.6 M, and median
0S was not reached. By mutation type, ORR were similar for Del19 and L858R (46.7% and 50.0%,
respectively), but median PFS tended to be longer for Del19 compared to L858R (9.6M and 5.2M,
respectively). Pts who responded to previous osimertinib therapy (CR and PR: n = 29) tended to have
longer mPFS compared to non-responders (SD, PD, and NE: n = 6) (8.5M and 5.8M, respectively).
Adverse events due to TKI and chemotherapy were observed. Diarrhea (52.8%), anorexia (44.4%),
fatigue (33.3%), and paronychia (36.1%) were the most frequent adverse events, and these adverse
events were predictable and manageable. Interstitial pneumonia developed in three patients (8%), one
of whom was the only death in the study. Conclusions: The combination of afatinib and the platinum
doublet showed satisfactory efficacy with manageable adverse events in tumors refractory to osimerti-
nib, and met its primary endpoint. OS follow-up and biomarker analyses are still ongoing. This regimen
is expected to be a candidate for second-line therapy after osimertinib. Clinical trial information:
jRCTs021200005. Research Sponsor: supported by Boehringer.
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Uncommon EGFR mutations conducted with osimertinib in patients with NSCLC (UNICORN):
A phase 2 study.

Yusuke Okuma, Kaoru Kubota, Mototsugu Shimokawa, Kana Hashimoto, Yosuke Kawashima,
Tomohiro Sakamoto, Hiroshi Wakui, Shuji Murakami, Kyoichi Okishio, Kenji Hayashihara,
Yuichiro Ohe; Department of Thoracic Oncology, National Cancer Center Hospital, Tokyo, Japan;
Department of Pulmonary Medicine and Oncology, Graduate School of Medicine, Nippon Medical
School, Tokyo, Japan; Department of Biostatistics, Yamaguchi University Graduate School of Med-
icine, Yamaguchi, Japan; Department of Thoracic Oncology and Respiratory Medicine, Tokyo Metro-
politan Komagome Hospital, Tokyo, Japan; Department of Pulmonary Medicine, Sendai Kousei
Hospital, Sendai, Japan; Department of Multidisciplinary Internal Medicine, Division of Respiratory
Medicine and Rheumatology, Tottori University Faculty of Medicine, Yonago, Japan; Department of
Internal Medicine, Division of Respiratory Diseases, The Jikei University School of Medicine, Tokyo,
Japan; Kanagawa Cancer Center, Yokohama, Japan; National Hospital Organization Kinki-Chuo Chest
Medical Center, Sakai, Japan; National Hospital Organization Ibarakihigashi National Hospital, Naka,
Japan

Background: Non-small cell lung cancer (NSCLC) harboring uncommon EGFR mutation (uC-EGFRm),
excluding exon 20 insertion, is a heterogenous rare fraction consisting of 10% of all EGFR mutations.
Key drugs for metastatic NSCLC (mNSCLC) uC-EGFRm are limited, with only afatinib being FDA
approved. Data on the efficacy of osimertinib for previously untreated metastatic patients (pts)
harboring uC-EGFRm NSCLC is limited. Methods: UNICORN study for previously untreated mNSCLC
pts harboring uC-EGFRm, excluding exon 20 insertion mutation, evaluating osimertinib with a dose of
80 mg QD orally is a multicenter, open-label, single-arm phase 2 study. The primary endpoint was the
overall response rate (ORR) evaluated by central review according to the Response Evaluation Criteria in
Solid Tumors (version 1.1), and key secondary endpoints were disease control rate (DCR), progression-
free survival (PFS), overall survival (OS), duration of response (DoR), and safety. Results: Between
March 2020 to May 2022, a total of 42 pts were registered. Among the eligible 40 pts, 45.0% were
female; the median age was 72 years (range 39-88); 42.5% were never smokers or light smokers;
92.5% were adenocarcinomas, solitary uC-EGFRm/compound mutation ratio was 57.5%/42.5%. The
most common mutations were G719X (50.0%), followed by S768l (25.0%), L861Q (20.0%), and
others, including compound mutation data. The ORR was 55.0 % (90% confidence interval [CI]; 40.9-
68.5), the DCR was 90.0 % (95% Cl; 76.3-97.2), the mPFS was 9.4 months (95% CI; 3.7-15.2)
after a median follow-up of 27.0 months, the mOS was not reached (NR) (95% CI, 19.23- NR), and the
mDoR 22.7 months (95% CI; 9.43-NR). In solitary and compound mutations with uC-EGFR m NSCLC,
ORR was 52.2%/58.8%, mPFS was 5.4 months/11.4 months, mOS 23.0 months/NR, and mDoR was
22.7 months/NR, respectively. Safety was similar to previous reports and Grade 3/4 AEs were reported
in 8 of 36 pts (27.5%) and 12.5% of pts developed pneumonitis. All of the AEs were manageable and
there were no treatment-related deaths. Cenclusions: Osimertinib in mMNSCLC pts harboring uC-EGFRm
other than exon 20 insertions showed clinical activity with manageable toxicities. These results suggest
that osimertinib can be considered as a treatment option for this specific population. Clinical trial
registration: JRCTs071200002. The study was funded by AstraZeneca. Clinical trial information:
jRCTs071200002. Research Sponsor: AstraZeneca.
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Role of immunotherapy in stage IV non-small cell lung cancer with liver metastasis: A
NCDB analysis.

Takefumi Komiya, Shinkichi Takamori; Penn State Cancer Institute, Hershey, PA; Kyushu University
Hospital, Fukuoka, Japan

Background: Despite approvals of immune checkpoint inhibitors in stage IV non-small cell lung cancer
(NSCLC), survival benefit of immunotherapy (I10) in those with liver metastasis is controversial.
Randomized controlled trials demonstrated conflicting results. Methods: Using National Cancer
Database (NCDB), Stage IV NSCLC cases diagnosed in 2016-2017 with at least 30-day follow up
were analyzed. Clinical demographics included age (20-69 vs. 70+), sex (male vs. female), race (whites
vs. others), institution (academic vs. others), Charlson-Deyo score (0-1 vs. 2-3), year of diagnosis (2016
vs. 2017), Histology (adenocarcinoma NOS vs. other), brain metastasis (Yes vs. No), bone metastasis
(Yes vs. No), liver metastasis (Yes vs. No). They were divided into liver-metastasis positive (LM+) vs.
negative (LM-). Information regarding cancer treatment was limited to the first course of therapy,
including surgery for primary lesion (Yes vs. No), radiation (Yes vs. No), multi-agent chemotherapy (Yes
vs. No), and 10 (Yes vs. No). Overall Survival (OS) analysis was performed using Kaplan-Meier curves
and Log-rank tests. Cox proportional hazard model was used for multivariate analyses. A two-sided p-
value < 0.05 was considered as significant. Results: A total of 13,594 LM+ and 69,885 LM- cases met
eligibility and further analyzed. 2,944 and 15,553 patients were treated with 10, respectively. No
significant association between use of |0 and status of liver metastasis was observed (p =0.124). The
median OS in LM+ cases was significantly shorter than that in LM- cases (5.0 vs 8.8 months,
respectively, p < 0.0001). Use of |10 was associated with improved OS in both LM+ and LM- cohorts
with similar HRs/p-values (0.62/ < 0.0001 and 0.64/ < 0.0001, respectively). Multivariate analysis
demonstrated that use of 10 had a significantly improved OS in both LM+ (HR =0.69, p < 0.0001) and
LM- (HR = 0.64, p < 0.0001) cohorts. The OS benefit of 10 in LM+ cohort remained with propensity
score matching analysis (mOS 9.0 vs. 4.4 months, HR = 0.62, p < 0.0001). Further exploratory
analysis focusing on those treated with multiagent chemotherapy showed that the addition of 10
improved OS in both LM+ (HR = 0.77, p < 0.0001) and LM- (HR = 0.79, p < 0.0001) cohorts.
Conclusions: This retrospective study using one of the largest cancer databases suggests that use of 10
improves OS of NSCLC patients with LM regardless of chemotherapy status, and its magnitude of OS
benefit is similar to that in LM- patients. Research Sponsor: None.

LM+ with 10 LM+ without I0 LM- with 10 LM- without 10

Median OS (month) 9.0 4.1 15.6 7.2
12-month 0S (%) 41.7 24.1 57.8 37.9
24-month OS (%) 24.8 13.1 37.6 23.7
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Updated efficacy and safety of entrectinib in patients (pts) with locally advanced/
metastatic NTRK fusion-positive (fp) non-small cell lung cancer (NSCLC).

Byoung Chul Cho, Chao-Hua Chiu, Erminia Massarelli, Gary L Buchschacher, Koichi Gofto,
Tobias R. Overbeck, Herbert H. F. Loong, Cheng E. Chee, Pilar Garrido, Sebastian Heinzmann,
Walter Bordogna, Harald Zeuner, Stuart Osborne, Tom John; Yonsei University College of Medicine,
Seoul, Korea, Republic of (South); Taipei Medical University Hospital, Taipei City, Taiwan; City of Hope
Comprehensive Cancer Center, Duarte, CA; Kaiser Permanente Southern California, Los Angeles, CA;
National Cancer Center Hospital East, Kashiwa, Japan; University Medical Center Géttingen,
Géttingen, Germany; The Chinese University of Hong Kong, Hong Kong, China; National University
Cancer Institute, Singapore, Singapore; Ramdn y Cajal University Hospital, Madrid, Spain; F.
Hoffmann-La Roche Ltd, Basel, Switzerland; Peter McCallum Cancer Centre, Melbourne, Australia

Background: NTRK fusions, encoding for constitutively active oncogenic tropomyosin receptor kinase
proteins, are present in many solid tumors, including NSCLC. As central nervous system (CNS)
metastases are common in pts with advanced NSCLC, treatments with intracranial efficacy are needed.
Entrectinib, a potent CNS-active tyrosine kinase inhibitor, has previously demonstrated efficacy in pts
with NTRK-fp NSCLC in an integrated analysis of three phase I/l trials (ALKA-372-001 [EudraCT,
2012-000148-88], STARTRK-1 [NCT02097810], STARTRK-2 [NCT02568267]); objective re-
sponse rate (ORR) was 63.6% (14/22; data cutoff: August 31 2020). We present updated data for
this cohort. Methods: Pts =18 years old with locally advanced/metastatic NTRK-fp tumors were enrolled
and received 600 mg oral entrectinib until disease progression, toxicity, or death. At Week 4 and then
every 8 weeks, tumour response was assessed by blinded independent central review (BICR) per
RECIST v1.1. Co-primary endpoints were ORR and duration of response (DoR). Secondary endpoints
included progression-free survival (PFS), overall survival (0S), intracranial efficacy, and safety.
Enrolment cutoff: July 2 2020; data cutoff: August 2 2021. Results: The efficacy-evaluable population
included 31 pts with NTRK-fp NSCLC. Median age was 60.0 years (range 22-88); 26 pts (83.9%) had
adenocarcinoma; 11 pts (35.5%) had =2 prior lines of systemic therapy; 18 pts (58.1%) were current
or former smokers; 15 pts (48.4%) had investigator-assessed baseline CNS metastases. Median
survival follow up was 21.8 months (95% Cl 19.5-30.2). Entrectinib treatment showed efficacy in pts
with NTRK-fp NSCLC, including those with baseline CNS metastases by investigator (Table). In pts with
BICR-assessed CNS metastases, intracranial ORR was 60.0% (6/10; 95% CI 26.2-87.8), median
intracranial DoR was not estimable (NE), and median intracranial PFS was 8.9 months (95% CI
5.6-NE). In the safety-evaluable population (N=35), most treatment-related adverse events (TRAESs)
were Grade 1-2 and non-serious. TRAEs led to dose reduction, interruption and discontinuation in
31.4%, 28.6%, and 5.7% of pts, respectively, and no treatment-related deaths occurred. Conclusions:
In line with previously reported data, treatment with entrectinib was associated with deep and durable
systemic and intracranial responses in pts with advanced NTRK-fp NSCLC. Clinical trial information:
EUCTR 2012-000148-88, NCT02097810, NCT02568267. Research Sponsor: This study is
sponsored by F. Hoffmann-La Roche Ltd. Third-party medical writing assistance, under the direction
of authors, was provided by Vanessa Poon, BSc, of Ashfield MedComms, an Inizio company, and was
funded by F. Hoffmann-La Roche Ltd.

Baseline No baseline
All pts CNS metastases* CNS metastases™
(N=31) (n=15) (n=16)
ORR, n (%) 20 (64.5) 9 (60.0) 11 (68.8)
95% CI 45.4-80.8 32.3-83.7 41.3-89.0
Complete response 5(16.1) 1(6.7) 4 (25.0)
Partial response 15 (48.4) 8(53.3) 7 (43.8)
Median time to event, months (95% ClI)
DoR 27.1(14.8-29.4) 29.4 (13.0-NE) 19.9 (10.4-NE)
PFS 20.8 (13.8-30.4) 30.3 (4.7-30.4) 20.8 (14.9-NE)
0s NE NE (8.9-NE) NE

*Per investigator
Cl, confidence interval
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Initial chemotherapy for locally advanced and metastatic NUT carcinoma: A report from
the NUT carcinoma registry.

Jia Luo, Elinton Lee, Michelle Sanchez, Bryanna Finstein, Hans Hertzler, Nhi Luong, Rubii Tamen,
Tom Nguyen, Paul K. Paik, Jamie E. Chaft, Sarina A. Piha-Paul, Pasi A. Janne, Lynette M. Sholl,
Michael L. Cheng, Steven G. DuBois, Glenn J. Hanna, Mizuki Nishino, Geoffrey Shapiro,
Christopher Alexander French; Dana-Farber Cancer Institute, Boston, MA; Brigham and Women'’s
Hospital, Boston, MA; Memorial Sloan Kettering Cancer Center, New York, NY; The University of Texas
MD Anderson Cancer Center, Houston, TX; Lowe Center for Thoracic Oncology, Boston, MA

Background: NUT carcinoma (NC) is an uncommon squamous cell cancer. This disease is driven by a
NUTM1 gene fusion, most commonly encoding a BRD4-NUT fusion oncoprotein, that enhances
transcription of numerous genes including MYC. BET bromodomain inhibitors (BBDi), which block
oncoprotein binding, are being studied in clinical trials. A subset of NC is sensitive to chemotherapy,
but the optimal regimen is unknown; experts have recommended platinum- (PLAT) and ifosfamide-
based (IFOS) therapy based on case reports. Methods: Patients with NC with known chemotherapy
treatment and survival outcomes who consented to participate in a worldwide registry were included.
Cohorts of patients with non-metastatic and metastatic disease were of interest. Medical records were
manually reviewed. Results were summarized using 95% confidence intervals (95CI) and Kaplan Meier
survival estimates, when appropriate. Results: A total of 60 patients with NC were included and received
either PLAT (83%) or IFOS (17%); 38% were female and the median age was 37 (range 10-82); 55% of
tumors were thoracic primaries, 48% had squamous differentiation, and 70% were driven by BRD4-
NUTM1 (n = 43 with known fusion status). Of 31 patients with non-metastatic disease, 32% had a
thoracic primary; 23% received peri-operative chemotherapy and 77% received concurrent chemo-
radiation (cRT). The most common chemotherapies used for cRT were cisplatin (n = 12), platinum-
taxane (n = 6), and platinum-etoposide (n = 5). Of 4 non-metastatic patients who received IFOS, 4
(100%) had a disease-free survival (DFS) > 3 months and 1 (25%) had a DFS > 1 year. By comparison,
of the 27 patients who received PLAT, the estimated 3-month and 1-year DFS was 70% (95CI 48-84%)
and 53% (95CI 30-71%) respectively. Of the 29 patients with metastatic disease, 79% had a thoracic
primary; 6 received IFOS and 23 received PLAT. The most common chemotherapies were platinum-
taxane (52%), platinum-etoposide (17%), and ifosfamide-etoposide (14%). ORR of IFOS vs PLAT was
50% (95CI 12-88%) vs 23% (95CI 7-44%). Compared to IFOS, PLAT had similar 3-month and 6-
month PFS (3;6mo: PLAT est: 36% [95CI 18-56%]; 9% [95CI 2-25%] vs IFOS 50%; 17%). The
estimated 1-year OS and 1-year OS were 18% (95CI 6-35%) vs 33% for PLAT vs IFOS respectively. Of
the 5 patients (8%) with a known OS > 3 years, all had a non-thoracic primary, non-metastatic disease,
and had received PLAT. Conclusions: NUT carcinoma is a highly aggressive disease. There may be a
numerically higher ORR for ifosfamide-based therapy as compared to platinum-based therapy, with
limited durability. Development of effective combination targeted therapies, eg. combinations with
BBDis, is an urgent unmet need for this patient population. Research Sponsor: U.S. National Institutes
of Health; Lowe Center for Thoracic Oncology, Friends of Jay Dion, Ryan Richards Foundation,
McDevitt Strong, Max Vincze Foundation; U.S. National Institutes of Health; RO1CA124633-16.
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Thoracic SMARCA4-deficient cancer descriptors and clinicopathologic determinants of
survival: Analysis of a pooled database.

Frankie Lee Powell, Philip A. Haddad; Feist-Weiller Cancer Center at LSUHSC-Shreveport, Shreveport,
LA; LSUHSC-S/Overton Brooks VAMC, Shreveport, LA

Background: Inactivation of SMARCAA4, a catalytic subunit of the SWI/SNF complex, has been linked to
high-grade aggressive cancers with poor prognoses. SMARCA4-deficient thoracic tumors (SDTT) can
involve any part of the chest cavity, including the lungs, mediastinum, pleura, and chest wall. SDTT’s
detailed clinical features and optimal treatment still need to be clarified. Therefore, we conducted this
pooled database analysis to delineate key clinicopathological characteristics, prognostic indicators,
and treatment modalities that affect survival in this unique group of thoracic cancers. Methods: To study
the demographic characteristics, molecular and immunohistochemical signatures, therapeutic in-
terventions, survival, and prognostic factors, we compiled a pooled database of 120 cases of SDTT.
Kaplan-Meier survival curves were constructed. Cox proportional hazards model and Log-rank tests
were used to assess the influence of demographic and clinicopathologic factors on overall survival (OS).
Results: A total of 120 patients with confirmed SDTT were identified. The median age was 54, with a
peak incidence between 56 and 68. There was a male preponderance with M:F of 3. The median
duration of symptoms before diagnosis was 3.5 months. Patients presented with local disease in 11%,
locally advanced in 21%, and metastases in 61%. The primary sites were the lungs (45%),
mediastinum (42%), and pleura (13%). Common metastatic sites were bone (32%), adrenals
(30%), liver (20%), Brain (20%), and lungs (18%). The median OS of the whole group was 6 months.
Ninety percent of patients had a smoking history with a median of 26 pack-years. Histology comprised
epithelioid/rhabdoid (79%) and carcinoma (adenocarcinoma, mucinous, and undifferentiated, 21%).
Carcinomas had a better median OS than sarcomatous histology (11 vs. 6 months, p=0.03).
Furthermore, early stages (NO/N1) had a superior median OS compared to advanced stages (N=2,
M+) (16 vs. 5 months, p=0.02). Compared to no treatment, local therapies (surgery (S) or radiation
(RT)), combination chemotherapy (CT), and combined modalities (CT=S/RT) were statistically superior
with a median 0S of 1, 4, 6, and 11 months, respectively (p<<0.0001). Further analysis revealed CT+S
had superior median OS to CT+RT (16 vs. 9.5 months). Moreover, those with immune checkpoint
inhibitors incorporated into their therapies had the best median OS outcomes (p<<0.0001). Age, sex,
primary site, and size did not impact OS. Conclusions: This study presents updated clinicopathologic
data from a pooled cohort of patients with SDTT cancers. It identifies the histologic type, stage, and
treatment approach as critical determinants of OS. Research Sponsor: None.
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Safety, pharmacokinetics (PK), pharmacodynamics (PD) and preliminary efficacy of
AZD2936, a hispecific antibody targeting PD-1 and TIGIT, in checkpoint inhibitor (CPI)-
experienced advanced/metastatic non-small-cell lung cancer (NSCLC): First report of
ARTEMIDE-O1.

Kristoffer Staal Rohrberg, Mariana Brandao, Eduardo Castanon Alvarez, Enriqueta Felip,
Eelke Hiddo Gort, T.Jeroen Jeroen Nicolaas Hiltermann, Hiroki Izumi, Dong-Wan Kim,
Sang-We Kim, Luis G. Paz-Ares, Benjamin J. Solomon, Laurie Steinbusch, Els Wauters,
Tatsuya  Yoshida,  Huifang  Chen, Andrew  Goldwin, Yu Jiang, Ilkbel  Achour,
Moritz Wolfgang Drachsler, Byoung Chul Cho; University Hospital of Copenhagen, Copenhagen,
Denmark; Jules Bordet Institute, Brussels, Belgium; Clinica Universidad de Navarra Pamplona,
Madrid, Spain; Vall d’Hebron Institute of Oncology (VHIO), Barcelona, Spain; UMC Utrecht, Utrecht,
Netherlands; University Medical Center Groningen, University of Groningen, Groningen, Netherlands;
National Cancer Center Hospital East, Kashiwa, Japan; Seoul National University Hospital, Seoul,
South Korea; Asan Medical Center, Seoul, South Korea; Hospital Universitario 12 De Octubre, Madrid,
Spain; Peter MacCallum Cancer Centre, Melbourne, Australia; Leiden University Medical Center,
Leiden, Netherlands; Universitair Ziekenhuis Leuven, Leuven, Belgium; National Cancer Center
Hospital, Tokyo, Japan; AstraZeneca, Boston, MA; AstraZeneca, Cambridge, United Kingdom; Astra-
Zeneca, Gaithersburg, MD; Yonsei Cancer Center, Seoul, Korea, Republic of (South)

Background: PD-1 and TIGIT are implicated in cancer-related T cell immunosuppression. AZD2936 is a
bispecific, humanized IgG1 (triple-mutated to minimize Fc effector function) targeting PD-1 and
TIGIT. It has demonstrated encouraging activity compared to both anti-PD-1 and anti-PD-1/-TIGIT
combinations in murine models. We report data from dose escalation (Part A) and an expansion cohort
(Part B) of the first-in-human study ARTEMIDE-01 (NCT04995523). Methods: This open-label,
multicenter study enrolled pts with advanced NSCLC who had prior CPI treatment and a PD-L1 tumor
proportion score =1%. Part A evaluated doses of 70-1500 mg IV Q3W; Part B evaluated the
recommended phase 2 dose (RP2D). Primary endpoints included safety, tolerability, dose-limiting
toxicities (DLTs) and preliminary efficacy. Secondary endpoints included PK and PD, defined as
percentage PD-1 and TIGIT receptor occupancy (RO). Results: As of Dec 5, 2022, 80 pts were enrolled
(Part A, n=48; Part B, n=32). Pts were 62.5% male, median age 63.5 years; 72.5% had adenocar-
cinoma, 23.8% had squamous cell carcinoma; 96.3% had metastatic disease; and 22.5% had brain
metastases. They had a median of 2 prior regimens. Median duration of therapy was 11 wks. AZD2936
was well tolerated with no DLTs. In total, 46.3% of pts had treatment-related adverse events (TRAES),
all grade 1-3; the most common were pruritus, rash and lipase increased (6.3% each). Serious TRAEs
occurred in 3 pts (3.8%): immune system disorder, acute hepatitis and fatigue (n=1 each). AZD2936
systemic exposure increased in a near dose-proportional manner. Doses of =210 mg achieved ~90%
PD-1and TIGIT RO in peripheral T cells. The RP2D was determined to be 750 mg Q3W based on safety,
preliminary efficacy, PK/PD and modeling analysis predicting intratumoral RO. Among 76 evaluable
pts, 3 had a partial response and 30 had stable disease (Table). Time to response was 1.9-4.0 mos and
duration of response was 2.1-6.4 mos. Conclusions: In this interim analysis, AZD2936 showed an
acceptable safety profile and preliminary antitumor activity in pts with advanced/metastatic NSCLC
previously treated with standard therapy including CPls. Further exploration of AZD2936 in CPI-naive
NSCLC pts, including a randomized dose optimization cohort is ongoing. Clinical trial information:
NCT04995523. Research Sponsor: AstraZeneca.

Safety and preliminary antitumor efficacy of AZD2936.

Safety, n (%) N=80
Treatment-emergent AEs, any grade / grade >3 70 (87.5) / 22 (27.5)
AEs related to AZD2936, any grade / grade >3 37 (46.3) /4 (5.0)
AEs leading to discontinuation 3(3.8)
Response and disease control Evaluable pts (n=76)
Overall response rate, % (95% CI) 3.9(0.8,11.1)
Partial response, n (%) 3 (3.9
Stable disease, n (%) 30 (39.5)
Disease control at 9 weeks, n (%) 33 (43.4)
Disease control at 27 weeks, n (%) 11 (14.5)
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Clinical outcomes among patients with advanced non-small cell lung cancer who received
targeted therapy in a real-world setting.

Mo Yang, Joanna P. MacEwan, Sai Sriteja Boppudi, Monica McClain, Richard O’Hara, Frank Liu,
Paul K. Paik; EMD Serono, Rockland, MA; Genesis Research, Hoboken, NJ; Thoracic Oncology Service,
Memorial Sloan-Kettering Cancer Center, New York, NY

Background: In the past decade, therapies targeting EGFR, KRAS, ALK, ROS1, BRAF, NTRK, MET,
RET, HER2 and PD-L1 were approved and recommended by National Comprehensive Cancer Network
(NCCN) for use in advanced non-small cell lung cancer (aNSCLC). This study compared real-world
clinical outcomes in biomarker positive patients with aNSCLC who received treatments based on the
NCCN NSCLC Guidelines (v5.2021) versus other therapies in the US. Methods: This is a retrospective
cohort study of patients with aNSCLC using the TEMPUS oncology dataset. Patients were included if
they were diagnosed with stage |11B-IV NSCLC (index date) between 1/1/2012 and 12/31/2020, =18
years of age at index, were biomarker (i.e., EGFR, KRAS, ALK, ROS1, BRAF, NTRK, MET, RET, or PD-
L1) positive, and received at least one line of treatment. Patients were stratified by NCCN recom-
mended treatment (v5.2021) receipt anytime following aNSCLC diagnosis. Median overall survival
(mQS), progression free survival (MPFS), and time to next treatment (MTTNT) were evaluated by
treatment group using Kaplan Meier analysis. Patient demographic and clinical characteristics were
evaluated as potential predictors of receipt of NCCN recommended therapy. Results: Of the 2,158
biomarker positive patients who met study criteria, 55.7% (N=1,201) received NCCN recommended
treatment. PDL1 (38.0%), EGFR (32.2%), and/or KRAS (30.3%) were the most common over-
expressions/mutations. Biomarker positive patients with aNSCLC treated with NCCN recommended
treatment (N=1,201) in any line had significantly longer mOS (24.7mo, 95% Cl: 22.5-27.6) than
those treated with non-recommended treatment (N=957, 19.8mo, 95% Cl: 17.5-22.6) (p<0.001).
Biomarker positive patients with aNSCLC treated with NCCN recommended treatment also had
significantly longer mPFS (8.5mo, 95% Cl: 7.9-9.0) and mTTNT (20.6mo, 95% Cl:19.3-23.7)
than those treated with non-recommended treatment (4.9mo, 95% Cl: 4.5-5.4)and (11.0mo, 95% Cl:
10.0-12.7), respectively (both p<<0.001). Never smokers (vs current smokers), patients of unknown or
other race (vs whites), and patients who received 2 or more lines of treatment (vs 1) were more likely to
receive NCCN recommended treatment and those with squamous or other/unknown histology (vs non-
squamous) or missing ECOG scores (vs ECOG 0) were less likely to receive NCCN recommended
treatment. Conclusions: In this study, biomarker positive patients with aNSCLC who received NCCN
recommended treatment had significantly longer mOS, mPFS, and mTTNT than those who were treated
with non-recommended regimens. Following the recommendations of the NCCN NSCLC Panel
improves real-world clinical outcomes among biomarker positive patients with aNSCLC. Meanwhile,
some biomarker positive patients—including current smokers and those with squamous cell
histology—were less likely to receive targeted treatments. Research Sponsor: The healthcare business
of Merck KGaA, Darmstadt, Germany.
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Prognostic and predictive implications of plasma ctDNA in guiding first-line targeted
therapy for metastatic HER2-mutant non-small cell lung cancer (NSCLC).

Si-Yang Liu, Justin Jee, Fernando Costa Santini, Adam Jacob Schoenfeld, Jordan Eichholz,
Kaylie Johnson, Andres Martinez, Jiannan Guo, Nadeem Riaz, Nancy Y. Lee,
Luke Roy George Pike, Howard |. Scher, Alexander E. Drilon, Maria E. Arcila, Jorge S. Reis-Filho,
Pedram Razavi, David Randolph Jones, Charles M. Rudin, James M. Isbell, Bob T. Li; Memorial Sloan
Kettering Cancer Center, New York, NY; Resolution Bioscience, a part of Agilent, Kirkland, WA

Background: Trastuzumab deruxtecan (T-DXd) is the first HER2-targeted drug approved for NSCLC with
human epidermal growth factor receptor 2 (HERZ2, ERBB2) mutation in the second or later line settings.
However, the optimal first-line treatment for these patients remains unclear. Access to rapid tissue
sequencing is not always available, thus presenting challenges to first-line drug development.
Circulating tumor DNA (ctDNA) analysis has the potential to overcome these obstacles to guide
optimal first-line targeted therapy for patients with HER2-mutant NSCLC. Methods: We retrospectively
analyzed patients with metastatic HER2-mutant NSCLC who underwent prospective clinical ctDNA
sequencing at Memorial Sloan Kettering Cancer Center (MSK) from January 2016 to September 2022.
HERZ2 mutations were identified by next-generation sequencing through MSK-IMPACT, MSK-ACCESS
or Resolution ctDx Lung. Results: We identified 64 patients with metastatic HER2-mutant NSCLC who
had received at least one line of systematic therapy. The median age was 63 years (range: 23-90), and
there were more women (n = 38, 60%), and never-smokers (n = 38, 60%). The activating HERZ2
mutations included exon 20 insertions (73%), exon 8 (11%), 19 (11%), and 20 SNVs (5%). Plasma
ctDNA was tested before initial therapy in 40 patients with a median overall survival (OS) of 28 months
(95% Cl 21-34), in whom 31 patients (78%) had at least one detectable ctDNA alteration by MSK-
ACCESS and ctDx Lung. 55% (17/31) received chemoimmunotherapy with pembrolizumab as the first-
line treatment. The median time to treatment discontinuation (TTD) was 6 months (95%Cl 5.5-6.9).
Additionally, 19% of patients (6/31) received a HER2-targeted antibody-drug conjugates (ADC) as first-
line treatment with a median TTD of 6 months (95% CI 2-10), including 5 with T-DM1 and one who
received first-line T-DXd treatment with a TTD of 9 months. Patients with baseline ctDNA alterations
had significantly shorter OS (hazard ratio (HR), 5.25; 95% Cl, 1-24; p =0.019). Conclusions: Baseline
plasma ctDNA has the potential to guide first-line targeted therapy for patients with HER2-mutant
NSCLC. As an independent negative prognostic biomarker, detectable ctDNA at baseline would need to
be taken into account for patient selection in future studies to avoid underestimating the effects of
therapy. Research Sponsor: TBD.
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Safety and efficacy of immune checkpoint inhibitors in patients with cancer and pre-
existing autoimmune disease: A systematic review and meta-analysis in non-small cell
lung cancer.

Wint Yan Aung, Chung-Shien Lee, Jaclyn Morales, Nina Kohn, Husneara Rahman,
Nagashree Seetharamu; Northwell Health, Manhasset, NY; Northwell Health Cancer Institute, New
Hyde Park, NY; Feinstein Institutes for Medical Research, Manhasset, NY

Background: Cancer patients with pre-existing autoimmune diseases (AID) have been traditionally
excluded from clinical trials of immune checkpoint inhibitors (ICl) due to concerns for immune
activation leading to toxicity. As indications for ICl expand, there is a need for robust data on safety and
efficacy of ICl in cancer patients with AID. Existing studies examined a heterogenous group of cancers
and do not include a comparison to cancer patients without pre-existing AID. Therefore, data are
lacking concerning how safety and efficacy of ICI in this group of patients may differ from the general
population and whether the results are generalizable to non-small cell lung cancer (NSCLC). Methods:
We searched for studies consisting of NSCLC, AID, ICI, treatment response, and adverse events using
database-controlled vocabulary terms. We systematically searched Medline (PubMed), EMBASE,
Scopus, CINAHL, and Web of Science. We selected studies that included NSCLC and excluded
abstracts, case reports, review articles, and articles lacking outcomes or populations of interest. Three
authors (WA, CL, NS) independently reviewed all abstracts to determine study eligibility and quality.
Study quality was assessed using the Newcastle-Ottawa Scale. Study data were pooled using random-
effects meta-analysis. Results: Data were extracted from 24 cohort studies, consisting of 10,924 cancer
patients, of which 4353 were NSCLC patients. Studies examined a broad spectrum of AID consisting of
1157 patients, of which 291 were NSCLC patients. Pooled analysis revealed an AID flare incidence of
36% (95%Cl 27%-46%) in all cancers and 23% (95%Cl 9%-40%) in NSCLC. Tests of subgroup
difference revealed no significant difference in AID flares by organ system in all cancers and NSCLC (p
=0.602 and p=0.19, respectively). Pre-existing AID was associated with a higher risk of de novo iRAE
in all cancer patients (RR 1.38, 95%CI| 1.16-1.65) and in NSCLC patients (RR 1.51, 95%CI 1.12-
2.03). There was no difference in de novo grade 3-4 iRAE and tumor response between cancer patients
with and without AID. However, in NSCLC patients, pre-existing AID was associated with a 2-fold
increased risk of de novo grade 3-4 iRAE (RR 1.95, 95%CI 1.01-3.75) but also better tumor response
inachieving acomplete or partial response (RR 1.56, 95%CI 1.19-2.04). Conclusions: Pre-existing AID
confers an increased risk of toxicity during ICI therapy. NSCLC patients with AID are at a higher risk of
de novo grade 3-4 iRAE but are also more likely to achieve treatment response than those without AID.
Multidisciplinary collaboration is paramount when considering ICI therapy in this patient population
with careful calculation of risk and benefit as well as close monitoring for toxicity. Research Sponsor:
None.
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Phase Il trial of lazertinib in patients with epidermal growth factor receptor (EGFR)
mutation-positive (M+), metastatic non-small cell lung cancer (NSCLC) with asymptomatic
or mild symptomatic brain metastases after failure of EGFR tyrosine kinase inhibitor (TKI)
(KCSG LU20-15).

Min Hee Hong, Yoon Ji Choi, Hee Kyung Ahn, Bhumsuk Keam, Yu Jung Kim, Ju Won Kim,
Hye Ryun Kim, Jin-Hyoung Kang; Yonsei Cancer Center, Seoul, South Korea; Korea University Anam
Hospital, Seoul, South Korea; Division of Medical Oncology, Gachon University Gil Medical Center,
Incheon, South Korea; Department of Internal Medicine, Seoul National University Hospital, Seoul,
South Korea; Department of Internal Medicine, Division of Hematology and Medical Oncology, Seoul
National University Bundang Hospital, Seoul National University College of Medicine, Seongnam-Si,
South Korea; Department of Internal Medicine, Division of Medical Oncology, Yonsei Cancer Center,
Yonsei University College of Medicine, Seoul, South Korea; The Catholic University of Korea, Seoul St.
Mary’s Hospital, Seoul, South Korea

Background: Central nervous system (CNS) metastases occur not infrequently, ultimately devastating
consequences in advanced EGFR M+ NSCLC. Lazertinib, a 3rd-generation (G) EGFR-TKI, has shown
potent antitumor activity in EGFR-mutant NSCLC. We conducted a phase Il single-arm study of
lazertinib in EGFR M+ NSCLC patients (pts) having CNS metastases to evaluate its CNS activity.
Methods: The patients exhibiting CNS progression upon 1st or 2nd-G EGFR-TKIs with least one
measurable CNS lesion were enrolled. The primary endpoint was intracranial objective response rate
(iORR) in evaluable for response set (ERS). Secondary endpoints included iORR without T790M
mutation, overall ORR (0ORR), disease control rate (DCR), intracranial progression-free survival (iPFS)
in ERS. Overall survival (OS) and safety analyses were performed in pts who received at least one dose of
lazertinib. Cerebrospinal fluid (CSF) penetration was measured as exploratory biomarker study. Results:
Of 40 pts enrolled, 38 were evaluable for tumor response. Nineteen pts harbored exon 19 deletion and
21 pts for exon 21 L858R and 30% of pts had radiologic evidence of leptomeningeal carcinomatosis
(LM) with 2 cytological confirmed cases. Forty-five percent of pts received afatinib as first line
treatment, followed by 42.5% of gefitinib and 12.5% of erlotinib. Baseline plasma samples of all
the 40 patients obtained for liquid-based next-generation sequencing (Guardant360) and T790M was
found in 5 pts prior to lazertinib treatment. iORR was 57.9% (22/38). iORR with T790M-negative,
00RR, and DCR were 54.5%, 39.5%, and 97.4%, respectively. With median follow-up of 13.6 months,
median iPFS and OS were not reached. Treatment-related adverse events (TRAEs) emerged in 85.0% of
pts with most common TRAESs being skin rash (50.0%) and paresthesia (42.5%). Grade 3 or 4 TRAEs
were reported in 10.0%. The CSF penetration rates of lazertinib and its metabolite (YH26334) were
46.2% and 33.1%, respectively in paired CSF and plasma samples, suggesting high CNS penetration
efficacy. Conclusions: Lazertinib has substantial CNS activity regardless of T790M status against the
progression of intracranial metastases + LM during the treatment of 1% or 2"-G EGFR-TKIs in
metastatic EGFR M+ NSCLC pts. These results suggest that using lazertinib instead of brain local
treatment would be a potential strategy in EGFR M+ NSCLC, who progressed on CNS metastases after
prior EGFR-TKI. Clinical trial information: NCT05326425. Research Sponsor: Yuhan.

Efficacy outcome.
Intracranial response, % (95% CI)
iORR 57.9 (40.8 - 73.7)

iORR in T790M-negative patients 54.5 (36.4 - 71.9)
Best intracranial response, No. (%)

Complete response 2 (5)
Partial response 20 (52.6)
Stable disease 15 (37.5)
Progressive disease 1(2.5)

Not evaluable 2 (5)
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Assessment of sociodemographic disparities in outcomes among pts with metastatic
NSCLC (mNSCLC) receiving select immuno-oncology (10) regimens: CORRELATE.

Stephen V. Liu, Rachel Salomonsen, Ryan Tattersfield, Alice Wang, Ling Cai, Sam Sadow,
Solange Peters; Georgetown University, Washington, DC; AstraZeneca, Gaithersburg, MD; AstraZe-
neca, Cambridge, United Kingdom; Centre Hospitalier Universitaire Vaudois (CHUV), Lausanne,
Switzerland

Background: |0 treatment (ix) has transformed the care of pts with mNSCLC, persistently demonstrating
significant survival benefits over chemotherapy. Prior analyses have shown OS and PFS are shorter in
the real-world (rw) setting compared with randomized clinical trials (RCTs). A contributing factor may
be the more diverse sociodemographic characteristics of pts in the rw. Race and socio-economic status
(SES), in particular, have been associated with disparities in cancer outcomes, which may be related to
inequalities in healthcare access. One aim of CORRELATE was to assess whether outcomes differ based
on sociodemographic characteristics in pts receiving 10 in the rw setting. Methods: Eligible pts from the
US Flatiron Enhanced Datamart database had mMNSCLC (progressed or de novo), started 1L 10 tx
between Nov 1 2016 and May 31 2021, and met eligibility criteria based on 6 RCTs (KEYNOTE [KN]-
024, KN-189, KN-407, IMpower150, CheckMate [CM] 9LA and CM 227) for 10 regimens approved in
the US for mNSCLC. Flatiron’s area-level measure of SES, available for pts treated at community
oncology centers, was based on a validated composite index and has 5 levels (highest [5] to lowest [1]).
Multivariate Cox regression models were used to determine the association of sociodemographic
variables (age, sex, race, US region and SES) with OS and rwPFS separately; smoking history, ECOG
performance status (PS) and PD-L1 expression were also included in the models, as were any pairwise
interactions that were statistically significant (P< 0.05). Results: 2070 pts with non-missing data on
the variables of interest were included in the dataset: 60% were aged =65y, 86% white, 55% male and
53% were from the US Southern region. SES was relatively evenly distributed (SES 1-5: 18%, 22%,
21%, 24% and 15%, respectively); 41% of pts had PD-L1 =50% (17% unknown PD-L1 expression),
61% had ECOG PS 1 and 92% were former/current smokers. Median OS was 13.3 mos (95% Cl
12.3-14.7); median rwPFS was 5.9 mos (5.6-6.2). In the multivariate analyses, race, region and SES
did not have a statistically significant association with either OS or rwPFS. Older age (=65 y; P=
0.0091) and male sex (P< 0.0001) were associated with a higher risk of death (HR [95% CI] 1.16
[1.04-1.29]and 1.28[1.15-1.43], respectively). For rwPFS, the interaction between sex and smoking
status was statistically significant (P= 0.0312); specifically, female non-smokers had a higher risk of
progression or death vs female smokers (HR 1.45[95% CI 1.15-1.82]). Conclusions: Our results from a
nationally representative dataset of pts with mNSCLC treated at non-academic facilities show that, in
pts who had equivalent access to 10 tx, the OS and rwPFS benefits derived from |0 were similar,
irrespective of race, region or SES. More efforts are required to identify and address barriers of access to
care to ensure that all pts receive appropriate cancer tx. Research Sponsor: AstraZeneca.
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Long-term efficacy and safety of larotrectinib in patients with tropomyosin receptor kinase
(TRK) fusion lung cancer.

Jessica Jiyeong Lin, Daniel Shao-Weng Tan, Shivaani Kummar, Jyoti D. Patel, Luciano Cermignani,
Ming-Shen Dai, Ulrik Niels Lassen, Serge Leyvraz, Yongmei Liu, Victor Moreno, Lee S. Rosen,
Esma Saada-Bouzid, Benjamin  Maurice  Solomon, Rui-Hua Xu, Jeffrey Yachnin,
Ricarda Norenberg, Domnita-lleana Burcoveanu, Chiara E. Mussi, Lin Shen, Alexander E. Drilon;
Department of Medicine, Massachusetts General Hospital, Boston, MA; Division of Medical Oncology,
National Cancer Center Singapore and Duke-NUS Medical School, Singapore, Singapore; Oregon
Health and Science University, Portland, OR; Northwestern University, Chicago, IL; Hospital Aleman,
Buenos Aires, Argentina; Tri-Service General Hospital, Taipei, Taiwan; Department of Oncology,
Rigshospitalet, Copenhagen, Denmark; Charité - Universitdtsmedizin Berlin, Berlin, Germany; Cancer
Center and State Key Laboratory of Biotherapy, West China Hospital, Sichuan University, Chengdu,
China; START MADRID-FJD, Hospital Fundacién Jiménez Diaz, Madrid, Spain; UCLA Division of
Hematology-Oncology, Santa Monica, CA; Centre Antoine-Lacassagne, University Céte d’Azur, Nice,
France; Avera Cancer Institute, Sioux Falls, SD; Sun Yat-sen University Cancer Center, State Key
Laboratory of, Guangzhou, China; Karolinska University Hospital, Stockholm, Sweden; Chrestos
Concept GmbH & Co. KG, Essen, Germany; Bayer HealthCare Pharmaceuticals Inc., Basel, Switzer-
land; Bayer S.p.A, Milan, Italy; Department of Gastrointestinal Oncology, Key Laboratory of Carcino-
genesis and Translational Research (Ministry of Education/Beijing), Peking University Cancer Hospital
& Institute, Beijing, China; Memorial Sloan Kettering Cancer Center, New York, NY

Background: Neurotrophic tyrosine receptor kinase (NTRK) gene fusions are oncogenic drivers in a
variety of tumor types, including lung cancer. Larotrectinib is a highly selective, central nervous system
(CNS)-active TRK inhibitor that demonstrated rapid, deep, and durable responses in patients (pts) with
TRK fusion lung cancer (Drilon et al. ASCO 2022) and is considered a preferred first-line therapy option
for these pts (Owen et al. J Clin Oncol 2022). We report updated data from a larger cohort with longer
follow-up. Methods: Pts with TRK fusion lung cancer enrolled in 2 larotrectinib clinical trials
(NCT02576431 and NCT02122913) were included in this analysis. Larotrectinib was administered
at 100 mg twice daily, and response was assessed by independent review committee (IRC) per RECIST
v1.1. Results: As of July 20, 2022, 30 pts with a median age of 55.5 years (range 25-81) with TRK
fusion lung cancer enrolled, including 12 pts with CNS metastases at baseline. The gene fusions
involved NTRK1 (n = 24; 80%) or NTRK3 (n = 6; 20%). Pts received a median of 2 prior lines of
systemic therapies, with 20 pts (67%) receiving =2. Among 27 pts eligible for IRC assessment, the
objective response rate (ORR) was 74% (95% CI 54-89): 3 complete responses, 17 partial responses
(PR), 4 stable disease (SD), 2 progressive disease (PD), and 1 not evaluable. Among the 12 pts with
baseline CNS metastases, the ORR was 67% (95% Cl 35-90): 8 PR, 2 SD, and 2 PD. The median time
to response for all responders was 1.8 months. Median duration of response (DoR) was 33.9 months
(95% Cl 9.5-not estimable [NE]); median follow-up was 22.9 months. Median progression-free
survival (PFS) was 33.0 months (95% CI 11.3-NE); median follow-up was 24.7 months. Median
overall survival (OS) was 39.3 months (95% CI 17.2-NE); median follow-up was 23.1 months. For the
12 pts with CNS metastases, the medians for DoR, PFS, and OS were 9.5, 9.9, and 19.4 months, with
median follow-ups of 17.4, 19.3, and 22.2 months, respectively. Duration of treatment for all pts
evaluable per IRC ranged from 0.3+ to 75.2+ months. At data cut-off, 10 pts had progressed, with 6
continuing treatment post-progression for =4 weeks due to continued clinical benefit. Treatment-
related adverse events (TRAEs) were predominantly Grade 1-2. Grade 3-4 TRAEs were reported in 5
pts (2 each increased aspartate aminotransferase, increased weight; 1 each increased alanine
aminotransferase, myalgia, hypersensitivity). There were no treatment discontinuations due to TRAEs.
Conclusions: In this larger dataset with longer follow-up, larotrectinib continued to demonstrate rapid
and durable responses, extended survival, and favorable long-term safety in pts with advanced TRK
fusion lung cancer, including those with CNS metastases. These results support the wider adoption of
next-generation sequencing testing for NTRK1-3 gene fusions in pts with lung cancer. Clinical trial
information: NCT02576431, NCT02122913. Research Sponsor: These studies were funded by Bayer
HealthCare Pharmaceuticals, Inc. and Loxo Oncology, Inc., a wholly owned subsidiary of Eli Lilly and
Company.
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The safety and efficacy of SNKO1 (autologous natural killer cells) in combination with
cytotoxic chemotherapy after failure of prior tyrosine kinase inhibitor in non-small cell
lung cancer: Preclinical mouse model and phase I/lla clinical study.

Myeong Geun Choi, Gun Woo Son, Dae-Hyun Ko, Wonjun Ji, Jin Kyung Rho, Jae Cheol Lee,
Yong Man Kim, Jae Seob Jung, Paul Y. Song, Byeong Gon Yoon, Jong-min Jo, Mi Young Choi,
Chang-Min Choi; Division of Pulmonary and Critical Care Medicine, Department of Internal Medicine,
Mokdong Hospital, College of Medicine, Ewha Womans University, Seoul, Seoul, South Korea; C&SR
Inc., Uiwang, South Korea; Department of Laboratory Medicine, Asan Medical Center, University of
Ulsan College of Medicine, Seoul, South Korea; Department of Pulmonology and Critical Care
Medicine, Asan Medical Center, University of Ulsan College of Medicine, Seoul, South Korea;
Department of Convergence Medicine, Asan Medical Center, University of Ulsan College of Medicine,
Seoul, South Korea; Department of Oncology, Asan Medical Center, University of Ulsan College of
Medicine, Seoul, South Korea; NKMAX Co., Ltd., Seongnam, South Korea; NKGen BioTech Inc., Santa
Ana, CA

Background: It is challenging to choose subsequent treatment option in patients with Osimertinib
resistance in epidermal growth factor receptor (EGFR)-mutated non-small cell lung cancer (NSCLC).
Meanwhile, antitumor effect of the antibody-dependent cellular cytotoxicity of natural killer (NK) cells
mediated by cetuximab —anti-EGFR monoclonal antibody— has been reported. Therefore, we aimed to
evaluate the safety and efficacy of SNKO1 (non-genetically modified autologous NK cell) in combi-
nation with cytotoxic chemotherapy including cetuximab in NSCLC after failure to prior tyrosine kinase
inhibitor (TKI) in a preclinical humanized cell line-derived xenograft (CDX) mouse model and phase I/lla
clinical study. Methods: We established a humanized CDX mouse model using Osimertinib-resistant
lung cancer cell line. Reconstruction of the humanized mouse, CDX-related skills, and analytic data
were made according to C&SR Inc. manufacturing technique & SOP protocol. The mice were divided
into 4 groups based on treatment (no treatment [n = 2]; Cetuximab only [n = 31; SNKO1 only [n = 41];
SNKO1 plus Cetuximab [n = 41) and treated weekly for 5 weeks (SNKO1, 1x107 cells/dose; Cetuximab,
20 ug/dose). In the clinical study, 12 patients with EGFR-mutated NSCLC who failed prior TKI
treatment were finally enrolled. They received weekly SNKO1 in combination with Gemcitabine/
Carboplatin (n = 6) or Gemcitabine/Carboplatin/Cetuximab (n = 6), and dose escalation of SNKO1
following “3+3" design (4x 10° cells/dose or 6x 10° cells/dose). The primary endpoint was safety, and
secondary endpoint was efficacy. Results: In the preclinical study, flow cytometry analysis showed that
NK cells (CD45+/CD56+/CD3-) were significantly increased in the groups administrated SNKO1. The
volume of tumor extracted after completion of treatment was the smallest in SNKO1 plus cetuximab
group. In the clinical study, the median age of patients was 61 years, 33.3% were male, and all patients
had adenocarcinoma. The enrolled patients received weekly infusions of SNKO1 for 7 to 8 weeks
(4% 10° cells/dose [n = 6]; 6x10° cells/dose [n = 6]). Since dose limiting toxicity was not observed,
maximum tolerated dose of SNKO1 was determined to be 6x10° cells/dose. SNKO1-related adverse
event =grade 3 was also not observed. In the efficacy analysis, objective response rate was 25%,
disease control rate was 100% (partial response, n = 3/12; stable disease, n = 9/12), and median
progression free survival (PFS) was 143 days. PFS will be updated as some patients are still being
followed. Conclusions: SNKO1 in combination with cytotoxic chemotherapy, including cetuximab in
EGFR-mutated NSCLC with resistance to TKI was safe and showed a potential antitumor effect in this
preclinical study and early phase I/lla clinical trial. Clinical trial information: NCTO4872634. Research
Sponsor: NKMAX.
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Impact of first-line immunotherapy on survival and intracranial outcomes from a real-world
cohort of patients with non-small cell lung cancer with brain metastases at diagnosis.

Benoit Nigen, Laurent Mathiot, Thomas Goronflot, Guillaume Herbreteau, Christine Sagan,
Judith Raimbourg, Jaafar Bennouna, Francois Thillays, Elvire Pons-Tostivint; Nantes University
Hospital, Nantes, France; Institut de Cancérologie de I'Ouest, Saint-Herblain, France; Nantes Uni-
versité, CHU Nantes, Pdle Hospitalo-Universitaire 11 : Santé Publique, Clinique des données,
INSERM, CIC 1413, Nantes, France; Cancer Genetics Platform, Biochemistry Department, Nantes
University Hospital, Nantes, France; Universitary Hospital of Nantes, Nantes, France; Hopital Foch,
Suresnes, France; ICO Institut de Cancerologie de I'Ouest, Saint-Herblain, France; Department of
Medical Oncology, University Hospital of Nantes, Nantes, France

Background: Although brain metastases (BM) at diagnosis are common in non-squamous NSCLC
patients (ns-NSCLC), they have been mostly excluded from randomized trials. The aim of this
retrospective study was to evaluate real-word outcomes of frontline immune checkpoint inhibitor
(ICI) in these patients. Methods: We conducted a retrospective study to assess the intracranial and
overall efficacy of first-line ICl-based therapy compared to chemotherapy (CT) in ns-NSCLC patients
diagnosed with BM, showing no targetable alterations. Patients were divided according to systemic
therapy: CT, ICI, or CT-ICI respectively. Primary endpoint was overall survival (0S), compared using
Kaplan-Meier and Cox methodology. Secondary endpoint was intracranial progression free survival
(icPFS). Results: Between 01-2018 and 05-2021, 118 newly diagnosed ns-NSCLC patients with BM
were included (52 CT, 38 ICl and 28 CT-ICI). Median follow-up was 30.0 months [95% Cl: 25.9-36.01.
Intracranial radiotherapy was delivered for 75.0%, 68.4% and 67.9% of patients for CT, ICl and CT-IClI
groups (p = 0.805) respectively. OS rates at 24 months were respectively 25.3% (95% CI: 15.7-40.9),
44.6% (95% Cl: 30.8-64.7)and 50.5% (95% Cl: 34.3-74.4) in CT, ICl and CT-ICl groups (p = 0.048).
Twelve-month icPFS was respectively 17.0% (95% Cl: 9-32), 47% (95% Cl: 33-66) and 45% (95%
Cl: 30-69) in CT, ICI and CT-ICI groups . After adjustment, ICl and CT-ICI were associated with a better
0OS compared to CT (HR =0.46, 95%CI: 0.23-0.89, p=0.021 and HR =0.52,95%CI: 0.27-1.01, p=
0.054 respectively). ICI and CT-ICl were associated with a significant reduction in the risk of
intracranial progression by 54% (HR = 0.46, 95%Cl: 0.25-0.84, p = 0.0123) and 59% (HR =
0.41, 95%ClI: 0.23-0.77, p=0.0050) compared to CT. Stereotactic radiosurgery was associated with
an increased icPFS compared to systemic therapy alone (HR = 0.51, 95% CI: 0.29 - 0.92, p =
0.0247), whereas whole-brain was not (p = 0.096). Conclusions: Real-life ns-NSCLC patients with BM
at diagnosis treated frontline with ICI presented OS and icPFS benefit compared to CT alone. A
prospective assessment of the ideal type and sequence of systemic and local therapy should be
conducted. Research Sponsor: None.
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Phase 2 clinical trial of the proautophagic drug ABTLO812 combined with paclitaxel and
carboplatin in first-line patients with advanced squamous non-small cell lung carcinoma.

Joaquim Bosch-Barrera, Teresa Moran, Furificacion Estévez-Garcia, Paloma Martin-Martorell,
Renaud Sabatier, Ernest Nadal, Jose M. Lizcano, Oriol Pedrds-Gamez, Héctor Pérez-Montoyo,
Marc Yeste-Velasco, Carles Domenech, Jose Alberto Alfon; Catalan Institute of Oncology, Hospital
Josep Trueta, IDIBGi. Medical Oncology, Girona, Spain; Catalan Institute of Oncology, Hospital
Germans Trias i Pujol, IGTP. Medical Oncology, Badalona, Spain; Hospital Universitario Virgen del
Rocio (Spain), Sevilla, Spain; Hospital Clinico Universitario, Valencia, Spain; Institut Paoli Calmettes,
CRCM U1068, Marseille, France; Catalan Institute of Oncology, Hospital Duran i Reynals, IDIBELL.
Medical Oncology, Hospitalet, Spain; Autonomous University of Barcelona, Bellaterra, Spain; Ability
Pharmaceuticals, SL, Cerdanyola Del Valles, Spain; Ability Pharmaceuticals, SL, Cerdanyola Del
Valleés, Barcelona, Spain; Ability Pharma, Cerdanyola Del Valles, Spain

Background: ABTLO812 induces the inhibition of Akt/mTOR pathway by upregulation of TRIB3 protein,
an endogenous Akt inhibitor, and promotes endoplasmic reticulum (ER) stress. As a result, ABTL0812
induces cytotoxic autophagy that leads to specific death of cancer cells, without affecting non-tumor
cell viability. A Phase |l clinical trial was designed where ABTLO812 was evaluated in combination with
paclitaxel and carboplatin in first-line patients with advanced squamous non-small cell lung cancer
(NSCLC). Methods: ABTLO812 was administered 1300 mg TID orally with 175 mg/m? paclitaxel and
AUCSH carboplatin every 3 weeks, for up to 8 cycles, followed by ABTLO812 as a maintenance until
disease progression or unacceptable toxicity. The study enrolled patients with non-irradiable I1Ib stage
or stage IV squamous NSCLC. Primary endpoint was overall response rate (ORR) by RECIST criteria
v.1.1. Secondary endpoints were progression free survival (PFS), overall survival (OS), duration of
response (DOR), safety and tolerability according to CTCAE v4.03, pharmacokinetics (PK) of
ABTLO812 enantiomers ((-)-ABTL and (+)-ABTL) and pharmacodynamics assessed by two surrogate
blood biomarkers: TRIB3 and CHOP. Results: Forty patients were included; median age was 66.1 years
old; 90% men/10% women; 100% ECOG 0O-1; 30% current smokers/67.5% former smokers and
37.5% had received prior chemotherapy > 12 months before inclusion. 39 patients had at least 1
adverse event (AE), anemia appeared in 32.5% of the patients (5.0% grade 3), neutropenia in 27.5%
(25% grades 3-4) and thrombocytopenia in 17.5% of the patients (2.5% grade 3). For non-
hematological AEs, asthenia was reported in 62.5% of the patients (2.5% grade 3); diarrhea in
45% (no grade 3-4) and nausea in 37.5% (5% grades 3-4). Twenty-five patients reach the primary
endpoint for efficacy evaluation. ORR was 52.0% (95% CI 34.2-65.9) and 32.0% of the patients had
stable disease. Median OS was 22.5 months (10.4-NC), median progression free survival 6.2 months
(4.4-8.8), and DOR 5.1 months (3.9-7.4). Area under the curve (ng-h/ml) for (-)-ABTL and (+)-ABTL
were 39.0+12.3 and 17.1%6.3 respectively, maximal concentrations (ug/ml) were 6.4+2.6 and
5.1+2.2 and minimum concentrations (ug/ml) 2.2+1.5 and 0.8x1.3. TRIB3 and CHOP PD bio-
markers were induced by the treatment. Conclusions: The combination of ABTLO812 with paclitaxel
and carboplatin shows survival outcomes that compare favorably with historical controls in squamous-
NSCLC with an acceptable safety profile. PK analysis is compatible with drug activity, and pharma-
codynamic analysis shows drug engagement. Clinical trial information: NCTO3366480. Research
Sponsor: Ability Pharmaceuticals SA; Government of Spain.
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Long-term outcomes of tepotinib in patients with MET exon 14 skipping NSCLC from the
VISION study.

Paul K. Paik, Marina Chiara Garassino, Xiuning Le, Michael Thomas, Hiroshi Sakai, Remi Veillon,
Egbert F. Smit, Julien Mazieres, Alexis B Cortot, Jo Raskin, Santiago Viteri, James Chih-Hsin Yang,
Myung-Ju Ahn, Yi-Long Wu, Jun Zhao, Svenja Adrian, Karin Berghoff, Rolf Bruns, Andreas Johne,
Enriqueta Felip; Thoracic Oncology Service, Memorial Sloan-Kettering Cancer Center, New York, NY;
Department of Medicine, Section of Hematology/Oncology, Knapp Center for Biomedical Discovery,
The University of Chicago, Chicago, IL; Department of Thoracic Head and Neck Medical Oncology, The
University of Texas MD Anderson Cancer Center, Houston, TX; Department of Thoracic Oncology,
Thoraxklinik and National Center for Tumor Diseases at Heidelberg University Hospital, Heidelberg,
Germany; Translational Lung Research Center Heidelberg (TLRC-H), Member of the German Center for
Lung Research (DZL), Heidelberg, Germany; Department of Thoracic Oncology, Ageo Central General
Hospital, Saitama, Japan; CHU Bordeaux, Service Des Maladies Respiratoires, Bordeaux, France;
Department of Pulmonary Diseases, Leiden University Medical Centre, Leiden, Netherlands; CHU de
Toulouse, Université Paul Sabatier, Toulouse, France; Univ. Lille, CHU Lille, CNRS, Inserm, Institut
Pasteur de Lille, UMR9020 — UMR-S 1277 - Canther, F-59000 Lille, France; Department of
Pulmonology and Thoracic Oncology, Antwerp University Hospital (UZA), Edegem, Belgium; UOMI
Cancer Center, Clinica Mi NovAlianga, Lleida, Spain; Department of Medical Oncology, National
Taiwan University Cancer Center, Taipei, Taiwan; Section of Hematology-Oncology, Department of
Medicine, Samsung Medical Center Sungkyunkwan University School of Medicine, Seoul, Korea,
Republic of (South); Guangdong Lung Cancer Institute, Guangdong Provincial People’s Hospital
(Guangdong Academy of Medical Sciences), Southern Medical University, Guangzhou, China; Key
Laboratory of Carcinogenesis and Translational Research (Ministry of Education, Beijing), Department
of Thoracic Medical Oncology, Peking University Cancer Hospital & Institute, Beijing, China; Global
Clinical Development, the healthcare business of Merck KGaA, Darmstadt, Germany; Global Patient
Safety, the healthcare business of Merck KGaA, Darmstadt, Germany; Department of Biostatistics, the
healthcare business of Merck KGaA, Darmstadt, Germany; Department of Oncology, Vall d’Hebron
Institute of Oncology (VHIO), Barcelona, Spain

Background: Tepotinib is a highly selective MET inhibitor with clinical activity in patients (pts) with MET exon 14
(METex14) skipping NSCLC. We previously reported robust and durable activity of tepotinib from the Phase I VISION
study (NCT02864992; data cut: Feb 20, 2022; median follow-up: 26.1 months [mos]; Thomas, et al. WCLC 2022).
Here, we report long-term outcomes from VISION, fulfilling an FDA post-market requirement (data cut: Nov 20, 2022;
follow-up: Cohort A [primary cohort] =35 mos, Cohort C [confirmatory cohort] =18 mos). Methods: Pts with advanced
METex14 skipping NSCLC detected by liquid and/or tissue (T+) biopsy received tepotinib 500 mg (450 mg active
moiety) once daily. The primary endpoint was objective response by independent review using RECIST v1.1.
Secondary endpoints included duration of response (DOR), progression-free survival (PFS), overall survival (0S),
and safety. Results: Of 313 ptsenrolled, median age was 72 years (range 41-94) and pts received tepotinib for a mean
(standard deviation [SD]) of 11.5 mos (11.6); median follow-up was 32.6 mos (range 0.3-71.9). First line (1L) pts
(n=164; median age: 74 years [range 47-94]; male: 50.6%; ECOG PS 1: 72.0%; smoking history: 53.7%) received
tepotinib for a mean (SD) of 12.4 mos (12.2), with 27 pts still receiving treatment. ORR was 57.3% (95% Cl: 49.4,
65.0), mDOR was 46.4 mos (13.8, not estimable [ne]), mPFS was 12.6 mos (9.7, 17.7), and mOS was 21.3 mos
(14.2,25.9). Among 111 1L T+ pts, ORR was 58.6% (48.8, 67.8), mDOR was 46.4 mos (15.2, ne), mPFSwas 15.9
mos (11.0, 49.7), and mOS was 29.7 mos (18.8, ne) (Table). Second-or-later line (2L+) pts (n=149; median age: 71
years [range 41-891; male: 47.7%; ECOG PS 1: 75.8%; smoking history: 40.9%) received tepotinib for a mean (SD)
of 10.5 mos (11.0), with 10 pts still receiving treatment. ORR was 45.0% (36.8, 53.3) and mDOR was 12.6 mos
(9.5, 18.5). Across all 313 pts, ORR was 51.4% (45.8, 57.1), mDOR was 18.0 mos (12.4, 46.4), mPFSwas 11.2
mos (9.5, 13.8), and mOS was 19.6 mos (16.2, 22.9). No new safety concerns were observed. Grade =3 treatment-
related adverse events (TRAEs) occurred in 34.8% of pts; 14.7% of pts discontinued treatment due to TRAEs. Any
grade related peripheral edema occurred in 67.1% of pts (Grade =3: 11.2%). Conclusions: The long-term outcomes
of VISION demonstrate the robust and durable clinical activity of tepotinib, particularly in 1L T+ pts, and manageable
safety profile, further defining its use in clinical practice. Clinical trial information: NCT02864992. Research
Sponsor: The healthcare business of Merck KGaA, Darmstadt, Germany.

Overall 1L 2L+ LT+ 2L+ T+
Efficacy N=313 n=164 n=149 n=111 n=97
ORR, % 514 573 45.0 58.6 495
(95% CI) (45.8, 57.1) (49.4, 65.0) (36.8, 53.3) (48.8, 67.8) (39.2, 59.8)
mDOR, mos 18.0 46.4 12. 46.4 124
(95% CI) (12.4, 46.4) (13.8, ne) (9.5, 18.5) (15.2, ne) (8.3, 18.0)
mPFS, mos 1.2 12.6 11.0 15.9 11.5
(95% CI) (9.5, 13.8) 9.7,17.7) 8.2, 13.7) (11.0, 49.7) 8.2, 14.7)
mOS, mos 19.6 213 19.3 29.7 204
(95% CI) (16.2, 22.9) (14.2, 25.9) (15.6, 22.3) (18.8, ne) (17.0, 25.5)
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Long-term follow-up of “adjuvant” pembrolizumab following locally ablative therapy for
oligometastatic non-small cell lung cancer.

David John Cantor, Christiana Davis, Christine Agnes Ciunci, Charu Aggarwal, Tracey L. Evans,
Evan W. Alley, Roger B. Cohen, Joshua Michael Bauml, Corey J. Langer; University of Pennsylvania,
Philadelphia, PA; Abramson Cancer Center, University of Pennsylvania, Philadelphia, PA; Penn
Presbyterian Medical Center, Philadelphia, PA; Perelman School of Medicine, Philadelphia, PA;
Perelman School of Medicine, University of Pennsylvania, Philadelphia, PA

Background: Patients with oligometastatic (OM) non-small cell lung cancer (NSCLC) benefit from local
ablative therapies (LAT); however, the role of adjuvant systemic therapies post LAT remains less clear.
In a single-arm Phase Il clinical trial (NCT02316002), we demonstrated that patients with OM NSCLC
treated with adjuvant pembrolizumab following LAT had superior progression free survival (PFS)
compared to historical controls. Here, we present long term follow-up on PFS and overall survival (OS).
Methods: Patients with OM (= 4 metastatic sites) NSCLC treated with LAT to all sites received
pembrolizumab every 21 days for up to 16 cycles from February 1, 2015 through September 30, 2017.
Other key inclusion criteria included ECOG PS 0-1 and the absence of autoimmune diseases. Patients
were eligible regardless of the number of prior therapies or PD-L1 status. Our study design was an
intention to treat analysis with a null hypothesis that PFS would be equivalent to historical controls
(6.6 months) compared with the alternative that PFS would be greater than 10 months. Assuming 42
patients enrolled over 2 years, we calculated 80% power to detect improvement in PFS with a 1-sided
5% significance level. Primary efficacy endpoint was PFS from the start of pembrolizumab and was
defined as evidence of progressive disease (PD) via RESCIST v1.1 criteria, death, or last contact.
Secondary endpoints included OS, determined by date of death or last contact, and safety. Cox
proportional hazard models were performed to assess associations between clinicopathologic features
and PFS or OS. Results: 51 patients enrolled in the study; 45 patients (median age, 64 years [range, 46-
821; 21 [47%] women; 31 [69%] with solitary OM site) received pembrolizumab following LAT.
Patients received a median of 11 cycles of pembrolizumab; 18 (40%) patients completed 16 cycles. At
the data cutoff (December 1, 2022; median f/u, 65.8 months), 32 patients had PD, 19 patients died,
and 13 patients had no evidence of relapse. Median PFS was 19.7 months (95% Cl, 7.6-31.7 months);
median OS was not reached (95% CI, NR-NR). OS rate at 5 years was 60.0% (SE, 7.4%). Upon PD,
94% of patients received salvage therapies. Median OS from the time of PD was 39.7 months (95% Cl,
13.8-65.6 months). Metachronous OM disease was significantly associated with improved OS (HR, 3.2
[95% Cl, 1.5-6.7] and PFS (HR, 2.9 [95% Cl, 1.2-7.5]) via multivariate Cox proportional-hazard
models. The number of OM sites, CNS disease, nodal stage at diagnosis, or tumor PD-L1 status was not
significantly associated with PFS or OS. We did not observe new safety signals for pembrolizumab
following LAT aside from those previously reported. Conclusions: Pembrolizumab following LAT for OM
NSCLC results in promising PFS and OS compared to historical experience with a tolerable safety
profile. Further investigation of this approach with a randomized trial is warranted. Clinical trial
information: NCT02316002. Research Sponsor: Merck & Co.; U.S. National Institutes of Health.
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Mechanisms of resistance to tyrosine kinase inhibitor treatments in patients with ROS1
fusion-positive non-small cell lung cancer.

Jialei Wang, Xinmin Zhao, Xin Zhang, Hanlin Chen, Hairong Bao, Xianghua Wu, Huijie Wang, Hua Bao,
Jiao Pang, Sha Wang, Haimeng Tang, Shiting Tang, Xue Wu, Yang Shao; Department of Thoracic
Medical Oncology, Fudan University Shanghai Cancer Center, Shanghai, China; Geneseeq Research
Institute, Nanjing Geneseeq Technology Inc., Nanjing, China; Geneseeq Research Institute, Nanjing
Geneseeq Technology Inc., Nanjing, Jiangsu, China; Nanjing Geneseeq Technology Inc., Nanjing,
Jiangsu, China

Background: ROS1 rearrangement was found in about 1% non-small cell lung cancer (NSCLC), and the
fusion proteins created during this process will result in the successive activation of the ROS1 kinase
domain. NSCLC patients with ROS1 gene fusions were considered a unique subtype highly sensitive to
related tyrosine kinase inhibitor (TKI) treatments. However, the acquired TKI resistance was the major
hurdle preventing patients from getting prolonged treatment benefits. Methods: 107 patients diagnosed
with advanced or metastatic NSCLC harboring ROS1 fusion were retrospectively recruited. All patients
were treated with crizotinib as first-line treatment, and 21 patients received lorlatinib after crizotinib
progression. Samples were collected at baseline, after crizotinib progression, and after lorlatinib
progression, which all underwent targeted DNA sequencing. TKIs binding to mutated ROS1 fusion
proteins was simulated using molecular dynamics simulations. Results: The most witnessed fusion
partner of ROS1 was CD74 (58%), followed by SDC4 (14%), EZR (11%), and SLC34A2 (9%). The
median progression-free survival was 12.9 months for crizotinib and 6.4 months for lorlatinib. Patients
with CD74-R0OS1 and SLC34A2-R0OS1 had significantly longer PFS than those with other ROS1 fusion
types when treated with crizotinib. Patients with baseline TP53 mutations showed worse PFS compared
to TP53 wild-type (WT) patients (P < 0.001, HR: 0.19, 95%Cl: 0.09-0.39) under crizotinib treatment.
An accumulation of both on-target (baseline vs. post-crizotinib vs. post-lorlatinib: 0% vs. 43% vs. 62%)
and off-target resistant mutations (baseline vs. post-crizotinib vs. post-lorlatinib: 22% vs. 26% vs.
43%) after multiple TKI treatments was observed. A total of ten on-target resistance mutations were
detected after TKI therapies, with 4 first-reported mutations (ROS1 L2010M, G1957A, D1988N,
L1982V). According to the molecular dynamics simulation results, ROS1 L2010M mutations (hap-
pening in the ROS1 kinase ATP binding cassette) maybe resistant to lorlatinib, entrectinib, cabo-
zantinib, and crizotinib. ROS1 G1957A may lead to resistance to cabozantinib. Moreover, all four novel
on-target mutations may lead to resistance to crizotinib. Cenclusions: In summary, CD74- and
SLC34A2-R0OS1 patients showed better crizotinib efficacy with different resistance mutation patterns.
Patients of these subtypes are potential beneficiaries of molecular testing after crizotinib progression,
directing future treatment strategies. Multiple TKI treatments may lead to the accumulation of both on-
target and off-target resistance mutations. In addition, 4 novel ROS1 on-target mutations identified
underwent molecular dynamics simulations, unveiling potential resistance to different TKls, which can
provide vital information for future ROS1 fusion-positive NSCLC patient treatment selections. Research
Sponsor: None.
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Management of patients with ALK-positive advanced non-small cell lung cancer who
received brain radiotherapy on study in the phase 3 CROWN trial.

Todd Michael Bauer, Enriqueta Felip, Tony S. K. Mok, Yi-Long Wu, Geoffrey Liu, Yasushi Goto,
Dong-Wan Kim, Jolanda Paolini, Anna Polli, Benjamin J. Solomon; Sarah Cannon Research Institute,
Tennessee Oncology, Nashville, TN; Vall d’Hebron University Hospital, Vall d’Hebron Institute of
Oncology (VHIO), Barcelona, Spain; State Key Laboratory of South China, Chinese University of Hong
Kong, Hong Kong, China; Guangdong Lung Cancer Institute, Guangdong Provincial People’s Hospital
(Guangdong Academy of Medical Sciences), Southern Medical University, Guangzhou, China; Uni-
versity Health Network, Toronto, ON, Canada; National Cancer Center Hospital, Tokyo, Japan; Seoul
National University College of Medicine and Seoul National University Hospital, Seoul, South Korea;
Pfizer, Inc., Milano, Italy; Peter MacCallum Cancer Centre, Melbourne, Australia

Background: Approximately 30% of patients with ALK-positive non-small cell lung cancer (NSCLC)
present with brain metastases at diagnosis. Lorlatinib is a potent brain-penetrant ALK tyrosine kinase
inhibitor (TKI) that showed improved time to intracranial (IC) progression compared with crizotinib in
patients with and without brain metastases at baseline. This post hoc analysis from the phase 3 CROWN
study summarizes the management of patients who received brain radiotherapy (RT) during the study.
Methods: In the CROWN study, 296 patients with previously untreated ALK-positive advanced NSCLC
were randomized 1:1 to receive oral lorlatinib 100 mg once daily (n = 149) or crizotinib 250 mg twice
daily (n = 147). Patients who received brain RT while on study treatment or after the initiation of
subsequent systemic anticancer therapy were included in this post hoc analysis. Results: As of
September 20, 2021, at approximately 3 years of follow-up, median time to IC progression was
not reached (NR; 95% Cl, NR-NR) in the lorlatinib arm and was 16.6 (95% Cl, 11.1-NR) months in the
crizotinib arm. At the time of this analysis, 4 of 149 patients (2.7%) in the lorlatinib arm and 20 of 147
patients (13.6%) in the crizotinib arm received brain RT; study treatment was ongoing in 2 of 4 patients
(50.0%) in the lorlatinib arm and discontinued in all 20 patients in the crizotinib arm. Median time
from randomization to first brain RT was 18.2 (range, 6.4-31.3) months in the lorlatinibarmand 11.1
(range, 2.5-37.5) months in the crizotinib arm. In patients who had brain RT, median duration of
treatment was 20.0 (IQR, 6.3-37.1) months with lorlatinib and 7.8 (IQR, 4.0-11.1) months with
crizotinib. In the lorlatinib arm, 2 of 4 patients (50.0%) received concomitant brain RT and continued
lorlatinib beyond progression. In the crizotinib arm, patients received brain RT while on study treatment
or on subsequent systemic anticancer therapies with ALK TKIs or chemotherapy. Follow-up analysis is
ongoing. Conclusions: At approximately 3 years of follow-up in the CROWN study, fewer patients in the
lorlatinib arm received brain RT than those in the crizotinib arm. At the time of this analysis, study
treatment was ongoing in 2 of 4 patients (50.0%) in the lorlatinib arm but was discontinued in all
patients in the crizotinib arm. Patients were mostly managed with other ALK TKIls and/or chemotherapy
following brain RT in the crizotinib arm. ClinicalTrials.gov: NCT03052608. Clinical trial information:
NCT03052608. Research Sponsor: Pfizer.
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Emerging phase 1 data of BLU-451 in advanced NSCLC with EGFR exon 20 insertions.

Danny Nguyen, Elaine Shum, Christina S Baik, Pasi A. Janne, Jyoti D. Patel, Erin Lynn Schenk,
Yuji Shibata, Helena Alexandra Yu, Faris Albayya, Paul Pearson, Minjie Feng, Melinda Louie-Gao,
Alena Zalutskaya, Alexander |. Spira; City of Hope- Long Beach Elm, Long Beach, CA; Perlmutter
Cancer Center, New York University Langone Health, New York, NY; Fred Hutchinson Cancer Center,
University of Washington School of Medicine, Seattle, WA; Dana-Farber Cancer Institute, Boston, MA;
Northwestern Medicine, Northwestern Memorial Hospital, Chicago, IL; University of Colorado,
Anschutz Medical Center, Aurora, CO; National Cancer Center Hospital East, Kashiwa, Japan; Memorial
Sloan Kettering Cancer Center, New York, NY; Blueprint Medicines Corporation, Cambridge, MA; New
Experimental Therapeutics of Virginia, NEXT Oncology, Fairfax, VA

Background: In patients (pts) with NSCLC harboring EGFR exon 20 insertions (ex20ins), treatment
options are limited, with platinum-based chemotherapy with/without programmed death-ligand 1
inhibitors being the standard of care in first line, and recent accelerated approvals of mobocertinib and
amivantamab in the USA for second-line treatment. These second-line therapies have overall response
rates of 28% and 40%, respectively, limited CNS activity, and are associated with AEs such as severe
gastrointestinal AEs and edema. BLU-451 is an investigational, CNS-penetrant, potent, selective, and
wild-type sparing EGFR tyrosine kinase inhibitor that is under investigation in the ongoing phase 1/2
CONCERTO trial (NCT05241873), including in pts with ex20ins. Methods: In phase 1 dose escalation
using a 3+3 design, BLU-451 monotherapy was administered orally QD or BID and given in continuous
21-day cycles. The primary objectives include maximum tolerated dose (MTD) and/or recommended
phase 2 dose (RP2D) determinations and safety. Key secondary objectives include antitumor activity,
PK, and pharmacodynamics. Pts with EGFR ex20ins—positive NSCLC after prior platinum-based
chemotherapy were enrolled. Prior ex20ins—targeted therapy and asymptomatic CNS disease were
permitted. Tumor response was assessed per RECIST v1.1. Serial blood samples for analysis of BLU-
451 PK and circulating tumor DNA (ctDNA) were collected. Results: As of Jan 20, 2023, 28 pts have
been enrolled and dosed in 5 cohorts (100 mg-400 mg QD and 200 mg BID), including 19 (68%) pts
with exon 20 insertions. The median number of prior systemic lines of therapy was 2.5 (range, 1-10),
and 19/28 (68%) pts had prior ex20ins-targeted agents. The most common AEs were diarrhea (21%),
cough (18%), fatigue (14%), pruritis (14%) and rash (14%); all were Grade 1 or 2. There were no dose-
limiting toxicities. Partial responses, including a disappearance of a CNS target lesion, were seen, and
early evidence of on-target activity with ctDNA reductions was observed. Conclusions: As of the data
cutoff, BLU-451 monotherapy was generally well tolerated, with early evidence of clinical activity in
heavily pretreated pts with EGFR ex20ins—positive NSCLC. Early data at initial dose levels consisted of
tumor reduction including responses, CNS activity, and ctDNA responses. The dose escalation is
ongoing to determine the MTD and/or RP2D. Clinical trial information: NCT05241873. Research
Sponsor: Blueprint Medicines.
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First results from the RETgistry: A global consortium for the study of resistance to RET
inhibition in RET-altered solid tumors.

Alissa Jamie Cooper, Alexander E. Drilon, Julia K. Rotow, Stephen V. Liu, Oliver Gautschi,
Katherine Emilie Rhoades Smith, Dae Ho Lee, Misako Nagasaka, Herbert H. F. Loong,
Nathan A. Pennell, Jyoti D. Patel, Martin Frih, Benjamin J. Solomon, Georg Pall, Natalie F. Uy,
Jonathan W. Riess, Lori J. Wirth, Beow Y. Yeap, Justin F. Gainor, Jessica Jiyeong Lin; Massachusetts
General Hospital, Boston, MA; Memorial Sloan Kettering Cancer Center, New York, NY; Dana-Farber
Cancer Institute, Boston, MA; Lombardi Comprehensive Cancer Center, Georgetown University,
Washington, DC; University of Berne and Cantonal Hospital of Lucerne, Lucerne, Switzerland; Mayo
Clinic, Rochester, MN; Asan Medical Center, Seoul, South Korea; University of California Irvine School
of Medicine, Orange, CA; The Chinese University of Hong Kong, Hong Kong, China; Cleveland Clinic,
Cleveland, OH; Robert H. Lurie Comprehensive Cancer Center, Northwestern University, Chicago, IL;
Department of Oncology/Hematology, Kantonsspital St. Gallen, St. Gallen, Switzerland; Peter Mac-
Callum Cancer Centre, Melbourne, Australia; University Hospital Innsbruck, Austria, Innsbruck,
Austria; University of Washington, Seattle, WA; UC Davis Comprehensive Cancer Center, Sacramento,
CA; Massachusetts General Hospital Cancer Center, Harvard Medical School, Boston, MA; Massa-
chusetts General Hospital Cancer Center, Boston, MA

Background: Rearranged during transfection (RET) gene alterations are the oncogenic driver in diverse
tumor types, including RET fusions identified in 1-2% of non-small cell lung cancers (NSCLC). While
RET-selective tyrosine kinase inhibitors (TKIs) selpercatinib and pralsetinib are effective, acquired
drug resistance remains a challenge. Here, we report the initial results from the RETgistry, an
international consortium aimed at elucidating mechanisms of resistance to RET TKIls across RET-
altered solid tumors. Methods: This was a retrospective analysis performed across 16 institutions.
Patients (pts) were eligible if they had advanced solid tumor harboring an oncogenic RET alteration,
received =1 RET TKI with disease progression, and underwent resistant tumor or liquid biopsy for next-
generation sequencing (NGS). Results: A total of 103 time-distinct biopsies (62 tissue, 30 plasma, 11
paired tissue/plasma) were included in analysis, obtained from 88 pts with progression on a RET-
selective TKI [selpercatinib (n = 70), pralsetinib (n = 14), selpercatinib and pralsetinib sequentially (n
= 4)]. Pts had the following tumor types: 72 NSCLC (69% KIF5B-RET, 21% CCDC6-RET, 10% other
RET fusion), 13 medullary thyroid cancer (TC) (54% RET M918T, 46% other RET mutation), and 2
papillary and 1 anaplastic TC (all, RET fusion). Median age was 58 (range, 21-86); 48% were male with
89% never/light smokers. Median duration of RET TKI preceding biopsies [first-ling, n = 32 (31%);
second-line, n = 42 (41%); third-/greater-line, n = 29 (28%)] was 16.5 months (mos) (95% Cl, 14.0-
19.6); median PFS was 14.1 mos (95% ClI, 9.3-17.0). Resistant biopsies were obtained at median
15.0 mos from TKI initiation (range, 1.8-58.8). Acquired RET mutations were detected in 14 (14%),
most common being G810 substitutions in 12 (12%). Potential off-target resistance gene alterations
identified in 43 cases (42%) included MET amplification (14%), BRAF V60OE or fusion (2%), KRAS
gain or mutation (5%), ERBBZ amplification (2%), EGFR amplification (3%), ROS1 fusion (1%), and
activating PIK3CA mutation or PTEN loss (4%). No resistant lung cancer biopsy demonstrated small
cell transformation. The duration of TK| therapy (HR 0.64,p=0.11) or PFS(HR 0.75, p=0.33) did not
differ according to the presence of on-target vs off-target resistance. NGS analyses of pre-RET-selective
TKI tumors (n = 92) revealed frequent co-occurring alterations in TP53(29%) and CDKN2A/B (12%).
Conclusions: On-target resistance to RET inhibition due to acquired RET mutations was less common
than off-target resistance, identified in 14%. The majority of RET TKI resistance is mediated by off-
target mechanisms such as bypass receptor tyrosine kinase activation. Further studies are warranted to
enable the development of therapeutic strategies to address resistance in pts with RET-altered tumors.
The RETgistry accrual and data analyses continue. Research Sponsor: Happy Lungs.
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Efficacy and safety of PD-1/PD-L1 inhibitor plus platinum-based chemotherapy vs.
platinum-based chemotherapy alone in patients with previously untreated advanced large-
cell neuroendocrine cancer of the lung.

Fengchun Mu, Bingjie Fan, Haogian Li, Taotao Dong, Yueyuan Yao, Butuo Li, Chao Jiang, Linlin Wang;
Department of Radiation Oncology, Shandong Cancer Hospital and Institute, Shandong First Medical
University and Shandong Academy of Medical Sciences, Jinan, China; Department of Radiation
Oncology, Shandong Cancer Hospital and Institute, Shandong First Medical University and Shandong
Academy of Medical Science, Jinan, China; Shandong Cancer Hospital and Institute, Shandong First
Medical University and Shandong Academy of Medical Sciences, Jinan, China; Department of
Gynecology and Obstetrics, Qilu Hospital of Shandong University, Jinan, China; Shandong Cancer
Hospital and Institute, Shandong First Medical University and Shandong Academy of Medical
Sciences, Jinan, Shandong, China; Department of Otorhinolaryngology & Head and Neck Surgery,
Shandong Provincial Hospital Affiliated to Shandong First Medical University, Shandong University,
Jinan, China; Shandong Cancer Hospital and Institute Shandong First Medical University and
Shandong Academy of Medical Sciences, Jinan, China

Background: Large-cell neuroendocrine carcinoma (LCNEC) is a rare tumor with a poor prognosis and
limited treatment options. The efficacy of first-line therapies for LCNEC has not yet been established.
This study evaluated the efficacy and safety of the combination of PD-1/PD-L1 inhibitor and platinum-
based chemotherapy in treatment-naive patients with advanced LCNEC. Methods: We retrospectively
analyzed patients with advanced LCNEC who were treated with a PD-1/PD-L1 inhibitor plus platinum-
based chemotherapy (PD-1/PD-L1 inhibitor group) or with platinum-based chemotherapy alone
(chemotherapy group) based on data obtained from electronic databases of three participating cancer
centers from January 2015 to August 2022. Progression-free survival (PFS), overall survival (OS),
objective response rate (ORR), and disease control rate (DCR) were evaluated for each group. Safety
was assessed in all patients who received at least one dose of their assigned treatment. Results: Among
the 75 enrolled patients, 25 were allocated to receive PD-1/PD-L1 inhibitor plus platinum-based
chemotherapy and 50 were allocated to receive platinum-based chemotherapy alone (patients were
matched 1:2 on baseline characteristics). The median PFS was 15.1 months (95% confidence interval
[CIl, 7.1-23.2) in the PD-1/PD-L1 inhibitor group and 5.3 months (95% Cl, 4.4-6.2) in the
chemotherapy group (hazard ratio [HR], 0.26; 95% Cl, 0.113-0.428; p < 0.0001). The 12-
month OS was 88.0% (95% CI, 67.7-96.9) in the PD-1/PD-L1 inhibitor group and 56.0% (95%
Cl, 41.4-69.7) in the chemotherapy group (p = 0.0056). The ORRs in the two groups were 40% and
16%, respectively (p =0.022), and the DCRs were 96% and 70%, respectively (p = 0.010). Regarding
safety, the most common incidences of grade = 3 adverse events involved neutropenia, leukopenia,
anemia, and fatigue. There were no significant differences between the two groups. Immune-related
adverse events (irAEs) in the PD-1/PD-L1 inhibitor group included cutaneous hemangiomas, hypo-
thyroidism, anaphylaxis, and pneumonitis. Grade 3 or 4 irAEs were not observed. No new safety signals
were noted. Conclusions: First-line PD-1/PD-L1 inhibitor plus platinum-based chemotherapy signif-
icantly improved PFS in patients with advanced LCNEC compared with platinum-based chemotherapy
alone. Research Sponsor: None.

© 2023 by American Society of Clinical Oncology. Visit meetings.asco.org and search by abstract for disclosure information.


http://meetings.asco.org

LUNG CANCER—NON-SMALL CELL METASTATIC

9067 Poster Session

Sex differences in prognostic utility of peripheral eosinophil count in first-line immune
checkpoint therapy against metastatic NSCLC.

Hyunwoo Kwon, Mingjia Li, Kenneth Chian, Timothy Gauntner, Nicholas Jones, Adam Khorasanchi,
Daniel Spakowicz, Gabrielle Lopez, Evelyn Goodyear, Austin Secor, Kai He, Asrar Alahmadi,
Regan Michelle Memmott, Jacob Kaufman, Peter G. Shields, David Paul Carbone,
Gregory Alan Otterson, Carolyn J Presley, Zihai Li, Dwight Hall Owen; Ohio State University Compre-
hensive Cancer Center, Columbus, OH; The Ohio State University Comprehensive Cancer Center
—James Cancer Hospital & Solove Research Institute, Columbus, OH; The Ohio State University College
of Medicine, Columbus, OH; James Cancer Hospital, Columbus, OH; The Ohio State University Wexner
Medical Center, Columbus, OH; The James Cancer Hospital and Solove Research Institute, Columbus,
OH; Ohio University Heritage College of Osteopathic Medicine, Athens, OH; James Cancer Hospital and
Solove Research Institute, Columbus, OH; Ohio State University Wexner Medical Center, Columbus,
OH; Ohio State University, Columbus, OH; The Ohio State University Comprehensive Cancer Center,
Columbus, OH; Ohio State University Medical Center, Columbus, OH; Department of Internal
Medicine, Ohio State University Wexner Medical Center, Columbus, OH

Background: To date, few studies have associated elevated Absolute Eosinophil Count (AEC) with
improved outcome to a single agent immune checkpoint inhibitor (ICI) as first or subsequent line of
therapy in patients with NSCLC. Here, we investigated prognostic utility of AEC and the sex difference
in patients undergoing standard-of-care first-line ICI with or without chemotherapy for metastatic
NSCLC. Methods: This was a retrospective cohort study of 310 patients with Stage IV NSCLC treated
with first-line ICl-based therapies (alone or in combination with chemotherapy) under IRB approved
protocol 2021C0069. Demographic data are summarized in the table. Peripheral AEC measured by
cells/microL was collected within 1 week before the start of therapy. Eosinophil count was evaluated in
males and females by both descriptive statistics and Chi-squared test as a continuous and categorical
variable, respectively. High level of baseline AEC was defined as 75th percentile (270 cells/microlL).
Overall Survival (OS) was plotted using the Kaplan-Meier method and p-values from log-rank test were
reported. PD-L1 was assessed by tumor proportion score (TPS) and classified into < 1%, 1 to 49%
and = 50%. Results: 14% male vs 6% female patients were found to have peripheral eosinophilia
(AEC = 500) at the start of immunotherapy, p = 0.02. Patients with lower AEC had a median OS of
18.6 months vs 29.3 months in those with higher AEC (p=0.02, HR: 1.465, 95% Cl: 1.073-2.001).
Patients with higher baseline AEC showed a sex difference, with median OS of 23.9 months in males vs
NR median OS in females with over 60% survival at the time of last follow up (p = 0.04, HR: 1.934,
95% Cl: 1.040-3.597). This difference was seen with ICl monotherapy (p=0.02, HR: 2.630, 95% Cl:
1.192-5.805), but not ICI with chemotherapy (p=0.83, HR: 1.116, 95% Cl: 0.4054-3.070). Higher
AEC was associated with TPS = 50% in both males and females (p=0.004 and 0.001, respectively),
though no significant sex difference was observed. Conclusions: Our data highlight critical sex
differences in interpretation of baseline AEC in patients on ICI therapy for metastatic NSCLC. While
males have a higher frequency of peripheral eosinophilia, higher AEC correlates to improved OS
predominantly in females. Further, this female-biased outcome is seen only with ICl monotherapy, even
though higher AEC is associated with high PD-L1 expression in both sexes. Future studies are indicated
to assess the longitudinal trend in eosinophil count as well as their active versus passive role in anti-
tumor immunity and toxicity in the presence or absence of chemotherapy. Research Sponsor: REDCap
project (National Center for Advancing Translational Sciences, Grant UL1TRO01070); Corresponding
author Dr. Owen is supported by a LUNGevity Career Development Award.

Demographic summary.

Male Female

Sex 55% 45%
Age

Median (range), in years 66 (39-89) 64 (31-95)
ECOG

0 20% 22%
1 53% 50%
22 27% 28%
Histology

Squamous 25% 12%
Non-squamous 75% 88%
PD-L1 TPS

<1% 29% 41%
1-49% 26% 21%
2 50% 45% 38%

Treatment
ICI monotherapy 47% 37%
ICI with chemotherapy 53% 63%
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Nivolumab (Nivo) plus ipilimumab (Ipi) 6-month treatment versus continuation in patients
with advanced non-small-cell-lung cancer (aNSCLC): 3-year results of the IFCT-1701
DICIPLE phase 3 trial.

Gerard Zalcman, Anne Madroszyk, Charles Dayen, Olivier Molinier, Thomas Egenod, Didier Debieuvre,
Sophie  Beaucaire-Danel,  Adrien  Dixmier,  Eric  Pichon, Sigoléene Galland-Girodet,
Etienne Giroux Leprieur, Nicolas Cloarec, Jacques Cadranel, Josiane Otto, Nicolas Poté,
Alexandra Langlais, Franck Morin, Martine Antoine, Virginie Westeel, Anne-Claire Toffart; Université
Paris Cité, Thoracic Oncology Department & CIC Inserm 1425, Hépital Bichat Claude Bernard, AP-
HP.Nord, Paris, France; Department of Medical Oncology, Institut Paoli-Calmettes, Marseille, France;
Clinique de I’'Europe, Service de Pneumologie, Amiens, France; Service de Pneumologie, Centre
Hospitalier Le Mans, Le Mans, France; Service de Pneumologie, CHU Dupuytren, Limoges, France;
Service de Pneumologie, Groupe Hospitalier de la Région Mulhouse Sud-Alsace, hépital E mile-Muller,
Mulhouse, France; Département d’oncologie médicale, Institut Curie, Paris, France; Service de
Pneumologie, Hopital de la Source, Orleans, France; Service de Pneumologie, CHRU Bretonneau,
Tours, France; Service d’Oncologie-Radiothérapie, Polyclinique Bordeaux Nord Aquitaine, Bordeaux,
France; Université de Versailles-Saint-Quentin, Service de Pneumologie, Hopital Ambroise Paré,
APHP Paris-Ouest, Boulogne-Billancourt, France; Service d’Oncologie, Centre Hospitalier Henri
Duffaut, Avignon, France; Université Paris Sorbonne, Service de Pneumologie et oncologie thoracique,
Hépital Tenon, APHP. Sorbonne Université, Paris, France; Oncology, Centre Antoine Lacassagne,
Nice, France; Université Paris Cité, Pathology Department & INSERM U1152, Hépital Bichat Claude
Bernard, AP-HP.Nord, Paris, France; Intergroupe Francophone de Cancérologie Thoracique, Paris,
France; The French Cooperative Thoracic Intergroup, Paris, France; Université Paris Sorbonne, Service
d’anatomie pathologique, Hoépital Tenon, APHP. Sorbonne Université, Paris, France; CHU Besangon,
Hépital J. MINJOZ, Service de Pneumologie, Besangon, France; Grenoble-Alpes University, Pulmonary
Unit, Grenoble-Alpes University Hospital, Grenoble, France

Background: 15%-line immunotherapy (io) is a standard treatment for patients (pts) with advanced
NSCLC devoid of targetable mutation. Classical 2-year io duration does not rely on indubitable
evidence. We aimed to assess whether 6-month nivo/ipi was equivalent to continuation until progres-
sion or unacceptable toxicity in pts with disease control (DC). Metheds: In this multicenter non-
inferiority randomized phase 3 trial, eligible treatment-naive pts, age>18, PS 0-1, had stage IV NSCLC
and measurable disease. They received Nivo 3 mg/kg q2w plus Ipi 1 mg/kg qbw, until progression or
unacceptable toxicity for a maximum of 6-month induction treatment. At 6 months, pts with DC and no
severe TRAEs were randomized (1:1) into io continuation (arm A), and observation (arm B). At
progression, arm A pts received an investigator’s choice 2" line platinum-based chemo, while arm
B pts resumed double io. Primary endpoint was progression-free survival (PFS). 450 pts x 2 were to be
randomized, to achieve 80% power, with 0.025 one-sided a error. Observing that European filing for the
io combo was not submitted, the trial’s steering committee recommended to stop the accrual on Jan.
2021. Results: From May. 2018 to Jan. 2021, 265 pts (70.6% male, 62.7yr median age, 59% stage
IVB, 22.3% SCC, 9.9% PDL1=50%, 12.2% PDL1<1%) were accrued. 138 (72.6%) pts had disease
progression before 6 months, 11 died (5.8%), 30 (15.8%) experienced TRAEs contra-indicating
continuation, 11 (5.8%) were deemed ineligible for randomization. 71 pts with DC were randomized.
With a median follow-up from randomization of 29.9 months, median PFS was 20.5 (7.4-36.7) months
inarm A, 35.2 (21.4-NR) in arm B. 12-month PFS was 55.6% (38.0-69.9) and 81.2% (62.9-91.1),
respectively (p=0.08). Adj.HR (arm B vs. arm A) was 0.66, 95%CI (0.28-1.31), p=0.23. 0S data, yet
immature, did not show any significant difference between both arms (adj.HR arm B vs. A: 0.54 95%Cl
(0.20-1.49), p=0.23). From randomization, 28.6% G3-5 TRAEs in arm A were observed vs. 2.9% in
arm B (p=0.005). Conclusions: The 6-month i.o. interruption for NSCLC patients with DC did not yield
significant PFS or OS differences in this prematurely halted trial. Updated OS with a 3-year follow-up,
quality of life and biomarker data, will be presented at the meeting. Clinical trial information:
NCT03469960. Research Sponsor: BMS; IFCT.
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Spectrum of acquired KRAS mutations in driver mutation-positive non-small cell lung
cancer.

Joshua E. Reuss, Nishant Gandhi, Phillip Walker, Jorge J. Nieva, Jean Gabriel Bustamante Alvarez,
Jennifer W Carlisle, Aakash Desai, Ari M. Vanderwalde, Patrick C. Ma, Stephen V. Liu; Lombardi
Comprehensive Cancer Center, Georgetown University, Washington, DC; Caris Life Sciences, Phoenix,
AZ; University of Southern California, Norris Comprehensive Cancer Center, Los Angeles, CA; West
Virginia University Health Sciences Center, Morgantown, WV; Emory University, Atlanta, GA; Mayo
Clinic, Rochester, MN; Penn State Milton S. Hershey Medical Center, Hershey, PA

Background: With the emergence of effective targeted-therapies for KRAS G12C, and the development
of promising agents for KRAS G12V and G12D among others, the identity of unique KRAS mutations in
non-small cell lung cancer (NSCLC) has become increasingly relevant. Acquired KRAS mutations are a
known mechanism of resistance observed across driver mutation-positive (DM+) NSCLC. The incidence
and diversity of these acquired alterations, and whether they differ from those observed in de novo
KRAS-mutated NSCLC, is unknown. Methods: NSCLC molecular profiles were obtained using next-
generation sequencing (Caris Life Sciences) with paired whole-transcriptomic sequencing (lllumina
NovaSeq) and immunohistochemistry (Caris Life Sciences). Demographic data were abstracted from
medical records. KRAS mutation diversity was defined for de novo KRAS-mutated (KRASmt) NSCLC
(KRAS as only identified driver — KRASmt_dn) and DM+ NSCLC with acquired KRAS mutations
(concurrent KRASmt with other known driver - KRASmt_acq). Fisher’s exact test was used to compare
the distribution of unique KRAS mutations between the groups. Due to the unique biology of NSCLC
with class II/1ll BRAF mutations, this subset was removed from the KRASmt_acq subgroup for the final
analysis. Results: A total of 5932 KRASmt NSCLC samples were identified, among which 5879 were
KRASmt_dn and 53 were KRASmt_acq (see table). The distribution of unique KRAS mutations was not
significantly different between groups (p = 0.14). Within the KRASmt_dn group, KRAS G12C was most
common (40%), followed by G12V (19%), G12D (14%), G12A (7%) and Q61H/G13C (4% each). In
the KRASmt_acq group, KRAS G12C was most common (30%), followed by G12D (19%), G12V
(17%),Q61H (11%), G12A (7%), and G13C (6%). The most common observed driver mutations in the
KRASmt_acq group were EGFR (38%) and MET(30%). Inthe EGFR group, KRASG12D (25%), Q61H/
G12C (20% each), G12V/G13C (10% each), and G12F/A/R (5% each) were observed. In the MET
group, KRAS G12C (25%), G12D/V/A (19% each), Q61H (12%) and G12S (6%) were seen. Among 7
patients with a documented history of smoking in the KRASmt_acq group, KRASG12D and Q61H were
most common (29% each), followed by G12V/F and G13C (14% each). Conclusions: While the
distribution of unique KRAS mutations did not differ significantly between KRASmt_dn and KRASm-
t_acq groups, acquired KRAS mutations were seen across DM+ NSCLC subsets, among which the
frequency of observed mutations appeared to vary. The functional and immunological significance of
these mutations, and their impact on clinical outcomes, warrants further investigation. Research
Sponsor: None.

KRASmt ~ KRASmt

_dn _acq EGFR  MET ALK HER2  ROS1 BRAF Class 1
# of pts 5879 53 20 16 7 6 1 3
G12C 40% 30% 20% 25% 57% 50%  100%
G12D 14% 19% 25%  19% - 33% - -
G1l2v 19% 17% 10%  19% 29% - 67%
G12A 7% 7% 5% 19% - -
Q61H 4% 11% 20%  12% - - - -
G13C 4% 6% 10% - - - - 33%
G12F 2% 2% 5% - - - - -
G12R 1% 2% 5% - -
G12s 2% 4% - 6% - 17%
Other 7% 2% - - 14%
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Patients with EGFR mutant (m) MET-altered NSCLC receiving tepotinib with an EGFR ty-
rosine kinase inhibitor (TKI): A case series.

Xiuning Le, Anna Eisert, Te-Chun Hsia, Nirmal Vivek Raut, Azura Ahmad, Oscar Siu Hong Chan,
Charlotte De Bondt, David Farrugia, Patrizia Froesch, Maria Gonzédlez-Cao, Lizza Hendriks,
Maximilian — J. Hochmair, Julien Mazieres, Hazel O’Sullivan, Jens Samol,
Anthonie J. van der Wekken, Tsung-Ying Yang, Kirti Joshi, Soetkin Viassak, Gee-Chen Chang; De-
partment of Thoracic Head and Neck Medical Oncology, The University of Texas MD Anderson Cancer
Center, Houston, TX; Department of Internal Medicine, Center for Integrated Oncology Aachen Bonn
Cologne Duesseldorf, University Hospital of Cologne, Cologne, Germany; China Medical University
Hospital, Taichung City, Taiwan; Bhaktivedanta Hospital And Research Centre and School of Consciou-
ness, MIT WPU, Mumbai, India; Beacon Hospital, Selangor, Malaysia; Department of Clinical
Oncology, Hong Kong Integrated Oncology Centre, Hong Kong, Hong Kong; Department of Thoracic
Oncology, Antwerp University Hospital, Edegem, Belgium; Gloucestershire Oncology Centre, Chelten-
ham General Hospital, Cheltenham, United Kingdom; Oncology Institute of Southern Switzerland
(I0S1), Ente Ospedaliero Cantonale (EOC), Bellinzona, Switzerland; Translational Cancer Research
Unit, Instituto Oncoldgico Dr Rosell, Quirdn Dexeus University Hospital, Barcelona, Spain; Department
of Respiratory Medicine, Maastricht University Medical Centre, GROW School for Oncology and
Reproduction, Maastricht, Netherlands; Department of Respiratory & Critical Care Medicine, Karl
Landsteiner Institute of Lung Research & Pulmonary Oncology, Klinik Floridsdorf, Vienna, Austria;
CHU de Toulouse, Pneumology Department, Paul Sabatier University, Toulouse, France; Lung Unit,
Royal Marsden NHS Foundation Trust, London, United Kingdom; Department of Medical Oncology,
Tan Tock Seng Hospital, Singapore, Asst Prof Johns Hopkins University, US, Asst Prof Lee Kong Chian/
NTU, Singapore, Singapore; Department of Pulmonary Medicine, University of Groningen, University
Medical Center Groningen, Groningen, Netherlands; Division of Chest Medicine, Taichung Veterans
General Hospital, Taichung, Taiwan; Global Development Operations, the healthcare business of Merck
KGaA, Darmstadt, Germany; ICON plc, Dublin, Ireland; Global Medical Affairs, Merck N.V.-S.A.,
Belgium, an affiliate of Merck KGaA, Darmstadt, Germany; Department of Internal Medicine, Chung
Shan Medical University Hospital, Taichung, Taiwan

Background: Oncogenic activation of MET is a common mechanism of acquired resistance to EGFR TKls in
patients (pts) with EGFRm NSCLC, with MET amplification (amp) constituting the most frequent cause of
bypass pathway activation. Currently, there are no approved targeted treatment options for these pts. Data
from the Phase Il INSIGHT (NCT01982955) and INSIGHT 2 (NCT03940703) studies indicate the
combination of the selective MET TKI tepotinib plus an EGFR TKI has encouraging activity. We present a
case series of pts with EGFRm MET-altered NSCLC receiving tepotinib plus an EGFR TKI outside of clinical
trials. Methods: Access to tepotinib was provided to pts with EGFRm MET-altered NSCLC and resistance to
EGFR TKIs through unsolicited compassionate use requests. All pts received tepotinib (500 mg [450 mg
active moiety] once daily; first dose by Oct 2022) plus an EGFR TKI. Participating physicians provided case
information up to January 2023. Results: 28 cases of pts with EGFRm NSCLC and MET alterations who
received tepotinib plus an EGFR TKI were collated. 21 pts had METamp after EGFR TKI treatment, 5 had MET
overexpression, and 2 had MET exon 14 skipping. Pts were aged 41-86 years, 15 were Asian, 13 were white,
19 were female, 8 had smoking history, and all had adenocarcinoma histology. METamp was detected by
tissue biopsy in 17 pts, and liquid biopsy in 4 pts. Of 12 pts with METamp detected by FISH, gene copy
number ranged from 5.3-33.4, and MET:CEP7ratio from 0.7-15.1. EGFR TKIls received in combination with
tepotinib were osimertinib (n =21, 19 of whom received prior osimertinib), gefitinib (n = 6), dacomitinib (n =
1), afatinib (n=1), with 1 ptreceived gefitinib followed by osimertinib. Tepotinib plus EGFR TKI was received
by 9 pts as second-line, 9 as third-line, and 10 as fourth-or-later line. Median treatment duration was
8.8 months (range 1.3-20.6), with treatment ongoing in 13 pts (10 with current duration =10 months). Per
the physician’s assessment, 25/28 pts (89%) had clinical benefit, 16 of whom (57%) were considered to
have a partial response (PR). Clinical benefit was reported in 18/21 (86%) pts with METamp (12 PR, 57%), in
5/5 with MET overexpression (2 PR), and 2/2 with MET exon 14 skipping (2 PR). The most reported adverse
event (AE) considered related to tepotinib was edema in 15 pts (most commonly peripheral edema). Grade 3
AEs related to tepotinib were reported in 5 pts (including Grade 3 edema in 2 pts), 1 of whom discontinued the
combination due to Grade 3 pneumonitis. Conclusions: Tepotinib plus an EGFR TKI showed promising clinical
activity in pts with MET-altered NSCLC who have progressed on a previous EGFR TKI, including those with
several lines of prior treatment. Clinical benefit was observed irrespective of MET alteration type in this case
series of pts treated outside of clinical trials, with a large proportion of patients continuing to benefit from
ongoing treatment. Research Sponsor: The healthcare business of Merck KGaA, Darmstadt, Germany.
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Sexual dysfunction in women with lung cancer: Updates from the SHAWL study.

Narjust Florez, Lauren Kiel, Kelly Meza, Zihan Wei, Emanuele Mazzola, Ana |. Velazquez Manana,
Idalid Ivy Franco, Mary Jo J. Fidler, Ivy Beth Elkins, Jill E. Feldman, Lori A. Seaborne,
Christine A Heisler, Jennifer C. King, Amy Moore, David M. Kushner; Dana-Farber Cancer Institute,
Harvard Medical School, Boston, MA; Dana-Farber Cancer Institute, Boston, MA; Dana-Farber Cancer
Institute, North Dartmouth, MA; University of California San Francisco, San Francisco, CA; Brigham
and Women'’s Hospital, Boston, MA; Rush University Medical Center, Chicago, IL; EGFR Resisters,
Evanston, IL; EGFR Resisters, Deerfield, IL; University of Wisconsin Hospital, Madison, WI; GO2
Foundation for Lung Cancer, Washington, DC; LUNGevity Foundation, San Carlos, CA

Background: Despite its direct correlation with quality of life, sexual dysfunction is under-discussed and
underreported in patients with lung cancer (LC). Sexual dysfunction is highly prevalent in patients with
LC, with issues persisting over time; however, most data precede the approval of targeted therapies and
immune checkpoint inhibitors. We report updated data from the SHAWL study, focusing on women'’s
sex life satisfaction. Methods: This cross-sectional, international survey study was administered via the
GO2 Foundation Lung Cancer Registry. We utilized the Patient-Reported Outcomes Measurement
Information System (PROMIS) Sexual Function and Satisfaction Measures for data collection.
Participants were recruited from June 2020 to June 2021. Eligibility criteria included age > 18
years, self-identification as a woman, and an LC diagnosis within ten years. Participants were asked
about sexual health pertaining to 30 days before survey completion, now referred to as “recent.”
Results: The survey was administered to 249 women (median age: 61 years). Most (67%) had stage IV
LC and 47% were receiving targeted therapy; 66% were undergoing active treatment. Before LC
diagnosis, 49% (117) of participants reported having no sexual health issues. Most women (54%, 128)
indicated having had recent sexual activity, though 77% (183) reported moderate to severe sexual
dysfunction. Indeed, only 7.5% (18) reported being quite or very interested in sexual activity, and only
6.7% (16) felt as if they always or often wanted to be involved in it. Out of the 128 women indicating
recent sexual activity, the vast majority (72%, 91) also reported minimal to no satisfaction with their sex
life, with 17% (22), 31% (39), and 24% (30) reporting none, a little bit, and some satisfaction,
respectively. The most common reasons for lack of recent sexual activity were lack of interest (68%, 76)
orvaginal dryness or pain (30%, 33). Most women (69%, 88) also reported rarely becoming sufficiently
lubricated during sexual activity, with 54% (68) indicating that it was difficult to impossible to do so.
Patients with stage IV diagnosis had a lower interest in and desire for sexual activity than those with non-
metastatic LC. Patients not receiving active treatment reported similar rates of lack of interest and
desire for sexual activity as those in active cancer therapy. Patients on targeted therapy had similar rates
of sexual dysfunction as those receiving other LC treatments. Conclusions: The SHAWL study is the
largest study evaluating sexual dysfunction and satisfaction in women with lung cancer in our current
clinical environment. Sexual dysfunction, dissatisfaction, and lack of interest in sexual activity were
highly prevalent in women with LC regardless of treatment status and type of therapy, suggesting that
even after treatment completion, sexual issues persist. Sexual health should be integrated into thoracic
oncology care for all patients with lung cancer. Research Sponsor: GO2 Foundation for Lung Cancer
and University of Wisconsin Carbone Cancer Center.
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Outcomes of patients with advanced EGFR mutant lung cancer treated with first line (1L)
osimertinib (osi) who would not have met eligibility criteria for the FLAURA trial.

Connor Wells, Monica Mullin, Sophie Sun; BC Cancer Agency, Vancouver, BC, Canada; University of
British Columbia, Vancouver, BC, Canada; BC Cancer, Vancouver, BC, Canada

Background: Osi is a 1L therapy for EGFR mutant lung cancer based on the results of the FLAURA
clinical trial. Patients on clinical trial are typically highly selected and the overall effectiveness of
therapies may be lower in the real-world setting. We report the real-world outcomes of patients treated
with first line osi and compare the outcomes of trial eligible and ineligible patients. Methods: Pharmacy
records from January 2020 to October 2022 were used to retrospectively identify patients who received
1L osi for advanced EGFR mutant (exon 19 del. or exon 21 L858R) lung cancer in British Columbia,
Canada. Patients were deemed ineligible for the FLAURA trial if they met one of five criteria: ECOG 32,
unstable brain metastases (symptomatic or on steroids), hemoglobin <90, platelet <100, or creatinine
clearance <50. Comparisons of overall survival (OS) and time to treatment discontinuation (TTD) were
made between using Kaplan-Meier survival curves and log-rank testing. Hazard ratios (HR) are reported
using Cox regression adjusting for baseline factors (Table). Results: Of 312 patients included, 133
(43%) were considered FLAURA-ineligible. Reasons for ineligibility were poor ECOG (n=120[including
ECOG 2=69, ECOG 3=48, and ECOG 4=4]), unstable brain metastases (n=21), anemia (n=7),
thrombocytopenia (n=5), and low creatinine clearance (n=9). Median follow up was 22.7 months.
At the time of analysis, 103/133 (77%) of ineligible patients had discontinued osi and 87/133 (65%)
had died. 82/179 (45%) of eligible patients had discontinued osi and 53/179 (30%) were deceased.
The median TTD in the ineligible group was 11.9 months (95% Cl 10.5-15.5) vs 26.9 months (95% Cl
21.9- 34.6) in the eligible group (p<0.001), HR 2.1 (95% CI 1.5-2.9, p<0.001). The median OS in
the ineligible group was 15.8 months (95% Cl 12.4 to 21.1) vs NR [not reached] (95%CI 28.5 to NR)
in the eligible group (p<<0.001), HR 2.6 (95% CI 1.8-3.7, p<0.001). Rates of dose reduction for
toxicity were similar between ineligible (25%) and eligible (19%) patients (p=0.25). Second-line
therapy was received by 28/102 (27%) of trial ineligible patients and 46/82 (56%) of trial eligible
patients. Conclusions: Over 40% of the real-world population receiving 1L osi would have been
ineligible for the FLAURA clinical trial. These patients had significantly inferior outcomes. This study
provides benchmark data to better inform patient prognosis using real-world data. Research Sponsor:
None.

Trial Ineligible (n= 133) Trial Eligible (n= 179)

Age (mean, years; range) 69 (37-92) 68 (33-95)

Male 52/133 (39%) 57/179 (31%)
Asian Ethnicity 61/133 (46%) 86/179 (48%)
Exon 19 mutation 65/133 (49%) 105/179 (59%)
Smoking History 50/133 (38%) 53/177 (30%)
De novo stage IV 113/133 (85%) 123/179 (69%)
Asymptomatic Brain Metastases 34/133 (26%) 34/179 (19%)
Lactate dehydrogenase elevated 46/132 (35%) 35/177 (20%)
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Efficacy and safety of sunvozertinib in treatment naive NSCLC patients with EGFR exon20
insertion mutations.

Yan Xu, James Chih-Hsin Yang, Chao-Hua Chiu, Ping-Chih Hsu, Paul Mitchell, Chia lun Chang,
Tom John, Lyudmila Bazhenova, Tae Min Kim, Ching Wan Yip, Mengzhao Wang, Pasi A. Janne,
Caicun Zhou; Department of Respiratory and Critical Care Medicine, Peking Union Medical College
Hospital, Chinese Academy of Medical Sciences & Peking Union Medical College, Beijing, China;
National Taiwan University Hospital and National Taiwan University Cancer Center, Taipei, Taiwan;
Taipei Veterans General Hospital, Taipei, Taiwan; Chang Gung Memorial Hospital at Linkou, Chang
Gung University College of Medicine, Taoyuan City, Taiwan; Austin Hospital, Melbourne, Australia;
Wan Fang Hospital, Taipei, Taiwan; Peter MacCallum Cancer Centre, Melbourne, VIC, Australia;
University Of California San Diego, Moores Cancer Center, San Diego, CA; Seoul National University
Hospital, Seoul, South Korea; Dizal Pharmaceutical, Shanghai, China; Dana-Farber Cancer Institute,
Boston, MA; Shanghai Pulmonary Hospital, Tongji University School of Medicine, Shanghai, China

Background: Sunvozertinib (DZD9008) is a rationally designed, irreversible EGFR inhibitor targeting
EGFR mutations with wild-type EGFR selectivity. Two pivotal second line studies (WU-KONG1
[NCT03974022] and WU-KONG6 [NCT05712902 and CTR20211009]) are ongoing in NSCLC
patients with EGFR exon20 insertion mutations (exon20ins). Primary analysis of WU-KONG6 study
demonstrated promising efficacy and safety of sunvozertinib in = second line setting. Herein, we
reported preliminary results of sunvozertinib in the first line setting. Methods: Two ongoing studies WU-
KONG1 and WU-KONG15 (NCT05559645) enrolled treatment naive advanced NSCLC patients with
EGFR exon20ins. WU-KONG1 is a multinational phase I/1l study, and WU-KONG15 is an investigator-
initiated phase Il study in China. EGFR mutation status was confirmed by local or central testing using
tissue or cytological samples. Sunvozertinib was administered orally until disease progression or other
discontinuation criteria were met. Patients who had at least one post-treatment RECIST assessment by
investigators were evaluable for efficacy analysis, and all patients who received at least one dose of
sunvozertinib were included in the safety analysis. Results: As of January 15, 2023, a total of 36
treatment naive advanced NSCLC patients with EGFR exon20ins received sunvozertinib daily dosing at
RP2Ds. Median age was 66.5 years, and 63.9% (23/36) were female. The baseline ECOG PS was O or
1. Majority of patients (33/36, 91.7%) had metastatic diseases at study entry, with 22.2% (8/36)
having > 3 metastatic sites and 22.2% (8/36) having baseline brain metastasis (BM). The most
frequent mutation subtypes included 769_ASV (13/36, 36.1%), 770_SVD (2/36, 5.6%) and others
(21/36, 58.3%). In 26 efficacy-evaluable patients, 19 patients showed tumor response, with a best
objective response rate of 73.1%, among them 14 patients had confirmed response, and another 3
patients were still on treatment and pending confirmation. In patients with BM, tumor response was
also observed intracranially. Median duration of response had not been reached by the data cut-off
date. Safety findings were consistent with what was observed in previous studies of sunvozertinib. The
most common treatment emergent adverse events (TEAEs) included diarrhea, CPK increase, and skin
rash. The majority of adverse events were CTCAE grade 1 or 2 and manageable with supportive
measures. Conclusions: Consistent with second line results, sunvozertinib demonstrated promising
efficacy and safety profile as monotherapy in the first line setting for patients with advanced EGFR
exon20ins NSCLC. The updated data will be presented at the conference. A phase Ill, multinational,
randomized study (WU-KONG28, NCT05668988) is ongoing to compare sunvozertinib to chemo-
therapy as first line treatment for EGFR exon20ins NSCLC. Clinical trial information: NCT03974022,
NCT05559645. Research Sponsor: Dizal Pharmaceutical.
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Detection of MET amplification (METamp) in patients with EGFR mutant (m) NSCLC after
first-line (1L) osimertinib.

Helena Alexandra Yu, Keith Kerr, Christian Diego Rolfo, Jian Fang, Giovanna Finocchiaro,
Kam-Hung Wong, Remi Veillon, Terufumi Kato, James Chih-Hsin Yang, Ernest Nadal, Jo Raskin,
Xiuning Le, Niki Karachaliou, Barbara Ellers-Lenz, Aurora OBrate, Christopher Stroh, Nadine Piske,
Carsten Boesler, Jinji Yang, Julien Mazieres; Memorial Sloan Kettering Cancer Center, New York, NY;
Department of Pathology, Aberdeen University Medical School & Aberdeen Royal Infirmary, Forester-
hill, Aberdeen, United Kingdom; Center for Thoracic Oncology, Tisch Cancer Institute, Mount Sinai
Medical System & Icahn School of Medicine, New York, NY; Department of Thoracic Oncology, Peking
University Cancer Hospital, Beijing, China; IRCCS Humanitas Research Hospital, Rozzano, Milan,
Italy; Department of Clinical Oncology, Queen Elizabeth Hospital, Hong Kong, Hong Kong; CHU
Bordeaux, Service Des Maladies Respiratoires, Bordeaux, France; Department of Thoracic Oncology,
Kanagawa Cancer Center, Yokohama, Japan; Department of Medical Oncology, National Taiwan
University Cancer Center, Taipei, Taiwan; Department of Medical Oncology, Catalan Institute of
Oncology, L’Hospitalet, Barcelona, Spain; Department of Pulmonology and Thoracic Oncology,
Antwerp University Hospital (UZA), Edegem, Belgium; Department of Thoracic Head and Neck Medical
Oncology, The University of Texas MD Anderson Cancer Center, Houston, TX; Global Clinical Devel-
opment, the healthcare business of Merck KGaA, Darmstadt, Germany; Department of Biostatistics, the
healthcare business of Merck KGaA, Darmstadt, Germany; Global Medical Affairs, the healthcare
business of Merck KGaA, Darmstadt, Germany; Companion Diagnostics & Biomarker Strategy, the
healthcare business of Merck KGaA, Darmstadt, Germany; Clinical Biomarkers & Technologies, the
healthcare business of Merck KGaA, Darmstadt, Germany; Department of Oncology, Guangdong Lung
Cancer Institute, Guangdong General Hospital and Guangdong Academy of Medical Sciences,
Guangzhou, China; CHU de Toulouse, Université Paul Sabatier, Toulouse, France

Background: METamp is a common resistance mechanism to osimertinib in patients with EGFRm NSCLC and is
associated with sensitivity to MET TKIls. Reported METamp rates vary considerably depending on the type of
biopsy and assay used. Here, we report a large comprehensive analysis of METamp detected by TBx FISH
(FISH+) and/or LBx NGS (L+) after 1L osimertinib. Methods: During prescreening of the INSIGHT 2 study
(NCT03940703) of tepotinib + osimertinib in post 1L osimertinib patients (pts) with EGFRm NSCLC, METamp
was centrally assessed by TBx FISH (MET GCN =5 and/or MET/CEP7 =2) and/or by LBx NGS (MET plasma
GCN =2.3; Archer). Results: Of 472 pre-screened pts (64% female, 57% Asian, 97% adenocarcinoma), 350
provided TBx and 443 provided LBx. After excluding 36 TBx and 7 LBx ‘not analyzed/not evaluable’ samples,
there were 314 TBx (163 from primary tumors, 151 from metastases) and 436 LBx samples with METamp
results (positive or negative). Overall, FISH+ METamp was detected in 159/314 pts (50.6%), with similar FISH+
rates in the primary tumor (77/163, 47.2%) and metastases (82/151, 54.3%). FISH+ METamp detection by
region was: 43.6% (82/188) in Asia, 61.5% (72/117) in Europe, and 55.6% (5/9) in the US. When limiting
analysis to sites without reported local prescreening, the overall FISH+ METamp rate was 46.5% (93/200) and
by region was: 43.5% (60/138) in Asia, 52.7% (29/55) in Europe, and 57.1% (4/7) inthe US. In 159 FISH+ pts,
median GCN was 11.8 (range 5.0-50.6) and median MET/CEP7ratiowas 2.3 (range 0.8-12.7). Mean TBx turn-
around time (TAT) from shipment to results was 6.8 days. Overall, L+ METamp was detected in 51/436 pts
(11.7%). In 35 L+ pts who were also FISH+, the median GCN was 16.6 (range 5.3-45.3) and median MET/CEP7
ratio was 4.5 (range 1.0-12.7). 299 pts had both central TBx FISH and LBx NGS results (Table), of whom 152
(50.8%) were FISH+ and 38 (12.7%) were L+. LBx NGS identified METamp with high specificity (negative
percentage agreement [NPA] 98.0%) but low sensitivity (positive percentage agreement [PPA] 23.0%)
compared with TBx FISH: only 3/38 L+ samples were FISH— but 117/152 FISH+ samples (77.0%) were
L—. Clinical activity of tepotinib + osimertinib was comparable in FISH+ and L+ pts. Conclusions: In this large
comprehensive analysis, FISH+ METamp was detected in ~50% of pts progressing on 1L osimertinib, while L+
METamp was detected inonly 11.7% of pts. METamp, which is the most common mechanism of resistance post
1L osimertinib, can frequently be undetected by using LBx NGS only. Given high specificity but low sensitivity of
LBx, L+ pts can receive a MET TKI while a negative METamp result by LBx should be confirmed by FISH. FISH
allows optimal identification of METamp post 1L osimertinib, can be delivered in a clinically meaningful
timeframe, and may allow more pts to benefit from an oral MET TKI. Clinical trial information: NCT03940703.
Research Sponsor: the healthcare business of Merck KGaA, Darmstadt, Germany.

TBx FISH
Pts with central TBx and LBx results FISH+ FISH— Total

LBx NGS L+ 35 3 38
L- 117 144 261
Total 152 147 299
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Circulating tumor DNA (ctDNA) monitoring to inform maintenance outcomes in patients
(pts) with advanced NSCLC treated with induction atezolizumab+carboplatin+nab-
paclitaxel (A+CnP).

Bruna Pellini, Russell Madison, Merrida Childress, Shoshana T Miller, Jason H Cheng,
Richard S.P. Huang, Michael Krainock, Pratyush Gupta, Wei Zou, David S. Shames,
Solomon Moshkevich, Marcus Ballinger, Minetta C. Liu, Amanda Young, Minu K Srivastava,
Geoffrey R. Oxnard, Mark A. Socinski; H. Lee Moffitt Cancer Center and Research Institute, Tampa,
FL; Foundation Medicine, Inc., Cambridge, MA; Genentech Inc, South San Francisco, CA; Natera, Inc.,
Austin, TX; Genentech, South San Francisco, CA; Natera, San Carlos, CA; Genentech Inc., South San
Francisco, CA; Natera, Rochester, MN; AdventHealth Cancer Institute, Orlando, FL

Background: Chemoimmunotherapy (ChemolO) is a prevalent first-line treatment for advanced NSCLC
without driver mutations, with maintenance therapy recommended after induction. However, real-world
data suggests variability in maintenance therapy’s timing, intensity, and duration. Motivated by
evidence that ctDNA monitoring can predict outcomes in pts receiving 10 for advanced cancers,
we hypothesized ctDNA monitoring could inform outcomes in advanced NSCLC prior to the start of
maintenance therapy. Methods: This retrospective study included 98 pts from a completed phase IlI
trial of A+CnP in squamous NSCLC (IMPower131; GO29437). Pts were treated with 4 or 6 cycles of
induction A+CnP followed by maintenance atezolizumab. ctDNA monitoring utilized FoundationOne-
Tracker, involving 1) comprehensive genomic profiling of pretreatment tumor tissue, 2) variant
selection using an algorithm to filter out non-tumor variants, and 3) multiplex PCR of up to 16 variants
to detect ctDNA and quantify plasma mean tumor molecules per mL (MTM/mL). Progression free-
survival (PFS) and overall survival (OS) were estimated with Kaplan-Meier analysis and hazard ratios
(HR) were calculated using multivariate Cox proportional hazard models adjusting for age, smoking
history, PD-L1, and performance status. PFS and OS analyses were landmarked from C4D1 unless
otherwise stated; pts with progression/death before the landmark date were excluded. Results: 7TP53
(91%), CDKN2A (41%) and PIK3CA (32%) were frequently altered in baseline tissue; 51% had
TMB =10 mut/Mb. A median of 10 variants (range 2-16) were tracked per pt. ctDNA was detected
(ctDNA+) in 43% of C4D1 samples (median 15.2 MTM/ml, range 0.3-787.3). ctDNA+ at C4D1 was
associated with a lower objective response rate (41%) compared to undetectable ctDNA (ctDNA-, 77 %,
p < 0.001). Pts with ctDNA- at C4D1 (56/96) had better PFS than their ctDNA+ counterparts (median
PFS from C4D1 7.7 vs 2.8 months; HR: 3.07 [1.88-5.02]). Median OS from C4D1 was not reached for
ctDNA- pts and was 8.3 months for ctDNA+ pts (HR: 4.31 [2.31-8.06]). In a C6D1 landmark analysis
of 34 pts who were ctDNA+ at C4D1, prolonged induction (6 cycles vs 4 cycles) was not associated with
any improvement in PFS (1.6 vs 2.2 months, HR 1.41 [0.58-3.39]) or OS (4.7 vs 9.8 months, HR 1.84
[0.71-4.76]). Additional analysis of plasma samples at baseline and on-treatment time points is
ongoing. Conclusions: On-treatment ctDNA monitoring during induction chemolO can inform outcome
on subsequent maintenance therapy in pts with advanced NSCLC. For pts with ctDNA+, prolonged
induction chemolO was not associated with improved outcomes. ctDNA testing during induction
chemolO may offer an opportunity to identify pts at higher risk for disease progression and inform
selection for novel personalized maintenance treatment strategies. Research Sponsor: Foundation
Medicine Inc.; Genentech; Natera.
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Utility of ctDNA tumor fraction to inform negative liquid biopsy (LBx) results and need for
tissue reflex in advanced non-small cell lung cancer (aNSCLC).

Christian Diego Rolfo, Russell Madison, Lincoln W Pasquina, Derek W Brown, Yanmei Huang,
Jason D. Hughes, Geoffrey R. Oxnard, Hatim Husain; Icahn School of Medicine at Mount Sinai,
New York, NY; Foundation Medicine, Inc., Cambridge, MA; Foundation Medicine, Inc., Boston, MA; UC
San Diego Moores Cancer Center, La Jolla, CA

Background: Negative LBx results can be challenging to interpret. Absence of a targetable alteration
may accurately reflect the tumor genotype (true negative) or may represent a false negative due to
insufficient ctDNA shed, concealing a targetable oncogenic driver. Reflex to tissue biopsy (TBx)
profiling is thus advised, per FDA label, for negative LBx results. Here we investigate whether
algorithmic quantification of ctDNA in a LBx sample can increase confidence in negative LBx results,
reducing need for confirmatory TBx testing. Methods: This study used the nationwide (US-based) de-
identified Flatiron Health-Foundation Medicine NSCLC clinico-genomic database (CGDB) from ap-
proximately 280 US cancer clinics (~800 sites of care), limited to patients (pts) with aNSCLC receiving
any multi-gene LBx followed by TBx CGP. In parallel, we queried an institutional database of pts with
both LBx (FoundationOneLiquid CDx, F1LCDx) and TBx (FoundationOneCDx, F1CDx) to calculate
positive predictive agreement (PPA) and negative predictive value (NPV) of LBx compared to TBx for
detection of 7 targetable NSCLC driver alterations: KRAS G12X, EGFR, MET exon 14, BRAF V600E
mutations or ALK, ROS1, and RET rearrangements. Foundation Medicine’s ctDNA tumor fraction (TF)
on F1LCDx is a composite algorithm prioritizing aneuploidy at higher levels to avoid germline signal and
prioritizing variant allele frequency of canonical alterations at lower levels to maximize dynamic range.
Results: Of 1,734 LBx sent prior to 15-line therapy in pts with aNSCLC, 59% (1,024) were negative for
an NCCN biomarker. For 465 pts with TBx after negative LBx (median 2.4 weeks from LBx to TBx
result), 179 (38%) had a driver detected on reflex to TBx. In 45 receiving matched targeted therapy,
median real-world PFS was 25 months. For pts starting therapy after reflex to TBx (n = 233), median
time from LBx result to start of therapy was 4.7 weeks. To understand whether reflex to tissue may be
avoided in some cases, LBx (F1LCDx) sensitivity was studied across 2,138 pairs in the institutional
database. PPA for the 7 driver alterations was 59% overall (679/1,157) and improved to 96% (433/
453) when limited to cases with TF =1%. Similarly, NPV was modest overall (67%) but improved when
limited to LBx specimens with TF =1% (96%). Studying TF in the CGDB cohort, 33 of 85 pts (39%)
with reflex TBx after negative LBx had a LBx TF =1% and, given high NPV for driver alterations, might
have avoided reflex to confirmatory TBx. Conclusions: Elevated TF (=1%) on F1LCDx informs assay
sensitivity and identifies a subset of LBx results with high NPV where reflex to TBx, and the associated
treatment delay, may be less valuable. Conversely, for pts with a negative LBx with low TF ( < 1%) on
F1LCDx, reflexto TBx is an important follow-on step to identify potentially missed driver alterations with
potential for durable benefit on targeted therapy. Research Sponsor: Foundation Medicine Inc.
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Treatment patterns and unmet need for patients with advanced non-small cell lung cancer
and poor performance status: A real-world evidence study.

Stephen V. Liu, Jesse Sussell, Denise Boudreau, Robert Schuldt, Joanna Harton, llze Bara,
An Pregenzer, Jason Porter; Georgetown University, Washington, DC; Genentech, Inc., South San
Francisco, CA; Genentech, Inc, South San Francisco, CA; Genentech, South San Francisco, CA;
Genesis Research Group, Hoboken, NJ; Genentech Inc, South San Francisco, CA; West Cancer Center,
Germantown, TN

Background: Performance Status (PS) is prognostic for poorer survival in oncology. Poor PS (pPS) may
lead to inferior outcomes both as an independent factor and by limiting the range of available treatment
options and the ability of patients to tolerate those regimens. Despite high real-world prevalence,
patients with pPS are consistently underrepresented in clinical trials. Limited information is available
regarding current treatment patterns for patients with pPS and advanced or metastatic non-small cell
lung cancer (mMNSCLC). Methods: We conducted a retrospective analysis using the nationwide de-
identified Flatiron Health electronic health record (EHR)-derived database, selecting patients with
mMNSCLC diagnosed between 2017-2022 without EGFR or ALK genomic tumor aberrations. We
estimated the prevalence of pPS (ECOG 2-3) within this cohort, and described common systemic
treatment patterns by year and by PD-L1 status. For the subset of patients treated with pemetrexed/
pembrolizumab/carboplatin (PPC), we estimated the association between pPS versus good PS (gPS - 0/
1) and early discontinuation ( < 4 cycles) or dose reduction (AUC < 4) of carboplatin using logistic
regression controlling for observable confounders. Results: One quarter (24%) of the 22,575 patientsin
our sample had pPS. Relative to patients with gPS, patients with pPS were more likely to be older (mean
age 72 vs. 69y, p < 0.001), to have stage IV cancer (62% vs 56%, p < 0.001) and less likely to have
known PD-L1 status (60% vs. 63%, p = 0.002). The fraction of patients with no documented treatment
was substantially higher among pPS versus gPS (37% vs. 21%). In the subset of patients with PS3,
53% of patients had no documented treatment. The most common treatment regimens among pPS
patients were mono-immunotherapy (mono-10 - 19%) and PPC (15%). Use of mono-10 was positively
correlated with higher PD-L1 expression (44% vs. 14% vs. 5.9% in PD-L1 high/low/negative,
respectively). No documented treatment was negatively correlated with PD-L1 status (26% vs.
35% vs. 42%). Among patients with PS3, higher rates of no documented treatment were observed
(39% vs. 50% vs 58% for PD-L1 high/low/negative, respectively). Anti-CTLA-4 combination use was
low regardless of PS. pPS was associated with greater likelihood of early carboplatin discontinuation,
(adjusted odds ratio, aOR 2.06), and dose reduction (aOR 1.75), both p < 0.001. Conclusions: One
quarter of patients with mNSCLC have pPS. These patients are almost twice as likely to receive no
treatment as those with gPS, and within the subset treated with the most common platinum containing
regimen (PPC), pPS patients are also more likely to both initiate carboplatin at a reduced dose, and to
discontinue it prior to completion. This suggests a substantial unmet need for this important subset of
patients with mNSCLC. Research Sponsor: Genentech, Inc.
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Integrated efficacy and safety of brigatinib in patients with ALK TKI-naive advanced ALK+
NSCLC in the ALTA-1L and J-ALTA studies.

D. Ross Camidge, Shunichi Sugawara, Masashi Kondo, Hye Ryun Kim, Myung-Ju Ahn,
James Chih-Hsin Yang, Ji-Youn Han, Maximilian J. Hochmair, Ki Hyeong Lee, Angelo Delmonte,
Kentarou Kudou, Takayuki Asato, Yuyin Liu, Florin Vranceanu, Robert J. Fram, Yuichiro Ohe,
Sanjay Popat; University of Colorado Cancer Center, Aurora, CO; Sendai Kousei Hospital, Miyagi,
Japan; Fujita Health University School of Medicine, Toyoake, Japan; Division of Medical Oncology,
Department of Internal Medicine, Yonsei Cancer Center, Yonsei University College of Medicine, Seoul,
South Korea; Samsung Medical Center, Sungkyunkwan University School of Medicine, Seoul, Korea,
Republic of (South); National Taiwan University Hospital and National Taiwan University Cancer
Center, Taipei, Taiwan; National Cancer Center, Goyang-Si, South Korea; Karl Landsteiner Institute of
Lung Research and Pulmonary Oncology, Department of Respiratory and Critical Care Medicine,
Krankenhaus Nord, Klinik Floridsdorf, Vienna, Austria; Chungbuk National University Hospital,
Cheongju, South Korea; IRCCS Istituto Romagnolo per lo Studio dei Tumori "Dino Amadori" (IRST),
Meldola, Italy; Biostatistics, Japan Development Center, Takeda Pharmaceutical Company Limited,
Osaka, Japan; Oncology Clinical Research Department, Oncology Therapeutic Area Unit for Japan and
Asia, Takeda Pharmaceutical Company Limited, Osaka, Japan; Takeda Development Center Americas,
Inc., Lexington, MA; National Cancer Center Hospital, Tokyo, Japan; Royal Marsden Hospital, London,
United Kingdom

Background: Brigatinib demonstrated efficacy and manageable safety in patients (pts) with anaplastic
lymphoma kinase (ALK) tyrosine kinase inhibitor (TKI)-naive ALK+ non-small cell lung cancer (NSCLC)
in phase 3 (ALTA-1L) and phase 2 (J-ALTA) trials. We present results of integrated efficacy and safety
analyses of ALTA-1L and J-ALTA. Methods: ALTA-1L (NCT02737501) and J-ALTA (NCT03410108;
conducted in Japan) were open-label, multicenter studies in pts with advanced or metastatic ALK+
NSCLC. Pts in ALTA-1L and in part 3 of J-ALTA were ALK TKI-naive. Stable or asymptomatic brain
metastases were allowed in both studies. Pts received brigatinib 180 mg qd (7-day lead-in at 90 mg).
Primary endpoints were blinded independent review committee (IRC)-assessed progression-free
survival (PFS) in ALTA-1L and IRC-assessed 12-month PFS in the J-ALTA ALK TKI-naive cohort
(both per RECIST v 1.1). Secondary endpoints included IRC-assessed objective response rate (ORR),
duration of response, intracranial ORR, intracranial PFS, overall survival, and safety. Pooled efficacy
and safety data from both studies are presented. Results: The pooled analysis population included 169
pts (ALTA-1L, N = 137; J-ALTA ALK TKl-naive cohort, N = 32). Median follow-up overall was
35.8 months (last pt last contact: ALTA-1L, January 2021; J-ALTA, July 2021). Most (66%) pts
were aged < 65 years, 24% had baseline brain metastases, 95% had stage |V disease at study entry,
and 21% had received prior chemotherapy for locally advanced or metastatic disease. With brigatinib
treatment, median PFS by IRC was 29.3 months (95% ClI, 23.9-44.7). The confirmed ORR was 79%
(95% Cl, 72-85%), with 36 complete responses and 97 partial responses. Median duration of
response was 38.1 months (95% ClI, 22.9—-not reached). Median overall survival was not reached; the
3-year survival rate was 74% (95% Cl: 66—80%; 84 pts at risk). Intracranial ORR and intracranial PFS
will be presented. Grade 3/4 treatment-emergent adverse events were reported in 74% of pts; the most
common were increased blood creatine phosphokinase (31%), hypertension (18%), and increased
lipase (16%). Any grade interstitial lung disease/pneumonitis was reported in 12 (7%) of pts. Adverse
events led to treatment discontinuation in 11% of pts. Conclusions: Brigatinib treatment demonstrated
clinically meaningful systemic and intracranial efficacy in this integrated analysis of pts with ALK TKI-
naive advanced or metastatic ALK+ NSCLC in the ALTA-1L or J-ALTA trials. Safety results were
consistent with the known profile for brigatinib, with no new safety findings. Clinical trial information:
NCT02737501; NCT03410108. Research Sponsor: Takeda Pharmaceutical Company Limited, Inc.,
Lexington, MA, USA.
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A biomarker study of atezolizumab (atezo) + bevacizumab (bev) + carboplatin (carbo) +
paclitaxel (pac) (ABCP) for patients with NSCLC harboring EGFR mutations (EGFRm) after
failure of TKI therapy: NEJO43.

Satoshi Watanabe, Naoki Furuya, Atsushi Nakamura, Jun Shiihara, Ichiro Nakachi, Hisashi Tanaka,
Mika Nakao, Koichi Minato, Masahiro Seike, Shinichi Sasaki, Akira Kisohara, Susumu Takeuchi,
Ryoichi Honda, Kei Takamura, Yiwei Ling, Shujiro Okuda, Hiroshi Kagamu, Kenichi Yoshimura,
Toshiaki Kikuchi, Kunihiko Kobayashi, North East Japan Study Group; Department of Respiratory
Medicine and Infectious Diseases, Niigata University Graduate School of Medical and Dental Sciences,
Niigata, Japan; Department of Internal Medicine, Division of Respiratory Medicine, St. Marianna
University School of Medicine, Kawasaki, Japan; Department of Pulmonary Medicine, Sendai Kousei
Hospital, Sendai, Japan; Department of Respiratory Medicine, Jichi Medical University Saitama
Medical Center, Saitama, Japan; Pulmonary Division, Department of Internal Medicine, Saiseikai
Utsunomiya Hospital, Utsunomiya, Japan; Department of Respiratory Medicine, Hirosaki University
Graduate School of Medicine, Hirosaki, Japan; Department of Internal Medicine, Division of Medical
Oncology & Respiratory Medicine, Shimane University Faculty of Medicine, Izumo-Shi, Japan; Division
of Respiratory Medicine, Gunma Prefectural Cancer Center, Ota-Shi, GUNMA-KEN, Japan; Department
of Pulmonary Medicine and Oncology, Graduate School of Medicine, Nippon Medical School, Tokyo,
Japan; Department of Respiratory Medicine, Juntendo University Urayasu Hospital, Chiba, Japan;
Respiratory Medicine, Kasukabe Medical Center, Kasukabe, Japan; Department of Thoracic Surgery,
Tokyo Medical University, Tokyo, Japan; Department of Respiratory Medicine, Asahi General Hospital,
Asahi, Japan; First Department of Internal Medicine, Obihiro Kosei General Hospital, Obihiro, Japan;
Medical Al Center, Niigata University Graduate School of Medical and Dental Sciences, Niigata, Japan;
Department of Respiratory Medicine, Saiatama Medical University International Medical Center,
Hidaka-Shi, Japan; Hiroshima University Hospital, Hiroshima, Japan; Department of Respiratory
Medicine, Saitama Medical University International Medical Center, Hidaka-Gun, Japan

Background: EGFRm NSCLC patients (pts) have limited treatment options after EGFR-TKI failure. We
previously showed that the NEJO43 study investigating ABCP in EGFRm NSCLC pts after EGFR-TKI
failure had a clinically meaningful efficacy (Furuya et al, ASCO 2022). Here we report the results of the
biomarker study of NEJO43. Methods: NEJO43 study is a phase |l study to evaluate the efficacy of ABCP
in sensitizing EGFRm nonsquamous NSCLC pts after TKI failure. Pts received atezo (1200 mg), bev (15
mg/kg), carbo (AUC 6 mg/mL/min), and pac (175 mg/m?) every 3 weeks up to 4 cycles followed by atezo
plus bev until loss of clinical benefit. Before treatment initiation and three cycles of ABCP, peripheral
blood mononuclear cells (PBMCs) were collected, and immunophenotypic data at each time point was
obtained by flow cytometry. Results: 60 pts were included in the NEJO43 study and PBMCs were
obtained from 31 pts. Pts with a higher percentage of CD11b*DR'®"CD3"CD14* myeloid-derived
suppressor cells (MDSCs) before ABCP had significantly longer PFS (median, 9.7 months (95% Cl,
5.3-17.7)vs 5.6 months (95% ClI, 3.9-8.1); HR 0.38; P=0.0313). Further analysis of the immune cell
phenot}/pes that changed between pre-treatment and the third course showed that pts with increased
CD62L"°"CD8* cells (median, 12.8 months (95% Cl, 5.6-20.3) vs 5.7 months (95% Cl, 4.4-8.1); HR
0.25; P =0.003) and PD-1*CCR7"CD45RACD8" cells (median, 8.5 months (95% Cl, 5.6-13.8) vs
5.7 months (95% Cl, 2.6-8.1); HR 0.37; P = 0.0324) had significantly longer PFS. Conclusions:
Inhibition of MDSCs by ABCP, especially bev, may be important for EGFRm pts whose antitumor
immunity is suppressed bp/ MDSCs before treatment. Better PFS may be expected in pts in whom ABCP
therapy induced CD62L""CD8" effector T cells and PD-1"CCR7 CD45RACD8" effector memory
T cells. Clinical trial information: jJRCTs031190066. Research Sponsor: Chugai Pharmaceutical Co.,
Ltd.
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Tislelizumab plus chemotherapy in patients with advanced brain metastases of non-
squamous non-small cell lung cancer: A multicenter, prospective, open-label phase 2
study.

Yan Huang, Qitao Yu, Nong Yang, Li Liu, Yan Yu, Qiming Wang, Yuanyuan Zhao, Yunpeng Yang,
Wei Jiang, Liping Tan, Chunhua Zhou, Fanxu Zeng, Kai Zhang, You Qin, Shuai Zhang, Shuxiang Ma,
Li Zhang; Sun Yat-Sen University Cancer Center, State Key Laboratory of Oncology in South China,
Collaborative Innovation Center of Cancer Medicine, Guangdong Key Laboratory of Nasopharyngeal
Carcinoma Diagnosis and Therapy, Sun Yat-sen University, Guangzhou, China; Department of Re-
spiratory Oncology, Affiliated Tumor Hospital of Guangxi Medical University, Nanning City, Nanning,
China; Department of Medical Oncology, Lung Cancer and Gastrointestinal Unit, Hunan Cancer
Hospital/The Affiliated Cancer Hospital of Xiangya School of Medicine, Central South University,
Changsha, China; Cancer Center, Union Hospital, Tongji Medical College, Huazhong University of
Science and Technology, Wuhan, China; Department of Medical Oncology, Harbin Medical University
Cancer Hospital, Harbin, China; Department of Oncology, the Affiliated Cancer Hospital of Zhengzhou
University & Henan Cancer Hospital, Zhengzhou, China; Sun Yat-Sen University Cancer Center, State
Key Laboratory of Oncology in South China, Collaborative Innovation Center of Cancer Medicine,
Guangdong Key Laboratory of Nasopharyngeal Carcinoma Diagnosis and Therapy, Sun Yat-sen
University, Guangzhou, Guangdong, China; Department of Respiratory Oncology, Affiliated Tumor
Hospital of Guangxi Medical University, Nanning, China

Background: Patients (pts) with brain metastases (BM) were usually unrepresented in clinical trials
assessing the efficacy of PD-(L) 1 inhibitors. Here, we investigated the efficacy and safety of
tislelizumab (TIS) plus chemotherapy in NSCLC pts with asymptomatic untreated BM or with stable
BM after local radiotherapy. Methods: This multicenter, prospective, open-label phase 2 study enrolled
systemic treatment-naive pts with stage IV non-squamous (nsq) NSCLC without EGFR or ALK mutations
who had BM. Pts received TIS combined with pemetrexed and carboplatin for 4 cycles, followed by
maintenance TIS and pemetrexed. RECIST v1.1 and RANO-BM were applied for assessment for
systematic and brain disease, respectively. The primary endpoint was the investigator-assessed 1-year
PFS rate per RECIST v1.1. Results: 36 pts were enrolled with 77.8% having stage IVB disease, 25.0%
liver metastases and 41.7% bone metastases. 29 (80.6%) pts were with untreated, asymptomatic
brain metastases, and the other 7 (19.4%) received radiotherapy for BM previously. As of 30 Nov 2022,
the median follow-up was 12.3 months. 1-year systematic PFS rate was 36.8% (95% Cl, 18.0-55.7),
with median PFS of 7.5 months (95% CI, 5.1-NE). Systematic ORR was 50.0% (95% ClI, 31.9-
68.1%). Median OS was not reached, with 1-year OS rate of 70.5% (95% ClI, 51.7-83.1). For
intracranial efficacy assessment per RANO-BM, 1-year intracranial PFS (iPFS) rate was 56.6 % (95%
Cl, 31.7-75.5), with 45.5% (95% Cl, 19.4, 68.5) and 100% in pts with untreated and pretreated BM,
respectively. Intracranial ORR was 56.7% (95% Cl, 37.4-74.5%), with 53.8% (95% Cl, 33.4-73.4%)
in pts with untreated BM and 75% (95% Cl, 19.4-99.4%) in pretreated BM. No grade 5 toxicities were
observed. Grade 3-4 TRAEs occurred in 33.3% (12/36) of pts. 13.9% of pts experienced irAEs; grade
3-4 irAEs occurred in 2 (5.6%) pts. Conclusions: TIS plus chemotherapy yielded promising systematic
and intracranial PFS, and was generally well tolerated in nsg-NSCLC pts with untreated or pretreated
BM. Clinical trial information: NCTO4507217. Research Sponsor: None.

Efficacy analysis set* (EAS)

EAS per RECIST v1.1 EAS per RANO-BM
(n=32) (n=30)
1-year PFS rate, % (95% CI) 36.8 (18.0, 55.7) 56.7 (31.7, 75.5)
Median PFS, months (95% Cl) 7.5 (5.1, NE) NR (8.2, NE)
ORR, % (95% CI) 50.0 56.7
(31.9, 68.1) (37.4,74.5)
DCR, % (95% CI) 90.6 (75.0, 98.0) 96.7 (82.8, 99.9)
1-year OS rate, % (95% CI) 70.5(51.7, 83.1)

*Efficacy analysis set included pts receiving =1 dose of TIS or chemotherapy, and having
completed =1 post-treatment tumor assessment unless treatment was discontinued before the
first tumor assessment due to disease progression or death; NR, not reached; NE, not estimable.
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Patient-reported outcomes of furmonertinib versus gefitinib in patients with locally ad-
vanced or metastatic, EGFR mutation-positive non-small cell lung cancer (FURLONG): A
multicenter, double-blind, randomized phase 3 study.

Yuankai Shi, Gongyan Chen, Xiang Wang, Yunpeng Liu, Lin Wu, Yanrong Hao, Chunling Liu,
Shuyang Zhu, Xiaodong Zhang, Yuping Li, Jiwei Liu, Lejie Cao, Ying Cheng, Hui Zhao,
Shucai Zhang, Ai-min Zang, Jiuwei Cui, Jian Feng, Nong Yang, Jie Hu; Department of Medical
Oncology, National Cancer Center/Cancer Hospital, Chinese Academy of Medical Sciences & Peking
Union Medical College, Beijing Key Laboratory of Clinical Study On Anticancer Molecular Targeted
Drugs, Beijing, China; Department of Medical Oncology, Harbin Medical University Cancer Hospital,
Harbin, China; Department of Medical Oncology, Xuzhou Central Hospital, Xuzhou, Jiangsu, China;
Department of Medical Oncology, The First Hospital of China Medical University, Shenyang, China;
Thoracic Medicine Department, Hunan Cancer Hospital, Changsha, China; Department of Medical
Oncology, The People’s Hospital of Guangxi Zhuang Autonomous Region, Nanning, China; Department
of Pulmonary Medicine, Cancer Hospital of Xinjiang Medical University, Urumgqi, China; Department of
Respiratory Medicine, The Affiliated Hospital of Xuzhou Medical College, Xuzhou, China; Department
of Medical Oncology, Cancer Hospital of Nantong, Nantong, China; Department of Pulmonary and
Critical Care Medicine, The First Affiliated Hospital of Wenzhou Medical University, Wenzhou, China;
Department of Oncology, The First Affiliated Hospital of Dalian Medical University, Dalian, China;
Department of Respiratory Medicine, The First Affiliated Hospital of USTC, Hefei, China; Department of
Oncology, Jilin Cancer Hospital, Changchun, China; Department of Respiratory Medicine, The Second
Hospital of Anhui University, Hefei, China; Department of Medical Oncology, Beijing Chest Hospital,
Capital Medical University, Beijing Tuberculosis and Thoracic Oncology Institute, Beijing, China;
Department of Medical Oncology, Affiliated Hospital of Hebei University/School of Clinical Medicine,
Baoding, China; Department of Medical Oncology, the First Bethune Hospital of Jilin University,
Changchun, China; Department of Respiratory Medicine, Affiliated Hospital of Nantong University,
Nantong, China; Department of Medical Oncology, Lung Cancer and Gastrointestinal Unit, Hunan
Cancer Hospital, Changsha, China; Shanghai Allist Pharmaceutical Technology Co., Ltd, Shanghai,
China

Background: Furmonertinib showed superior efficacy compared with gefitinib as first-line therapy in Chinese
patients with EGFR mutation-positive non-small cell lung cancer (NSCLC), along with an acceptable safety profile
without new signals in the FURLONG study. Here we present patient-reported outcomes (PROs). Methods:
FURLONG is a multicenter, double-blind, double dummy, randomized phase 3 study done in 55 hospitals across
mainland China. Eligible patients were randomly assigned (1:1) to receive either furmonertinib or gefitinib. The
primary endpoint of IRC-assessed progression-free survival has been reported previously. PROs as prespecified
secondary outcomes by the European Organization for Research and Treatment of Cancer (EORTC) Quality-of-Life
Questionnaire Core 30 (QLQ-C30) and Quality-of-Life Questionnaire Lung Cancer 13 (QLQ-LC13), were analyzed
in randomly assigned patients who had received at least one dose of study drug and completed at least one PRO
assessment. Changes from baseline to randomized treatment discontinuation were analyzed with mixed model for
repeated measures and time-to-event analyses. This study is ongoing for survival follow-up. Results: 357 patients
received at least one dose of study drug, all of them completed at least one PRO assessment. Questionnaire
completion rates were =95% at most time points. Baseline mean scores were similar in the furmonertinib and
gefitinib groups. From baseline to randomized treatment discontinuation, statistically significant differences
favoring furmonertinib for physical function, nausea/vomiting, appetite loss, diarrhea, alopecia, and other pain (any
pain other than chest, arm, or shoulder pain) were observed. Time to deterioration in physical function, cognitive
function, nausea/vomiting, appetite loss, diarrhea, cough, dyspnea, dysphagia, and alopecia were significantly
longer with furmonertinib versus gefitinib (Table). Conclusions: Furmonertinib demonstrated favorable PROs as
measured by the EORTC QLQ-C30 and QLQ-L13 versus gefitinib. These data presented the positive benefit risk
profile of first-line furmonertinib and further support this novel third generation EGFR-TKI as a new standard of first
line treatment in EGFR mutation-positive NSCLC. Clinical trial information: NCTO3787992. Research Sponsor:
Shanghai Allist Pharmaceuticals Co., Ltd.; China National Major Project for New Drug Innovation
(20172X09304015).

HR (95%CI) Pvalue
Physical function .63 (0.42, 0.94. 0.021
Cognitive function 0.54, 0.98; 0.034
Nausea/vomiting 41, 0.99, 0.042
Appetite loss 3,0.92 0.016

0.034
0.049

Dyspnea
Cough
Dysphagia
Alopecia

0.004

)
)
)
)
0.85) 0.002
)
)
)
) 0.011

0
0
0
0
Diarrhea 0.
0
0
0
0
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Mobocertinib efficacy in patients with NSCLC and EGFR exon 20 insertion mutations
(ex20ins) identified by next-generation sequencing (NGS) of circulating tumor DNA
(ctDNA).

Joel W. Neal, Ying Li, Ziji Yu, Robert J. Fram, Christopher Danes, Sylvie Vincent, Zofia Piotrowska;
Stanford University Medical Center, Stanford, CA; Takeda Development Center Americas, Inc.,
Lexington, MA; Takeda Pharmaceuticals USA, Inc., Lexington, MA; Massachusetts General Hospital,
Boston, MA

Background: £EGFR ex20ins are distinct targetable driver mutations present in ~2% of all NSCLC. While
most EGFR TKIls have limited effectiveness, mobocertinib is the first oral therapy approved for this
unmet need. EGFR ex20ins are heterogeneous ( > 60 variants), and PCR testing detects a limited
number of variants, leading to undetected disease in ~50% of cases, whereas NGS can identify all such
mutations. Testing plasma ctDNA is a noninvasive approach for detection of genomic variants, such as
EGFR ex20ins. Methods: In the mobocertinib phase 1/2 study (NCTO27161186), patients were enrolled
based on EGFR ex20ins detected by various local tissue or liquid clinical trial assays (CTAs). Baseline
plasma samples were collected and processed to extract cell-free DNA and were evaluated for EGFR
ex20ins status using FoundationOne Liquid CDX (F1LCDX), an NGS-based plasma ctDNA test.
Concordance between F1LCDX and the CTAs was demonstrated by testing patient samples from
the phase 1/2 trial and paired tissue and plasma samples from commercially acquired and stage-
matched patients with NSCLC (N = 305). Efficacy analyses by assay method were performed in EGFR
ex20ins—positive platinum-pretreated patients (PPP; n = 114 [FDA approved population]; data cutoff:
1 Nov2021)inthe phase 1/2 trial. Results: Concordance between F1LCDX and CTAs was demonstrated
with samples from the CTA-positive (n = 159) and CTA-negative populations (n =87) tested by F1LCDX
where tissue and plasma were assessable; the point estimate of positive percentage agreement (95%
Cl) was 68.6% (61.0-75.3), and the point estimate of negative percentage agreement was 100%
(95.8-100). F1LCDX detected 34 individual EGFR ex20ins variant types. In the response evaluable
population, patients who tested EGFR ex20ins positive by F1LCDX (n = 55) demonstrated confirmed
ORR (34.5%) and disease control rate (74.5%), which was comparable to those observed among all
PPP in the phase 1/2 trial (confirmed ORR: 28%; confirmed disease control rate: 78%). Conclusions:
Mobocertinib has shown efficacy in PPP with EGFR ex20ins NSCLC. F1LCDX effectively identified
patients with EGFR ex20ins who may benefit from mobocertinib, providing an additional noninvasive
diagnostic option to guide treatment. Clinical trial information: NCTO2716116. Research Sponsor:
Takeda Development Center Americas, Inc., Lexington, MA, USA.
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Clinical and genomic predictors of response and toxicity to sotorasib in a real-world cohort
of patients with advanced KRAS G12C-mutant non-small cell lung cancer.

Kathryn C. Arbour, Rohit Thummalapalli, Ezra Bernstein, Benjamin Herzberg, Bob T. Li, Afsheen Igbal,
Fernando Costa Santini, Juliana Eng, Marc Ladanyi, Soo-Ryum Yang, Ronglai Shen, Piro Lito,
Joshua K. Sabari, Gregory J. Riely; Memorial Sloan Kettering Cancer Center, New York, NY; Laura
and Isaac Perlmutter Cancer Center, NYU Langone Health, New York, NY; Columbia University Irving
Medical Center, New York, NY; Perlmutter Cancer Center, New York University Langone Health, New
York, NY

Background: With the accelerated approval of the KRAS G12C inhibitor sotorasib for patients with
advanced KRAS GI12C-mutant non-small cell lung cancer (NSCLC), there is a new need to explore
efficacy and identify clinical and genomic factors associated with activity and toxicity among patients
treated in routine clinical practice. Methods: Patients(pts) treated with sotorasib outside of the clinical
trial setting at three institutions (MSK, Columbia, NYU) were examined to identify factors associated
with real-world PFS (rwPFS), overall survival (0S), real-world (rw) response, and clinically significant
toxicity (CTCAE v5.0 grade 3 or higher treatment-related adverse events [G3+ TRAE]). TP53, STK11,
and KEAPI status were assessed by targeted NGS. Response and rwPFS were determined by
investigator assessment of radiology reports. rwPFS and OS were estimated by Kaplan-Meier methods;
log-rank tests were used for univariate group comparisons and Mantel-Haenszel method was used to
determine hazard ratios (HRs). Fisher's exact test was used to determine associations between
categorical variables. Results: 105 pts with advanced KRAS G12C-mutant NSCLC treated with
sotorasib were identified. The response rate for patients treated was 28%, with median rwPFS of
5.3 months, and median OS of 12.6 months. KEAPI co-mutations were associated with shorter rwPFS
and OS (rwPFS HR 3.19, P=0.004; OS HR 4.10, P=0.003); nosignificant differences in rwPFS or OS
were observed among pts with or without 7TP53 co-mutations (rwPFSHR 1.10, P=0.731; OSHR 1.19,
P=0.631)or STK11 co-mutations (rwPFSHR 1.66, P=0.098; 0SHR 1.73, P=0.168). Dual STK11/
KEAP1 co-mutation status was associated with shorter OS compared to STK1 1 wild-type (WT)/KEAP1
mutant (MUT) status (OS HR 4.04, P=0.033) and STKI1 MUT/KEAP1 WT status (OS HR 5.41, P=
0.012). 16/105 (15%) pts experienced G3+ TRAEs. 15/16 (94%) patients with G3+ TRAE had
previously been treated with immune checkpoint inhibitor (ICl). Among pts with prior ICl exposure (n =
86), last exposure within 12 weeks of sotorasib initiation was associated with G3+ sotorasib TRAEs (P <
0.001) and TRAE-related sotorasib discontinuation (P = 0.014); there was no association between
prior irAE during ICl therapy and G3+ sotorasib TRAEs (P=0.757). In total, 15/53 (28%) pts with last
ICI exposure within 12 weeks of sotorasib initiation experienced G3+ TRAEs, most commonly
hepatotoxicity. No cases of G3+ TRAEs were observed in 33 pts with last ICl exposure > 12 weeks
prior to sotorasib treatment. Conclusions: Among patients treated with sotorasib in routine clinical
practice, KEAP1 co-mutations were associated with poor outcomes. Severe toxicity was almost
exclusively associated with recent ICI exposure. These observations may help further guide sequencing
of sotorasib and may help inform the next generation of KRAS G12C clinical trials. Research Sponsor:
LUNGevity Foundation.
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Survival associations and driver oncogene overlap for copy-number amplifications of
ERBB2, KRAS and MET in non-small cell lung cancer.

Alexander Watson, Harris Benjamin Krause, Andrew Elliott, Alex Patrick Farrell, Stephen V. Liu,
Patrick C. Ma, Ari M. Vanderwalde, George W. Sledge, David Spetzler, Erin Lynn Schenk,
D. Ross Camidge; Tom Baker Cancer Center, Calgary, AB, Canada; Caris Life Sciences, Irving, TX;
Caris Life Sciences, Phoenix, AZ; Lombardi Comprehensive Cancer Center, Georgetown University,
Washington, DC; Penn State Milton S. Hershey Medical Center, Hershey, PA; University of Colorado -
Anschutz Medical Campus, Aurora, CO; University of Colorado Cancer Center, Aurora, CO

Background: Next-generation sequencing (NGS) to detect targetable oncogenic driver mutations is
standard of care in non-small cell lung cancer (NSCLC). However, the interpretation and clinical impact
of copy number amplifications (CNA) of driver genes is less clear. ERBB2, KRAS and MET are
oncogenic drivers with intersecting resistance mechanisms and evolving therapeutic landscapes. We
examined the overlap between other oncogenic drivers and CNA of these genes, and the association of
CNA with overall survival (OS), in a cohort of patients with NSCLC. Methods: NGS of DNA (592 genes or
WES)/RNA (WTS) was performed for 5870 consecutive lung adenocarcinoma tumors submitted to Caris
Life Sciences (Phoenix, AZ). The copy number of each exon was determined by calculating the average
depth of the sample along with the sequencing depth of each exon. Driver oncogenes (Driver+/-) were
defined as pathogenic fusions in ALK, NTRK (1,2 and 3), RETand ROS1 or pathogenic SNVs/indels in
ALK, BRAF, EGFR, ERBB2, KRAS, MET. Tumor mutational burden high (TMB-H) was defined as 10
mutations per MB. The x? test was applied as appropriate (p < .05). Results: The cohort was 55%
female; median age was 69 years (range 24-89) and similar across all cohorts. Incidence of CNA at
different amplification thresholds was correlated with oncogene drivers. At CNA =6 for ERBBZ2 and
KRAS, but CNA =4 for MET, a significant tendency for mutual exclusivity with driver mutations was
observed (log2 odds ratio ERBBZ2: -3.1, KRAS: -1.1, MET: -2.2, all p < .001). Tumors meeting these
thresholds were desighated CNA-High (Gene-H), versus CNA-Low (Gene-L). Only one tumor harboured
two CNA-H genes (KRAS and MET). Independent of CNA status, the TMB-H frequency was decreased
in Driver+ tumors (27% vs 52% in Driver-, p < .001). CNA-H tumors were associated with decreased
OS (compared to CNA-L); for ERBB2-H, hazard ratio (HR) 1.74 (95% Cl 1.44-2.10, p < .001), for
KRAS-H HR 1.29 (1.16-1.65, p < .001), and for MET-H HR 1.46 (1.28-1.68, p < .001). Similar
results were observed when stratified by driver mutation status (Table), with the exception of KRAS/
Driver- tumors. Conclusions: These data suggest tumors with high CNA of ERBB2, KRAS and MET
represent clinically distinct entities and are significantly less likely to harbour concurrent driver
oncogenes. The association between increased copy number and worse OS suggests amplified tumors
are an important area for therapeutic development. Overall survival (collection to last contact) for
ERBB2, KRAS and MET CNA-High versus CNA-Low tumors, by Driver mutation status. Research
Sponsor: Caris Life Sciences.

HR for death (CNA-High vs -Low) Low CI Upper CI p-value

ERBB2

Driver + 1.30 0.90 1.89 .16
Driver - 1.71 2.00 2.43 .003
KRAS

Driver + 1.50 1.17 1.91 .001
Driver - 0.92 0.60 1.42 .669
MET

Driver + 1.62 1.29 2.02 <0.001
Driver - 1.47 1.14 1.90 .003
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Impact on turnaround times (TAT) among non-squamous non-small cell lung cancer
(NSCLC) patients across three time periods with varying biomarker testing techniques.

Zhen (Jason) Fan, Roxana Tudor, Lisa W Le, Jennifer H. Law, Andrea S. Fung, Shelley Kuang,
Nicholas Meti, Kirstin Perdrizet, Laura Ranich, Cuihong Wei, Peter Sabatini, Prodipto Pal,
Ming Sound Tsao, Geoffrey Liu, Frances A. Shepherd, Penelope Ann Bradbury, Adrian G. Sacher,
Lawson Eng, Michael Cabanero, Natasha B. Leighl; University of Toronto, Toronto, ON, Canada;
Institute of Health Policy, Management, and Evaluation, Toronto, ON, Canada; University Health
Network, Toronto, ON, Canada; Queen’s University, Kingston, ON, Canada; Princess Margaret Cancer
Centre, Toronto, ON, Canada; William Osler Health System, Brampton, ON, Canada; Princess Margaret
Cancer Center, Toronto, ON, Canada; Princess Margaret - University Health Network, Toronto, ON,
Canada; Princess Margaret Cancer Centre, University Health Network, Toronto, ON, Canada; Division of
Medical Oncology and Hematology, Princess Margaret Cancer Centre, University Health Network,
University of Toronto, Toronto, ON, Canada

Background: Biomarker testing and identification of actionable genomic alterations (AGAs) in NSCLC
patients have led to targeted therapy use and improved outcomes, particularly in advanced stages. We
sought to evaluate the impact of different testing paradigms on TAT, particularly with respect to
treatment decision and time to initiation of treatment, across three time periods. Methods: A
retrospective review of stage Il or IV non-squamous NSCLC patients at the Princess Margaret Cancer
Centre (Toronto, Canada) was conducted. Both de novo advanced and patients with metastatic
progressions are included. Cohort 1 (C1; 01/2015 — 01/2017) underwent reflex EGFR (EntroGen)
and ALK (5A4 immunohistochemistry, IHC) single gene testing. Cohort 2 (C2; 02/2017 — 09/2020)
underwent reflex next generation sequencing (NGS; Trusight Tumor 15), ALK and ROS 1 testing. Cohort
3 (C3; 10/2020 - 01/2022) underwent reflex comprehensive NGS (161 genes, Oncomine OCA v3).
Descriptive statistics are presented, including AGAs found and TAT from biopsy to result sign-out, and
treatment related TAT. Results: Three cohorts of stage |11 and IV patients were identified, with C1 having
proportionally more females (60%), never smokers (42%) with adenocarcinomas (98%). More patients
with AGA were identified using NGS with larger panels (42%, 41%, 57 %, respectively across C1 — C3).
However, there is a longer median time from first oncology visit to treatment (14, 22, 27 days,
respectively across C1-C3), and longer biopsy to treatment TAT trended towards more comprehensive
testing (34, 38, 40 days, respectively across C1 - C3) in stage IV patients. Conclusions: As more
comprehensive biomarker testing became available, more AGAs are identified with an increase in TAT
from biopsy to sign-out and treatment start. Despite our institutional policy of reflex testing, future
endeavours will be focus on ways to reduce TAT. Research Sponsor: Princess Margaret Cancer Center;
Pfizer; PM Lung Cancer Molecular Diagnostics Program.

Cohort c1 c2 c3
Patients with successful testing (n) 177 657 205
Median age (range) 70 years (46-93) 69 years (19-97) 70 years (33-91)
Female 106 (60%) 313 (48%) 102 (50%)
Never smoker 71 (42%) 193 (30%) 68 (34%)
Adenocarcinoma 173 (98%) 558 (85%) 184 (90%)
Stage IV patients with AGAs identified 52/123 (42%) 191/463 (41%)  *84/148 (57%)

Median time from biopsy to result sign-out
14 days (IQR: 28 days (IQR: 22- 31 days (IQR: 27-
10-19) 33) 38)

Median time from first oncology visit to treatment 14 days (IQR: 2- 22 days (IQR: 14- 27 days (IQR: 15-
(stage IV only) 28) 36) 38)

Median time from biopsy to treatment (stage IV only) 34 days (IQR: 38 days (IQR: 40 days (IQR: 22 —
22-52) 26-52) 60)
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Immune checkpoint inhibitors use and the incidence of hepatitis B virus reactivation or
immune-related hepatitis in non-small cell lung cancer patients with chronic hepatitis B.

Joohyun Hong, Jiyun Lee, Sehhoon Park, Hyun Ae Jung, Jong-Mu Sun, Se-Hoon Lee, Jin Seok Ahn,
Dong Hyun Sinn, Myung-Ju Ahn; Yongin Severance Hospital, Gyeonggi-Do, Korea, Republic of (South);
Lung Cancer Center, Yonsei Cancer Center, Yonsei University College of Medicine, Seoul, South Korea;
Samsung Medical Center, Seoul, South Korea; Department of Internal Medicine, Division of
Hematology-Oncology, Samsung Medical Center, Sungkyunkwan University School of Medicine,
Seoul, South Korea; Samsung Medical Center, Gangnam-Gu, South Korea; Department of Medicine,
Samsung Medical Center, Sungkyunkwan University School of Medicine, Seoul, South Korea; Sam-
sung Medical Hospital, Seoul, Korea, Republic of (South)

Background: The safety and efficacy of immune-checkpoint inhibitors (ICls) has not been thoroughly
investigated in non-small cell lung cancer (NSCLC) patients with chronic hepatitis B (CHB) or occult
hepatitis B infection (OBI). We analyzed incidence of hepatitis B virus (HBV) reactivation, immune-
related hepatitis and jaundice in NSCLC patients treated with ICls according to HBV DNA and hepatitis
B serologic markers in real-world setting. Methods: A total of 1,277, consecutive NSCLC patients
treated with ICls from January 2015 to December 2020 at the Samsung Medical Center, Seoul, Korea
were analyzed. Among them, 52 patients were hepatitis B surface antigen (+) (Group A, CHB), 759
patients were HBsAg (-)/anti-HBc 1gG (+) (Group B, OBI), and 466 patients were HBsAg (-)/anti-HBc
1gG (-) (Group C). Among 52 patients with CHB, 38 patients (73.1%) were receiving antiviral therapy.
Primary endpoint was HBV reactivation, immune-related hepatitis and jaundice. Secondary endpoints
include other immune-related adverse events, objective response rate, progression free survival (PFS)
and overall survival (OS). Results: HBV reactivation was observed in two patients (0.2%) which was
exclusively observed in Group A (CHB). Among CHB patients who were not receiving antiviral therapy,
HBV reactivation was observed for 14.3% (2/14 patients). Incidence of immune-related hepatitis were
21.2%,30.3% and 30.5% for Group A, Group B and Group C (p > 0.05), respectively, and incidence of
immune-related of jaundice was 3.8%, 4.0% and 2.8% for Group A, Group B and Group C (p > 0.05),
respectively. Incidence of = grade 3 other immune-related adverse events, objective response rate,
PFS, and OS were comparable among three group (p > 0.05 for all comparison). Conclusions: In this
large, real-world cohort study, safety and efficacy of ICls were comparable in patients with CHB or OB,
suggesting similar outcomes can be expected with ICls in patients with CHB or OBI. HBV reactivation
was observed in patients with CHB without antiviral therapy indicating antiviral prophylaxis might be
required for them. For patients with OBI, risk of HBV reactivation was null. Research Sponsor: None.
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Phase Il results of ivonescimab (AK112/ SMT112), a novel PD-1/VEGF bispecific, in
combination with chemotherapy for first line treatment of advanced or metastatic non-
small cell lung cancer (NSCLC) without actionable genomic alterations (AGA) in EGFR/ALK.

Li Zhang, Wenfeng Fang, Yuanyuan Zhao, Yunpeng Yang, Ningning Zhou, Likun Chen, Yan Huang,
Jianhua Chen, Li Zhuang, Yingying Du, Wu Zhuang, Qitao Yu, Yangiu Zhao, Ming Zhou, Weidong Zhang,
Yu Zhang, Yixin Wan, Weifeng Song, Yu Xia; Sun Yat-Sen University Cancer Center, Guangzhou, China;
Sun Yat-Sen University Cancer Center, Guangzhou, Guangdong, China; Hunan Cancer Hospital,
Changsha, China; Yunnan Cancer Hospital, Kunming, China; The First Affiliated Hospital of Anhui
Medical University, Hefei, China; Fujian Provincial Cancer Hospital, Fuzhou, China; Cancer Hospital of
Guangxi Medical University, Nanning, China; Respiratory Department of Internal Medicine, The
Affiliated Cancer Hospital of Zhengzhou University, Zhengzhou, China; Affiliated Cancer Hospital &
Institute of Guangzhou Medical University, Guangzhou, China; Hunan Provincial People’s Hospital,
Changsha, China; Guizhou Provincial People’s Hospital, Guiyang, China; Lanzhou University Second
Hospital, Lanzhou, China; Akeso Biopharma, Inc., Zhongshan, China

Background: Since the initial approval of bevacizumab (bev) with chemo in NSCLC, the subsequent
focus of bev use in combination with PD1 therapy for first line metastatic disease has largely focused on
non-squamous (non-SCC) histology. lvonescimab is a novel anti-PD-1/VEGF bispecific antibody. The
bispecific approach to these targets has the potential to recalibrate the malignant immuno-architecture
in favor of a more immune-responsive and anti-tumor microenvironment. Cooperative VEGF binding
with the bispecific has been shown to elevate affinity of ivonescimab to PD-1 by more than 10-fold.
Ivonescimab has a mean Ty, of 6-7 days while bev Ty, is 20 days. Therefore, we aimed to assess the
efficacy and safety of ivonescimab combined with chemotherapy for first line advanced or metastatic
NSCLC in patients (pts) with squamous (SCC) or non-SCC NSCLC. Methods: An open-label, multi-center
phase Il study evaluating the efficacy and safety of ivonescimab combined with chemotherapy in pts
with advanced or metastatic NSCLC. Pts were enrolled into 3 cohorts based on prior therapy and
presence of AGA. Data from pts with prior therapy for advanced or metastatic disease were presented in
ASCO 2022 and here we report additional pts and longer-term data from pts with NSCLC without AGA
receiving first line therapy for advanced/metastatic disease. Pts were treated with 10 or 20 mg/kg
ivonescimab once every 3wks combined with carboplatin and pemetrexed (non-SCC) or carboplatin and
paclitaxel (SCC). The primary endpoint was ORR per RECIST by investigator. Results: 135 pts with
advanced or metastatic NSCLC received ivonescimab plus chemotherapy including 63 with SCC and
72 with non-SCC. Median age was 61 yrs (. 78% male, 3% and 97% pts had ECOG PS 0 and 1,
respectively, and 20% pts had baseline brain metastasis. Median follow-up was 11.5 mo. Pts with SCC
experienced a 75% ORR with median DOR 15.4 mo, 95% DCR, the 9-mo PFS and OS rate was 67%
and 93%, respectively. Pts with non-SCC experienced a 55% ORR, DOR was not reached, 100% DCR,
the 9-mo PFS rate and OS rate was 61% and 81%, respectively. The most common treatment related
adverse events (TRAEs)= 10% were epistaxis, proteinuria, rash, amylase increased, anemia, ALT
increased, infusion related reaction, AST increased, pruritus, decreased appetite, and WBC decreased.
Grade =3 TRAEs occurred in 28.1% TRAE leading to discontinuation occurred in 6.7% of pts.
Conclusions: lvonescimab, plus chemotherapy has shown promising anti-tumor activity in pts with
advanced/metastatic NSCLC without AGA and can be administered safely in combination with
platinum doublet chemotherapy to patients with SCC and non-SCC histology. Clinical trial information:
NCT04736823. Research Sponsor: Akeso Biopharma, Inc.
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First line (1L) durvalumab in patients with PD-L1 positive, advanced non-small cell lung
cancer (NSCLC) with a performance status of 2 (PS2): Primary analysis of the multicenter,
single-arm phase Il trial SAKK 19/17.

Michael Thomas Mark, Patrizia Froesch, Katrin Gysel, Sacha Rothschild, Alfredo Addeo,
Christoph J. Ackermann, Sabrina Chiquet, Martina Schneider, Karin Ribi, Angela Fischer Maranta,
Sara Bastian, Roger Anton Fredy Von Moos, Markus Joerger, Martin Friih; Divison of Oncology/
Hematology, Cantonal Hospital Graublinden, Chur, Switzerland; Oncology Institute of Southern
Switzerland, Bellinzona, Switzerland; Swiss Group for Clinical Cancer Research (SAKK), Bern,
Switzerland; University Hospital Basel, Comprehensive Cancer Center and Medical Oncology, Basel,
Switzerland; Medical Oncology, Geneva University Hospital, Geneva, Switzerland; Department of
Oncology, Spital Thun, Thun, Switzerland; International Breast Cancer Study Group, Bern, Switzer-
land; Division of Oncology/Hematology, Kantonsspital Graubuenden, Chur, Switzerland; Department of
Medical Oncology, Kantonsspital Graubuenden, Chur, Switzerland; Department of Oncology/
Hematology, Cantonal Hospital St. Gallen, St. Gallen, Switzerland; Department of Oncology/
Hematology, Kantonsspital St. Gallen, St. Gallen, Switzerland

Background: The safety and efficacy of 1L durvalumab in PS2 patients (pts) with advanced NSCLC is
unknown. Important safety data leading to exclusion of pts with relevant respiratory symptoms have
been published as an interim report. Here we present the primary analysis of 1L durvalumab in PS2 pts,
unsuitable for combination chemotherapy and PD-L1 expression in =25% of tumor cells. Methods: In
this single-arm, multicenter, phase Il trial pts with PD-L1 positive (tumor proportional score,
TPS =25%), advanced NSCLC with PS2, unsuitable for combination chemotherapy determined by
the investigators, in the absence of known contraindications for immunotherapy and sufficient organ
function, received a fixed dose of 1500 mg durvalumab every four weeks. The primary endpoint was
overall survival (OS) at 6 months. The statistical hypothesis was to improve OS at 6 months from =35%
to =53%. Adverse events (AEs) were assessed according to National Cancer Institute Common
Terminology Criteria for AEs (NCI CTCAE) version 5.0. Results: Forty-eight pts were included (29
males, 19 females). Median age was 76 years (range, 37-87). 0S at 6 months was 60% (95% Cl: 45-
74%). OS at 6 months after the exclusion of pts with initially relevant respiratory symptoms was 67%
(95% Cl: 46-84%, n = 27) compared to the subgroup of pts without this exclusion criteria who were
recruited before the amendment (52%, 95% Cl: 30-74%, n = 21). Median OS was 8.5 months (95%
Cl: 4.4-16.7). Objective response rate and median PFS were 17% (95% Cl: 8-30%) and 2.5 months
(95% Cl: 1.8-7.1). Thirty-three deaths (69%) were observed to date. Ten early fatal events considered
not treatment-related occurred during the first 5 weeks of treatment. Four out of the first 7 early fatal
events (4/7; 57%) were respiratory failures in pts with advanced symptomatic primary lung tumors.
Only 3 more early fatal events occurred after the protocol amendment excluding pts with severe
respiratory symptoms. Thirty-nine patients (81%) had an AE grade =3 (G3). The most frequent
AEs =G3 were lung infection (19%), dyspnea (15%) and hypertension (10%), respectively. Treatment-
related AEs =G3 were reported in 9 pts (19%) and included colonic perforation in one patient (grade 5),
colitisin 5 pts (10%), hepatitis and increased lipase in 3 pts each (6%). Conclusions: 1L durvalumab in
PS2 pts with advanced PD-L1 positive (TPS =25%) NSCLC is effective and led to a promising 6-month
0S of 60%. Four-weekly durvalumab can be safely offered to pts presenting without severe pulmonary
symptoms who are not candidates for chemotherapy. Clinical trial information: NCT03620669.
Research Sponsor: AstraZeneca.
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Safety, efficacy and hiomarker data in patients with non-small cell lung cancer treated
with the anti-IL1RAP antibody nadunolimab in combination with platinum doublet.

Luis G. Paz-Ares, Astrid Paulus, Marius Zemaitis, Saulius Cicenas, Zanete Zvirbule, Enriqueta Felip,
Annika Sanfridson, Camilla Rydberg-Millrud, Susanne Magnusson, Nedjad Losic, Ignacio Garcia-
Ribas; Hospital Universitario 12 de Octubre, Madrid, Spain; Centre Hospitalier Universitaire de Liege,
Liege, Belgium; Department of Pulmonology Medical Academy Lithuania University of Health
Sciences, Kaunas, Lithuania; National Cancer Institute, Vilnius, Lithuania; Riga East Clinical Uni-
versity Hospital, Riga, Latvia; Vall d’Hebron University Hospital, Vall d’Hebron Institute of Oncology
(VHIO), Barcelona, Spain; Cantargia AB, Lund, Sweden

Background: Interleukin-1 Receptor Accessory Protein (IL1RAP), expressed in various tumors, is
essential for IL-1a and IL-1B signaling. IL-1a/IL-1B are implicated in tumor progression and therapy
resistance, and chemotherapy can upregulate IL-1a in e.g. non-small cell lung cancer (NSCLC).
Nadunolimab (CANO4), a fully humanized ADCC-enhanced IgG1 antibody, targets IL1RAP and blocks
IL-1a/IL-1B signaling. Here, data are reported from clinical phase 1/2 trials in NSCLC pts given
nadunolimab and platinum doublet. Methods: Pts with advanced NSCLC, 1% line or progressed on
pembrolizumab, received nadunolimab at 1 (n=16), 2.5 (n=3) or 5 mg/kg (n=11) with cisplatin/
gemcitabine (NCG), or at 2.5 mg/kg with carboplatin/pemetrexed (NCP) (n=5). Four additional pts, 3"
line or beyond, received NCG at 1 or 1.75 mg/kg nadunolimab. Primary objective was safety; efficacy
was evaluated as a secondary objective and effects on serum and tumor tissue biomarkers explored.
Results: The 30 15tor 2" line pts given NCG had a median PFS of 7.2 months (95% Cl 5.5-8.2), ORR of
53% (34-72) and DoR of 5.8 months (3.7-7.5). A dose-response trend was observed for PFS and DoR
(Table). Twenty non-progressing pts continued nadunolimab as monotherapy post chemo; 8 of these
remained in disease control for a further 12-131 wks. Nadunolimab monotherapy was well tolerated
with =grade 3 adverse events reported less frequently. Two pts (non-squamous, 2" line post
pembrolizumab) showed complete responses, one observed after >40 wks of nadunolimab mono-
therapy. Furthermore, confirmed partial responses were observed in 3 of 5 pts given NCP, and 2 of 4 3"
line or beyond pts given NCG. NCG reduced several serum markers, e.g. CRP and tumor-promoting
HGF, effects which were maintained by nadunolimab monotherapy. Additionally, a decrease of MCP-3
and 4 was observed during monotherapy. NCG also reduced IL-1- and tumor microenvironment (TME)-
related markers in serum (angiopoietin 1, CXCL5, IL-8, TWEAK and VEGFA). Spatial analyses of protein
and RNA markers in tumor biopsies are ongoing to verify potential effects in the TME. Conclusions: NCG
shows promising efficacy in NSCLC with a trend for dose response, and long-term disease control by
nadunolimab monotherapy post chemo with good safety. These observations are supported by changes
in TME-related serum biomarkers. Preliminary data suggest similar efficacy with NCP, and in more
heavily pretreated pts. Clinical trial information: NCT0O3267316, NCTO5116891. Research Sponsor:
Cantargia AB.

Dose (mg/kg) n PFS (mos) 95% Cl ORR (%) 95% ClI DoR (mos) 95% CI

1 16 56 3.9-7.4 50 24.7-75.3 4.7 3.6-7.5
2.5 3 7.6 NE 66.7 9.4-99.2 NE NE
5 11 8.2 5.6-11.1 545 23.4-83.3 6.6 NE
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The impact of PD-L1 expression and co-mutations on outcome of KRAS-driven non-small-
cell lung cancer.

Petros Christopoulos, Miriam Blasi, Dirk Eberhard, Daniel Kazdal, Teresa Romero Cruz,
Farastuk Bozorgmehr, Rajiv Shah, Florian Eichhorn, Hauke Winter, Jonas Kuon, Jan Budczies,
Helge Bischoff, Albrecht Stenzinger, Michael Thomas; Department of Thoracic Oncology, Thoraxklinik
and National Center for Tumor Diseases at Heidelberg University Hospital, Heidelberg, Germany;
Translational Lung Research Center Heidelberg (TLRC-H), Member of the German Center for Lung
Research (DZL), Heidelberg, Germany; Department of Thoracic Oncology, Thoraxklinik at Heidelberg
University Hospital, Heidelberg, Germany; University Hospital Heidelberg, Heidelberg, Germany;
Thoraxklinik at Heidelberg University Hospital, Heidelberg, Germany; Department of Thoracic
Oncology/Internal Medicine, Thoraxklinik, Heidelberg University Hospital and Translational Lung
Research Center Heidelberg (TLRC), German Center for Lung Research (DZL), Heidelberg, Germany;
Thoraxklinik at Heidelberg University Hospital (Germany), Heidelberg, Germany; Fachklinik
Léwenstein, Léwenstein, Germany; Institute of Pathology, University of Heidelberg, Heidelberg,
Germany; Thoraxklinik, Heidelberg, Germany; Institute of Pathology, University Hospital and National
Center for Tumor Diseases, Heidelberg, Germany; Thoracic Oncology, Thoraxklinik, University Heidel-
berg and Translational Lung Research Center Heidelberg (TLRC-H), Member of the German Center for
Lung Research (DZL), Heidelberg, Germany

Background: Interest has surged for KRAS mutated (KRAS™") non-small-cell lung cancer (NSCLC) after
approval of the covalent KRASS!2C inhibitors sotorasib and adagrasib. It remains unclear, how
prognosis of these tumors is influenced by co-mutations and which cases could benefit most from
novel drugs alongside immunotherapy (10) or chemo-immunotherapy (CHT-10). Methods: This retro-
spective study included all NSCLC patients with KRAS™! NSCLC treated in the Thoraxklinik Heidel-
berg from 01/2014 until 01/2021. For molecular profiling, PCR-based next-generation sequencing
(NGS) was performed with a 40-gene panel, including TP53, KEAPI and STK1 1. Date of progression
was verified through reevaluation of radiologic images by the investigators according to RECIST v1.1.
Stratification was performed according to the type of KRAS mutation (G12C vs. other), presence of
TP53, STK11 and KEAPI co-mutations (vs. wild-type [WT] status), and the PD-L1 tumor proportion
score (TPS < 1 akaPD-L1"€, vs. TPS 1-49, vs. TPS 50+ aka PD-L1"'€"). Results: Among 370 identified
patients, no differences (all p-values > 0.08) were observed between KRAS®'2¢ (n = 163) and
KRAS™™G12C (n = 207) regarding clinicopathological features, like age (median 65 years), sex,
smoking status, initial ECOG performance status, PD-L1 TPS, type of treatment in any line, number of
treatment lines, and overall survival (OS, 19.4 months in median; details in the poster). In contrast,
there was a strong association of PD-L1 TPS with OS (20.2 vs. 9.7 months for PD-L1"&"ys. PD-L1"%€, p
=0.011) and progression-free survival (PFS, 5.7 vs. 1.9 months, f = 0.004) under 10. In addition,
specifically within the PD-L1"€ subset, OS was longer for KRASG12C compared to KRAS®™®" patients
(22.6 months vs. 12.1 months, p = 0.032). This was driven by the longer PFS under CHT-10 (9.7 vs.
4.5 months for KRASS12C vs. KRAS™®', p = 0.005), particularly in the absence of TP53 mutations (8.5
vs. 4.0 months with p =0.004 for TP53WtPatients; p > 0.50 for TP53™") and KEAPI mutations (11.3
vs. 5.1 months with p = 0.01 for KEAPI"! patients; p > 0.70 for KEAPI™"). Also, across all patients,
KEAPI™ cases showed a trend for shorter PFS under CHT-10 (2.7 vs. 8.0 months, p = 0.07) and 10
(1.9 vs. 3.9 months, p=0.081), as well as shorter OS (15.9 vs. 19.5 months, p =0.068) compared to
KEAPI", in contrast to STK11™" cases (p = 0.42-0.92 for the same comparisons). Overall, KRAS™"
NSCLC after chemotherapy and immunotherapy showed poor prognosis under standard therapies with a
median PFS of 3 months, and a median OS of 6.8 months. Conclusions: In PD-L1"*€ NSCLC, KRASE12¢
is associated with better outcome under CHT-10 and longer OS compared to KRAS™’ especially in the
absence of TP53 and KEAP1 co-mutations. KEAP1, but not STK11 mutations are associated with
impaired benefit from (CHT-)IO in KRAS™! NSCLC. Treatment of KRAS™*' NSCLC after chemo-
immunotherapy represents an unmet medical need. Research Sponsor: Amgen GmbH; Thoraxklinik
Heidelberg.
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RET testing and treatment patterns among patients with aNSCLC in US clinical practice.

Eunice Kim, Jesse Sussell, Carmen Ng, Justin Nedzesky, Qing Zhang, Celina Ngiam,
Aaron Scott Mansfield; Genentech, Inc., South San Francisco, CA; University of Washington, Seattle,
WA and Genentech, Inc., South San Francisco, CA; Mayo Clinic, Rochester, MN

Background: Biomarker testing, including for rearrangement during transfection (RET), is recom-
mended and important in selecting efficacious targeted therapy for patients with advanced non-small
cell lung cancer (aNSCLC). This retrospective cohort study characterized RET testing and treatment
patterns among aNSCLC patients in clinical practice. Methods: We used the nationwide Flatiron Health
electronic health record-derived de-identified database to select patients diagnosed with aNSCLC
(stage =I11B) from 2017-2022. We measured rates of RET testing (test result =90 days after advanced
diagnosis). We used logistic regression to identify baseline characteristics predictive of timely testing.
Finally, we described treatment patterns for patients with RET+ aNSCLC before and after the US
approval of RET inhibitors. Results: Among 26,329 aNSCLC patients, rates of RET testing =90 days
after advanced diagnosis increased from 25% (2017 Q1) to 73% (2022 Q1). Patients were less likely to
receive RET testing within 90 days if they were Black (multivariate odds ratio [OR] 0.8) or Hispanic (OR
0.8) compared to White, or had Medicare (OR 0.9; all p<<0.001) compared to commercial insurance.
Patients were more likely to receive RET testing within 90 days if they were in the highest socioeco-
nomic quintile (OR 1.4), had de novodisease (OR 2.1), or no history of smoking (OR 1.3; all p<<0.001).
Between 2017 and 2022, there were increases in the use of next-generation sequencing (66% to 89%)
and blood samples for biomarker testing (25% to 49%) and a decrease in mean days from diagnosis to
test result (33 to 28) for the first RET test among those who had testing within 90 days. Among all
patients with aNSCLC tested within 90 days (n=12,275), 73 were RET+ and received 1L
treatment =90 days after advanced diagnosis. The most common 1L treatments before (n=35)
and after (n=38) RET inhibitor approval were chemotherapy (40%) and RET inhibitor (42%), re-
spectively (Table). Conclusions: RET testing has increased over time, but certain patient subgroups are
less likely to receive timely RET testing and therefore may not be optimally treated. Among patients with
RET+aNSCLC identified after RET inhibitor approval, only 42% were treated with a RET inhibitor in the
1L setting. These results suggest both disparities in access to RET testing and unmet medical need
among patients with RET+ aNSCLC. Research Sponsor: This study is sponsored by Genentech, Inc.

Treatment patterns of RET+ patients.

Patients who initiated 1L Patients who initiated 1L
hefore approval of 1st RET  after approval of 1st RET

Treatment type inhibitor (n=35 of 73) inhibitor (n=38 of 73)
Chemotherapy only 14 (40%) 4 (11%)
Chemotherapy + Checkpoint inhibitor 10 (29%) 7 (18%)
Checkpoint inhibitor only 5 (14%) 4 (11%)

RET inhibitor - 16 (42%)
Other targeted therapy 2 (6%) 3 (8%)
Clinical trial drug 4 (11%) 1 (3%)

Other 0 (0%) 3(8%)
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Explore ALK: Alectinib activity in patients with ALK+ metastatic non-small cell lung
cancer—A national real world analysis (GFPC 03-2019).

Aurélie Swalduz, Gaelle Rousseau-Bussac, Florian Guisier, Helene Doubre, Pierre Fournel,
Lionel Falchero, Laurence Bigay Game, Remi Veillon, Marie Marcg, Charles Ricordel,
Chantal Decroisette, Domitille Dano, Gregoire Justeau, Stéphanie Martinez, Alexis B Cortot,
Hugues Morel, Laurent Greillier, Renaud Descourt; Department of Medical Oncology, Centre Léon
Bérard, Lyon, France; CHI Créteil, Créteil, France; Department of Pneumology, Rouen University
Hospital, Rouen, France; Pneumology, Hopital Foch, Suresnes, France; Department of Medical
Oncology, Nord University Hospital, Saint-Etienne, France; Hépitaux Nord-Ouest, Service de Pneumo-
logie et Cancérologie Thoracique, Villefranche-Sur-Saone, France; CHU Larrey, Toulouse, France; CHU
Bordeaux - Hépital Haut Lévéque, Pessac, France; Centre Hospitalier Departemental la Roche-sur-
Yon, La Roche-Sur-Yon, France; Pneumology, CHU Rennes — Hépital Pontchaillou, Rennes, France;
Department of Medical Oncology, Centre Leon Berard, Lyon, France; Institut Paoli Calmette, Marseille,
France; CHU D’Angers, Angers, France; Centre Hospitalier du Pays d’Aix, Aix En Provence, France;
Thoracic Oncology Department, Hospital Albert Calmette, Lille, France; Service Pneumologie Onco-
logie Thoracique, Orléans, France; Assistance Publique Hdépitaux de Marseille (AP-HM), Marseille,
France; Thoracic Oncology Department, Hospital Morvan, Brest, France

Background: Alectinib is a standard of care option in advanced ALK-rearranged (ALK+) non-small cell
lung cancer (NSCLC) patients (pts), with efficacy established by phase 3 trials, in first-line and beyond.
There are few efficacy data in unselected populations. Methods: The objective of this study was to
evaluate the efficacy of alectinib in real-world setting. All ALK+ advanced NSCLC pts initiating
alectinib, between December 13, 2017 (date of access in France) and June 27, 2020, whatever the
line, were included in explore ALK study. Patient characteristics, alectinib duration of treatment (DOT),
progression-free survival assessed locally (rwPFS), overall survival (OS) according to the prescription
line of alectinib, the presence of brain metastases at alectinib initiation, response rate and tolerance
were collected from the medical files. Results: The analysis included 223 pts: 46.2% were men, 84.7%
had no smoking history or were former smokers, median age was 59 (22-101) years and 95% were
adenocarcinomas. Alectinib was initiated as first-line treatment in 119 pts, with a PS of 0/1/>1 in
42%131%/27% of cases, a median number of metastatic sites of 2 (cerebral, hepatic, bone in 33%,
24% and 32% of cases). In first-line setting, after a median follow-up of 33.7 months (95%Cl, 32.2-
37.5), the median of rwPFS and DOT were 28.1 (95%Cl, 20.7-40.4) and 26.9 (95%ClI, 20.2-31.3)
months, respectively. The median OS was not reach (NR), the 3-year OS rate was 72.1%. The rwPFS
was not significantly different depending on whether or not the patient has brain metastases, 28.1
(95% CI, 14.5-NR) and 30.5 (85% CI, 18.9-40.4) months, respectively. The best response was
complete (CR), partial (PR) and stable (SD) in 21%, 58% and 17%. The cerebral response, evaluable in
30/39 of the pts, was CR, PR and SD in 26%, 46% and 23% respectively; 33% of pts had a grade 3
adverse event, resulting in a temporary interruption of treatment in 7.6% of cases and a permanent
discontinuation in 5.9% of cases. At the time of progression, 48.1% of pts had a new biopsy (66% of
tissue biopsy). Efficacy data for alectinib prescribed as second line and above are summarized in the
table. Conclusions: In this large real-world, cohort of unselected advanced ALK+ NSCLC pts, alectinib
initiated in 15%line or beyond provides similar efficacy and safety results as obtained in phase I clinical
trials. Research Sponsor: Roche.

Line of alectinib initiation Median (35% CI)

2" (n = 49)

Duration of treatment 28,9 (17,7-40,6)
w PFS 28,5 (16,5-49)
pts with cerebral metastasis (n= 23) 30,9 (17-49)
pts without cerebral metastasis (n = 26) 16,8 (9,9-NR)
0s NR (NR-NR)
3'-3'ear OS rate 70.1%

3" (n=25)

Duration of treatment 20,6 (17,7-31,2)
rw PFS 19,6 (13,9-31)
0s NR (36-NR)
3-Xear OS rate 70.6%

4% (n = 12)

Duration of treatment 18,7 (1,7-32,7)
rwPFS 17,4 (2,2-22,5)
0s 35,1 (7,8-NR)
25" (n = 18)

Duration of treatment 14,7 (3,1-29,4)
wPFS 11,7 (3,1-21)
0s 40,1 (7,9-NR)
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A phase | trial of sequential dosing of sonidegib and pembrolizumab in advanced solid
tumors (aST) and non—small-cell lung cancer (NSCLC).

Mohamed Shanshal, Nathan R. Foster, Yanyan Lou, Yujie Zhao, Mahesh Seetharam,
Aaron Scott Mansfield, Konstantinos Leventakos, Mojun Zhu, Kimberly 0. Steinert,
Elizabeth Mikula, Qian Shi, Sani Haider Kizilbash, Haidong Dong, Alex A. Adjei, Wen Wee Ma; Mayo
Clinic, Rochester, MN; Division of Biomedical Statistics and Informatics, Mayo Clinic, Rochester, MN;
Mayo Clinic, Jacksonville, FL; Mayo Clinic Florida, Jacksonville, FL; Mayo Clinic, Phoenix, AZ;
Department of Oncology, Mayo Clinic, Rochester, MN; Department of Quantitative Science Research,
Mayo Clinic, Rochester, MN; Cleveland Clinic, Cleveland, OH

Background: Pembrolizumab interrupts PD-1/-L1 interaction and is efficacious in many cancers.
However, resistance invariably emerges in the majority of patients. Potential mechanisms include
activation of compensatory pathways. The inhibition of sonic hedgehog signaling (sHH) was previously
shown to induce intra-tumoral (IT) infiltration by CD4+, CD8+ and HLA-DR class Il cells. Our preclinical
data showed sHH inhibitor enhanced IT penetration by monoclonal antibodies and induced PD-L1
expression. We conducted a phase | study using a novel sequential pulse dosing of sonedegib followed
by pembrolizumab in aST with an expansion cohort to determine the maximum tolerated dose (MTD),
tolerability and preliminary efficacy. Methods: The dose escalation utilized a 3+3 design to determine
the MTD and proceeded to expansion cohort upon determination of the MTD. Patients enrolled to each
dose level were observed for dose limiting toxicities (DLTs) during the 15 cycle. The expansion cohort
consisted of NSCLC and head/neck squamous cell carcinoma (HNSCC) previously treated by anti-PD1/-
L1. The recommended phase 2 dose (RP2D) was determined following the review of the toxicity profile
of the combination from all cycles. The study treatment consisted of sonidegib oral daily from day 1 to 8
and pembrolizumab I.V. 200 mg on day 8 on an every 3-week cycle. The sonidegib dose levels explored
were 400, 600 and 800 mg. Archival tumor and blood specimens were collected for correlative studies.
Adverse events (AEs) were categorized and graded per CTCAE v5.0, and tumor response by RECIST
v1.1. Results: The study enrolled a total of 33 patients and 29 received treatment (13 in escalation and
16 in expansion), including patients with NSCLC, HNSCC, skin cancer, gastric cancer and melanoma.
The enrollment to the NSCLC cohort is complete and HNSCC continues. No DLT was encountered
during dose escalation and the MTD was not reached. The highest planned dose level was selected to
proceed to expansion (sonidegib 800mg days 1-8 in combination with pembrolizumab I.V. 200 mg on
day 8 on an every 3-week cycle). The expansion cohort proceeded to enroll 15 patients evaluable for AEs
(10 NSCLC and 5 HSNCC). Grade 3 and above treatment-related AEs across all patients were
hyperglycemia, fatigue, dyspepsia, abdominal pain. The mature efficacy data will be reported at
the meeting. Conclusions: The study successfully determined the RP2D of sonidegib when dosed
sequentially with pembrolizumab in advanced solid tumors. The AE profile of the combination is similar
to that for respective agents given individually. The efficacy data among anti-PD1/-PDL1-treated
NSCLC will be reported at the meeting. Clinical trial information: NCTO4007744. Research Sponsor:
Sun Pharma.
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Characterization of diverse targetable alterations in ERBB2 and ERBB3 in 93,465 non-
small cell lung cancers (NSCLC).

Dazhi Liu, Rachel B Keller, Andreas M Heilmann, Justin Allen, Geoffrey R. Oxnard,
Lyudmila Bazhenova, Alexa Betzig Schrock, Bob T. Li; Memorial Sloan Kettering Cancer Center,
New York, NY; Foundation Medicine, Inc., Cambridge, MA; University Of California San Diego, Moores
Cancer Center, San Diego, CA

Background: Recently, fam-trastuzumab deruxtecan-nxki was approved for NSCLC with selected
activating ERBBZ2 (HER2) mutations. Patritumab deruxtecan, a novel HER3 directed antibody drug
conjugate, exhibits in vitroactivity against HER3 mutations. We present a comprehensive landscape of
ERBB2/IERBBS3 alterations (alt) that may predict sensitivity to HER2/HER3 targeted therapies in
development. Methods: We queried an institutional database (Foundation Medicine) of tissue or liquid
comprehensive genomic profiling (CGP) results from 93,465 patients with NSCLC (85,704 tissue and
7,761 liquid samples). ERBB2amp was defined as = sample ploidy +3. Activating/likely activating alts
were called using annotations including presence in COSMIC, functional knowledge of the gene
affected, internal insights, and characterization in the literature. ctDNA tumor fraction (TF) on
FoundationOneLiquid CDx was estimated using a composite algorithm. Results: Activating/likely
activating alt in ERBB2 and ERBB3 were detected in 3.9% (n = 3337) and 0.8% (n = 696) of
NSCLC tissue samples, respectively (ERBB2: 2.0% amp, 1.7% mutations [mut; SNVs or indels],
0.001% rearrangements [RE], and 0.2% multiple; ERBB3: 0.5% amp, 0.3% mut, and 0.004%
multiple). Age at diagnosis, sex, and predicted ancestry were similar among patients with ERBBZalt
and ERBB2wt tumors. ERBBZ2 alt were more frequently observed in non-squamous NSCLC (4.3% vs
2.3% in SCC), largely driven by differential ERBB2 mut frequencies (2.0% vs 0.4%). ERBB2Z mut were
most common in the kinase domain (KD; 70%, 56% of which were exon 20 insertions [ex20ins]),
followed by the extracellular domain (ECD; 20%) and transmembrane domain (TMD; 6%), while
ERBB3 mut were most common in the ECD (88%, most commonly V104L/M and G284R). ERBB2 RE
or splice mut affecting exon 16 were detected in 23 cases (0.03%). While ERBBZ2 alt were mutually
exclusive with other oncogenic drivers (KRAS, ALK, BRAF, EGFR, MET, ROS1, RET; each p < 0.05),
ERBBS3 alt were found to co-occur with both ERBB2 (8.5% vs 3.9% ERBB2wt, p < 0.001) and MET
(8.6% vs 5.2% ERBB2wt, p < 0.001) alt. A similar distribution of ERBB2 alt (1.6% amp, 2.4% mut,
0.4% multiple) was detected in liquid samples with elevated TF (=10%; n = 1458); across all liquid
samples, ERBB2 mut frequency was comparable to tissue (1.5%) but frequency of amp was 0.5%. In
our study, 26% of ERBB2 mut tissue samples had activating/likely activating mut not included in the
DESTINY-LungO1 trial, most notably 100% of both TMD mut (n =99) and exon 16 alt (n = 25), as well
as 35% of ECD mut(117/331)and 14% of KD mut (162/1145, including 6% of ex20ins). Conclusions:
Diverse ERBB2 and ERBB3 alt in NSCLC may predict sensitivity to anti-HER2/3 therapies, but not all
classes of alts are detected/reported by all profiling assays. Utilization of comprehensive testing to
guide biomarker definitions, treatment selection, and clinical trial enrollment is imperative. Research
Sponsor: Foundation Medicine, Inc.
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Updated molecular analysis of MET exon 14 skipping mutations (METex14) in non-small
cell lung cancer (NSCLC).

Jennifer Aline Marks, Nishant Gandhi, Balazs Halmos, Suresh S. Ramalingam, Lyudmila Bazhenova,
Melina Elpi Marmarelis, Joanne Xiu, Phillip Walker, Matthew James Oberley, Patrick C. Ma,
Stephen V. Liu; Lombardi Comprehensive Cancer Center, Georgetown University, Washington, DC;
Caris Life Sciences Research and Development, Phoenix, AZ; Montefiore Einstein Center for Cancer
Care, Bronx, NY; Emory University School of Medicine, Atlanta, GA; University Of California San Diego
Ideka Laboratory, La Jolla, CA; University of Pennsylvania, Philadelphia, PA; Caris Life Sciences,
Phoenix, AZ; Penn State Milton S. Hershey Medical Center, Hershey, PA

Background: METex14 is a heterogeneous family of mutations (mt) in NSCLC that can be effectively
treated with approved targeted agents. Unlike some other drivers in NSCLC, METex14 occurs in both
squamous and adenocarcinoma histology and in both smokers and non-smokers. Here, we present
updated results from analysis of a large dataset to characterize the mutational landscape within
METex14 NSCLC. Methods: NSCLC tissue samples were analyzed with DNA-based next-generation
sequencing (NGS; 592 genes, NextSeq) or whole-exome sequencing (NovaSeq), RNA-based whole
transcriptome sequencing (WTS, NovaSeq), and PD-L1 immunohistochemistry (Dako 22C3) at Caris
Life Sciences (Phoenix, AZ). METex14 was detected by WTS. TMB-high was defined as = 10 mt/Mb.
Chi-square, Fisher’s exact or Mann-Whitney U tests were used to determine statistical significance and
corrected for multiple hypothesis testing (q<<0.05). Immune cell estimates (quanTlseq) and pathway
analysis (ssGSEA) were informed by WTS analysis. Results: Atotal of 711 METex14 cases were detected
with 288 distinct METex14 mt. By histology, 79 (11.1%) were squamous (Sq), 478 (67.23%) were
nonsquamous (nSq), and 24 (3.23%) were adenosquamous. The most common METex14 mt were
D1028H (8.1%), D1028N (7.8%), c.3082+2T>C (5.0%), D1028Y (4.6%), and c.3082+1G>T
(4.4%). Co-mutated TP53 was common (43.4%) but varied by specific METex14 mt, observed in
60.0% of METc.3082+3A>G vs 16.7% of MET G344R. Co-amplified CDK4 was found in 9.3%, with
42.9% in MET ¢.2924-1G>Avs 6.7% in MET ¢.3802+1G>T (p<<0.05). High TMB was seen in 9%;
median TMB ranged from 2 mt/Mb in MET ¢.3082+2T>A to 6.5 mt/Mb in MET ¢.3082+2T>G
(p<<0.05). PD-L1 = 1% was seen in 80.8% compared to 56.2% in METex14-WT(p<0.05), and
median PD-L1 tumor proportion score (TPS) ranged from 0% in MET G344R to 75% in MET
€.3082+2T>A (p<0.05). Co-mutations varied by histology: in Sq-NSCLC, 18.18% had TP53 mt
(g<0.05), 8.97% had POT1 mt (p<0.05), 6.06% had TERT mt (p<0.05), 5.13% CASP8 mt
(g<0.05), and 2.53% RNF43 mt (p<0.05), while in nSg-NSCLC, 45.51% had TP53 mt, 3.38%
had POT1 mt, 0.87% had TERTmt, and 0% in CASP8and RNF43 mt. Smoking status was available for
120 cases: 88% were smokers and 12% were nonsmokers. Wnt, Hedgehog, and Notch signaling were
enriched in nSq (q<<0.05) while upregulation of KRAS signaling, Epithelial-Mesenchymal Transition,
and angiogenesis pathways were enriched in smokers with METext14 NSCLC (g<0.2). Higher
estimates of neutrophils and lower estimates of M2 macrophages, NK cells, and CD8+ T-cells were
observed in Sq-NSCLC. PD-L1, PD-1, HAVCR-2, IDO-1 and IFN-vy expression were higher in nSq than
Sg-NSCLC (g<0.05). Conclusions: METex14 NSCLC is highly heterogenous, with variations in co-
mutation, TMB, and PD-L1 expression. Although Sg- and nSg-NSCLC harbor METex14, the enrich-
ment of oncogenic pathways and infiltrating immune cells differ between histology and smoking
history. Research Sponsor: None.
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Long-term outcome for patients with advanced non—small-cell lung cancer treated by
autologous cytokine-induced killer (CIK) cell immunotherapy in combination with sinti-
limab plus chemotherapy: NSCLC-CCICC-002.

Liang Liu, Li Zhou, Xiubao Ren, Weihong Zhang, Yanjuan Xiong, CCICC; Tianjin Medical University
Cancer Institute and Hospital, Tianjin, China

Background: Autologous cytokine-induced killer (CIK) cell immunotherapy in combination with Sinti-
limab demonstrated robust antitumor activity and safety in the phase Ib CCICC-002 study
(NCT03987867) of Non—Small-Cell Lung Cancer. Long-term outcomes in patients are reported herein.
Methods: Systemic therapy naive patients received platinum-based doublet chemotherapy, Sintilimab
(PD1 inhibiter), and CIK cells every 3 weeks for 4 cycles, then maintenance treatment with Sintilimab
in squamous and with Sintilimab plus pemetrexed in non-squamous NSCLC until disease progression
or unacceptable toxicity or two years. Kaplan-Meier estimates of overall survival (OS) and progression-
free survival (PFS) were calculated. OS and PFS were based on immune-related response criteria by
investigator assessment (data cut-off, January 31, 2023). Results: From May 2019 to Jan 2021,
CCICC-002 enrolled 33 patients ( 19 squamous, 14 non-squamous NCSLC; 1 patient was excluded
because the second biopsy revealed EGFR mutation) aged 46-73 years with median follow-up was
31.4 months (range, 7.6-44.4 months). Estimated 3-year OS was 51.8% in all patients; median OS
was not reached (95% CI, 26.6 months-not reached) in all patients. In subgroups, median OS was
27.6 months (95% Cl, 13.4 months-not reached) in squamous NCSLC and not reached (95% Cl, 29.9
months-not reached) in non-squamous NCSLC, respectively. Median OS was not reached (95% ClI,
27.6 months-not reached) in PD-L1 positive patients and 28.3 months (95% CI, 15.6 months-not
reached) in PD-L1 negative patients, respectively. Estimated 3-year PFS rate was 27.5% and median
PFS was 17.9 months (95% Cl, 8.2-26.5 months) in all patients. Median PFS was 17.3 months (95%
Cl, 5.0-24.0 months) in squamous NCSLC and 22.4 months (95% CI, 5.7 months-not reached) in non-
squamous NCSLC, respectively. Median response duration was 18.7 months (95% CI, 10.1-
27.6 months). 30.3% of patients were ongoing at data cut-off, and the longest response was ongoing
at 41.3 months. 1 of the 5 CMR (complete metabolic response by PET-CT) patients experienced
disease progression during observation. Treatment-related AEs (TRAESs) occurred in 94.0% of patients
and resulted in study discontinuation in 7.8%, and 15.2% experienced grade 3/4 TRAE. Conclusions:
This long-term analysis of CCICC-002 represents the longest follow-up for CIK to date and confirms the
durable antitumor activity and tolerability of CIK cells therapy in combination with Sintilimab plus
chemotherapy in advanced NCSLC. Further studies are warranted to confirm these preliminary results.
Clinical trial information: NCT03987867. Research Sponsor: Tianjin Medical University Cancer
Institute and Hospital.
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A nation-wide genomic screening project for further development of targeted therapies in
treatment-refractory non-small-cell lung cancer (LC-SCRUM-TRY).

Hiroki Izumi, Shingo Matsumoto, Kazumi Nishino, Terufumi Kato, Satoshi Hara, Atsushi Nakamura,
Jun Sakakibara-Konishi, Shoichiro Yamamoto, Yuichiro Ohe, Ichiro Nakachi, Shoichi Kuyama,
Tomohiro Kato, Masahiro Kodani, Yuji Shibata, Hibiki Udagawa, Tetsuya Sakai, Kaname Nosaki,
Yoshitaka Zenke, Kiyotaka Yoh, Koichi Goto; National Cancer Center Hospital East, Kashiwa, Japan;
Department of Thoracic Oncology, National Cancer Center Hospital East, Kashiwa, Japan; Osaka
International Cancer Institute, Osaka, Japan; Kanagawa Cancer Center, Yokohama, Japan; Itami City
Hospital, Itami-Shi, Japan; Sendai Kousei Hospital, Sendai, Japan; Department of Respiratory
Medicine, Faculty of Medicine, Hokkaido University Hospital, Sapporo, Japan; Ehime University
Graduate School of Medicine, Toon, Japan; National Cancer Center Hospital, Tokyo, Japan; Saiseikai
Utsunomiya Hospital, Utsunomiya-Shi, Japan; Department of Respiratory Medicine, National Hospital
Organization Iwakuni Clinical Center, Iwakuni City, Yamaguchi, Japan; National Hospital Organization
Himeji Medical Center, Himeji, Japan; Faculty of Medicine, Department of Multidisciplinary Internal
Medicine, Division of Respiratory Medicine and Rheumatology, Tottori University Fuculty of Medicine,
Yonago, Japan; National Cancer Center Hospital East in Japan, Kashiwa-Shi, Japan

Background: Targeted therapies based on oncogenic drivers demonstrate dramatic and durable re-
sponse in patients with non-small cell lung cancer (NSCLC). However, acquired resistance inevitably
develop by diverse genomic resistance mechanisms. Genotype-matched targeted therapies to over-
come treatment-resistance have not been established, except osimertinib against EGFR T790M
mutation. Methods: We established a nation-wide genomic screening project in treatment-resistant
NSCLC (LC-SCRUM-TRY; UMINOO0O041957) in September 2020 to identify the genetic resistant
alterations, and to promote clinical therapeutic development. Enrolled patients have been screened for
genetic alterations using a rapid next-generation sequencing (NGS) system, Oncomine Precision Assay
(OPA) for tissue samples, and Guardant 360 (G360) or OPA for plasma samples. MET amplification was
also evaluated by FISH for NSCLC post EGFR-TKI treatment. Results: As of January 2023, 129
institutions in Japan were participating, and 1252 patients had been enrolled. Sample types were
tissue (84%), and plasma (16%), respectively. Turn-around-time (median [interquartile range]) of OPA
and G360 was 5 (4-6), and 9 (8-10.5) days, respectively. Of these, a total of 711 (57%) were already
identified to have oncogenic driver at enrollment (EGFR, 556 [43%]; ALK, 70 [6%]; RET, 22 [2%];
ROS1,21[2%]; KRAS, 15[1%]; ERBB2exon 20 insertion [ex20ins], 8 [0.6%]; METexon 14 skipping
[ex14skipl, 8 [0.6%]; BRAFV600E, 7 [0.6%]; NTRK3, 2 [0.2%]; others, 2 [0.2%]). Of 556 EGFR-
mutated NSCLC, 537 (97%) were enrolled post EGFR-TKIs. EGFR mutation subtypes were exon 19
deletion (52%), L858R (41%), ex20ins (1%), others (6%), respectively. Of 537 EGFR-TKI resistant
tumors, 326 (40%) had at least one genetic alteration related with drug resistance, including EGFR
alterations (amplification [13%], C797S [4%], A750P [3%], E709X [2%], L792X[1%], L718Q[1%]),
MET amp (16%), and other driver mutation/rearrangement (8%). Through this screening, 37 (7%) of
patients resistant to EGFR-TKI were enrolled into clinical trials, with 16/102 (16%) patients with
targetable alterations (MET amp or EGFR C797S). In addition, of 541 NSCLC without oncogenic
drivers at enrollment, 116 (21%) were identified to have actionable oncogenic drivers with FDA-
approved drug (KRAS G12C, 23 [4%]; ERBB2 ex20ins, 23 [4%]; RET, 13 [2%]; MET ex14skip, 13
[2%]; EGFR except ex20ins, [4%]; EGFR ex20ins, 10[2%]; ALK, 6 [1%]; ROS1, 5[1%]). Conclusions:
LC-SCRUM-TRY contributes to the clinical development of precision medicine to overcome drug
resistance, especially for EGFR-mutated NSCLC resistant to EGFR-TKI. This screening platform also
help to practice precision medicine for patients initially diagnosed as driver-negative. Clinical trial
information: UMINOOOO41957. Research Sponsor: Amgen, Nippon Boehringer Ingelheim, Takeda,
Haihe Biopharma, AstraZeneca, Eli Lilly Japan, Janssen, Novartis, Turning Point Therapeutics, Spec-
trum Pharmaceuticals.
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Retrospective clinical analysis of circulating tumor DNA (ctDNA)-based molecular re-
sponse (MR) and haseline blood-bhased tumor mutational burden (bTMB) for monitoring
response in phase 3 trial of bintrafusp alfa vs. pembrolizumab treatment of non-small cell
lung cancer (NSCLC).

Zheng Feng, Andreas Machl, Danyi Wang, Brooke Overstreet, Arielle Yablonovitch,
Juergen Scheuenpflug; Clinical Measurements Sciences, Global Research & Development, EMD
Serono, Billerica, MA USA, an affiliate of Merck KGaA, Billerica, MA; EMD Serono, Billerica, MA;
Guardant Health Inc., Redwood City, CA; Guardant Health, Palo Alto, CA; Clinical Biomarkers and
Companion Diagnostics, Merck KGaA, Darmstadt, Germany

Background: The clinical utility of ctDNA-based approaches, such as bTMB and MR, to monitor and
predict response during chemo-immunotherapy was evaluated using longitudinal cohort samples
from a Phase 3 study of bintrafusp alfa versus pembrolizumab as a first-line treatment in patients
with PD-L1 expressing advanced NSCLC. Methods: ctDNA was collected at baseline and day 42 after
treatment with bintrafusp alfa (Q2W, 1200mg) or pembrolizumab (Q3W, 200mg). The GuardantOMNI
liquid biopsy (LBx) assay was used to detect somatic alterations in 497 genes and generate bTMB from
baseline, and MR scores from baseline and day 42 (n = 424 samples). bTMB and somatic alterations
influencing response were explored. MR scores were calculated using the validated Guardant Response
algorithm. Associations between ctDNA metrics and PFS were assessed. Results: 418/424 samples
passed sequencing QC; of these, somatic mutations were detected in 236/237 baseline samples and
177/181 day 42 samples. Of 212 NSCLC patients with eligible bTMB results at baseline, 104 (49.1%)
patients received bintrafusp alphaand 108 (50.9%) received pembrolizumab. bTMB high (bTMB-H) is
defined as >20mut/MB. In the bintrafusp alpha arm, PFS was significantly longer in patients with
bTMB-H (median 8.3 months vs 2.7 months, p = 0.00086). In the pembrolizumab arm, PFS was also
longer in patients with bTMB-H (median 5.65 months vs 5.5 months, p = 0.0898). Of 132 NSCLC
patients with eligible MR results, 67 (50.8%) patients received bintrafusp alpha and 65 (49.2%)
patients received pembrolizumab. In the bintrafusp alpha arm, molecular responders had significantly
longer PFS (median 7.9 months vs 4.2 months, p = 0.00042). In the pembrolizumab arm, molecular
responders also had significantly longer PFS (median 8.95 months vs 4.1 months, p = 0.00054).
Conclusions: ctDNA analysis from plasma samples supported MR assessment in patients treated with
ICI, indicating its utility as an adjunct to RECIST in monitoring of tumor response. Blood-based TMB-
high was associated with immunotherapy treatment benefit. Analysis of b-TMB and MR allowed
identification of patients with improved PFS in both treatment arms. Investigation of treatment specific
TMB cut off selection and potential clinical utility of defined somatic mutations is ongoing. Clinical trial
information: NCTO3631706. Research Sponsor: This research was supported by the healthcare
business of Merck KGaA, Darmstadt, Germany (CrossRef Funder ID: 10.13039/100009945).
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Patient-reported outcomes in patients with metastatic non-squamous non-small cell lung
cancer from the PERLA trial comparing first-line chemotherapy plus dostarlimab or
pembrolizumab.

Martin Reck, Ana Laura Ortega Granados, Filippo de Marinis, Oren Meyers, Susan Boklage, Qin Shen,
Lillian Cho; Lungen Clinic, Grosshansdorf, Germany; Servicio de Oncologia Médica, Hospital Uni-
versitario de Jaén, Jaén, Spain; European Institute of Oncology, Milan, Italy; GSK, Collegeville, PA

Background: PERLA (NCTO4581824) is a global, randomized, Phase |l, double-blind study assessing
the efficacy and safety of chemotherapy (CT) combined with programmed death 1 (PD-1) inhibitors
dostarlimab (dostCT) and pembrolizumab (pembCT) as first-line (1L) treatment (tx) for patients (pts)
with metastatic non-oncogene-driven, non-squamous, NSCLC. DostCT had similar efficacy and safety
to pembCT [1]. Exploratory analyses of patient-reported outcomes (PROs) from PERLA have been
conducted. Methods: In PERLA, pts with ECOG status O—1 were randomized 1:1 to receive =35 cycles
(C) of dostCT or pembCT Q3W (CT was =35 cycles [C] of 500 mg/m? pemetrexed every 3 weeks [Q3W]
and =4C of cisplatin or carboplatin). PROs were collected at baseline (BL), Q3W until C4, Q9W until
C16, Q12W until end of tx and at 30-day safety follow-up. Change from BL in EORTC QLQ-C30 & QLQ-
LC13 were analyzed using a longitudinal mixed model, with a =10-point change from BL considered
clinically meaningful; scores were categorized as improved, stable, or worsened. Time to deterioration
(TTD) in QLQ-C30 and selected QLQ-LC13 symptoms were estimated using Kaplan—Meier methods.
Results: Analysis populations for dostCT/pembCT included 102/99 pts for QLQ-C30 and 96/90 pts for
QLQ-LC13. Completion rates for QLQ-C30 and QLQ-LC13 were >80% up to C4 in both tx arms,
decreasing after C7. At C13, 55.0% [n=33/60] and 54.2% [n=32/59] of dostCT pts, and 37.1%
[n=23/62] and 35.7% [n=20/56] of pembCT pts completed QLQ-C30 and QLQ-LC13, respectively.
Overall, least squares (LS) mean QLQ-C30 and QLQ-LC13 scores remained stable up to C13. Relative
to BL, average pt functioning (e.g., physical, role) and cancer symptoms (e.g., pain, cough, dyspnea)
were stable through C13 (~1 yron tx); no clinically meaningful difference in LS mean QLQ-C30 or QLQ-
LC13 scores were observed between tx arms. Across most QLQ-C30 and QLQ-LC13 subscales, >60%
pts in both tx arms had stable or improved responses up to C13. At C13, meaningful improvements in
chest pain and dyspnea were reported in a higher % of dostCT pts (34.4% [n=11/32] and 40.6%
[n=13/32], respectively) than pembCT pts (10.0% [n=2/20] and 25.0% [n=5/20], respectively). TTD
for QLQ-C30 and QLQ-LC13 subscales were comparable between tx arms, except for longer median
TTD in dyspnea in dostCT pts (N=96) than pembCT pts (N=90) (4.24 vs 1.54 months; HR 0.64 [95%
Cl: 0.44-0.93]). Conclusions: HRQoL was similar and stable through C13 in both tx arms. These results
supplement efficacy and safety data reported in PERLA and support further investigation of dostarlimab
as an appropriate PD-1 inhibitor for use in combination with standard of care and novel therapies in
metastatic NSCLC. References: 1. Peters, S et al. IOTECH 2022;16(S1):100162 Funding:GSK
(213403). Editorial support provided by Fishawack Health, funded by GSK. Clinical trial information:
NCT04581824. Research Sponsor: GSK (213403).
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RAMP 202: A phase 2 study of avutometinib (VS-6766) = defactinib, in patients with
advanced KRAS G12V mutant non-small cell lung cancer (NSCLC).

Joshua E. Reuss, Sunil G. Gandhi, David R. Spigel, Pasi A. Janne, Luis G. Paz-Ares, Shirish M. Gadgeel,
Jyoti D. Patel, Francesco Passiglia, Alexander [. Spira, Martin Joseph Edelman,
George R. Blumenschein, Ardaman Shergill, Timothy F. Burns, Vijeta Bhambhani, Gloria Patrick,
Jonathan A. Pachter, Louis J. Denis, D. Ross Camidge; Lombardi Comprehensive Cancer Center,
Georgetown University, Washington, DC; Florida Cancer Specialists, Lecanto, FL; Department of
Thoracic Medical Oncology, Sarah Cannon Research Institute/Tennessee Oncology, Nashville, TN;
Dana-Farber Cancer Institute, Boston, MA; Hospital Universitario, 12 de Octubre, Universidad
Complutense de Madrid, Madrid, Spain; Henry Ford Cancer Institute, Henry Ford Health, Detroit,
MI; Robert H. Lurie Comprehensive Cancer Center, Northwestern University, Chicago, IL; Department
of Oncology, University of Turin, Azienda Ospedaliero Universitaria San Luigi, Turin, Italy; US Oncology
Research, Fairfax, VA; Fox Chase Cancer Center, Philadelphia, PA; Department of Thoracic Head and
Neck Medical Oncology, The University of Texas MD Anderson Cancer Center, Houston, TX; De-
partment of Medicine, Section of Hematology & Oncology, University of Chicago Medical Center,
Chicago, IL; UPMC Hillman Cancer Center; Department of Medicine, Division of Hematology/Oncology,
University of Pittsburgh, Pittsburgh, PA; Verastem Oncology, Needham, MA; Verastem, Needham
Heights, MA; Verastem, Inc., Needham, MA; Division of Medical Oncology, Department of Medicine,
University of Colorado School of Medicine, Aurora, CO

Background: KRAS mutations (mt) occur in ~30% of lung adenocarcinomas, among which G12C is
most common (40%), followed by G12V (22%) and G12D (16%). Approved treatments for advanced
KRAS mt NSCLC (excluding G12C) are limited to chemotherapy and immune checkpoint inhibitors
(ICls). Avutometinib is a novel small molecule RAF/MEK clamp. Focal adhesion kinase (FAK) activation
is a resistance mechanism to RAF/MEK inhibition. Defactinib, a small molecule FAK inhibitor, has
shown synergistic antitumor activity with avutometinib in preclinical models. In prior studies,
avutometinib * defactinib has shown responses in patients (pts) with KRAS mt NSCLC, including
KRAS G12V. Methods: RAMP 202 is a randomized, phase 2, adaptive, multicenter, open-label study
evaluating the efficacy and safety of avutometinib * defactinib in previously-treated KRAS mt NSCLC
(NCT04620330). Key inclusion criteria include histologically confirmed NSCLC with known KRAS mt
and =1 prior systemic therapy (platinum-based and immune checkpoint inhibitor or appropriate
therapy for activating mutation). Part A evaluated the optimal regimen, either 4.0 mg avutometinib
orally (PO), twice weekly, 3 weeks on, 1 week off (mono) or 3.2 mg avutometinib PO twice weekly +
200 mg defactinib PO twice per day, 3 weeks on, 1 week off (combo) in pts with KRASG12V mt NSCLC.
Primary endpoint was confirmed objective response rate (ORR) by blinded independent central review.
The optimal regimen determined in Part A would subsequently be assessed for efficacy in Part B.
Exploratory assessment of ORR is also planned in KRAS-other (non-G12V) NSCLC. Results: Of 35 pts
with KRAS G12V enrolled to Part A, 16 pts received mono, and 19 received combo. Patients received
up to 5 lines of prior systemic therapy (median 2), including prior platinum-based chemotherapy, ICls,
and bevacizumab. No confirmed responses were seen in the mono group. In the combo group, 2 pts
(11%) experienced a confirmed partial response. The duration of each response was 7.9 and
8.5 months, with both ongoing at data cut. The majority of treatment-related adverse events (TRAES,
any grade) (N = 72) were mild to moderate. The most common Grade =3 TRAESs included blood CPK
increase (11.1%), diarrhea (5.6%), anemia (5.6%), and rash (1.4%). Most AEs were manageable/
reversible. Conclusions: In this heavily pretreated population of patients with KRAS G12V mt NSCLC,
limited clinical activity was observed with combination therapy. While no new safety signhals were
identified, criteria to proceed to part B were not met, and further evaluation of avutometinib =+
defactinib in KRAS G12V mt NSCLC will not be pursued. Additional trials evaluating rational
avutometinib combinations (sotorasib, adagrasib, everolimus) are ongoing in patients with KRAS
mt NSCLC. Clinical trial information: NCT04620330. Research Sponsor: Verastem Oncology.
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Association hetween duration of immunotherapy and overall survival in advanced non-
small-cell lung cancer.

Lova Sun, Benjamin Aaron Bleiberg, Wei-Ting Hwang, Melina Elpi Marmarelis, Corey J. Langer,
Aditi Puri Singh, Roger B. Cohen, Ronac Mamtani, Charu Aggarwal; University of Pennsylvania,
Philadelphia, PA; University of Pennsylvania Health System, Philadelphia, PA; Perelman School of
Medicine, University of Pennsylvania, Philadelphia, PA

Background: For patients (pts) with advanced non-small cell lung cancer (NSCLC) treated with front line
immunotherapy-based treatment, the optimal duration of immune checkpoint inhibitor (ICI) treatment
is unknown. We aimed to assess practice patterns surrounding IC| treatment discontinuation at two
years, and to evaluate association of duration of therapy with overall survival by comparing pts who
received fixed duration ICI therapy for 2 years vs those who continued therapy beyond two years.
Methods: This study used the nationwide Flatiron Health electronic health record (EHR)-derived de-
identified database, and included adult pts diagnosed with advanced NSCLC from 2016-2020, who
received frontline immunotherapy-based treatment. Pts who were still on treatment without progression
at 2 years were classified as “fixed duration” (treatment discontinuation at 2 years, between 700-
760 days) vs “indefinite duration” (continued treatment beyond two years, > 760 days). Overall
survival from 760 days was analyzed using Kaplan-Meier methodology. Multivariable Cox regression
adjusted for patient and cancer-specific factors was used to compare survival between fixed and
indefinite-duration groups. Results: Our analytic cohort consisted of 113 pts in the fixed duration group
and 593 in the indefinite duration group; median age was 69, 49% were female, and 71% were White.
Pts in the fixed duration group were more likely to have a history of smoking and be treated at an
academic center. There was no significant difference in overall survival between pts in the fixed
duration and indefinite duration groups, either on univariable (HR 1.26, 95% CI| 0.77-2.08) or
multivariable Cox regression (HR 1.33, 95% Cl| 0.78-2.25). CGonclusions: In a real world cohort of
advanced NSCLC pts treated with front line ICI, only about 1 in 5 stopped treatment at two years rather
than continuing treatment beyond two years. The lack of significant overall survival advantage for the
indefinite duration cohort on adjusted analysis provides reassurance to pts and providers who wish to
stop therapy at 2 years. Research Sponsor: None.
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The final analysis of a phase I/ll study of nivolumab, ipilimumab combined with nintedanib
in advanced non-small cell lung cancer.

Sonam Puri, Tawee Tanvetyanon, Ben C. Creelan, Michael Rahman Shafique, Andreas Nicholas Saltos,
Alberto Chiappori, Eric B. Haura, Ram Thapa, Dung-Tsa Chen, Theresa A. Boyle, Scott Joseph Antonia,
Jhanelle Elaine Gray; Huntsman Cancer Institute, University of Utah, Salt Lake City, UT; Moffitt Cancer
Center, Tampa, FL; H. Lee Moffitt Cancer Center and Research Institute, Tampa, FL; Duke Cancer
Institute, Durham, NC

Background: Nintedanib (NT) is an oral triple kinase inhibitor that is active against NSCLC and inhibits
the activity of the immunosuppressive cancer associated fibroblasts in the tumor microenvironment
(TME). Targeting the TME with NT may represent an important synergistic approach in improving
immunotherapy (10) outcomes for NSCLC. We initiated a phase Ib/Il trial to evaluate the combination of
NT, nivolumab (N) and ipilimumab (I) in advanced (a)NSCLC. Based on the phase IB (dose escalation)
results, the combination of N (3mg/kg/2w), | (1mg/kg/6w) and NT (150mg once daily) was declared as
the recommended phase 2 dose (RP2D). Here we present the final analysis of the regimen in treatment
naive (TN), and 10 pretreated (IP) aNSCLC. Methods: This is a single institution, non- randomized,
parallel assignment phase I/l clinical trial of aNSCLC pts. Eligible pts were TN (Arm A) or with disease
progression following 10 (Arm B) with planned sample size of 40/arm. Enrollment into phase Il was by
the Bayesian two-stage design method with the primary objective of determining the overall response
rate (ORR) in the intent to treat population. Key secondary objectives were overall survival (OS) and
progression-free survival (PFS). Descriptive statistics were used to summarize demographic and safety
data. The Kaplan- Meier method with log-rank test (5% level of significance, 95% Cl and 2-sided test)
was used for survival analysis. Results: 22 and 29 pts received the N+I+NT at the RP2D in Arm A and B,
respectively. The median age was 67 [42;92] with 53% (27/51) females, 84% (42/51) Caucasian,
ECOG 1 in 88% (45/51), and a current/prior history of tobacco use in 88% (45/51) pts. Adenocar-
cinoma histology was common (64%, 33/51) with PD-L1 =1% in 52% (22/42) pts. As of Oct 24,
2022, 18 and 26 pts were evaluable for response in Arm A and B, respectively. Clinical efficacy was
observed inthe TN and IP cohorts (Table). The most common treatment-related adverse events (TRAES)
were similar in both cohorts. TRAE of any grade in Arm A were nausea (8, 36%), diarrhea (8, 36%),
fatigue (7, 32%), and in Arm B were nausea (10, 34%), fatigue (9, 31%), anorexia (8,27%).
Conclusions: The combination of nivolumab, ipilimumab and nintedanib had a manageable toxicity
profile and demonstrated promising antitumor activity in both TN and IP aNSCLC patients. Clinical trial
information: NCT03377023. Research Sponsor: Drug support Bl, BMS, Other support: Florida
Department of Health James and Esther King Grant.

TN/Arm A(N=22) IP/ Arm B (N=29)
ORR, n,% (95% CI) 9, 40.9 (21.5,63.3) 6, 20.7 (8.7, 40.3)
Best overall response, n (%)
Complete response (CR), cCR* 1(4.5),0 13.4),1
Partial response (PR), cPR** 8(36.4), 5 5(17.2), 3
Stable disease (SD) 7 (31.8) 11(37.9)
Progressive disease ( PD) 3(13.6) 9(31.0)
Not evaluable /Not assessed 3(13.6) 3(10.3)
Disease control rate, % (95% CI) 72.7 [49.6,88.4] 58.6 [39.1,75.9]
Median PFS, mo (95% CI) 5.5(2.9, N.E.) 2.7 (1.5,6.9)
Median OS, mo(95% CI) 17.1 (6.5, N.E) 8.5 (5.7, 25.3)

*Confirmed CR, ** Confirmed PR.
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Anti-tumor activity of sunvozertinib in NSCLC with EGFR sensitizing mutations after failure
of EGFR TKI treatment.

James Chih-Hsin Yang, Yan Xu, Wen-Tsung Huang, Wu-Chou Su, Bo Gao, Chee Khoon Lee, Jian Fang,
Wenlei Yu, Mengzhao Wang, Pasi A. Janne; National Taiwan University Hospital, Taipei City, Taiwan;
Department of Respiratory and Critical Care Medicine, Peking Union Medical College Hospital, Chinese
Academy of Medical Sciences & Peking Union Medical College, Beijing, China; Chi Mei Chest Hospital,
Tainan, Taiwan; Department of Oncology, National Cheng Kung University, Tainan, Taiwan; Blacktown
Hospital, Sydney, Australia; St. George Hospital, Kogarah, Australia; Beijing Cancer Hospital, Beijing,
China; Dizal Pharmaceutical, Shanghai, China; Dana-Farber Cancer Institute, Boston, MA

Background: Sunvozertinib is a rationally designed, irreversible EGFR inhibitor targeting various EGFR
mutations with wild-type EGFR selectivity. Clinical studies have showed its superior efficacy than
current available therapies and favorable safety profile for treating NSCLC patients with EGFR exon20
mutations. Here we reported its anti-tumor activity in patients with EGFR sensitizing mutations
(EGFRm) who failed from standard EGFR TKI treatment. Methods: This is a pooled analysis of three
clinical studies in patients with EGFRm or HER2m NSCLC: WU-KONG1 (multinational phase I/11 study,
NCT03974022), WU-KONG2 (phase | study in China, CTR20192097), and WU-KONG15 (phase Il
study in China, NCTO5559645). Patients were enrolled to receive sunvozertinib once daily at defined
doses until discontinuation criteria were met. Patients who had EGFRm NSCLC, at least one measur-
able lesion at baseline, received at least one dose of sunvozertinib, and underwent at least one post-
treatment RECIST assessment were evaluable for efficacy analysis. Patients with EGFRm or HER2m
NSCLC who failed from standard systemic therapies and received at least one dose of sunvoertinib were
included in the safety analysis. Results: As of October 17, 2022, a total of 32 patients who met efficacy
evaluable criteria were included in the analysis. The doses of sunvozertinib ranged from 50 mg -
400 mg. Baseline characteristics: median age was 64.5 years old; 68.8% (22/32) were female; 75.0%
(24/32) ECOG PS was 1; 34.4% (11/32) had more than three metastatic sites; 43.8% (14/32) had
baseline brain metastases. Patients were heavily pretreated, with a median of 5 lines (range 1 - 16) of
prior therapies. All patients had been treated with at least one type of EGFR TKI, including 68.8% (22/
32) had been treated with a 3" generation EGFR TKI. The majority of patients (29/32, 90.6%) had also
been treated with chemotherapy. Anti-tumor activity was observed starting from 50 mg. Per in-
vestigators’ assessment, the best objective response rate (BoR) was 21.9% (7/32). Anti-tumor activity
was observed regardless of T/90M mutation status. At the data cutoff date, the median duration of
response and progression-free survival were 4.0 months and 5.9 months, respectively. Sunvozertinib
was well-tolerated across all dose levels. The safety profile was similar to what has been previously
reported. The longest treatment duration was more than 35 months (still ongoing). Conclusions:
Sunvozertinib monotherapy demonstrated promising anti-tumor activity in heavily pretreated EGFRm
NSCLC patients. Further clinical evaluation of sunvozertinib in this patient population is warranted. The
updated data will be presented at the conference. Clinical trial information: NCT05559645
NCT03974022 and CTR20192097. Research Sponsor: Dizal Pharmaceutical.
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Association of alterations in multiple tumor suppressor genes with poor outcomes in
patients with EGFR-mutant lung cancer.

Paul Stockhammer, Michael J Grant, Anna Wurtz, Giorgia Foggetti, Francisco Expdsito, Jianlei Gu,
Sangyun Chung, Fangyong Li, Zenta Walther, Scott N. Gettinger, Katerina A. Politi, Sarah B. Goldberg;
Yale School of Medicine, New Haven, CT; Yale Cancer Center, Plantsville, CT; Yale University, New
Haven, CT; Medical Oncology Department, IRCCS Ospedale San Raffaele, Milano, Italy; Yale University
Dept of Pathology, New Haven, CT; Yale Cancer Center, Yale School of Medicine, New Haven, CT; Yale
Cancer Center, New Haven, CT

Background: Co-occurring alterations in tumor suppressor genes (TSG) have been described as
determinants of disease heterogeneity in EGFR-mutant non-small cell lung cancer (NSCLC), however,
detailed analyses of their impact on patient outcomes are limited. Methods: Patients with EGFR-mutant
NSCLC treated with EGFR tyrosine kinase inhibitors (TKls) at the Yale Cancer Center who had tumor
genomic profiling either before EGFR-TKI therapy (pre-TKI) or at disease progression (post-TKI) were
included. Whole exome sequencing (WES) of paired pre- and post-TKI tumor specimens were
performed for a subset of patients. The cohort was divided into three subgroups based on alterations
in TP53 and five additional TSGs (RB1, NF1, ARIDIA, BRCAI and PTEN): patients with tumors
harboringa TP53 mutation plus a mutation in at least 1 additional TSG (TP53™/TSG™"), patients with
tumors harboring a TP53 mutation without an additional TSG mutation (TP53™YTSG"), and patients
with TP53"* tumors. Clinical characteristics including progression-free (PFS) and overall survival (OS)
were assessed. Results: One-hundred-one patients were included in this retrospective study. TP53
mutations were identified in 65 (64%) tumors, of which 23 (35%) and 42 (65%) were classified as
TP53™YTSG™ " and TP53™YTSG", respectively. Among those cases with paired WES available (n =
34), frequencies of alterations in the six included TSGs did not significantly differ between pre- and
post-TKI tumor specimens. In the full study cohort, the presence of a TP53 mutation was associated
with numerically worse PFS (HR 1.46,Cl10.97-2.21,p=0.09)and 0S(HR 1.68,Cl 1.05-2.70,p =
0.04) on first-line EGFR-TKI. Strikingly, after dividing the TP53™" cohort into TP53™%TSG™"! and
TP53™tTSG" cases, alterations in additional TSG were found to drive the poor outcomes: TP53™t/
TSG™t cases had significantly worse PFS and OS on first-line EGFR TKI than TP53™\/TSG"mPFS
8.0 vs 10.6 months, p = 0.006; mOS 30.0 vs 33.3 months, p = 0.12) or TP53"! cases (MPFS 8.0 vs
12.6 months, p < 0.0001; mOS 30.0 vs 48.8 months, p=0.001). There was no significant difference
in PFS or OS between patients with TP53™TSG"! and TP53"! tumors. Similar outcome differences
between the three groups were found in patients who received osimertinib in the second-line setting.
Conclusions: The inferior outcomes associated with EGFR/TP53-mutant NSCLC tumors may be due to
additional TSG alterations rather than TP53 mutational status alone. Alterations in the investigated
TSGs did not appear to emerge under EGFR-TKI therapy, which suggests that they are truncal. Our
findings may have implications for understanding the biologic underpinnings of differential outcomes
to EGFR TKIls. Research Sponsor: U.S. National Institutes of Health.
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Safety and efficacy of inetetamab in combination with pyrotinib in HER2 mutant patients
with non-small cell lung cancer (NSCLC): An open-label, phase Ib trial.

Wenfeng Fang, Yuanyuan Zhao, Yan Huang, Yaxiong Zhang, Shaodong Hong, Yihua Huang,
Hongyun Zhao, Yunpeng Yang, Shen Zhao, Gang Chen, Huaqgiang Zhou, Yuxiang Ma,
Ningning Zhou, Li Zhang; Department of Medical Oncology, Sun Yat-sen University Cancer Center
& State Key Laboratory of Oncology in South China, Collaborative Innovation Center for Cancer
Medicine, Guangzhou, Guangdong, China; Department of Medical Oncology, Sun Yat-sen University
Cancer Center & State Key Laboratory of Oncology in South China, Collaborative Innovation Center for
Cancer Medicine, Guangzhou, China; Department of Medical Oncology, State Key Laboratory of
Oncology in South China; Collaborative Innovation Center for Cancer Medicine, Sun Yat-sen University
Cancer Center, Guangzhou, China, Guangzhou, China; Department of Clinical Research, Sun Yat-sen
University Cancer Center, State Key Laboratory of Oncology in South China, Collaborative Innovation
Center for Cancer Medicine, Guangzhou, China; Department of Clinical Research, Sun Yat-sen
University Cancer Center, State Key Laboratory of Oncology in South China, Collaborative Innovation
Center for Cancer Medicine, Guangdong Key Laboratory of Nasopharyngeal Carcinoma Diagnosis and
Therapy, Guangz, Guangzhou, China; Department of Medical Oncology, Sun Yat-sen University Cancer
Center, State Key Laboratory of Oncology in South China, Collaborative Innovation Center for Cancer
Medicine, Guangzhou, China; Department of Medical Oncology, State Key Laboratory of Oncology in
South China; Collaborative Innovation Center for Cancer Medicine, Sun Yat-sen University Cancer
Center, Guangzhou, Guangdong, China

Background: Currently, limited targeted therapies are available for HER2 mutant NSCLC patients.
Previous studies have shown the antitumor activity of pyrotinib in advanced NSCLC patients with HER2
mutations. Inetetamab is a recombinant humanized anti-HER2 monoclonal antibody. Whether
inetetamab combined with pyrotinib could show manageable safety and more active antitumor activity
remains unknown. This study was designed to evaluate the safety and efficacy of inetetamab in
combination with pyrotinib in HER2 mutant patients with advanced NSCLC. Methods: This study was an
open-label, phase Ib study. The HER2 mutant patients with locally advanced or metastatic NSCLC were
assigned to receive inetetamab combined with pyrotinib. The study consisted of dose-escalation part
and dose-expansion part. During dose-escalation period, the parallel "3+3" dose-escalation design was
used to determine the dose-limiting toxicity (DLT). Inetetamab was administered every 3 weeks (8 mg/
kg loading dose for cycle 1, followed by 6 mg/kg in subsequent cycles) with pyrotinib (dose-escalation
part, 240mg QD, 320mg QD; dose-expansion part, 320mg QD). Primary endpoint of the study was DLT
dosage and safety. The DLT was assessed during the 21-day DLT evaluation period after the first dose.
Secondary endpoints included objective response rate (ORR), disease control rate (DCR), progression
free survival and overall survival. Results: Between August 6, 2021, and August 25, 2022, 48 patients
were enrolled. No DLT occurred during pyrotinib 240mg and 320mg escalation period. Therefore,
pyrotinib 320mg was chosen as expansion dose. The most common treatment-related adverse events
(TRAES) were diarrhea (66.7% [2/3] in pyrotinib 240mg group, 95.6% [43/45] in pyrotinib 320mg
group), rash (66.7% [2/3]1 in pyrotinib 240mg group, 22.2% [10/45] in pyrotinib 320mg group) and
vomiting (O in pyrotinib 240mg group, 24.4% [11/45] in pyrotinib 320mg group). TRAEs were
generally Grade (G) 1-2. Only 7 patients reported G3 TRAE (1 in pyrotinib 240mg group, 6 in pyrotinib
320mg group). The preliminary efficacy was shown in the table below. The ORR and DCR of group
receiving inetetamab with pyrotinib 240mg were 0% and 66.7%, respectively. The ORR and DCR of
inetetamab with pyrotinib 320mg group were 36.6% and 85.4% respectively. The relationship
between different mutation subtypes or co-mutations and efficacy will be updated during the
conference reports. Conclusions: The preliminary data of inetetamab in combination with pyrotinib
showed manageable safety and compelling antitumor activity in advanced NSCLC patients harboring
HER2 mutations. Clinical trial information: NCT05016544. Research Sponsor: None.

Inetetamab with Pyrotinib Inetetamab with Pyrotinib
Response 240mg (n = 3) 320mg(n = 41)
Partial response 0 15
Stable disease 2 20
Progressive disease 1 6
ORR 0 36.6%
DCR 66.7% 85.4%
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Dacomitinib for patients with non-small cell lung cancer harboring uncommon epidermal
growth factor receptor mutations: Do mutation patterns matter?

Hong-Shuai Li, Siyu Lei, Haiyan Xu, Puyuan Xing, Xiang Yan, Yan Wang; Department of Medical
Oncology, National Cancer Center/National Clinical Research Center for Cancer/Cancer Hospital,
Chinese Academy of Medical Sciences and Peking Union Medical College, Beijing, China; National
Cancer Center/Cancer Hospital, Chinese Academy of Medical Sciences and Peking Union Medical
College, Beijing, China; Department of Comprehensive Oncology, National Cancer Center/National
Clinical Research Center for Cancer/Cancer Hospital, Chinese Academy of Medical Science and Peking
Union Medical College, Beijing, China; Department of Medical Oncology, National Cancer Center/
National Clinical Research Center for Cancer/Cancer Hospital, Chinese Academy of Medical Sciences
and Pek, Beijing, China; Department of Oncology, The First Medical Center of Chinese PLA General
Hospital, Beijing, China; National Cancer Center/Cancer Hospital, Chinese Academy of Medical
Sciences, Beijing, China

Background: Previous evidence has revealed the potential efficacy of dacomitinib in patients with
advanced non-small cell lung cancer (NSCLC) carrying uncommon epidermal growth factor receptor
(EGFR) mutations, but it remains unknown whether there are differences in its efficacy for different
combination patterns of these uncommon mutations. Methods: The AFANDA cohort, an ambispective
cohort including 121 NSCLC patients with uncommon EGFR mutations admitted from two tertiary
hospitals in China, was employed for exploration. Meanwhile, a cohort of 63 patients with common
mutations was included for comparison. Objective response rate (ORR), progression-free survival
(PFS), and adverse events (AEs) were assessed between groups. Results: A total of 133 patients with
advanced or recurrent NSCLC that received dacomitinib were eligible for analysis. Baseline charac-
teristics were balanced between subgroups. A significant difference was observed between patients
with common mutations (C group, n =63), common mutation plus uncommon mutations (C+U group, n
= 24), and uncommon mutations (U group, n = 46) regarding to PFS (mPFS: 7.07, 8.17, and
11.97 months; p=0.026). Moreover, the highest ORR and DCR of the U group were observed among
subgroups, although the differences were not statistically significant (ORR, 40.4%, 40.9%, and
61.4%; p=0.085; DCR, 78.9%, 72.7%, 90.9%; p = 0.134). Furthermore, the multivariate analysis
revealed that the mutation pattern was an independent prognostic indicator of PFS (p = 0.049), with
the C+U group having the highest risk of progression (HR [hazard ratiol: 1.438, 95% ClI [confidence
intervall: 0.818-2.528) while the U group having the lowest one (HR: 0.666, 95% CI: 0.409-1.084).
For toxicity analysis, no significant difference was observed regarding grade 3-4 AEs among subgroups
(12.7%, 8.3%, 13.0%; p=0.827). The drug resistance analysis did not reveal a significant difference
concerning the secondary T790M mutation rate (26.3%, 0%, 13.3%; p = 0.331). Conclusions:
Dacomitinib demonstrated different therapeutic efficacy for patients with NSCLC harboring different
combination patterns of uncommon EGFR mutation, which should be considered in clinical trials’
design and clinical application. Research Sponsor: None.

Multivariate Cox regression analysis.

Multivariate Analysis

Variates N HR 95% Cl p value
Number of distant metastatic organs <0.001
<3/23 104/29 2.741 1.667-4.507

Stage 0.060
111+IV/Recurrence 106/27 0.551 0.296-1.026
Application line <0.001
1 71 Reference / /

2 21 1.629 0.886-2.998 0.116
23 41 4.607 2.830-7.498 <0.001
Application dosage 0.655 0.447-0.960 0.030
15mg 15

30mg 88

45mg 28

Others 2

Mutation group 0.049
C 63 Reference / /
C+U 24 1.438 0.818-2.528 0.207
U 46 0.666 0.409-1.084 0.102
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Clinical and molecular features of long-term response to anti-PD-(L)1 therapy in patients
with advanced non-small cell lung cancer.

Rohit Thummalapalli, Biagio Ricciuti, Chaitanya Bandlamudi, Daniel Muldoon, Jia Luo,
Joao Victor Machado Alessi, Federica Pecci, Giuseppe Lamberti, Lingzhi Hong,
Andrew J. Plodkowski, Marc Ladanyi, Jamie E. Chaft, Charles M. Rudin, Mark G. Kris,
Gregory J. Riely, Natalie | Vokes, Mark M. Awad, Adam Jacob Schoenfeld; Memorial Sloan Kettering
Cancer Center, New York, NY; Dana-Farber Cancer Institute, Lowe Center for Thoracic Oncology,
Boston, MA; Dana-Farber Cancer Institute, Boston, MA; Clinical Oncology, Polytechnic University of
Marche, AOU Ospedali Riuniti, Ancona, ltaly; The University of Texas MD Anderson Cancer Center,
Houston, TX; Department of Thoracic Head and Neck Medical Oncology, The University of Texas MD
Anderson Cancer Center, Houston, TX

Background: PD-(L)1 blockade can generate long-term responses in subsets of patients (pts) with
advanced non-small cell lung cancer (NSCLC), but the clinical and molecular features of long-term
responders (LTR) are not well established. Whereas features predictive of initial response have been
rigorously explored, long-term follow up in large cohorts is required to identify features distinguishing
LTR from short-term responders (STR). Methods: We analyzed pts with advanced NSCLC treated with
anti-PD-(L)1 therapy at three institutions (MSK, DFCI, MDACC) between 2011 and 2022; responses
were assessed by RECIST. LTR was defined as partial response (PR) or complete response (CR) =
24 months; STR was defined as PR/CR < 12 months followed by progressive disease (PD). PD-L1 IHC,
tumor mutational burden (TMB), next generation sequencing (NGS), and whole exome sequencing
(WES) results from subsets of pts were analyzed. High TMB was defined by harmonized TMB z-score =
0 (= median TMB in each cohort: = 7.9 for MSK, = 10.5 for DFCI). Results: Among 3240 pts overall
(MSK =1536, DFCI = 1238, MDACC = 466), LTR was achieved in 267 (8.2%, 95% Cl 7.3 10 9.2%)
and STR was achieved in 213 (6.6%, 95% CI| 5.7 to 7.5%), with similar rates from each site. 5-year
overall survival (OS) was 83% among LTR and 20% among STR. In univariate analyses, non-squamous
histology (non-SQ: odds ratio [OR]12.13, p=0.005), peripheral blood derived neutrophil to lymphocyte
ratio (ANLR) < 3.0 (OR 2.15, p < 0.001), and high TMB (OR 2.25, p = 0.001) were associated with
LTR compared to STR; high PD-L1 (PD-L1 = 50%: OR 1.19, p = 0.494) was not. In multivariate
analyses, non-SQ histology (OR 2.56, p = 0.047) and high TMB (OR 2.73, p = 0.001) remained
independently associated with LTR over STR. Among LTR compared to patients with best response of
PD,dNLR <3.0(0R 1.72, p=0.030), high PD-L1 (OR 5.23, p < 0.001), and high TMB (OR 2.55, p=
0.001) associated with LTR. LTR showed deeper radiographic responses compared to STR (best
response of -50% or greater: OR 3.88, p < 0.01). Among 1798 pts with NGS, pathogenic ARID1A
alterations were numerically higher among LTR compared to STR, but this was not significant when
accounting for multiple hypothesis testing (14% vs 2%, p = 0.022, g = 0.196). Among 73 pts with
available WES, both clonal (p =0.037) and subclonal TMB (p = 0.010) were significantly higher among
LTR compared to STR. Conclusions: We report outcomes from > 10 years of advanced NSCLC pts
treated with anti-PD(L)1 therapy in a large multicenter cohort, with ongoing response at 2 years
associated with > 80% 5-year OS. High TMB was a strong independent predictor of LTR over STR. Non-
squamous histology, low dNLR, and depth of response also correlate with LTR, while no individual
genomic alterations clearly distinguish LTR. These features may assist in identifying pts more likely to
derive durable benefit from anti-PD(L)1 therapy without treatment intensification. Research Sponsor:
U.S. National Institutes of Health.
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Tissue and plasma-based mechanisms of resistance to first-line osimertinib in EGFR-
mutant NSCLC: A multi-institutional cohort.

Zofia Piotrowska, Lanyi Nora Chen, Elaine Shum, Cathleen Park, Matthew Guo, Ying Liu, Misha Tran,
Jennifer Aline Marks, Mandeep Banwait, Stephen V. Liu, Susan Combs Scott, Christine M. Bestvina,
Jonathan W. Riess, Kristen A. Marrone, Richard Delmar Hall, Ryan D. Gentzler, Catherine A. Shu;
Massachusetts General Hospital, Harvard Medical School, Boston, MA; Columbia University Irving
Medical Center, New York, NY; NYU Langone Perlmutter Cancer Center, New York, NY; University of
California, Davis, Sacramento, CA; Johns Hopkins University, Baltimore, MD; New York University
Langone Health, New York, NY; University of Chicago Medical Center, Chicago, IL; Lombardi
Comprehensive Cancer Center, Georgetown University, Washington, DC; Massachusetts General
Hospital, Boston, MA; University of Chicago, Chicago, IL; UC Davis Comprehensive Cancer Center,
Sacramento, CA; Johns Hopkins Hospital, Baltimore, MD; University of Virginia School of Medicine,
Charlottesville, VA; University of Virginia, Charlottesville, VA; Columbia University Medical Center, New
York, NY

Background: Osimertinib (osi) is the preferred 1%t line (1L) therapy for patients (pts) with EGFR+ NSCLC,
but acquired resistance is universal. ldentification of mechanisms of resistance (MoR) to 1L osi can
inform subsequent therapies. We report a retrospective, multi-institutional cohort of pts with tissue
biopsy (TBx) and/or liquid biopsy (LBx) upon 1L osi progression (PD). Methods: Pts with advanced
EGFR+ NSCLC who had TBx and/or LBx (for ctDNA analysis) obtained at PD on 1L osi at 8 participating
institutions were included. Molecular testing was performed using next-generation sequencing (NGS)
and, in a subset, FISH per local standards. We retrospectively collected clinical characteristics, tissue
histology, NGS/FISH results and subsequent therapies. Results: 193 pts (128 female; median age 64
yrs) had TBx (n = 129) and/or LBx (n = 122) upon PD on 1L osi, 58/193 had both tissue and ctDNA.
Primary EGFR mutations included del19 (102), L858R (76), and other (15). Median time from osi start
to first bx was 14 mos (range, 1-55). MoRs are summarized in the table. In all, 86/193 (45%) pts had a
known MoR identified on TBx and/or LBx. Among 129 pts with TBx, histologic transformation (trans)
and MET amplification (amp) were the most common MoR, each seen in 16% pts. Among 122 pts with
LBx, secondary EGFR mutations were the most common MoR, seen in 15%. Among the 58 pts with
both TBx + LBx, discordance between major MoRs was seen in 21/58 pts (36%), most commonly due to
histologic trans detected on TBx only (n = 7) and discordant MET amp status (n = 8; 6 TBx+/LBx-, 2
TBx-/LBx+). No MoR was identified in 53% TBx and 75% LBx (including 14% Lbx where the original
EGFR mutation was not detected in ctDNA). Results of TBx led to MoR-directed 2L therapy in 41/129
(32%) pts, while LBx results led to MoR-directed 2L therapy in 16/122 (13%). Conclusions: In this
large, multi-institutional cohort, histologic trans (16%) and MET amp (16%) were the most common
MoR to 1L osimertinib on tissue bx. In ctDNA, secondary EGFR mutations (15%) were the most
frequent MoR. The results of TBx were more likely to impact second-line therapy than LBx. Our results
underscore the importance of tissue biopsy (and limitations of liquid biopsy) after osimertinib PD,
where tissue testing remains the gold standard. In addition, with more than half of patients having no
identifiable MoR despite comprehensive testing, our results highlight the need for MoR-agnostic
treatment strategies. Research Sponsor: None.

Tissue (N = 129) ctDNA (N = 122)

Major MoR n (%) n (%)
Secondary EGFR Mutations 12 (10) 18 (15)

- C797S 7 (5) 10 (8)

- Other (G724S, L718Q/V, T790M) 5 (4) 8(7)
MET Amp 20 (16) 7 (6)
MET Exon 14 Skipping 1(1)
HER2/HER3 Amp 1(1) 1(1)
KRAS Amp/KRAS Mutation 4(3) 2(2)
BRAF V600E 3(2) 3(3)
Fusion (ALK, RET or BRAF) 2(2) 3(3)
PIK3CA 3(2) 31
Histologic Trans 20 (16) N/E

-SCLC 16 (12)

-Squamous 3(2)

-SCLC + Squamous 1(1)
Multiple MoR Detected 5 (4) 6 (5)
No identified MoR 69 (53) 91 (75)
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Contemporary biomarker testing rates in both early and advanced NSCLC: Results from the
MYLUNG pragmatic study.

Makenzi Colleen Evangelist, James Edward Butrynski, John C. Paschold, Patrick J. Ward,
Alexander I. Spira, Kashif Ali, Janet L. Espirito, David Hakimian, Robert M. Jotte, Beth Koselke,
Timothy Larson, Michael W. Meshad, Marcus A. Neubauer, Katie Ogden, Rami Owera,
Donald A. Richards, Nicholas J. Robert, Jennifer M. Walberg, Yunfei Wang, Robert L. Coleman; US
Oncology Research/New York Oncology Hematology, Albany, NY; US Oncology Research/Oncology
Associates of Oregon P.C., Eugene, OR; US Oncology Research/Virginia Oncology Associates, Newport
News, VA; US Oncology Research/Oncology Hematology Care, Inc., The Woodlands, TX; US Oncology
Research/Virginia Cancer Specialists, Fairfax, VA; US Oncology Research/Maryland Oncology Hema-
tology, Silver Spring, MD; Ontada, Irving, TX; U.S. Oncology Research/lllinois Cancer Specialists,
Niles, IL; U.S. Oncology Research/Rocky Mountain Cancer Centers, Lone Tree, CO; US Onc Network -
McKesson Specialty Health, The Woodlands, TX; Minnesota Oncology/The US Oncology Network,
Minneapolis, MN; U.S. Oncology Research/Southern Cancer Center, Daphne, AL; U.S. Oncology
Research/The US Oncology Network, The Woodlands, TX; US Oncology Research/Woodlands Medical
Specialists, Pensacola, FL; US Oncology Research/Texas Oncology-Tyler, Tyler, TX; US Oncology
Research, The Woodlands, TX; Ontada, The Woodlands, TX

Background: The MYLUNG (Molecularly Informed Lung Cancer Treatment in a Community Cancer
Network) consortium pragmatic study aims to identify and overcome barriers to timely and appropriate
biomarker testing in patients (pts) with NSCLC. We previously reported retrospective real-world testing
rates for 5 biomarkers from 2018-2020 in metastatic pts. We now report results from the prospective
observational phase, including additional biomarkers in pts with both early and advanced NSCLC.
Methods: This was a prospective, non-interventional cohort study of newly diagnosed pts with early stage
(ES), locally advanced (LA), or metastatic NSCLC (mNSCLC) between 12/2020 and 9/2022 and
enrolled from 12 community practices (69 sites) across The US Oncology Network. The proportion of
pts with test results for 9 biomarkers at time of protocol initiation were examined: ALK, BRAF, EGFR,
ROS1, PD-L1, KRAS, MET, NTRK, and RET. Timing of tests, use of single vs multigene NGS testing,
clinical and socioeconomic factors, and reasons for not testing were collected in real time. Results: Of
1002 pts screened, 987 were enrolled and analyzed. There were 405 stage IB-111C pts [n = 284 stage
IB-1l1A (ES cohort); n = 121 stage IlIB-I1IC (LA cohort)] and 582 stage IV pts (MNSCLC cohort).
Descriptions for ES and LA vs mNSCLC pts respectively include median age 68 vs 69 yrs, 49% vs 52%
female, 83% vs 77% white, 58% vs 79% adenocarcinoma histology, 71% vs 68% ECOG 0-1, and 33%
vs 30% high school education level. Testing rates for ES vs mNSCLC cohorts are shown in the table
below: prior to treatment initiation, 64% of ES and 83% of mMNSCLC pts had at least one biomarker
result; and 37% of mMNSCLC pts had results for all 9 biomarkers. NGS testing occurred in 37% and 57%
of the ES and mNSCLC cohorts respectively. Reasons for not testing included: barriers to ordering
(42%, 25%), insufficient tissue (18%, 18%), clinical deterioration/crisis (5%, 12%), and other
reasons (37%, 49%), respectively. Conclusions: As more genomic alterations are identified in NSCLC,
we observed that many pts do not get full genotyping prior to treatment, and biomarker testing remains
of utmost importance. Further analyses by distinct stages (e.g. LA), histology, social determinants,
utilization of targeted therapies, and other reasons for not testing will be performed. These data will be
used to evaluate future prospective interventions for MYLUNG, to help improve comprehensive
biomarker testing for NSCLC. Research Sponsor: Amgen, AstraZeneca, Eli Lilly, Genentech, Mirati.

Early Stage mNSCLC
Stage IB-IlIA  Stage IV
N =284 N =582

Pts receiving treatment, n 273 555

Pts with biomarker result prior to treatment, n (%)* 174 (64) 461 (83)
ALK 114 (66) 356 (77)
BRAF® 117 (67) 336 (73)
EGFR® 142 (82) 372 (81)
KRAS® 108 (62) 295 (64)
MET® 106 (61) 330 (72)
NTRK® 78 (45) 254 (55)
PD-L1° 151 (87) 390 (85)
RET® 106 (61) 306 (66)
ROS1P 114 (66) 345 (75)

2Denominator: pts receiving treatment ®Denominator: pts with biomarker result
prior to treatment.
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Efficacy and safety of SY-3505, a third-generation ALK TKI, in ALK-positive advanced non-
small cell lung cancer: Results from a phase I/ll, multi-center study.

Yuankai Shi, Xingsheng Hu, Xingya Li, Yongsheng Li, Ke Wang, Pingli Wang, Liyan Jiang,
Shucai Zhang, Xiangjiao Meng, Huijuan Wang, Xiaorong Dong, Runxiang Yang, Yongzhong Luo,
Qi Mei, Yinghui Sun; Department of Medical Oncology, National Cancer Center/Cancer Hospital,
Chinese Academy of Medical Sciences & Peking Union Medical College, Beijing Key Laboratory of
Clinical Study On Anticancer Molecular Targeted Drugs, Beijing, China; Department of Medical
Oncology, The First Affiliated Hospital of Zhengzhou University, Zhengzhou, China; Department of
Medical Oncology, Chongqing University Cancer Hospital, Chongqing, China; Department of Re-
spiratory Medicine, West China Hospital of Sichuan University, Chengdu, China; Department of
Respiratory and Critical Care Medicine, Second Affiliated Hospital, Zhejiang University School of
Medicine, Hangzhou, China; Department of Respiratory Medicine, Shanghai Chest Hospital, Shanghai
Jiao Tong University, Shanghai, China; Department of Medical Oncology, Beijing Chest Hospital,
Capital Medical University, Beijing Tuberculosis and Thoracic Oncology Institute, Beijing, China;
Department of Radiation Oncology, Shandong Cancer Hospital Affiliated to Shandong First Medical
University, Jinan, China; The Affiliated Cancer Hospital of Zhengzhou University & Henan Cancer
Hospital, Zhengzhou, China; Cancer Center, Union Hospital, Tongji Medical college, Huazhong
University of Science and Technology, Wuhan, China; Department of Medical Oncology, Yunnan
Cancer Hospital, Kunming Medical University, Kunming, China; Thoracic Medicine Department 1,
Hunan Cancer Hospital, the Affiliated Cancer Hospital of Xiangya School of Medicine, Central South
University, Changsha, China; Cancer Center, Shanxi Bethune Hospital, Shanxi Academy of Medical
Science, Tongji Shanxi Hospital, Third Hospital of Shanxi Medical University, Wuhan, China; De-
partment of Clinical Medicine, Shouyao Holdings (Beijing) Co., Ltd, Beijing, China

Background: SY-3505 is a potent, brain-penetrant, 3"%-generation (gen) anaplastic lymphoma kinase
(ALK) tyrosine kinase inhibitor (TKI) with Prechmcal activity against both wild-type and most known
resistance mutations of ALK occurring in 1tand 2"%-gen ALK TK|-resistant patients. Here we report the
efficacy and safety results from the ongoing phase I/11 study of SY-3505. Methods: Patients aged =18
years with histologically/cytologically confirmed, advanced, ALK-positive non-small cell lung cancer
(NSCLC) and an Eastern Cooperative Oncology Group (ECOG) performance status (PS) of 0-2 were
recruited from 13 hospitals in China. In phase | study, patients received SY-3505 from 25-800mg once
daily in dose-escalation phase, followed by dose-expansion at 500/600mg. Patients received alectinib
only or =2 prior ALK TKIs were recruited in phase Il study and treated with SY-3505 at 600mg once
daily. The primary endpoint was investigator (INV)-assessed objective response rate (ORR) per
Response Evaluation Criteria in Solid Tumors (RECIST) version 1.1. Secondary endpoints included
disease control rate (DCR), duration of response (DoR), progression-free survival (PFS), overall survival
(OS) and safety. Results: At data cut-off date of Feb.03, 2023, 92 ALK-positive NSCLC patients were
enrolled in phase I/Il, 82 were evaluable for efficacy, the ORR was 34.2% (95% confidence interval [CI]
24.0-45.5%), DCR was 74.4% (95% Cl 63.6-83.4%). Herein the ORR and DCR of 59 patients in
phase | for dose-escalation and dose-expansion was 32.3% (95% Cl 20.6-45.6%) and 69.5% (95% Cl
56.1-80.8%), respectively; median DoR and PFSwas 11.1 (95% Cl 5.28-not reached [NR]) and 6.20
(95% CI 3.08-10.3) months, respectively. Fifty-six patients received SY-3505 at 600mg once daily
(two patients received non-alectinib 2"%-gen ALK TKI only, 22 received alectinib only and 32
received =2 prior ALK TKIls). Thirty-two (57.1%) patients experienced treatment-related adverse
events (TRAEs) and two (3.6%) had grade =3 TRAEs. The most common TRAEs were diarrhea
(42.9%), nausea (28.6%) and vomiting (26.8%), consistent with previous reported in phase I. Forty-
seven patients were evaluable for efficacy, the ORR and DCR was 38.3% (95% Cl 24.5-53.6%) and
83.0% (95% Cl 69.2-92.4%), respectively. Median DoR and PFS were NR. Twenty-two patients had
baseline central nervous system metastases, the ORR and DCR was 50.0% and 86.4%, respectively
Conclusions: SY-3505 was well-tolerated and showed S|gn|f|cant and durable clinical activity in ALK-
positive NSCLC patients who received at least one prior 2"%-gen ALK TKI, demonstrating a potential
new treatment option for these patient population. Pivotal clinical study WI|| be performed in future.
Clinical trial information: NCT05257512. Research Sponsor: Shouyao Holdings (Beijing) Co., Ltd.
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A first-in-human phase |, dose-escalation and dose-expansion study of SY-5007, a highly
potent and selective RET inhibitor, in Chinese patients with advanced RET positive solid
tumors.

Caicun Zhou, Wei Li, Yiping Zhang, Zhengbo Song, Yongsheng Wang, Dingzhi Huang, Feng Ye,
Qiming Wang, Yinghui Sun; Department of Medical Oncology, Shanghai Pulmonary Hospital and
Thoracic Cancer Institute, Tongji University School of Medicine, Shanghai, China; Department of
Thoracic Oncology, Zhejiang Cancer Hospital, Hangzhou, China; Clinical Trial Center, National Medical
Products Administration Key Laboratory for Clinical Research and Evaluation of Innovative Drugs, West
China Hospital, Sichuan University, Chengdu, China; Lung Cancer Department, Tianjin Medical
University Cancer Institute and Hospital, Tianjin, China; Department of Medical Oncology, The First
Affiliated Hospital of Xiamen University, Xiamen, China; Department of Internal Medicine, Affiliated
Cancer Hospital of Zhengzhou University, Henan Cancer Hospital, Zhengzhou, China; Department of
Clinical Medicine, Shouyao Holdings (Beijing) Co., Ltd, Beijing, China

Background: RET gene fusions have been identified as oncogenic drivers in 1-2% of non-small-cell lung
cancer (NSCLC) and 10-20% of papillary thyroid carcinomas. Activating RET mutations occur in 50-
60% of medullary thyroid cancer (MTC). Recently, selective RET TKIls, selpercatinib and pralsetinib,
were approved for RET positive solid tumors by FDA. SY-5007 is a highly potent RET inhibitor that
selectively targets RET fusions and mutations. This study is to investigate the safety, PK characteristics
and preliminary efficacy of SY-5007 in Chinese patients with advanced RET-altered solid tumors.
Methods: In this first-in-human phase | study, eligible patients previously treated and with positive RET
were enrolled. In the dose escalation phase, following 3+3 design, the patients were administered orally
with SY-5007 20 mg once daily, or 20, 40, 80, 120, 160, 200 mg twice daily in a 28-day cycle. The
expansion doses (160 and 200 mg twice daily) were executed in a dose expansion phase to determine a
recommended phase Il dose (RP2D). Then three cohorts (RET fusion-positive NSCLC or thyroid cancers
and RET mutant MTC) at RP2D were expanded in eligible patients. Primary endpoints included safety,
tolerability, MTD, DLTs. Secondary endpoints included PK and preliminary antitumor activity of SY-
5007 per RECIST v1.1. Results: As of Feb.06, 2023, a total of 60 patients including 55 RET fusion
NSCLC and 5 RET mutant solid tumors were enrolled into dose escalation cohorts (n = 17) and dose
expansion cohorts (n = 43).Totally, 55 (91.7%) patients experienced treatment-related adverse events
(TRAEs) including increased aspartate aminotransferase (50.0%), increased alanine aminotransferase
(41.7%), diarrhea (41.7%), etc. Grade =3 TRAEs were observed in 22 (36.7%) patients including
hypertension (15%), diarrhea (5%), increased alanine aminotransferase (3.3%), etc. PK study showed
SY-5007 was absorbed rapidly, exposure of SY-5007 increased in a dose-dependent manner at doses
between 20 and 160 mg twice daily, and it was saturated at 160 mg twice daily. In 50 evaluable
patients, the overall ORR and DCR was 62.0% (95% Cl, 47.2-75.4) and 94.0 % (95% Cl, 83.5-98.8),
respectively. 29 patients (24 NSCLC, 4 MTC) received SY-5007 at 160 mg twice daily, 27 of 28
(96.4%) evaluable patients showed tumor regression, ORR and DCR was 72.4% (95% Cl, 52.8-87.3)
and 89.7% (95% Cl, 72.7-97.8), respectively. For NSCLC patients, the ORR and DCR was 75.0%
(95% Cl, 53.3-90.2) and 91.7% (95% Cl, 73.0-99.0), respectively. Conclusions: SY-5007 was well
tolerated in patients. Preliminary antitumor activity was also observed in patients with advanced RET-
fusion positive NSCLS and RET mutant MTC. The pivotal Phase Il clinical study of SY-5007 in NSCLC
patients is ongoing. Research Sponsor: Shouyao Holdings (Beijing) Co., Ltd. Clinical trial information:
NCT05278364. Research Sponsor: Shouyao Holdings (Beijing) Co., Ltd.
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Phase 1 study evaluating the safety, tolerability, pharmacokinetics (PK), and efficacy of
GEC255, a novel KRAS®'2 inhibitor, in advanced solid tumors.

Yan Zhang, Lin Zhou, Youling Gong, Meijuan Huang, Min Tang, Yongmei Liu, Min Yu, Weigang Xiu,
Xinjun Liang, Xinyu Liu, Xin-Yuan Fu, You Lu; Department of Thoracic Oncology, Cancer Centre,
Sichuan University West China Hospital, Chengdu, China; Department of Thoracic Oncology, Cancer
Center, West China Hospital, Sichuan University, Chengdu, China; Thoracic Oncology Ward, Cancer
Center and State Key Laboratory of Biotherapy, West China Hospital, Sichuan University, Chengdu,
China; Department of Thoracic Oncology, Cancer Center, West China Hospital, Medical Sch, Chengdu,
China; Department of Medical Oncology, Hubei Cancer Hospital, Wuhan, China; Clinical Development
Dept., GenEros Biopharma Ltd, Hangzhou, China; Institute of Human Diseases and Immunotherapy,
West China Hospital, Sichuan University, Chengdu, China

Background: The KRAS®!2¢ mutation occurs in 12-14% of NSCLC and in 3-5% of CRC patients and is
recognized as an oncogenic driver mutation. Recently the discovery of a cryptic binding pocket within
the effector region of the KRAS®12¢ oncoprotein has led to the rapid clinical development of a new
series of specific inhibitors. GEC255 is a novel small molecule which showed excellent target
engagement ability and a favorable pharmacological profile. Methods: This is a phase 1, open-
label, multicenter study (CTR20212486) to evaluate the safety, tolerability, pharmacokinetics
(PK), and efficacy of GEC255 in patients (pts) with advanced solid tumors bearing KRASE12¢ mutation.
The primary endfoint is safety and key secondary endpoints include PK and ORR. Key inclusion
criteria: KRAS®4C mutation identified through digital PCR, measurable or evaluable disease, ECOG
PS =1, and life expectancy > 3 months. Key exclusion criteria: previous administration of specific
KRASC!2C inhibitors, uncontrollable plasma cavity effusion. Phase 1a is an accelerated titration, dose-
escalating study to determine the maximum tolerated dose (MTD) or recommended phase 2 dose
(RP2D). Phase 1b is a dose exgaansion study which will enroll pts with NSCLC, CRC, and other solid
tumors harboring the KRAS®'%C mutation. GEC255 will be administered PO QD until disease pro-
gression, intolerance, or withdrawal of consent. Results: 16 NSCLC pts (15 men, 1 woman, median age
58y) were enrolled in Phase 1 dose escalation for the first 4 dose cohorts followed with dose escalation
in chosen doses. No dose-limiting toxicity was observed and MTD has not been identified yet. GEC255
showed the linear increase in AUC exposure and Cp,,x with increasing doses. Tnax Was 2-4 hours in all
dosing groups and Cyougn Within the 24-hour period was higher than pERK |Cq even in low dose group.
The half-life of GEC255 in 24h period is about 8-9h and there is no increase in AUC upon daily dosing
for 28 consecutive days. Among the 16 pts, most pts (n=13) had =1 prior lines of treatment (tx). A total
of 15 patients had treatment-related adverse events and most AEs are G1 or G2 (93.3%); the most
frequent AEs are diarrhea (56.3%), ALT increase (37.5%), rashes (25%), and anemia (25%). Tumor
response was evaluated in 13 pts. 10 pts (76.9%) had objective response (complete or partial
response) and 12 pts (92.3%) had disease control (objective response or stable disease). In
600mg dose group, the ORR was 83.3% and DCR was 100% (n = 6). 7 pts are continuing to receive
GEC255. Conclusions: GEC255 has been well tolerated at the doses tested and has shown encouraging
anticancer activity to advanced NSCLC patients with KRAS®'2® mutation pts. MTD has not been
determined, and enrollment into the dose exploration is ongoing. (http://www.chinadrugtrials.org.cn/
index.html). Clinical trial information: CTR20212486. Research Sponsor: GenEros Biopharma
Research Center, Hangzhou, Zhejiang, China.
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First-in-human, multicenter phase | study of TGRX-326 in patients with advanced ALK-
positive non-small cell lung cancer.

Hongyun Zhao, Yuxiang Ma, Nong Yang, Zhehai Wang, Wenjian Jin, Xingya Li, Yunpeng Liu, Rui Meng,
Jianying Zhou, Ying Cheng, Yongsheng Wang, Zhuang Yu, Li Zhang; Department of Clinical Research,
Sun Yat-sen University Cancer Center, State Key Laboratory of Oncology in South China, Collaborative
Innovation Center for Cancer Medicine, Guangzhou, China; Department of Clinical Research, Sun Yat-
sen University Cancer Center, State Key Laboratory of Oncology in South China, Collaborative
Innovation Center for Cancer Medicine, Guangdong Key Laboratory of Nasopharyngeal Carcinoma
Diagnosis and Therapy, Guangz, Guangzhou, China; Department of Medical Oncology, Lung Cancer
and Gastrointestinal Unit, Hunan Cancer Hospital/The Affiliated Cancer Hospital of Xiangya School of
Medicine, Central South University, Changsha, China; Shandong Cancer Hospital, Jinan, China;
Jiangxi Cancer Hospital, Nanchang, China; Department of Oncology, First Affiliated Hospital of
Zhengzhou University, Zhengzhou, China; The First Hospital of China Medical University, Shenyang,
China; Cancer Center, Union Hospital, Tongji Medical College, Huazhong University of Science and
Technology, Wuhan, China; Department of Respiratory Disease, The First Affiliated Hospital Zhejiang
University, Hangzhou, China; Department of Oncology, Jilin Cancer Hospital, Changchun, China; West
China Hospital, Sichuan University, Chengdu, China; The Affiliated Hospital of Qingdao University,
Qingdao, China; Department of Medical Oncology, State Key Laboratory of Oncology in South China;
Collaborative Innovation Center for Cancer Medicine, Sun Yat-sen University Cancer Center, Guangz-
hou, Guangdong, China

Background: TGRX-326, a deuterated derivative of lorlatinib (LOR), is a potent 3" generation ALK and
ROS1 dual TKI with high potency against multiple ALK-resistant mutations. Deuteration of the key
metabolic site of the molecule allows to achieve a higher exposure than with LOR and this may result in
alleviated toxicities and better efficacy. Methods: The study comprised 3 phases: dose escalation (D-
ESCAL), dose expansion (D-EXP) and cohort expansion (C-EXP). In D-ESCAL and D-EXP, ALK+ pts prior
failed on 2" gen ALK-TKIs or ROS 1+ pts resistant to crizotinib (CRZ) were enrolled; in C-EXP, ALK+ pts
progression after CRZ (C-EXP-A1),progression after =1 2" gen TKls (C-EXP A2), ROS1+ progression
after CRZ (C-EXP-B) and pts with ALK TKI naive (C-EXP-C) were enrolled. Results: Up to Jan 13, 2023,
185 pts (median age 53 years, 45.9% male) were enrolled; Median treatment and follow-up was 5.5
and 6.7 months, respectively. There were no DLT observed and no MTD identified in D-ESCAL (5-
125mg QD, n=19). Based on the safety, efficacy and PK exposure data of 42 pts in D-ESCAL and D-
EXP, 60 mg QD was selected as the RP2D for C-EXP,the average AUC;,, of 60mg QD reached to
5443ng*hr/mL. Treatment-related adverse events (TRAEs) occurred in 87.5% patients (162/185), the
most common TRAEs were hypercholesterolemia (74.1%), hypertriglyceridemia (68.1%), weight gain
(36.2%), peripheral edema (15.7%), peripheral neuropathy (14.1%). As for R2PD, 132 of 155
(85.2%) experienced TRAEs, Grade =3 TRAEs occurred in 19.7%, most frequent were hypertrigly-
ceridemia (11%) and hypercholesterolemia (8.4% ). Dose interruptions and dose reductions associ-
ated with TRAEs were reported in 10 (5.4%) and 5 (2.7 %) pts respectively. Confirmed response were
observed in 142 ALK+pts enrolled in C-EXP, results are shown in the Table (Efficacy of B-ROS1+ pts
will be reported separately). Eleven ALK mutations were detected in 16 pts (either alone or in
combination); 50.0% pts achieved PR. Out of 6 pts who were positive for G1202R, 50.0% experienced
PR. Conclusions: TGRX-326 was well tolerated in pts with advanced ALK+ NSCLC and showed
promising clinical antitumor activity irrespectively of ALK+ resistance to CRZ and 2" gen TKils,
especially among those with brain metastases. Impressive activity was seen in ALK TKI naive NSCLC.
TGRX-326 demonstrated antitumor activity against multiple ALK mutations including G1202R.
Clinical trial information: NCT05441956. Research Sponsor: Shenzhen TargetRx, Inc.

C-EXP A1 C-EXP A2 C-EXP A2 C-EXP A2 C-EXPC

Prior TKI CRZ 1 ALK 2 ALK =3 ALK None
TKI? TKIs? TKIs?
Nr of pts 15 40 37 17 33
ORR, n (%) 9(60.0) 14(35.0) 14(37.8) 5(29.4) 24(72.7)
DCR, n (%) 15(100.0) 29(72.5) 31(83.8) 16(94.1) 30(90.9)
Nr of pts with IC target 5 5 13 8 8
lesions

IC-ORR;n (%) 3(60.0) 4(80.0) 7(53.8) 6(75.0) 6(75.0)
IC-DCR, n (%) 5(100.0) 4(80.0) 11(84.6) 8&(100.0) 8(100.0)

IC: intracranial;®Lines of therapy.
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SKB264 (TROP2-ADC) for the treatment of patients with advanced NSCLC: Efficacy and
safety data from a phase 2 study.

Wenfeng Fang, Ying Cheng, Zhendong Chen, Wei Wang, Yongmei Yin, Yongsheng Li, Huiting Xu,
Xingya Li, Zev A. Wainberg, Guohua Yu, Yanjun Mi, Jordi Rodon Ahnert, Xiang Wang, Xian Wang,
Yina Diao, Yalan Yang, Lian Lu, Junyou Ge, Jin Li, Li Zhang; Department of Medical Oncology, Sun Yat-
sen University Cancer Center & State Key Laboratory of Oncology in South China, Collaborative
Innovation Center for Cancer Medicine, Guangzhou, Guangdong, China; Department of Oncology,
Jilin Cancer Hospital, Changchun, China; The Second Affiliated Hospital of Anhui Medical University,
Hefei, Anhui, China; Hunan Cancer Hospital, Changsha, Hunan, China; Jiangsu Province Hospital,
Nanjing, China; Department of Medical Oncology, Chongqing University Cancer Hospital, Chongqing,
China; Hubei Cancer Hospital, Wuhan, Hubei, China; The First Affiliated Hospital of Zhengzhou
University, Zhengzhou, China; Department of Medicine, Division of Hematology and Oncology,
University of California at Los Angeles, Los Angeles, CA; Weifang People's Hospital, Weifang,
Shandong, China; The First Affiliated Hospital of Xiamen University, Xiamen, China, Xiamen, China;
The University of Texas MD Anderson Cancer Center, Houston, TX; Department of Medical Oncology,
Xuzhou Central Hospital, Xuzhou, Jiangsu, China; Sir Run Run Shaw Hospital Zhejiang University
School of Medicine, Hangzhou, Zhejiang, China; Sichuan Kelun-Biotech Biopharmaceutical Co., Ltd.,
Chengdu, Sichuan, China; Shanghai East Hospital, School of Medicine, Tongji University, Shanghali,
Shanghai, China; Department of Medical Oncology, State Key Laboratory of Oncology in South China;
Collaborative Innovation Center for Cancer Medicine, Sun Yat-sen University Cancer Center, Guangz-
hou, Guangdong, China

Background: TROP2 (trophoblast cell surface antigen 2) is commonly overexpressed in non-small cell
lung cancer (NSCLC) and associated with poor prognosis. SKB264 is a novel anti-TROP2 ADC
developed using sulfonyl pyrimidine-CL2A-carbonate linker to conjugate its payload, a belotecan-
derivative topoisomerase | inhibitor, to achieve an average Drug-to-antibody Ratio (DAR) of 7.4. The
design was to achieve a more effective balance between stability in circulation and release of the ADC
payload in tumor cells. Here we report clinical efficacy and safety results of SKB264 in the treatment of
patients (pts) with NSCLC from a Phase 2 expansion cohort. TROP2 expression level by immunohis-
tochemistry was assessed retrospectively. Correlation analyses between response and TROP2 level will
be provided. Methods: This is a Phase 1/2, multicenter dose-escalation/expansion study in pts with
relapsed or refractory locally advanced/metastatic NSCLC and other tumor types (NCT04152499). All
NSCLC pts received SKB264 at 5 mg/kg IV Q2W. Tumor assessments based on RECIST 1.1 were
performed every 8 weeks by investigators. Results: As of February 9", 2023, 43 pts (63% male, 88%
ECOG PS 1, median age 58 yrs [44-74]) were enrolled. Median follow-up was 11.5 months (mo; 95%
Cl, 10.4-12.2). Median treatment duration was 5.7 mo (range, 0.5-14.1). Among 39 response-
evaluable pts, the ORR was 44% (17/39, 15 confirmed and 2 pending confirmation), median DoR was
9.3 mo (range, 1.3+ 1o 11.2+), 6-month DoR rate was 77%. For EGFR wild type subgroup (previously
received median 2 lines of therapy including anti-PD-1/L1), the ORR was 26% (5/19), DCR was 89%
(17/19), median PFS was 5.3 mo, and 9-month OS rate was 80.4%. For subgroup with TKI resistant
EGFR mutant NSCLC (50% also failed at least one line of chemotherapy), the ORR was 60% (12/20),
DCR was 100% (20/20), median PFSwas 11.1 mo, and 9-month PFS rate was 66.7%. 67.4% (29/43)
of pts had Grade = 3 treatment-related adverse events (TRAEs). The most common Grade =3 TRAEs
(occurred in =5% of pts) were neutrophil count decreased (32.6%), anemia (30.2%), white blood cell
count (WBC) decreased (23.3%), stomatitis (9.3%), rash (7.0%), and lymphocyte count decreased
(7.0%). Grade 4 TRAEs occurred only for neutropenia and WBC decreased. Most of the hematology
toxicity occurred within the first two months of treatment and resolved after treatment with granulocyte
colony stimulating factor or erythropoietin without blood transfusions. 23.3% (10/43) of the pts
experienced dose reduction due to TRAEs. No neuropathy or drug-related ILD/pneumonitis was
reported. No TRAEs led to treatment discontinuation or death. Conclusions: SKB264 at 5 mg/kg
Q2W demonstrated encouraging anti-tumor activity and manageable safety profile in pts with relapsed
or refractory locally advanced/metastatic NSCLC. TRAEs were mainly hematologic. Phase 3 studies of
SKB264 in pts with advanced NSCLC have been planned. Clinical trial information: NCT04152499.
Research Sponsor: Sichuan Kelun-Biotech Biopharmaceutical Co., Ltd.
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Implementation strategies for monitoring adherence in real time (iISMART): A pilot ran-
domized trial.

Katharine A. Rendle, Jocelyn Wainwright, Donna Pucci, Deirdre Yarosh, Christine Cambareri,
Linda A. Jacobs, Abigail Blauch, Abigail Mandel, Caleb Johnston, James Colbert, Bethany Mooney,
Justin E. Bekelman, Stephen E. Kimmel, Roy Rosin, Lawrence N. Shulman, E. Paul Wileyto,
Sarah Cohen, Charu Aggarwal, Corey J. Langer, Samuel U Takvorian; Perelman School of Medicine,
University of Pennsylvania, Philadelphia, PA; University of Pennsylvania, Philadelphia, PA; Memora
Health, San Francisco, CA; University of Florida, Gainseville, FL

Background: Helping patients to manage symptoms and adhere to oral anticancer agents (OACAs) is a
major challenge in oncology. OACAs cause side effects that can lead to suboptimal adherence if not
optimally managed, contributing to decreased effectiveness. Low-cost, text messaging approaches
have shown promise, but have not been robustly studied in oncology. Guided by principles from
implementation and behavioral science, we developed and tested the effect of an augmented in-
telligence chatbot on OACA adherence and symptom burden in patients with advanced lung cancer.
Methods: We conducted a two-arm pilot randomized trial (NCTO4347161) to evaluate the effect of the
chatbot on OACA adherence and symptom burden compared to usual care. The chatbot engages
patients via text messaging and applies natural language processing and machine learning to learn from
interactions. Core functionalities include: 1) motivational daily adherence reminders, 2) longitudinal
symptom monitoring with self-management support, and 3) bidirectional communication with clinical
teams. Participants included English-speaking patients with advanced lung cancer treated with any of
9 OACAs targeting EGFR, ALK, or ROS-1. The primary outcome was 12-week adherence, measured
using the microelectronic monitoring system (MEMS) and defined dichotomously if the patient
achieved =95% adherent days or not. Secondary outcomes were assessed at baseline and 12 weeks
using validated survey instruments, including symptom burden using the Edmonton Symptom
Assessment System Total Distress Score (range 0-90), health-related quality of life (HRQOL) using
EQ-5D-3L (range 0-100), and usability using Health-ITUES (range 1-5). We used multivariable logistic
regression adjusting for stratification variables to test the chatbot’s effect on adherence (intent-to-treat
analysis) and evaluated mean differences (by arm) in secondary outcomes using Fisher’s exact test.
Results: From February 2021 to August 2022, 75 patients across 4 sites enrolled (median age 65 years,
64% female, 88% White, 21.3% high school education or lower); 50.7% (n=38) were randomized to
intervention. Compared to usual care, we observed no significant differences in adherence in the
intervention arm (78.8% vs 81.8%; aOR=1.7 95% Cl: 0.3-9.4). However, in contrast to those in usual
care, participants in the intervention arm had significantly greater decreases in symptom burden (mean
difference: -2.7 vs 2.6; p<0.05) and increases in HRQOL (mean difference: 4.1 vs-4.8; p<<0.05) from
baseline to 12 weeks. Overall chatbot usability was high (mean score=3.9). Conclusions: In this pilot
randomized trial, an augmented intelligence chatbot successfully reduced symptom burden and
improved HRQOL but did not significantly alter OACA adherence. Chatbots are a potentially scalable
strategy for improving symptom management that warrant study in larger randomized trials. Clinical
trial information: NCT04347161. Research Sponsor: Lung Cancer Research Foundation grant
supported by funds from Pfizer.
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Characteristics of long-term survivors with EGFR mutant (EGFRm) metastatic non-small cell
lung cancer (mNSCLC).

Melina Elpi Marmarelis, Connor B. Grady, Caroline McCoach, Fangdi Sun, Geoffrey Liu,
Devalben Patel, Jorge J. Nieva, Kristen A. Marrone, Vamsidhar Velcheti, Stephen V. Liu,
Tejas Patil, Jared Weiss, William Schwartzman, Liza C Villaruz, Amanda Cass, Dara L. Aisner,
Wei-Ting Hwang, Charu Aggarwal, D. Ross Camidge, Lova Sun; University of Pennsylvania, Phila-
delphia, PA; Genentech, San Francisco, CA; Stanford University Medical Center, Stanford, CA;
University Health Network, Toronto, ON, Canada; Princess Margaret Cancer Centre, Toronto, ON,
Canada; University of Southern California, Norris Comprehensive Cancer Center, Los Angeles, CA;
Johns Hopkins Hospital, Baltimore, MD; New York University, Laura and Isaac Perlmutter Cancer
Center, New York, NY; Lombardi Comprehensive Cancer Center, Georgetown University, Washington,
DC; University of Colorado School of Medicine, Aurora, CO; University of North Carolina, Chapel Hill,
NC; UT Southwestern Medical Center, Dallas, TX; University of Pittsburgh Medical Center, Pittsburgh,
PA; Vanderbilt University Medical Center, Nashville, TN; University of Colorado, Aurora, CO; University
of Colorado Denver Department of Radiation Oncology, Aurora, CO

Background: Although osimertinib has become standard first-line (1L) therapy for patients (pts) with
EGFRm mNSCLC, asubset treated with earlier-generation EGFR-targeted TKls and chemotherapy have
had long-term survival. We sought to characterize clinical features of long-term survival in pts with
EGFRm mNSCLC treated prior to the osimertinib era. Methods: Data were abstracted from electronic
medical records at 12 cancer centers participating in the Academic Thoracic Oncology Medical
Investigator’s Consortium (ATOMIC). We included patients with mNSCLC with sensitizing mutations in
EGFR who started 1L systemic therapy before 2015. Survival distributions and predictors were
assessed using Kaplan-Meier estimates and a multivariable Cox proportional hazards model including
time-dependent brain metastasis (met) development, age, 1L therapy (targeted vs. chemotherapy), sex,
race, and smoking status. Multivariable logistic regression was used to evaluate baseline predictors
associated with 5+ year survival vs. not for those with known survival status at 5 years after start of 1L.
Results: We identified 304 patients (69% female, 56% White, 29% Asian, mean age 61.2). First-line
targeted therapy was given in 70% of patients. With a median follow-up of 81.5 months, median overall
survival was 63.5 months (95% Cl 59.4-71.9). 135 (44%) pts survived 5+ years; among those with
baseline next-generation sequencing (NGS), presence of a baseline pathogenic ERBBZ2 variant was
higher in 5+ year survivors (4/51 [8%], 2x amplification, y772_A775dup, S310F) v others (1/65 [2%],
amplification). Among 161 pts with baseline brain imaging, both baseline and on-treatment devel-
opment of brain mets were associated with worse survival (HR 1.29, 95% C1 1.21-1.37; HR 1.59, 95%
Cl 1.47-1.72; both P < 0.001). Excluding 22 patients lost to follow-up before 5 years, a history of
smoking (OR 2.99, 95% Cl 1.35-6.90, P = 0.008) and baseline brain metastases (OR 3.57, 95% Cl
1.64-8.13, P = 0.002) were associated with death before 5 years. Conclusions: Long-term survivors
with EGFRm mNSCLC treated before the osimertinib era were more likely to be nonsmokers and have no
baseline brain metastases. This highlights a subset of EGFRm patients who had excellent outcomes
with older treatment strategies and may not benefit as much from intensification approaches.
Additional baseline mutational data will be presented at the conference. Research Sponsor: Astra-
Zeneca; LUNGevity.
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Association between real-world, upfront, next-generation sequencing and overall survival
(0S) in advanced non-small-cell lung cancer (aNSCLC) in the United States.

Benjamin Philip Levy, Danny Nguyen, Yu-Hsuan Shih, Magdaliz Gorritz, Beilei Cai, Nydia Caro,
Marie Yasuda, Yifan Gu, Chi-Chang Chen, Vincent Pretre, Teddy Rassem Saliba; John Hopkins Sidney
Kimmel Cancer Center, Washington, DC; City of Hope, Duarte, CA; Novartis Services, Inc, East
Hanover, NJ; IQVIA, Inc, Wayne, PA

Background: Multiple biomarker testing strategies exist as the treatments of aNSCLC rapidly evolve.
While upfront NGS is considered optimal, this practice has not been universally adopted. Surprisingly,
the impact of NGS vs non-NGS approaches on OS is unclear, with the largest study to date
demonstrating lack of benefit. We aim to identify the genomic testing strategy associated with the
most optimal OS in aNSCLC using data from a large, contemporary electronic health record (EHR)
database. Methods: This retrospective study used Flatiron EHR data. Patients diagnosed with aNSCLC
between 11 Apr 2019 and 31 Dec 2021 who received systemic therapy were identified and followed
from the date of diagnosis to 31 May 2022 or death. Testing methods reported within the patient’s chart
were extracted. Methods assessed included NGS (defined as any test type with ‘NGS’ as test name) and
non-NGS (defined as PCR, FISH, IHC, and other sequencing methods not containing ‘NGS’). Upfront
testing was defined as tests received on or prior to the date of initiation of first-line (1L) therapy. Kaplan-
Meier analyses were used to estimate and compare real-world overall survival (rwOS) by testing
strategies. Among those with actionable genetic mutations, we also explored rwOS by timing of
targeted therapy (TT) initiation. Results: Of a total 13,139 patients, mean age was 69, 49% female,
64% white, 33% Medicare insured, and 88% treated in community setting only. Median follow up time
was 9 months. The percentage of patients with upfront NGS increased from 29% in 2019 to 66% in
2022. Median OS (mOS) was longest in patients with upfront NGS compared to those with upfront non-
NGS genomic tests (p < 0.05), those with NGS after 1L (p < 0.05), and those with no NGS test ever
(p < 0.05) (see table). 19% of patients with upfront NGS vs. 15% of those with upfront non-NGS
received TT in 1L; 23% of patients with NGS vs. 19% of those with upfront non-NGS received TT at any
line of therapy. In patients with actionable genetic mutations, mOS decreased with later initiation of TT;
mOS was not reached (NR) (34.6 — NR) in patients who initiated TT in 1L, 34.7 (29.1 — NR) months in
those with 2L TT, and 24.3 (20.3 — 30.1) months in those who initiated TT in 3L. Conclusions: This is
the first and largest study to demonstrate that upfront NGS testing leads to better OS when compared to
upfront non-NGS genomic testing, later NGS, or no-NGS in aNSCLC. In line with these results, we also
found an OS benefit associated with earlier TT initiation. These results highlight the significant impact
of upfront NGS testing and underscore for the need for both education and wider accessibility of NGS
testing. Research Sponsor: Novartis, Inc.

Upfront NGS Upfront non-NGS NGS testing after 1L No NGS tested

testing genomic testing initiation ever
(n =6,210) (n =2,697) (n = 2,824) (n =2,152)

Median OS (CI) in months 20.9 17.5 18.2 16.9
(19.8-21.9) (16.1-19.2) (16.6-19.4) (15.3-18.6)
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Clinical, pathologic, and genomic hallmarks of KRAS-amplified non-small cell lung
cancer.

Biagio Ricciuti, Joao Victor Machado Alessi, Xinan Wang, Giuseppe Lamberti, Federica Pecci,
Alessandro Di Federico, Malini Marion Gandhi, Lynette M. Sholl, Chiara Ambrogio, Mark M. Awad;
Dana-Farber Cancer Institute, Lowe Center for Thoracic Oncology, Boston, MA; Harvard University,
Boston, MA; Clinical Oncology, Polytechnic University of Marche, AOU Ospedali Riuniti, Ancona, ltaly;
Department of Pathology, Brigham and Women’s Hospital and Harvard Medical School, Boston, MA;
Molecular Biotechnology and Health Sciences, University of Turin, Turin, Italy; Dana-Farber Cancer
Institute, Boston, MA

Background: KRAS-mutant non-small cell lung cancers (NSCLCs) have unique clinicopathologic and
genomic features, and novel therapies are in development to target many KRAS-mutant tumor types.
Whether KRAS amplification also defines a unique, potentially targetable, molecular subset of NSCLC
is currently unknown. Methods: Clinicopathologic and genomic data were abstracted from multiple
independent cohorts of pts whose cancers underwent tumor genomic profiling at the Dana-Farber
Cancer Institute (Cohort 1), AACR Project GENIE v.13, The Cancer Genome Atlas (TCGA), and 212
other studies (Cohort 2). Patient (pt) outcomes were examined according to KRAS amplification status
(KRAS amplified vs KRAS non-amplified). Whole transcriptome sequencing and quantitative proteo-
mics data from TCGA and the Cancer Cell Line Encyclopedia (CCLE) were used to correlate KRAS
amplification with KRAS RNA levels and protein expression. Results: Among 15,341 pts with NSCLC,
KRAS amplification was identified in 355 (2.3%) cases (median number of copies [range]: 11 [7-87]);
the prevalence was similar in adenocarcinomas and squamous cell carcinomas. Compared to KRAS
non-amplified cases, pts with KRAS-amplified NSCLC were more likely to be men (52.4% vs 45.6%, p
=0.01), have a history of smoking (82.1% vs 64.2%, p < 0.01), and higher median pack-years (35 vs
23.5,p < 0.01). However, median age was similar between the two groups (66 vs 66, p =0.88). KRAS
amplification was also associated with higher aneuploidy (median fraction of genome altered 30.4% vs
14.3%, p < 0.01), tumor mutational burden (p < 0.01 across different platforms), and increased
median PD-L1 expression (20% vs 5%, p = 0.01). Of the 355 NSCLC samples with KRAS ampli-
fication, 152 (43%) had no concurrent oncogene driver mutations. In unbiased mutation enrichment
analyses, KRAS-amplified tumors were enriched in concurrent mutations in KRAS, PALBZ2, POLE, and
SLC34A2(q < 0.1), while KRAS non-amplified tumors were enriched for oncogenic EGFR mutations
(g <0.1). Transcriptomic and proteomic profiling from the TCGA and CCLE cohorts demonstrated that
KRAS amplification was associated with significantly increased KRAS mRNA (p < 0.01) and protein
expression (p < 0.01), compared to KRAS non-amplified samples. In pts with available clinical
outcomes data in the combined cohort (N = 9,335), the median overall survival (OS) from the date of
diagnosis was significantly shorter in KRAS-amplified vs KRAS non-amplified cases (adjusted HR:
1.40, p < 0.01). KRAS amplification was confirmed to confer significantly worse survival outcomes in
pts with both KRAS wild-type (N = 6,695, adjusted HR 1.37, p=0.02) and KRAS-mutant (N = 2,640,
adjusted HR 1.34, p = 0.02) NSCLC. These results were independently replicated in Cohort 1 and
Cohort 2. Conclusions: KRAS amplification defines a novel molecular subset of NSCLC characterized by
distinct clinicopathologic and genomic features and worse survival. Research Sponsor: None.
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FDA analysis of toxicity profiles of oral TKIs recently approved for non-small cell lung
cancer based on receipt of prior inmune checkpoint inhibitor therapy.

Yufan Liu, Elizabeth Duke, Nicole Lauren Drezner, Harpreet Singh, Paul Kluetz, Richard Pazdur,
Erin A. Larkins; United States Food and Drug Administration, Silver Spring, MD; Office of Oncologic
Diseases, Office of New Drugs, Center for Drug Evaluation and Research, U.S. Food and Drug
Administration, Silver Spring, MD; Oncology Center of Excellence, Office of the Commissioner,
U.S. Food and Drug Administration; Office of Oncologic Diseases, Office of New Drugs, Center for
Drug Evaluation and Research, U.S. Food and Drug Administration, Silver Spring, MD; Oncology Center
of Excellence, U.S. Food and Drug Administration, Silver Spring, MD; Oncology Center of Excellence,
U.S. Food and Drug Administration; Office of Oncologic Diseases, Office of New Drugs, Center for Drug
Evaluation and Research, U.S. Food and Drug Administration, Silver Spring, MD; Office of Oncologic
Diseases, Center for Drug Evaluation and Research, U.S. Food and Drug Administration, Silver Spring,
MD

Background: Immune checkpoint inhibitors (ICls) targeting PD-(L)1 are standard front-line therapy for
advanced non-small cell lung cancer (NSCLC). Molecularly targeted tyrosine kinase inhibitors (TKIs)
are standard of care for subsets of oncogene-driven NSCLC. Published literature suggests the
possibility of increased toxicity in patients who receive ICls followed by EGFR or ALK TKI treatment.
However, the toxicity profile in patients who receive ICls followed by TKIs with other genomic targets
has not been well described. Methods: Marketing applications for TKls in patients with NSCLC
submitted to the Office of Oncologic Diseases between Jan 2019 to Dec 2022 were reviewed. Datasets
were analyzed for demographics, treatment-emergent adverse events (TEAE), and prior anti-cancer
therapies for TKl-treated patients in the primary efficacy population. Drug classes for which < 5% of
patients received prior ICl were excluded. Grade 3-4 TEAE, serious adverse events (SAE), discontin-
uation TEAE and TEAE of interest (hepatotoxicity, rash, and interstitial lung disease [ILD]) were
summarized. Results: 9 applications were identified and 2 were excluded. The remaining applications
involved TKIs targeting EGFR exon 20 insertion, KRAS G12C, MET exon 14 skipping, and RET fusion
alterations. Analyses included 867 patients; 61% received prior IC| therapy. Patient characteristics
and results of analyses are presented in the table. In our pooled analysis, the incidence of Grade 3-4
AEs, SAEs, and hepatotoxicity were slightly higher in the prior ICI group, while the incidence of
discontinuation TEAE, ILD, and rash were similar between groups. Analysis for hepatotoxicity was
limited to reported AEs (did not include analysis of laboratory data). Review of toxicity data across
individual drug classes did not show major differences compared to the overall results. Conclusions: Our
analysis of safety data for newer TKls with varied genomic targets does not appear to show excessive
toxicity in patients with NSCLC who received prior ICl compared to those who did not. In future clinical
trials evaluating TKls in this population, inclusion of patients who have received prior ICI therapy should
be considered when appropriate. Research Sponsor: None.

TEAE summary for TKls in patients with NSCLC based on receipt of prior ICI (N=867).

Prior ICI Therapy No Prior ICI Therapy

(N =528) (N =339)
Demographics
Sex 54% F 56% F
Age (years), median (range) 63 (25-89) 65 (23-90)
Race 67% White 48% White

25% Asian 46% Asian

4% Black 2% Black
Ethnicity 3% Hispanic or Latino 1% Hispanic or Latino
Region 60% U.S. 29% U.S.

19% Asia 44% Asia

19% Europe 25% Europe
Prior Radiotherapy 59% 45%
Drug Class 35% RET 44% RET
14% MET exon 14 skipping 33% MET exon 14 skipping
42% KRAS Gl2C 4% KRAS G12C
9% EGFR ex20 ins 19% EGFR ex20 ins

Toxicity
Grade 3 or 4 TEAE, % 71 63
SAEs, % 56 45
Discontinuation AE, % 12 12
Hepatotoxicity, % 4 1
ILD, % 4 6
Rash, % 26 25
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Stimulator of interferon gene (STING) expression as a biomarker for overall survival in
PDL1-negative, TMB-low non-small cell lung cancer (NSCLC) treated with immune
checkpoint inhibitors (ICls).

Matthew James Hadfield, Nishant Gandhi, Alex Patrick Farrell, Christopher G. Azzoli,
Ari M. Vanderwalde, Balazs Halmos, Stephen V. Liu, Wafik S. El-Deiry, Abdul Rafeh Nagash; Rl Hosp
Brown Univ, Providence, RI; Caris Life Sciences Research and Development, Phoenix, AZ; Caris Life
Sciences, Phoenix, AZ; Rhode Island Hospital-The Warren Alpert Medical School of Brown University,
Providence, RI; Montefiore Einstein Center for Cancer Care, Bronx, NY; Lombardi Comprehensive
Cancer Center, Georgetown University, Washington, DC; Lifespan Cancer Institute, Division of
Hematology/Oncology, Cancer Center at Brown University, Providence, RI; Stephenson Cancer Center,
University of Oklahoma Health Sciences, Oklahoma City, OK

Background: cGAS-STING (CGS) is an intracellular DNA sensing pathway that when activated,
stimulates interferon and other immune-related signaling pathways. While increased expression of
CGS-related genes has been associated with better survival in NSCLC, studies investigating this
phenomenon in tumors less likely to respond to ICls such as PDL1-negative, TMB-Low NSCLC are
lacking. Here we report the role of CGS pathway in NSCLC tumors that are both PDL1-negative and
TMB-Low. Methods: DNA (592-gene or whole exome) and RNA sequencing (whole transcriptome) was
performed for NSCLC specimens (n=7264) submitted to Caris Life Sciences (Phoenix, AZ). PDL1
negativity was defined as <1% TPS score (22C3) & TMB-Low as <10 mutations/Mb. Hierarchical
Agglomerative Clustering (HAC) was performed on STING pathway genes (CXCL10, CCL5 and GZB) and
tumors were grouped into STING-high (n=3070), STING-intermediate (n=1609) and STING-low
(n=2585) groups. Microenvironmental cell populations (MCP)-counter analysis was used to estimate
cellular composition of immune cells. Statistical significance was determined using chi-square/
Fisher's exact/Mann-Whitney U tests and adjusted for multiple comparisons (q<<0.05). Kaplan Meier
method was used to estimate the overall survival (OS) derived from insurance claims of 10 treated pts
with NSCLC (n=400). Pts were stratified into groups above or below the median expression of the
STING gene (TMEM173). Results: Compared to STING-low, tumors that were STING-high had
enrichment in immune cell infiltrates including CD8+ T cells (4.4-fold) and B-cells (5.9-fold);
Additionally, STING-high cohort had significantly higher expression of immune checkpoint (IC) genes
including CD274(2.5-fold), CD80 (2.7-fold, all g<0.05). STING-high tumors also had a higher
prevalence of TP53 mutations (mts) and a lower prevalence of STKI11 and KEAPI mts (Table).
Median overall survival (OS) was 21.1 months in the ST/ING-high cohort (n=200) vs 11.9 months in the
STING-low cohort (n=199) in |0 treated pts (HR = 0.62, p<0.000.1) Conclusions: To our knowledge
this is the largest real-world dataset indicating that enrichment of both the STING gene, and gene
signatures associated with the STING pathway represent valuable transcriptomic biomarkers to stratify
pts with PDL1-negative and TMB-Low NSCLC who benefit more from 10 therapies. Conversely, novel |10
combination strategies need to be employed in STING-low tumors to enhance outcomes. Research
Sponsor: None.

Overall STING- HIGH Overall STING-LOW
Alterations (n=3070) (n=2585)
STK11 (% Prevalence) 15.4 21.3
KEAP1 (% Prevalence) 10.6 15.8
TP53 (% Prevalence) 56.5 50
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Nivolumab and ipilimumab in advanced non small cell lung cancer previously treated with
PD1 axis inhibition.

Scott N. Gettinger, Frederick Hugh Wilson, Sarah B. Goldberg, Anne C. Chiang, Brian S. Henick,
Elin Rowen, Heather Gerrish, Emily Duffield, Marianne Davies, Vanna Dest, Annette Komlo,
Jennifer Pope, Wei Cheng, Kurt A. Schalper, Roy S. Herbst; Yale Cancer Center, New Haven, CT;
Yale Cancer Center, Yale School of Medicine, New Haven, CT; Columbia University Irving Medical
Center, New York, NY; Yale School of Public Health, New Haven, CT

Background: Nivolumab combined with ipilimumab is currently one of many first line treatment options
for patients with advanced non-small cell lung cancer (NSCLC). The benefit of this regimen in patients
with NSCLC previously treated with a programmed death 1 (PD1) axis inhibitor is unclear. Methods: We
conducted a phase Il study (NCT03262779) of nivolumab and ipilimumab in patients with PDL1
unselected advanced NSCLC with either primary resistance (cohort 1) or acquired resistance (cohort 2)
to prior PD1 axis inhibitor therapy. Nivolumab 3 mg/kg was administered intravenously every 2 weeks,
and ipilimumab 1 mg/kg every 6 weeks, and continued until disease progression or treatment limiting
toxicity. If > 1 response or prolonged stability (> 24 weeks) using immune related response criteria
were observed in the first 10 patients treated on cohort 1, an additional 30 patients would be accrued
(simon 2-stage). A total of 10 patients would be accrued to cohort 2 (exploratory cohort). The primary
endpoint was objective response rate (ORR) by RECIST v1.1 in cohort 1. Secondary endpoints
included, ORR in cohort 2, progression free survival (PFS) and overall survival (OS) in both cohorts.
Results: Among 10 patients with primary resistance to PD1 axis inhibitor therapy, no objective
responses were observed (8 patients had progressive disease (PD) and 2 patients had unconfirmed
stable disease (SD) as best response). Among 10 patients with acquired resistance to PD-1 axis
inhibitor therapy, ORR was 10% (1 patient with confirmed complete response, 5 patients with
confirmed SD including 4 patients with SD lasting more than 9 months, 3 patients with unconfirmed
SD, and 1 patient with PD). Durable clinical benefit (DCB, response or SD for at least 6 months) rate was
50%. Median duration of benefit in the 5 patients with DCB was 11.9 months. Nine of the 10 patients
in cohort 2 developed initial resistance to PD-1 axis inhibitor monotherapy (rather than combination
chemo-immunotherapy), all received immunotherapy as part of their last line of therapy. The remaining
patient developed resistance while on maintenance chemoimmunotherapy after initial response to
chemoimmunotherapy; best response to trial therapy in this patient was unconfirmed SD. Median PFS/
OS in cohort 1 were 1.8 months/ 6.8 months, and in cohort 2, 6.7 months/ 31.8 months. Grade 3
treatment-related adverse events (TRAEs) occurred in 4 patients across both cohorts, including colitis
(2 pts), diabetes (1 pt), pneumonia (1 pt) and elevated lipase (1 pt). There were no grade 4/5 TRAEs.
Two patients discontinued trial therapy due to toxicity (colitis), both in cohort 2. Conclusions:
Combination immunotherapy with nivolumab and ipilimumab does not overcome primary resistance
to PD1 axis inhibitor therapy; however, can overcome acquired resistance to PD1 axis inhibitor therapy.
Translational studies from tumor and serial peripheral blood collections are ongoing. Clinical trial
information: NCT03262779. Research Sponsor: BMS; U.S. National Institutes of Health.
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A decision-making tool for first-line treatment in advanced non-small-cell lung cancer
based on plasma proteome hiomarkers.

Itamar Sela, Petros Christopoulos, Igor Puzanov, Jair Bar, Alona Zer, Mor Moskovitz, Niels Reinmuth,
Michal Lotem, Rivka Katzenelson, Abed Agbarya, David Farrugia, Gillian Price, Helen Cheley,
Mahmud Abu-Amana, Kimberly McGregor, Yanyan Lou, Raya Leibowitz, Adam P. Dicker,
David Paul Carbone, David R. Gandara; OncoHost LTD, Binyamina, Israel; Heidelberg University
Hospital, Heidelberg, Germany; Roswell Park Cancer Institute, Buffalo, NY; Sheba Medical Center,
Ramat Gan, Israel; Rambam Health, Haifa, Israel; Rabin Medical Center Davidoff Cancer Centre,
Beilinson Campus, Petah Tikva, Israel; Thoracic Oncology, Asklepios Clinics Munich-Gauting, Gauting,
Germany; Hadassah Medical Center, Jerusalem, Israel; Department of Oncology, Kaplan Medical
Center, Rehovot, Israel; Bnei Tzion Hospital, Haifa, Israel; Gloucestershire Oncology Centre, Chelten-
ham, United Kingdom; NHS Grampian, Aberdeen, United Kingdom; Swansea Bay UHB, Swansea Bay,
United Kingdom; Haemek Medical Center, Afula, Israel; OncoCyte, Cambridge, MA; Mayo Clinic,
Jacksonville, FL; Shamir Medical Center, Be’er Ya’'akov, Israel; Kimmel Cancer Center, Thomas
Jefferson University, Philadelphia, PA; The Ohio State University Comprehensive Cancer Center,
Columbus, OH; University of California Davis Comprehensive Cancer Center, Sacramento, CA

Background: Initial treatment selection for advanced NSCLC patients without driver mutations is mainly
based on evaluating PD-L1 expression levels in the tumor tissue. However, PD-L1 assays are only
moderately predictive. In addition, the guidelines for the PD-L1=50% subpopulation are not definitive,
enabling the usage of immune checkpoint inhibitors (ICI) either as a monotherapy or combined with
chemotherapy. Here we aim to provide a decision-making tool for the first-line treatment of advanced
NSCLC patients based on plasma derived biomarkers obtained before treatment initiation. Methods:
Pre-treatment plasma samples were collected from 545 NSCLC patients receiving ICl-based therapy.
Clinical benefit was evaluated based on progression-free survival (PFS) at 12 months as a threshold.
Deep plasma proteomic profiling was performed using aptamer technology. Based on the proteomic
profiles, a computational model, termed PROphet, was developed and evaluated in a blinded manner
on the validation subset (n = 272). The model output, clinical benefit probability, was used to stratify
the patients into two groups, PROphet-positive or -negative. Results: The model displayed good
performance with a high correlation between the predicted clinical benefit and the observed clinical
benefit rate (R?= 0.97), outperforming a PD-L1-based prediction model (R?= 0.35). Patients classified
as PROphet-positive achieved significantly longer overall survival (OS) than PROphet-negative pa-
tients, with a median OS of 25.9 versus 10.8 months (hazard ratio, HR = 0.51; 95% confidence
interval, Cl = 0.37-0.70; p-value < 0.001). Next, we examined the clinical utility of combining the
PROphet output with PD-L1 levels by comparing different treatment modalities. Focusing on PD-
L1=50%, patients with PROphet-positive results displayed similar OS and PFS when receiving ICI
monotherapy or ICl-chemotherapy (OS HR =0.77; Cl =0.42-1.43; p-value = 0.4096), suggesting that
these patients may consider monotherapy, thus avoiding chemotherapy-related toxicity. Conversely,
PD-L1=50% patients with a PROphet-negative result displayed a significantly longer OS and PFS
when receiving ICl-chemotherapy in comparison to ICl monotherapy, with a median OS that was not
reached versus 11.10 months in the combination therapy and monotherapy groups, respectively (HR =
0.29; ClI = 0.14-0.59; p-value < 0.001). These patients should consider combination therapy,
avoiding a treatment that is suboptimal for them. Results for PD-L1 1-49% and < 1% provide
additional clinical information for each subgroup. Gonclusions: Plasma proteomic profiling can provide
biomarkers that accurately predict the benefit of ICI-based treatment. The model output complements
tissue PD-L1 expression levels as a tool to assist therapeutic decisions. Research Sponsor: OncoHost
LTD.
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Amplification of wild-type RET and clinical response to selpercatinib for non—-small-cell
lung cancer (NSCLC).

Malini  Marion Gandhi, Biagio Ricciuti, Melissa Gildenberg, Ankit Singh, Yvonne Y. LI,
Andréanne  Gagné, Xinan Wang, Kelly Fitzgerald, Ayal Aizer, Mizuki  Nishino,
Joao Victor Machado Alessi, Federica Pecci, Alessandro Di Federico, Adam Fisch, Valentina Nardi,
Lynette M. Sholl, Mark M. Awad, Julia K. Rotow; Dana-Farber Cancer Institute, Lowe Center for
Thoracic Oncology, Boston, MA; Department of Pathology, Brigham and Women'’s Hospital, Boston,
MA; Massachusetts General Hospital, Center for Integrated Diagnostics, Boston, MA; Cancer Program,
Broad Institute of MIT and Harvard, Cambridge, MA; Harvard School of Public Health, Boston, MA;
Department of Radiation Oncology, Dana-Farber Cancer Institute, Boston, MA; Brigham and Women'’s
Hospital, Boston, MA; Department of Radiology, Brigham and Women’s Hospital and Dana-Farber
Cancer Institute, Boston, MA; Lowe Center for Thoracic Oncology, Dana-Farber Cancer Institute,
Boston, MA; Massachusetts General Hospital, Boston, MA; Department of Pathology, Brigham and
Women'’s Hospital, Boston, MA; Dana-Farber Cancer Institute, Boston, MA

Background: RET rearrangements and RET kinase domain mutations represent targetable genomic
alterations in various cancer types. However, the frequency and characteristics of RET amplification in
cancer and its potential role as a targetable oncogenic driver are not well-characterized. Methods: In a
pan-cancer cohort of patients at the Dana-Farber Cancer Institute (DFCI) whose tumors underwent
next-generation sequencing (NGS), we evaluated the frequency of wild-type (wt) RET amplification
(defined as =6 copies) in the absence of RET rearrangements or activating mutations. We validated our
findings using merged data from the TCGA, GENIE, and China Pan-Cancer datasets. Results: The
frequency of wt RET amplification across all cancers was 0.08% (28/34,463) in the DFCI cohort and
0.16% (145/91,466) in the validation cohort. In NSCLC, the frequency of RET amplification was
0.10% (5/4773) in the DFCI cohort and 0.13% (15/11,622) in the validation cohort. Other cancer
types with RETamplification included hepatobiliary cancer, prostate cancer, and breast cancer, among
others. For 22 RET-amplified cases with available copy number data, the median RET gene copy
number was 7 (range 6-36). Among 20 RET-amplified NSCLCs, 10 had no other known driver
mutations, and 10 had concurrent driver mutations (including MET exon 14 skipping, MET ampli-
fication, KRAS G12C/S/D, EGFR L858R, EGFR exon 20 insertion, and EGFR exon 19 deletion). In
cases with available smoking status, 5 out of 6 patients with RET-amplified NSCLC had a history of
tobacco use. A 69-year-old man with unresectable stage Il NSCLC had disease recurrence after
chemoradiation and durvalumab. Both the initial and recurrent biopsy samples showed focal high-level
RET amplification (22 and 28 copies, respectively); genomic and RNA sequencing showed no other
driver mutations or RET rearrangements. He experienced partial response to the selective RET inhibitor
selpercatinib with decrease of both intracranial and systemic tumor burden. Conclusions: Amplification
of wt RET represents a novel, targetable, rare molecular subset of NSCLC and other cancers. Research
Sponsor: None.
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Multi-center real-world data curation and assessment of tumor growth rate and overall
survival in advanced NSCLC treated with PD-(L)1 immune checkpoint inhibitor therapy.

Chiharu Sako, Petr Jordan, Ross McCall, Arpan Patel, Dwight Hall Owen, Arya Amini, An Liu,
Brendan D. Curti, Roshanthi K. Weerasinghe, Soohee Lee, Ray D. Page, Aurélie Swalduz,
Jean-Paul Beregi, Stéphane Sanchez, Olivier Gevaert, Ravi Bharat Parikh, George R. Simon,
Hugo Aerts; Onc.Al, San Carlos, CA; University of Rochester Medical Center Department of Neuro-
biology and Anatomy, Rochester, NY; Ohio State University, Columbus, OH; City of Hope Medical
Center, Duarte, CA; City of Hope, Duarte, CA; Earle A Chiles Research Institute, Portland, OR; Health
Research Accelerator, Providence Health, Portland, OR; Providence Health & Services, Renton, WA;
Center for Cancer and Blood Disorders, Fort Worth, TX; Department of Medical Oncology, Centre Léon
Bérard, Lyon, France; CHU Nimes, Nimes, France; Centre Hospitalier de Troyes, Troyes, France;
Stanford University, Palo Alto, CA; Perelman School of Medicine, University of Pennsylvania, Phil-
adelphia, PA; H. Lee Moffitt Cancer Center and Research Institute, Celebration, FL; Brigham and
Women'’s Hospital, Boston, MA

Background: While Immune Checkpoint Inhibitors (ICl) have become the standard-of-care for advanced
non-small cell lung cancer (NSCLC) for certain patient populations, durable responses only occur in a
small subset of patients. Therefore, there is an unmet need to identify patients that will respond before
and during treatment to optimize treatment strategies. Multiple studies have shown promise that
quantitative imaging biomarkers can predict response to ICl therapy. Studies have also shown that
tumor growth parameters derived from time series data can provide early indications of long-term
response. However, most studies to date have investigated single institution or clinical trial datasets,
which are inadequate to capture the broad spectrum of real-world diversity of ICI treatments. In this
study, we aimed to build a generalizable, well-validated imaging biomarker for treatment response.
Methods: We have curated a retrospective dataset including serial imaging data of 1,215 advanced
NSCLC patients who received ICls from nine institutions across the US and Europe, capturing the
diversity of the imaging data, such as CT scanner models, image acquisition parameters, reconstruction
algorithms, as well as diversity in patient population, performance status, and treatment settings.
Expert lesion annotations and manual volumetric segmentations were performed on all visible lesions
(ranging from 1-18 lesions per subject, totaling 6,441 lesions) across the serial imaging data (ranging
from 1-18 follow-up scans per subject), which enables lesion and organ-specific tumor burden
assessment. We stratified overall survival based on volumetric response and tumor growth rate
using a model defined by the sum of exponential growth (g) and decay (d), vol(t) = vol(0)*(5" + e
9t _1). Results: Survival analysis showed that the 3-month volumetric response (N = 875) was
significantly associated with overall survival (OS) for the lowest quartile (Q1; log-rank p-value, P =
2.1e™) and highest quartile (Q4; P = 9.8e®) compared to the middle quartiles (Q2+Q3). The median
overall survival (OS) stratified by the volumetric response was 547.7, 450.9, and 332.0 days inthe Q1,
Q2+Q3, Q4 quadrants, respectively. Among patients having a minimum of 2 follow-up scans in the first
18 weeks (N = 264), we found that patients with the tumor growth parameter (g) in the highest quartile
had significantly lower OS compared to the patients in the Q2+Q3 quadrants (P = 7.2e™°). Conclusions:
Our results demonstrate the potential of large multi-center real-world imaging datasets in investigating
novel early response assessment methodologies, such as volumetric tumor burden quantification and
tumor growth modeling. In our further work, we will investigate response patterns at individual lesion
levels and correlations with overall patient-level response. Research Sponsor: Onc.Al.
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Phase Il randomized trial of first-line pembrolizumab and vorinostat in patients with
metastatic NSCLC (mNSCLC): Final results.

Andreas Nicholas Saltos, Tawee Tanvetyanon, Ben C. Creelan, Michael Rahman Shafique,
Scott Joseph Antonia, Eric B. Haura, Hong Zheng, Xiaoqing Yu, James Joseph Saller,
Sebastian Viracacha, Ram Thapa, Theresa A. Boyle, Dung-Tsa Chen, Amer A Beg,
Jhanelle Elaine Gray; Moffitt Cancer Center, Tampa, FL; Duke Cancer Institute, Durham, NC

Background: Histone deacetylase inhibitors enhance tumor immunogenicity through various mecha-
nisms including induced expression of MHC and T cell chemokines. A previous phase | trial
demonstrated the combination of pembrolizumab (P) with vorinostat (V) in advanced/metastatic
(m)NSCLC was well tolerated with signals of activity in ICl-pretreated pts. To further investigate
the combination, we conducted a first-line, phase Il trial. Methods: Pts with treatment-naive mNSCLC
and tumor PD-L1 expression = 1% were eligible. Pts were randomized, open-label, 1:1 to receive P
200 mg IV g3 wk as monotherapy [Arm Al vs P 200 mg IV g3 wk plus V 400 mg PO daily [Arm B]. The
primary endpoint was overall response rate (ORR). Secondary endpoints included DOR, PFS and OS.
Tumor biopsies were collected both pre- and on-treatment (day 15-21) for exploratory correlative
analysis including gene expression and changes in the tumor microenvironment. Results: Between 7/
2017 -2/2022, 86 pts were enrolled, with 83 pts evaluable for response (40 in Arm Aand 43 in Arm B).
Median age was 69 (range 44 - 87), 47% female, and ECOG PS 0/1 in 9%/91%. PD-L1 TPS was =50%
in 20/40 (50%) of pts in Arm A, and in 23/46 (50%) of pts in Arm B. The most common TRAEs in Arm A
included diarrhea (15%) and fatigue (10%). 3 pts in Arm A experienced grade = 3 irAEs (including 1
each of grade 3 hepatitis, pneumonitis, and rash). The most common TRAEs in Arm B included fatigue
(41%), nausea (44%), diarrhea (35%) and increased creatinine (33%). 3 pts in Arm B experienced
grade = 3 irAE (2 grade 3 pneumonitis and 1 grade 4 myopericarditis). In Arm B, 22/45 (49%) of pts
had a dose-reduction in vorinostat, most commonly due to grade 2-3 fatigue or nausea. Efficacy results
by intention-to-treat are summarized in the Table below. For evaluable patients only, ORR was 44% in
Arm B (19/43) and 28% in Arm A (11/40) (p=0.18). RNA-sequencing of a subset of patients showed a
significant increase in interferon-y pathway activity in both Arms. However, between the two Arms,
interferon-y pathway activity was enhanced to greater extent in Arm B, which may have contributed the
higher overall response rate. Conclusions: To our knowledge, this is the first randomized trial in-
vestigating the combination of HDAC inhibition and anti-PD1 therapy in NSCLC. Although the
combination arm had a numerically higher ORR compared to P monotherapy, the result did not meet
the primary endpoint for significance. While there were no new safety signals with the combination
therapy, reduction or interruption in V dose occurred frequently, which may have contributed to lack of
survival differences between arms. Clinical trial information: NCT02638090. Research Sponsor:
Merck Sharp & Dohme LLC; Department of Defense.

Arm A Arm B
Best response: N= 40 N =46 P value
PR/CR 11 (28%) 19 (41%) p=0.266
SD 15 (38%) 15 (33%)
PD 14 (35%) 9 (20%)
NE 3 (7%)
DCR 26 (65%) 34 (74%) p=0.508
Median PFS 4.5 mo 4.3 mo p=0.8
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Subcutaneous amivantamab (ami) in patients (pts) with advanced solid malignancies: The
PALOMA study—Updated safety and identification of the recommended phase 2 dose.

Anna Rachel Minchom, Matthew G Krebs, Byoung Chul Cho, Se-Hoon Lee, Natasha B. Leighl,
Bert O’Neil, Joshua K. Sabari, Rachel Kudgus-Lokken, Ali Alhadab, Nahor Haddish-Berhane,
Donna Zemlickis, Anna Mitselos, Eileen Berkay, Joshua Michael Bauml, Roland E. Knoblauch,
Peter Hellemans, Melissa Lynne Johnson; Drug Development Unit at Royal Marsden Hospital/
Institute of Cancer Research, Sutton, United Kingdom; Division of Cancer Sciences, Faculty of Biology,
Medicine and Health, The University of Manchester and The Christie NHS Foundation Trust, Man-
chester Academic Health Science Centre, Manchester, United Kingdom; Yonsei University College of
Medicine, Seoul, Korea, Republic of (South); Samsung Medical Center, Sungkyunkwan University
School of Medicine, Seoul, South Korea; Princess Margaret Cancer Centre, University Health Network,
Toronto, ON, Canada; MD Community Health Network, Indianapolis, IN; NYU Langone Health, New
York, NY; Janssen R&D, Spring House, PA; Janssen R&D, San Diego, CA; Janssen Inc, Toronto, ON,
Canada; Janssen R&D, Beerse, Belgium; Janssen R&D, Malvern, PA; Sarah Cannon Research Institute,
Nashville, TN

Background: Ami, an EGFR-MET bispecific antibody, is approved for pts with advanced EGFR exon 20
insertion non-small cell lung cancer after progression on platinum-based chemotherapy. Intravenous
(1V) delivery is associated with infusion-related reactions (IRRs) in 67% of pts, requiring splitting the
first dose over 2 days (Park Ann Oncol 2021;32[suppl_5]:S981). PALOMA (NCT04606381) is an
ongoing phase 1b dose escalation study of subcutaneous (SC) ami = rHuPH20 (a hyaluronidase that
aids SC agent absorption) in pts with advanced solid tumors who may benefit from EGFR- or MET-
directed therapy. Preliminary results showed SC ami was well tolerated, improved time and ease of
administration, and meaningfully reduced IRRs (Krebs Cancer Res 2022;82:12_Supplement,
CT198). We present updated safety results and identification of the recommended phase 2 dose
(RP2D) for ami SC Q2W administration. Methods: PALOMA enrolled pts with various advanced solid
tumors. Objectives were to evaluate administration feasibility, safety, and PK of low and high
concentration formulations of ami SC (50 mg/mL ami *= rHuPH20 [Part 1; Cohorts 1a/b] and 160
mg/mL ami + rHuPH20 [Part 2; Cohorts 2a/b, Cohort 3a, Cohort 5al). Cohorts 1a/b and 2a/b received
1050 mg (1400 mg, =80 kg), Cohort 3a received 1600 mg (2240 mg, =80 kg), and Cohort ba
received 2560 mg (3360 mg, =80 kg). Cohorts 1-3 were dosed weekly for the first 4 weeks and Q2W
thereafter. Cohort 5a was dosed weekly for the first 3 weeks and Q3W thereafter. Results: As of Jan 3,
2023, 81 pts were enrolled (16 pts in Part 1, 65 pts in Part 2) and majority had NSCLC (71; 88%).
Median age was 64 years, 44 (54%) pts were female, and most pts were White (44; 54%) or Asian (34;
42%). Across all doses, IRRs were reported by 13 (16%) pts; all of grade 1-2. The most frequent
manifestations of IRRs were chills (7%), pyrexia (7%), and asymptomatic tachycardia (4%).
Treatment-emergent AEs (TEAESs) of rash were reported by 59 (73%) pts, with no grade =3. In total,
3 (4%) pts discontinued ami SC due to toxicity (2 pneumonitis, 1 asthenia). Grade =3 related TEAEs
were reported by 3 (4%) pts (hypoalbuminemia, lymphopenia, hypertension). Full ami SC dosing on day
1 was feasible (=7 min), obviating the need for split dosing. PK analysis confirmed that ami SC
1600 mg (2240 mg, =80 kg) Q2W resulted in similar exposure to the approved IV dose (1050 mg
[1400 mg, =80 kgl Q2W). Compared to IV, ami SC resulted in lower Ciax and equal or higher Cyrougn and
AUCq.336n at Cycles 2 and 4. Based on these data, ami SC 1600 mg (2240 mg, =80 kg) was selected as
the RP2D for ami SC Q2W administration. Conclusions: Ami SC was well tolerated with meaningful
reductions in administration time and TEAEs. Ami SC provided a quantitative and qualitative
improvement in the symptoms of IRRs vs historical IV rates. The identified RP2D for ami SC on
the Q2W schedule achieved similar exposure as the approved IV dose. Clinical trial information:
NCT04606381. Research Sponsor: Janssen R&D, LLC.
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Changes in PD-L1 and tumor mutational burden between paired samples and relationship
to immune checkpoint inhibitor outcomes in non-small cell lung cancer.

Alessandro Di Federico, Stephanie Leigh Alden, James William Smithy, Biagio Ricciuti,
Joao Victor Machado Alessi, Xinan Wang, Giuseppe Lamberti, Federica Pecci,
Malini Marion Gandhi, Liam Flinn Spurr, Mark M. Awad; Dana-Farber Cancer Institute, Lowe Center
for Thoracic Oncology, Boston, MA; Harvard Medical School, Boston, MA; Memorial Sloan Kettering
Cancer Center, New York, NY; Dana-Farber Cancer Institute, Lowe Center for Thoracic Oncology, Sdo
Paulo, Brazil; Harvard University, Boston, MA; Lowe Center for Thoracic Oncology, Dana-Farber Cancer
Institute, Boston, MA; University of Chicago Pritzker School of Medicine, Chicago, IL; Dana-Farber
Cancer Institute, Boston, MA

Background: Programmed cell death receptor ligand 1 (PD-L1) tumor proportion score (TPS) and tumor
mutational burden (TMB) are key biomarkers of response to immune checkpoint inhibitors (ICI) in non-
small cell lung cancer (NSCLC). How often PD-L1 and TMB values change across samples within
individual patients (pts) and the impact of this variation on ICl outcomes are limited. Methods: Pts with
NSCLC and multiple PD-L1 or TMB assessments at the Dana-Farber Cancer Institute were included.
Clinicopathologic and genomic data were analyzed in association with PD-L1 and TMB changes. In
patients with > 2 samples, each sample was paired with the subsequent and each pair was analyzed
independently. Minor and major changes in PD-L1 were defined as absolute changes of 10-49% and
50-100%, respectively. Results: The PD-L1 cohort included 402 sample pairs (median APD-L1: O;
range: -90,+95%) and the TMB cohort included 413 sample pairs (median ATMB: O mut/Mb; range:
-20.6,+24.5). Concordance between pairs was high for both PD-L1 (R=0.53, P < 0.01) and TMB (R=
0.80, P < 0.01). Samples taken within < 1 year had higher concordance for PD-L1 than samples
taken =1 year apart (P < 0.01), but length of time between biopsies did not impact TMB concordance.
Minor or no changes in PD-L1 were observed in 82.3% of pairs; the frequency of major increases was
9.7% and major decreases was 8%. After dividing TMB into tertiles, 72.6% sample pairs showed no
tertile change, 16% increased to a higher tertile, and 11.4% decreased to a lower tertile. PD-L1, but not
TMB, decreased with intervening ICI (P =0.02), but PD-L1 and TMB did not change significantly with
other intervening systemic therapies. Acquired copy number losses of the CD274 gene (encoding for
PD-L1) were enriched in pairs with a major PD-L1 decrease (Q < 0.05). Similarly, acquired loss of
chromosome 9p (which containsthe CD274 locus) correlated with areduction in PD-L1, while 9p gains
correlated with an increase in PD-L1 (P =0.02). A total of 142 pts had multiple PD-L1 scores assessed
before ICl initiation. Among pts with at least one PD-L1-positive sample (TPS =1%), the presence of
another sample that was PD-L1 negative ( < 1%) correlated with worse outcomes to ICl compared to pts
with no PD-L1-negative samples: response rate was 11% vs 39% (P < 0.01), median progression-free
survival (mPFS) 2.7 vs 8.0 months (P < 0.01), and median overall survival 13.6 vs 21.2 months (P =
0.05), respectively. Among pts with at least one PD-L1 TPS =1% and one < 1%, cases where the last
PD-L1 TPS before ICl was =1% achieved longer mPFS than if the pre-ICl sample was PD-L1 negative
(3.6 vs 1.8 months, P = 0.03). Conclusions: Although PD-L1 and TMB generally had high intrapatient
concordance across samples, significant changes in values occurred in some patients. Variations in PD-
L1 influenced ICI outcomes, warranting an assessment proximal to ICI initiation whenever feasible.
Research Sponsor: None.
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Results from a first-in-human phase 1B study of a complement factor H inhibitor (GT103) in
patients with non-small cell lung cancer (NSCLC).

Jeffrey Melson Clarke, Tom Stinchcombe, Lin Gu, Hirva Mamdani, Scott Joseph Antonia,
George R. Simon, Guru P. Sonpavde, Neal E. Ready, Jeffrey Crawford, Michael Campa,
Elizabeth Gottlin, Ryan Bushey, James Emmett Herndon, Edward Patz; Duke Cancer Institute,
Durham, NC; Duke University Medical Center, Durham, NC; Barbara Ann Karmanos Cancer Institute,
Detroit, MI; H. Lee Moffitt Cancer Center and Research Institute, Celebration, FL; AdventHealth Cancer
Institute, Orlando, FL; Duke Cancer Institute, Duke University, Durham, NC; Department of Bio-
statistics and Bioinformatics, Duke Cancer Institute Biostatistics, Durham, NC; Grid Therapeutics,
Durham, NC

Background: GT103 is a first-in-class IgG3 monoclonal antibody that was derived from a single human
B cell and inhibits complement factor H (CFH). CFH is implicated in cancer immune evasion and
overexpression portends a poor prognosis in multiple malignancies. CFH regulates C3 convertase in the
alternative pathway of the complement cascade, limiting downstream opsonization and membrane
attack complex formation. Monoclonal antibody inhibition of CFH facilitates complement-dependent
tumor cell lysis, modulates the adaptive immune response, and inhibits tumor growth. Methods: GT103
is being evaluated in a multi-institutional, first-in-human, phase Ib study in patients with advanced
stage, refractory NSCLC. A standard ‘3+3’ dose escalation schema was used across four dose levels,
with treatment given until disease progression or unacceptable toxicity. Dose limiting toxicity (DLT)
observation period included cycle 1 and radiographic disease assessment was performed every 6 weeks.
We have previously reported that no DLT was seen at the highest two dose levels of 3 mg /kg or 10 mg/kg
administered IV every 3 weeks. Two expansion cohorts have now been opened at 10 mg/kg IV every
2 week and 15 mg/kg every 3 weeks dose levels allowing up to 6 patients at each dose level. We herein
present updated clinical outcomes and analysis of correlative biomarkers. Results: As of February 3,
2023, twenty-five patients have been treated, with a median follow up of 230 days. Five of the 21
patients in the dose escalation cohort demonstrated stable disease by RECIST criteria. In the 10 mg/kg
dose level, one patient has experienced prolonged disease stabilization and has received 12 cycles to
date with tumor reduction on CT. The DLT period is ongoing for two patients enrolled in the 10 mg/kg IV
every 2 weeks and two patients in the 15 mg/kg every 3 weeks expansion cohorts. Soluble C5b-9 (s Cob-
9) is a candidate pharmacodynamic biomarker for GT103 and was measured at baseline and at day 15
from patientsin all four dose escalation levels (0.3, 1, 3, 10 mg/kg). An increase in sC5b-9 was found in
13 of 21 patients at day 15. A marked doubling of the baseline sC5b-9 level was demonstrated in a
subset of patients by day 15 indicative of biologic activity. Conclusions: GT103 is well tolerated in
heavily pretreated advanced NSCLC population. Early clinical activity has been demonstrated to date
with stable disease seen in 24% of patients. Updated clinical results and correlative data will be
presented. A separate phase 2 study of combination GT103 with pembrolizumab is planned for patients
with refractory NSCLC. Trial Registration: The study was approved by Duke University IRB with approval
number Pro00104564. Clinical trial information: NCT04314089. Research Sponsor:  Grid
Therapeutics.
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Clinical and genomic landscape of EGFR-mutant lung cancers (LCs) with squamous and
adenosquamous differentiation.

Arielle Elkrief, Christina J. Falcon, Allison L. Richards, Alexandria Dymun, Paul K. Paik, Rania G. Aly,
Natasha Rekhtman, Charles M. Rudin, Alvaro Quintanal-Villalonga, Helena Alexandra Yu; Department
of Pathology, Memorial Sloan Kettering Cancer Center, New York, NY; Memorial Sloan Kettering Cancer
Center, New York, NY

Background: Outcomes to first-line therapy with osimertinib in patients (pts) with EGFR-mutant
(EGFR+) squamous (sq) or adenosquamous (adenosq) LC have not been well described. Pts also
undergo adenocarcinoma to squamous transformation (transformed) after treatment with EGFR
tyrosine kinase inhibitor (TKI). The clinical and genomic characteristics of pts with EGFR+ sq and
adenosq LC are largely unknown. Methods: We clinically and genomically characterized all pts with
EGFR+ LC with baseline sq or adenosq histology and transformed histology at Memorial Sloan Kettering
Cancer Center. Next-generation sequencing was performed with the MSK-IMPACT. We compared
clinical outcomes (time to discontinuation (TTD), overall survival (0S), and post-progression survival
after osimertinib discontinuation (PPS)) among the different cohorts. Results: A total of 51 pts were
identified: 14 with baseline sg/adenosq treated with first-line (1L) osimertinib; 8 transformed cases
post 1L osimertinib; 13 with baseline sq/adenosq treated with early generation TKI; 3 transformed
cases post early generation TKI; the remainder of pts had early-stage EGFR+LC with baseline sq/
adenosqg. Median age was 63, and 57% were female. Eighteen (35%) were former or current smokers.
Among pts with baseline sg/adenosq histology who were treated with 1L osimertinib, median TTD was
11.1 months (95%CI 7.7, not reached (NR)), and median OS was 24.3 months (95%CI 11.1 months,
NR). Compared to a non-overlapping time-matched cohort with baseline adenocarcinoma treated with
1L osimertinib (N = 55), TTD was numerically shorter in the sq/adenosq cohort (11 vs. 17 months, HR
1.8, p=0.076), and median OS was significantly shorter (24 vs. 33 months, HR 2.64, p =0.03). PPS
was shortest in baseline sg/adenosq (5 months, HR 2.94, p = 0.023), but similar in transformed
(11 months, HR 0.89, p = 0.8) compared to adeno (11 months). The sqg/adenosq cohort had
significantly higher proportion of L858R EGFR (48% vs 31% p < 0.001) and atypical EGFR mutations
at baseline (17% vs 7.3%, p < 0.001) compared to the adenocarcinoma cohort. PIK3CA mutations
were enriched at baseline in the sg/adenosq cohort. In the transformed cases, RB1 alterations were
present in 13% at baseline. There was a similar distribution of type of EGFR mutations in the non-
overlapping pts in the AACR GENIE EGFR+ LC cohort with sg/adenosq histology (N =4, 50% L858R,
25% atypical). Conclusions: Pts with EGFR+ sg/adenosq LCs exhibit inferior TTD and OS with 1L
osimertinib compared to adenocarcinoma controls. Sg/adenosq LCs appear to be molecularly distinct
with enrichment in EGFR L858R and atypical EGFR mutations. Transcriptomic profiling of a subset of
samples will be presented. Our findings highlight the need for novel therapeutic strategies among pts in
this high-risk subgroup. Research Sponsor: U.S. National Institutes of Health.
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Evaluating generalizability of practice-changing randomized clinical trials in non-small
cell lung cancer using machine learning-bhased in-silico trials.

Xavier Orcutt, Ronac Mamtani, Arjun Sondhi, Aaron B. Cohen, Ravi Bharat Parikh; Chinle Compre-
hensive Health Care Facility, Chinle, AZ; Perelman School of Medicine, University of Pennsylvania,
Philadelphia, PA; Flatiron Health, New York, NY

Background: Results of randomized clinical trials (RCTs) of anticancer agents are not generalizable to
many real-world patients. Advances in machine learning (ML) and increasing availability of curated
real-world data offer opportunities to assess generalizability by simulating trials “in-silico”. Our
objective was to assess the generalizability of survival outcomes reported in 2 practice-changing
phase Il trials in first-line (1L) advanced non-small cell lung cancer (aNSCLC). Methods: Our cohort
included patients from the nationwide Flatiron Health EHR-derived de-identified database diagnosed
with stage IlIB-1V or recurrent aNSCLC between 2011 and 2020. First, we trained and validated
supervised ML models (gradient boosted, random forest, support vector machine and penalized Cox) to
predict 1-year survival for patients with aNSCLC; the Lung Cancer Prognostic Index (LCPI), a published
disease-specific prognostic index, was used as a comparator model. We used 130 demographic, vital
sign, laboratory, and biomarker features at aNSCLC diagnosis to build models. Second, we used the
best-performing ML model to create 4 prognostic risk groups. Third, we simulated 2 seminal trials for 1L
treatment of aNSCLC, using inverse probability of treatment-weighted survival analyses, coarsely
reproducing inclusion/exclusion criteria across ML-derived risk groups. We compared median overall
survival (mOS) using Kaplan-Meier curves from the start of 1L treatment to death in in-silico trials (ISTs)
vs. RCTs. Results: Our cohort included 61,339 patients with aNSCLC. The best-performing gradient
boosted model outperformed the LCPI (AUC 0.784 vs 0.688). In ISTs, survival benefits of novel
treatments varied across risk groups and were generally lower in ISTs compared to RCTs (Table). IST
results in high- and very high-risk patients were inconsistent with RCT survival results. For example, for
KEYNOTE-024, mOS in the pembrolizumab arm was 30.0 months, whereas in the IST, mOS among
patients receiving pembrolizumab varied from 1.3 months in very high-risk patients to 41.5 months in
low-risk patients. RCT results overestimated treatment effects for high-risk aNSCLC patients.
Conclusions: ML-based ISTs can reveal heterogeneity in real-world survival outcomes associated with
novel oncology treatments and elucidate populations for whom RCT results generalize poorly. Research
Sponsor: None.

IST: mOS (mos) Treatment vs Control (difference in m0S) by Risk Group

RCT: m0S (mos) Treatment vs Control All Very High
Trial (difference in m0S) (n=61,069) (n=9630) (= 22123) (n 13]66) = 11420)

KEYNOTE-024 (2016) 30.0vs 14.2 109\/5 50 13w l.7 5.6 vs 4.9 21 6v594 41.5vs 17.0
X (-0.4) 0.7) (12.2 (24.5)

KEYNOTE-189 (2018) 22.0vs 10.7 140 vs 4.9 19 vs15 6.6vsdd 193 592 43.1vs 25.5
(11.3) 9.1) 0.4) 2.2) (10.1) (17.6)
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A phase 2a study evaluating the efficacy and safety of sutetinib in patients with advanced
non-small-cell lung cancer (NSCLC) harboring uncommon EGFR mutations.

Fengying Wu, Fei Zhou, Fuyou Zhao, Wei Zhang, Lei Wang, Jia Yu, Anweng Xiong, Jing Zhao, Wei Li,
Guanghui Gao, Yayi He, Bing Bo, Shuyan Meng, Baohui Han, Caicun Zhou; Shanghai Pulmonary
Hospital, Shanghai, China; The First Affiliated Hospital, Bengbu Medical College, Bengbu, China;
Shanghai Chest Hospital, Shanghai, China

Background: Although non-small cell lung cancer (NSCLC) patients with tumor harboring classical
Epidermal Growth Factor Receptor (EGFR) mutations have numerous therapeutic choices, uncommon
EGFR mutation NSCLC patients have limited treatment options. Sutetinib is a selective tyrosine kinase
inhibitor (TKI) targeting uncommon EGFR mutations. Methods: In this multicenter, open-label phase
2a study, treatment-naive adults with NSCLC harboring uncommon EGFR mutations (G719X, S768l,
L861Q) received oral sutetinib monotherapy at 80 or 64 mg/day (Chinese trial register CTR20190681).
The primary endpoint was objective response rate (ORR) per RECIST v1.1. Secondary endpoints
included duration of response (DoR), overall survival (OS), safety and tolerability. Adverse events (AEs)
were graded according to the CTCAE v5.0. Results: Sutetinib was administered to 30 NSCLC patients at
80 (n=15)or 64 (n=15) mg/day. Median age was 60 years old (range 47-74 years). Twenty patients
(66.7%) were females, 10 patients (33.3%) had a history of smoking. Patients had an ECOG PS of
0 (10.0%) or 1 (90.0%). Tumors had a G719X (36.7%), L861Q (30.0%), or S768I (20.0%) EGFR
mutation, or a combination of these uncommon EGFR mutations (13.3%). None had EGFR T790M,
L858R, exon 19 deletions, or exon 20 insertions. The ORR was 71.4% (20/28), including 92.9% (13/
14) and 50.0% (7/14) in the 80 and 64 mg/day cohorts, respectively. The disease control rate (DCR)
was 96.4%, including 100.0% (14/14) and 92.8% (13/14) in the 80 and 64 mg/day cohorts,
respectively. All responses were partial responses. The median DoR was 12.5 months (20.3 and
9.2 months in the 80 and 64 mg/day cohorts, respectively). One-year OS was 84.7% (92.9% and
75.0% in the 80 and 64 mg/day cohorts, respectively). As of 15 January 2022 (database lock), 11
(36.7%) patients were still receiving sutetinib treatment. Grade =3 treatment emerged AEs were
similar in the 80 mg/day (80.0%, 12/15) and 64 mg/day (73.3%, 11/15) cohorts. The most frequently
reported grade =3 Treatment-related AEs (TRAEs) were diarrhea (36.7%), abnormal liver function
(13.3%), and rash (10.0%). One grade 4 TRAE was observed: hypokalemia in the 64 mg/day cohort.
Conclusions: Sutetinib demonstrated a high response rate with durable antitumor activity in patients
with NSCLC harboring uncommon EGFR mutations. The toxicities are expected and comparable to
other EGFR TKIls. A multi-center phase 2b study is ongoing in the United States and China to further
evaluate Sutetinib in uncommon EGFR mutation NSCLC. Clinical trial information: CTR20190681.
Research Sponsor: Suzhong Pharmaceutical Group Co., LTD.
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Artificial intelligence algorithm developed to predict immune checkpoint inhibitors ef-
ficacy in non-small-cell lung cancer.

Mehrdad Rakaee, Masoud Tafavvoghi, Elio Adib, Biagio Ricciuti, Joao Victor Machado Alessi,
Alessio Cortellini, Claudia A.M. Fulgenzi, Kajsa Mallersen, Lars Ailo Bongo, Sayed MS Hashemi,
llias Houda, Lill-Tove Rasmussen Busund, Tom Donnem, Idris Bahce, David J. James Pinato,
Lynette M. Sholl, Mark M. Awad, David J. Kwiatkowski; University Hospital of North Norway, Tromsg,
Norway; UiT The Arctic University of Norway, Tromso, Norway; Brigham and Women’s Hospital, Boston,
MA; Dana-Farber Cancer Institute, Lowe Center for Thoracic Oncology, Boston, MA; Dana-Farber
Cancer Institute, Lowe Center for Thoracic Oncology, Sdo Paulo, Brazil; Division of Surgery and Cancer,
Imperial College London, London, United Kingdom; Imperial College, London, United Kingdom;
Amsterdam UMC location VUMC, Amsterdam, the Netherlands, Amsterdam, Netherlands; Amsterdam
UMC, Amsterdam, Netherlands; Department of Clinical Pathology, University Hospital of North
Norway, Tromso, Norway; Department of Clinical Medicine, UiT The Arctic University of Norway,
Tromso, Norway; VUmc Medical Center Amsterdam, Amsterdam, Netherlands; Dana-Farber Cancer
Institute, Boston, MA

Background: Many non-small cell lung cancer (NSCLC) patients with high PD-L1 IHC expression and/or
high TMB level do not respond to immune-check point inhibitors (ICls). Discovery of novel predictive
biomarkers for ICl response in NSCLC continues to be a critical unmet medical need, given the expense,
potential toxicity, and therapeutic delay due to ICI treatment without benefit. Methods: We developed a
supervised deep learning algorithm (Deep-10) to predict therapeutic response to ICls in NSCLC patients
from standard histology whole slide hematoxylin and eosin (H&E) images, which was trained based on
ICl objective response rate. We utilized a convolutional neural network (CNN) implemented in Pytorch.
The efficiency of the Deep-10 was evaluated through classification performance metrics and the area
under the receiver operating characteristic curve (AUROC). The algorithm was trained and tested on
85218 tiles (size: 512x512 pixels) in 446 advanced stage NSCLC patients from the Dana Farber
Cancer Institute (DFCI), all treated with ICl monotherapy. Results: The objective response rate,
comprising complete and partial response, was 26% (n = 114) in the overall cohort. The DFCI patient
cohort was randomly split into a training set (N=379, 85%) and a test set (N=67, 15%). The classifier's
predicted class (responder vs non-responder) probabilities at the tiles level were averaged for each
patient. Quantitative evaluation of whole section test dataset shows that the developed model achieves
the accuracy of 0.72, weighted average (WAVG) precision of 0.77, WAVG recall of 0.72 and WAVG F-
score of 0.74 on classifying ICI non-responders from responders. Comparing with PD-L1 expression
(TPS%) and TMB (mu/Mb), Deep-10 had superior predictive power for ICI response (AUROC=0.75) in
the test set. The combined Deep-10+PD-L1 scores resulted in a significantly greater AUROC value of
0.82 compared to single tests and a 32% improvement in specificity (0.88 vs. 0.56) compared to PD-
L1 evaluation alone (Table). Conclusions: This proof-of-concept study shows that an artificial
intelligence—powered H&E image classifier can predict ICI effectiveness in NSCLC. Deep-10 out-
performed both established predictive biomarkers. We will assess Deep-10 in additional external
NSCLC data sets for validation and confirmation. Research Sponsor: None.

Biomarker AUROC Specificity Sensitivity PPV NPV
Deep-10+PD-L1 0.82 0.88 0.70 0.58 0.92
Deep-10 0.75 0.55 0.93 0.34 0.97
PD-L1 0.67 0.56 0.80 0.31 0.92
T™B 0.61 0.25 0.97 0.25 0.99
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Investigating racial inequities of circulating tumor DNA (ctDNA) use in patients with non-
small cell lung cancer: A real world analysis.

Angelica D’Aiello, Hiba Narvel, Ayse Ece Cali Daylan, Eleftheria Atalla, Sindhu Vikash, Sheila Solomon,
Haiying Cheng, Jianyou Liu, Xiaonan Xue, Balazs Halmos; Montefiore Medical Center, Albert Einstein
College of Medicine, Bronx, NY; Albert Einstein College Of Medicine, Jacobi Medical Center, Bronx, NY;
Jacobi Medical Center, Bronx, NY; Albert Einstein College of Medicine, Jacobi Medical Center, Bronx,
NY; Guardant Health, Bronx, NY; Albert Einstein College of Medicine, Bronx, NY; Montefiore Medical
Center and Albert Einstein College of Medicine, Bronx, NY

Background: The use of ctDNA has emerged as an invaluable adjunct to tissue-based molecular testing,
though it remains unclear if racial inequities associated with ctDNA implementation exist. We sought to
assess disparities in frequency of actionable alterations detected and utilization of those results for
treatment decisions in a diverse urban population of NSCLC patients. Methods: We performed a
retrospective study of NSCLC patients who received Guardant ctDNA testing from 11/2015-10/2022.
Kaplan Meier curves with log-rank tests were used to assess time-to-treatment initiation or treatment
change from date of ctDNA collection among race/ethnicity subgroups (Hispanic, Black, White).
Univariate associations between race/ethnicity subgroups, NCCN actionable mutation detection, and
variant allele frequency, were assessed using Chi-Square and Kruskal-Wallis tests for categorical and
continuous variables, respectively. Results: We identified 258 subjects. The race/ethnicity distribution
in order of prevalence was Hispanic (33.0%, n = 85), Black (32.6%, n = 84), White (24.8%, n = 64),
and Asian/other/unknown (9.7%, n = 25). Median turnaround time for ctDNA result was 8 days (range
2-24 days) from collection date. Median time-to-treatment initiation or change was 25 days for the
combined cohort, and 24 days for patients with treatment naive metastatic disease. Time-to-treatment
initiation or change was similar among race/ethnicity subgroups in the combined cohort, as well as
those specifically with metastatic disease not yet initiated on treatment at time of ctDNA testing (p =
0.52 and p = 0.43, respectively). Similar proportions of all race/ethnicity subgroups had an NCCN
actionable mutation detected (p = 0.92) and similar variant allele frequencies (p = 0.68). An NCCN
actionable mutation was detected in 35.3% (n = 91) of patients, the most common being EGFR (n =
53)and KRAS G12C (n=17). CtDNA results helped avoid the need for repeat tissue biopsy in 25.6% (n
= 66) of patients. Of the 68% (n = 175) of patients with paired tissue and liquid biopsies, 24.0% (n =
42) of patients had discordant results, and 8.6% (n = 15) had additional alterations detected on liquid
biopsy. Conclusions: In our diverse cohort, we observed a similarly high detection rate of actionable
mutations and early time-to-treatment based on ctDNA results across all race/ethnicity subgroups. In
addition, ctDNA helped avoid need for repeat tissue biopsy in 25% of patients and yielded additional
alterations not detected on tissue in nearly 10% of patients with discordant results. Our findings
suggest that broad based molecular testing utilizing ctDNA is not only feasible, but also that it enables
faster time-to-treatment in a racially diverse urban population. Continued efforts are necessary to
ensure timely molecular testing among all patients, and to identify any racial inequities that may exist.
Research Sponsor: None.
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Amivantamab and lazertinib in treatment-naive EGFR-mutated advanced non-small-cell
lung cancer (NSCLC): Long-term follow-up and ctDNA results from CHRYSALIS.

Se-Hoon Lee, Byoung Chul Cho, Ji-Youn Han, Eun Kyung Cho, Jong-Seok Lee, Ki Hyeong Lee,
Joshua C Curtin, Grace Gao, John Xie, Robert W. Schnepp, Joshua Michael Bauml,
Roland E. Knoblauch, Meena Thayu, Dong-Wan Kim; Samsung Medical Center, Sungkyunkwan
University School of Medicine, Seoul, South Korea; Division of Medical Oncology, Yonsei Cancer
Center, Yonsei University College of Medicine, Seoul, Korea, Republic of (South); National Cancer
Center, Goyang-Si, South Korea; Gil Medical Center, Gachon University College of Medicine, Incheon,
South Korea; Seoul National University Bundang Hospital, Seongnam, South Korea; Chungbuk
National University Hospital, Cheongju-Si, South Korea; Janssen R&D, Spring House, PA; Janssen
China R&D, Shanghai, China; Janssen R&D, Raritan, NJ; Seoul National University Hospital, Seoul,
South Korea

Background: CHRYSALIS (NCT02609776) evaluated the combination of amivantamab (ami) and
lazertinib (laz) in treatment-naive patients (pts) with epidermal growth factor receptor (EGFR)-mutated
NSCLC. As previously reported, all 20 pts achieved a partial response (overall response rate of 100%)
but interpretation of long-term outcomes was limited by the length of follow up (Cho Ann Oncol 2020;
31:suppl_4, 12580; Cho J Thorac Oncol 2022;17:S126, P1.16-01). Herein, we present long-term
results from this treatment-naive cohort. Methods: The treatment-naive cohort enrolled pts with EGFR
exon 19 deletion (ex19del) or L858R mutated advanced NSCLC. All pts received 1050 mg IV ami
(1400 mg if =80 kg) and 240 mg oral laz. Response was assessed by the investigator per RECIST v1.1.
Circulating tumor DNA (ctDNA) was analyzed from plasma samples prior to initiation of treatment, at
Cycle 3 Day 1, and at end of treatment (EOT). Results: Of the 20 pts enrolled in the treatment-naive
cohort (median 62.5 years, 55% women, all Asian), 11 had EGFR ex19del and 9 had L858R NSCLC.
As of Nov 15, 2022, the median follow-up and duration of treatment were 33.6 and 33.5 months,
respectively. Ten (50%) pts were progression-free and remained on treatment, including 7 of 11 (64%)
with ex19del and 3 of 9 (33%) with L858R. The median duration of response (DOR), median
progression-free survival (PFS), and median overall survival (OS) were not estimable. The estimated
landmark PFS rate was 85% at 12 months, 65% at 24 months, and 51% at 36 months. Of note, 2
(10%) pts were treated beyond progression. The longest ongoing pt has a duration of treatment of
37.2 months and DOR of 35.7 months. Treatment-related dose interruptions, reductions, and
discontinuations of either ami and laz occurred in 7 (35%) pts, 8 (40%) pts, and 1 (5%) pt,
respectively. The safety profile was consistent with prior reports, with predominantly on-target EGFR-
or MET-related adverse events. Among the 10 pts who discontinued treatment, 4 submitted samples for
ctDNA analysis at both baseline and EOT. There was 1 pt with new PIK3CA mutations, 1 with low-level
HERZ amplification, 1 pt with a new CCNE1 and EGFR amplification, and 1 pt with no new mutations
detected. Updated data on ctDNA at EOT may be available at the time of congress presentation.
Conclusions: At a median duration of treatment of 33.5 months, median DOR, PFS, and OS have not
been reached in treatment-naive pts receiving ami+laz, with 50% remaining progression-free and on
treatment. No new safety signals were identified. The ongoing phase 3 MARIPOSA study
(NCT04487080) is further investigating ami+laz vs osimertinib vs laz in previously untreated,
EGFR-mutated, advanced NSCLC. Clinical trial information: NCT02609776. Research Sponsor:
Janssen R&D, LLC.
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Final results from a phase Il trial of CIMAvax-EGF and nivolumab as second-line (2L)
therapy after platinum-based chemotherapy in advanced non-small cell lung cancer
(NSCLC).

Rachel Frascati, Amy P. Early, Mary E. Reid, Kelvin Lee, Jason Muhitch, Circe Mesa,
Patricia Lorenzo Luaces, Orestes Santos-Morales, Askia Dozier, Igor Puzanov, Christos Fountzilas,
Shipra Gandhi, Kristopher Attwood, Alan Hutson, Candace S. Johnson, Zaima Herrera,
Danay Saavedra, Kalet Leon, Tania Crombet Ramos, Grace K. Dy; Roswell Park Comprehensive Cancer
Center, Buffalo, NY; IU Simon Comprehensive Cancer Center, Indianapolis, IN; Innovative Immuno-
therapy Alliance, Havana, Cuba; Center of Molecular Immunology, Havana, Cuba

Background: CIMAvax-EGF (C-E) is a recombinant anti-human epidermal growth factor (EGF) depleting
immunotherapy which has previously shown increased survival as maintenance after platinum-based
chemotherapy in patients (pts) with advanced NSCLC. The primary objective of this single-arm phase |
trial was to evaluate the 12-month overall survival (OS) in pts receiving C-E in combination with
Nivolumab(N) as 2L therapy for advanced NSCLC. Methods: Pts with previously treated,
immunotherapy-naive advanced NSCLC received 2.4 mg C-E IM every 2 weeks(w) for 4 doses (loading
phase) in combination with N 240mg IV every 2 w, then continued monthly maintenance C-E combined
with N 240mg IV every 2 w. Enrollment to this arm was terminated before estimated sample size was
met due to poor accrual as immunotherapy became incorporated into 1% line therapy. We present 0S
and progression-free survival (PFS) data [determined using a Kaplan-Meier test with 90% confidence
intervals (C1)] of pts who were able to complete the loading phase per protocol (PP). Results: 21 out of 23
enrolled pts were included in the PP analysis. Among the 21 pts, 17 (81.0%) had non-squamous(nsq)
histology, 12 (57.1%) were KRAS wildtype (9.5% unknown status), 13 (61.9%) had PD-L1 tumor
proportion score 0%. 43% pts (n=3) with known KRAS mutation (n=7) had co-mutated STK11.
Disease control rate was 47.6% (n=10) defined as pts who had stable disease or partial response as
best response per RECISTv1.1. The 21 PP pts had a 29% 3-year(yr) OS rate (90% CI 14, 45; intention-
to-treat [ITT] population in 23 pts with 26% 3-yr OS rate, 90% Cl 13, 42). Median(m) OS for PP pts was
11.9 months, 90% CI 8.0 — 23.9 months (ITT mOS 10.4 months, 90% Cl 6.8-13.6). Pts with
squamous histology had a better 3-yr OS rate compared to those with nsq histology [50% (90% CI 10,
81) vs 24% (90% CI 9, 41), respectivelyl. Pts with PD-L1 expression =1% had higher 3-yr OS [38%
(90% Cl 12, 63)1and 3-year PFS [38% (90% Cl 12, 63)] compared to pts with no PD-L1 expression (3-
yr OS 23% [90% CI 8, 44] and 3-yr PFS 8% [90% CI 1, 25]). mOS, 1-yr and 3-yr OS for EGFR/ALK/
KRAS wildtype pts was higher [31.7 months (90% CI 5.9, NR), 67% (90% Cl 4, 84), 50% (90% ClI
24,71), respectively) compared to KRAS mutated NSCLC [10.1 months (90% ClI 6.5, 12.1), 29%
(90% CI 6, 56), 0% (90% CI 1, 41), respectivelyl. Conclusions: NSCLC pts who were able to complete
the PP combination of C-E plus N at the minimum had numerically better OS compared to historical
study cohorts with N as 2L monotherapy. Among pts who completed PP treatment, pts with KRAS
wildtype NSCLC had the longest mOS observed. C-E is currently being investigated in combination with
pembrolizumab as maintenance therapy after completing 1L chemoimmunotherapy for NSCLC with
PD-L1 < 50% and as 1L therapy in combination with pembrolizumab for EGFR/ALK wildtype NSCLC
and PD-L1 = 50%. Clinical trial information: NCT02955290. Research Sponsor: Roswell Park
Alliance Foundation.
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Real-world outcomes of first-line immune checkpoint inhibitors with or without chemo-
therapy in KRAS G12C altered NSCLC according to PD-L1 status.

Charu Aggarwal, Lamisa Parkar, lker Huerga, Kate Sasser, Halla Nimeiri, Beata Korytowsky,
Jyoti D. Patel; University of Pennsylvania, Philadelphia, PA; Mirati Therapeutics, San Diego, CA;
Tempus Labs, Inc., Chicago, IL; Northwestern University-Feinberg School of Medicine, Chicago, IL

Background: There is a considerable debate whether treatment approaches should be tailored in
advanced KRAS G12C-mutated NSCLC. Increasing evidence suggests that KRAS G12C-mutated
NSCLC is associated with genomic heterogeneity that may impact clinical outcomes. Herein, we
report a multimodal, real world outcomes analysis of 1L patients with advanced KRAS G12C-mutated
NSCLC stratified by treatment type and PD-L1 status. Metheds: Deidentified multimodal real-world
data (RWD) of 1576 advanced, 1L NSCLC patients across the US were retrospectively analyzed from
the Tempus database. Selection criteria included: Tempus xT targeted NGS, known PD-L1 status,
absence of EGFR, ALK and ROS 1 mutations, and treatment with chemotherapy (CT) + pembrolizumab
(P), or P only. Patients were stratified by the presence or absence (wt) of KRAS G12C alterations.
Median OS (mOS) was estimated using Kaplan-Meier methods. Subgroup analyses were performed
using Cox model stratified by KRAS G12C status, PD-L1 status, and pathogenic alterations of STK11
and KEAPI. Results: In this study, two cohorts were assessed, KRASG12C (n=201) and KRASG12C
wt (n = 1375). Characteristics and demographics were balanced between both cohorts. Among TPS <
50 patients treated with CT + P, KRAS G12C (n = 109, 54%) had a mOS of 11.64 months (m) versus
16.81m (HR=1.32, p=10.06) for KRASG12C wt (n = 864, 62.8%). Among TPS < 1 patients treated
with CT + P, KRASG12C (n =46, 22%) hadamOS of 11.18 mversus 16.44 m (HR=1.67, p=0.01)
for KRASG12C wt (n =489, 35%). Among TPS =50 patients treated with P only, KRASG12C (n =45,
22.3%) had a mOS of 30.03m compared to 25.03m (HR = 0.94, p = 0.83) in KRAS G12Cwt (n =
236,17.1%). TPS < 50 subgroup was enriched for select co-mutations with KRAS G12C (STK11,
24.5%; KEAPI, 10.7%) vs. TPS =50 (STK11, 3.8%; KEAPI, 5.1%). When evaluating the impact of
co-mutations in the KRAS G12C with TPS < 50, STK11 (n=30) mOS was 10.59m (HR=1.01,p =
0.81) and KEAPI (n = 13) mOS was 7.63m (HR = 2.14, p = 0.03). Conclusions: This largest RWD
analysis to date demonstrates that 1L KRAS G12C NSCLC patients with TPS < 1% and < 50%
receiving standard CT + P have the shortest survival among all evaluated sub-groups. Novel KRASG12C
targeted combination therapies in development for this patient population may offer the promise of
better outcomes. Research Sponsor: Tempus Labs and Mirati Therapeutics.

CT+P CT+P P P
PD-L1 Status KRAS GI2C  KRAS G120wt  KRAS GI2C  KRAS G120wt
™PS<1 mos (m) 11.18 16.4 16.31 15.71
(0= 46) (n = 489) (h=3) (n=38)
HR [95% CI] pvalue 1.67 [1.12 - 2.50] 1.57[0.34 - 7.06]
p=001 p=056
S 1-49 mos (m) 16.91 19.58 NA 23.70
(n=63) (n=375) (n=10) (n = 66)
HR [95% Cl] p-value 1.12[0.73 - 1.73] 0.35[0.05 - 2.69]
p =059 p=032
TPS < 50 mos (m) 11.64 16.81 16.31 15.72
(n = 109) (n = 864) (n=13) (n=104)
HR [95% Cl] pvalue 1.32 [0.99 - 1.77] 0.7210.22 - 2.35]
p=0.06 p=058
PS 250 mos (m) NA 18.02 30.03 25.03
(= 34) (n=171) (n = 45) (n = 236)
HR [95% CI] pvalue 0.60 [0.29 - 1.22] 0.94[0.54 - 1.64]
p=0.16 p=0383
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Risk factors for venous thromboembolism (VTE) among patients with EGFR-mutated ad-
vanced non-small cell lung cancer (NSCLC) receiving amivantamab plus lazertinib versus
either agent alone.

Nicolas Girard, Byoung Chul Cho, Alexander I. Spira, Catherine A. Shu, Rachel E. Sanborn,
Joel W. Neal, Melina Elpi Marmarelis, Joshua K. Sabari, Saiama Naheed Waqar, Misako Nagasaka,
James Chih-Hsin Yang, Shun Lu, Pritam Kambuj, Jeffrey Sanchez, Lahila-Carina Ojeda, John Xie,
Parthiv Mahadevia, Joshua Michael Bauml, Roland E. Knoblauch, Hidetoshi Hayashi; Institut Curie,
Institut du Thorax Curie-Montsouris, Paris, France; Division of Medical Oncology, Yonsei Cancer
Center, Yonsei University College of Medicine, Seoul, Korea, Republic of (South); Virginia Cancer
Specialists, Fairfax, VA; Columbia University Medical Center, New York, NY; Earle A. Chiles Research
Institute, Providence Cancer Institute, Portland, OR; Stanford University Medical Center, Stanford, CA;
University of Pennsylvania Perelman School of Medicine, Philadelphia, PA; NYU Langone Health, New
York, NY; Division of Oncology, Washington University School of Medicine, St. Louis, MO; University of
California Irvine School of Medicine, Orange, CA; National Taiwan University Hospital and National
Taiwan University Cancer Center, Taipei, Taiwan; Shanghai Lung Cancer Center, Shanghai Chest
Hospital, Shanghai Jiao Tong University, Shanghai, China; Janssen R&D, Raritan, NJ; Janssen R&D,
Spring House, PA; Department of Medical Oncology, Kindai University Faculty of Medicine, Osaka,
Japan

Background: Amivantamab (ami), an EGFR and cMET bispecific antibody with immune cell-directing
activity, and lazertinib (laz), a CNS-penetrant 3"-generation EGFR tyrosine kinase inhibitor have shown
clinical activity in biomarker-selected patients (pts) with advanced NSCLC. Antitumor activity has been
suggested to be improved when the agents are given in combination (Leighl Ann Oncol 2021;32:
suppl_b, 1192MO). We examined the incidence of VTE, a common adverse event (AE) among pts with
lung cancer, for those receiving ami monotherapy, laz monotherapy, and ami+laz to investigate if there
is elevated risk and understand potential predisposing risk factors. Methods: CHRYSALIS
(NCT02609776; ami monotherapy and ami+laz), CHRYSALIS-2 (NCT04077463; ami+laz), and
LASER201 (NCT04075396; laz monotherapy) are ongoing open-label studies of locally advanced/
metastatic NSCLC. Two descriptive, univariate risk analyses were performed, with the primary analysis
including all treatment-emergent VTE events (grouped term) and a secondary analysis that excluded
VTE events occurring after progression of disease (PD) or within 30 days prior to PD. Results: This
analysis included 560 pts who received ami monotherapy, 536 ami+laz, and 252 laz monotherapy,
predominantly in the TKl-relapsed setting. The incidence of VTE events of any grade was numerically
higher in pts who received ami+laz (21%) than those who received ami (11%) or laz (11%)
monotherapy. The median time to onset of the first VTE event was 84.5 days for ami, 79 days for
ami+laz, and 170 days for laz. The majority (64 %) of ami+laz pts had VTE events in the first 4 months.
The most common VTE events by preferred term were pulmonary embolism and deep vein thrombosis.
The incidence of grade =3 VTE events was comparable among pts receiving ami (5%), ami+laz (6%),
and laz (6%), and there were no grade 5 VTE events for ami+laz. The overall incidence of serious VTE
AEs was low (ami, 3%; ami+laz, 5%; laz, 4%). There were 6 discontinuations due to VTE, 1 (0.2%) ami,
2 (0.4%) for ami+laz, and 3 (1.2%) laz. In the primary analysis, age =60 years was a significant risk
factor (P< 0.05). In the secondary analysis, age =60 years, ECOG performance status of 1 (vs 0), and
response to therapy (partial response or better) were significant risk factors (P< 0.05). Conclusions:
Lung cancer diagnosis is a known risk factor for VTE. In a review across clinical trials, single-arm cohort
data suggest there is a numerically higher incidence of VTE for ami+laz compared with each
monotherapy. Age =60 years, ECOG performance status, and response to treatment are potential
risk factors. The relationship between response and VTE is emerging and may reflect possible immune
or inflammatory-mediated mechanisms. Further efforts to understand VTE-associated risk factors in
randomized clinical trials are ongoing. Clinical trial information: NCT02609776, NCT04077463,
NCT04075396. Research Sponsor: Janssen R&D, LLC.
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A phase lll, multicenter, double-blinded, randomized, active-controlled study on the
efficacy and safety of QL1706 with chemotherapy (CT) as first-line therapy for PD-L1-
negative advanced or metastatic non—-small-cell lung cancer (NSCLC).

Li Zhang, Yan Huang, Lianghua Fang, Huayuan Wang, Cuicui Han, Xiaoyan Kang; Department of
Medical Oncology, State Key Laboratory of Oncology in South China; Collaborative Innovation Center for
Cancer Medicine, Sun Yat-sen University Cancer Center, Guangzhou, Guangdong, China; Department
of Medical Oncology, Sun Yat-sen University Cancer Center & State Key Laboratory of Oncology in South
China, Collaborative Innovation Center for Cancer Medicine, Guangzhou, Guangdong, China; Medicine
Department, Qilu Pharmaceutical Co., Ltd., Jinan, China

Background: PD-(L)1 immunotherapy plus platinum-doublet chemotherapy has been the standard 1L
treatment for EGFR/ALK wild-type advanced NSCLC pts. However, pts with PD-L1 negative achieve
minimal benefit from the PD-(L)1 immunotherapy plus CT. PD-(L)1 plus CTLA-4 blockade with CT in 1L
treatment of PD-L1 negative NSCLC derived an improved median overall survival (OS) versus CT alone
in CheckMate-9LA study (Luis Paz-Ares et al., Lancet Oncol 2021) and POSEIDON study (M L. Johnson
etal., JCO 2022). QL1706 is a novel bifunctional antibody, containing a mixture of anti-PD-1 1gG4 and
anti-CTLA-4 IgG1 antibodies produced in a fixed ratio (2:1) from the same single cell and manufactured
together as one product (MabPair). QL1706 monotherapy or plus CT showed impressive safety and
efficacy in advanced NSCLC both in phase | and phase Il studies (data have been submitted for
publication). Of note, QL1706+CT exhibited promising antitumor activity in advanced PD-L1 negative
NSCLC. The phase Il study aims to compare the efficacy of QL1706+CT versus anti-PD-1 (tisleli-
zumab) + CT (approved in China for 1L treatment of mMNSCLC) as 1L treatment in advanced PD-L1
negative NSCLC. Methods: The phase IIl, multicenter, double-blinded, randomized, active-controlled
study is enrolling pts aged 18-75 years with ECOG PS of 0-1, previously untreated, PD-L1 negative
(TPS < 1%), EGFR/ALK wild-type, and pathologically identified stage I11B-IV NSCLC. Eligible pts will
be randomized (1:1) to receive 4-cycle treatment of QL1706 (5 mg/kg, Q3W) plus CT or tislelizumab
(200 mg, Q3W) plus CT followed with maintenance treatment of QL1706 or tislelizumab monotherapy
(squamous), or in combination with pemetrexed (non-squamous), until disease progression, intolerable
toxicity, or for up to 2 years of immunotherapy. Stratification factors include histology (squamous vs
non-squamous), brain metastasis (yes vs no), and sex (male vs female). Co-primary endpoints are
progression-free survival (PFS) and OS. Secondary endpoints include objective response rate (ORR),
disease control rate (DCR), duration of response (DOR) assessed by investigator per RECIST v1.1, 6 mo-
and 12 mo-PFS, 6 mo- and 12 mo-0S, and safety. Exploratory endpoints include PK characteristics,
immunogenicity, PFS2 (defined as time from randomization to progression after first subsequent
therapy or any-cause death), and efficacy (iPFS, iORR, iDCR, iDOR) by investigator per iRECIST,
biomarker analysis of tumor mutation burden. The study planned to enroll 650 pts to obtain
approximately 493 PFS events (HR = 0.69; Power = 94%) and 445 OS events (HR = 0.75; Power
= 83%) across the QL1706+CT and tislelizumab+CT arms for the final analyses of PFS and OS,
respectively. The alpha was split between PFS (a = 0.005) and OS (« = 0.02). Enroliment began from
Feb 2023. Clinical trial information: NCT05690945. Research Sponsor: Qilu Pharmaceutical Co.,
Ltd.
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A phase 1a/1b study of aurora kinase A inhibitor VIC-1911 as monotherapy and in
combination with sotorasib for the treatment of KRAS G12C-mutant non-small-cell lung
cancer.

Sarah B. Goldberg, Salman Rafi Punekar, Vamsidhar Velcheti, Jonathan W. Riess,
Katherine Ann Scilla, Jennifer W Carlisle, Katerina A. Politi, Jong Woo Lee, Thomas J. Myers,
Linda J. Paradiso, Barbara Burtness; Yale Cancer Center, Yale School of Medicine, New Haven,
CT; NYU Langone-Laura and Isaac Perlmutter Cancer Center, New York, NY; University of California
Davis Comprehensive Cancer Center, Sacramento, CA; University of Maryland Greenebaum Compre-
hensive Cancer Center, Baltimore, MD; Winship Cancer Institute of Emory University, Atlanta, GA;
VITRAC Therapeutics, LLC, Natick, MA

Background: Activity of direct covalent KRAS®12¢ inhibitors in NSCLC is limited by mutational and
adaptive resistance. AURKA has roles in centrosome maturation and cytokinesis. AURKA
amplification/overexpression is reported in multiple tumors, including NSCLC, and AURKA signaling
may mediate adaptive resistance to KRAS inhibition. VIC-1911 is a highly selective, orally active small
molecule inhibitor of AURKA. VIC-1911 demonstrated monotherapy activity in vitro in KRASG1Z¢-
mutant human NSCLC cells with intrinsic and acquired resistance to the KRAS®12€ inhibitor sotorasib,
and combination VIC-1911 and sotorasib showed synergy in the same cell lines. Combination VIC-
1911 and sotorasib delayed the emergence of adaptive resistance in vitro. These findings suggest that
1) AURKA activation is present in both intrinsic and acquired resistance to sotorasib in KRASG12C-
mutant NSCLC and 2) the combination of VIC-1911 and sotorasib is a potential therapeutic approach
for KRASG12“-mutant NSCLC with intrinsic or acquired resistance to sotorasib monotherapy. In
addition, in vivo data suggest both sotorasib and adagrasib are synergistic in combination with VIC-
1911 in human KRAS®I?“-mutant NSCLC cell line xenograft models. Methods: A non-randomized,
open-label Phase 1a/1b study of VIC-1911, an aurora kinase A inhibitor, administered as monotherapy
and in combination with sotorasib for the treatment of advanced KRAS®!?“-mutant NSCLC is in
progress. Participants =18 years, with locally advanced or metastatic KRASE?2“-mutant NSCLC, prior
treatment with at least 1 line of PD-1/PD-L1 inhibitor therapy with or without platinum-based
chemotherapy and have adequate organ function are eligible. Both KRAS®!2€ inhibitor naive and
experienced patients are eligible. VIC-1911 monotherapy is given at oral doses of 25 — 90 mg twice
daily in dose escalation and at the VIC-1911 maximum tolerated dose (MTD) in the expansion cohort in
patients who are refractory/relapsed on prior KRAS®12C inhibitor therapy. The combination regimen
includes dose escalation with VIC-1911 at oral doses of 75, 150 or 200 mg twice daily on days 1-4, 8-
11 and 15-18 every 28-day cycle plus sotorasib 960 mg daily in patients who are refractory/relapsed or
naive to prior KRAS®!2€ inhibitor therapy. In dose escalation, a 3+3 schema is followed with dose
limiting toxicity (DLT) criteria for toxicity and a sample size = 36. For expansion cohorts, the sample
size is based on Simon 2-stage optimal design, with a sample size = 104. VIC-1911 and sotorasib dose
modification criteria are provided. Supportive medications are allowed and early stopping rules for
toxicity will be followed. VIC-1911 pharmacokinetics will be assessed. Pharmacodynamics will be
determined from ctDNA and tumor biomarker analysis. Clinical trial information: NCT05374538.
Research Sponsor: VITRAC Therapeutics, LLC.
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STAR-121: A phase 3, randomized study of domvanalimab (DOM) and zimberelimab (ZIM)
in combination with chemotherapy vs pembrolizumab (pembro) and chemotherapy in
patients with untreated metastatic non-small cell lung cancer (MNSCLC) with no ac-
tionable gene alterations.

Delvys Rodriguez-Abreu, Jhanelle Elaine Gray, Myung-Ju Ahn, Melissa Lynne Johnson, Xinwei Yu,
Xueying Chen, Patrick Hoang Phuong, Jongseok Kim, Martin Reck; Complejo HU de Canarias, Santa
Cruz De Tenerife, Spain; Moffitt Cancer Center, Tampa, FL; Samsung Medical Center, Seoul, Korea,
Republic of (South); Sarah Cannon Research Institute, Nashville, TN; Gilead Sciences, Inc., Foster
City, CA; Arcus Biosciences, Hayward, CA; Lung Clinic Grosshansdorf, Airway Research Center North,
German Center of Lung Research, Grosshansdorf, Germany

Background: Although immune checkpoint inhibitors have improved clinical outcomes in mNSCLC, the
majority of patients will experience progression and shorter survival. Thus, an urgent need exists for
more effective treatment options in mNSCLC. DOM is an anti-TIGIT IgG1, Fc-silent monoclonal
antibody designed to inhibit the interaction between TIGIT and its ligand, CD155, thereby reducing
immunosuppression of T cells and natural killer cells and promoting antitumor activity. ZIM is an
anti-PD-1 1gG4 monoclonal antibody with demonstrated antitumor activity in vivo and preliminary
clinical activity in multiple tumor types. Preliminary studies have shown that dual blockade of TIGIT
and PD-(L)1 increases antitumor activity relative to PD-(L)1 inhibition. In ARC-7, a randomized phase 2
study in PD-L1-high, first-line NSCLC, DOM and ZIM in combination recently demonstrated a higher
objective response rate (ORR) and longer median progression-free survival (PFS) than ZIM mono-
therapy. We hypothesize that DOM and ZIM in combination with chemotherapy will improve clinical
outcomes in patients with untreated mNSCLC without EGFR or ALK aberrations regardless of PD-L1
expression. Methods: STAR-121 is a phase 3, global, open-label, randomized study to evaluate the
safety and efficacy of DOM and ZIM plus chemotherapy vs pembro plus chemotherapy as first-line
therapy for patients with mNSCLC with no EGFR or ALK aberrations or other known actionable gene
alterations. Approximately 720 patients will be randomized into 3 groups (A, B, orC) ina 4:4:1 ratioand
stratified by baseline PD-L1 tumor proportion score ( < 50% vs =50%), histology (squamous vs
nonsquamous), and geographic region (East Asia vs non—East Asia). Eligible patients are aged =18 with
untreated mNSCLC with no EGFR or ALK aberrations. Group A will receive DOM 1200 mg + ZIM
360 mg + platinum-doublet chemotherapy (PT), group B will receive pembro 200 mg + PT, and group C
will receive ZIM 360 mg + PT. DOM, ZIM, and pembro will be administered until disease progression
(PD) as assessed by blinded independent central review (BICR) per RECIST 1.1 or intolerable toxicity or
for up to 35 doses. Study treatment will be administered IV every 3 weeks. PT will be chosen by
investigators based on tumor histology and administered for the first 4 cycles, after which, pemetrexed
can be continued for patients with nonsquamous histology until PD or intolerable toxicities. The primary
endpoints are PFS by BICR and overall survival. Key secondary endpoints are ORR and duration of
response by BICR, safety, and quality of life. This study is currently enrolling globally. Clinical trial
information: NCT05502237. Research Sponsor: Gilead Sciences, Inc.
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A phase 2 multi-arm study of magrolimab in combination with docetaxel in patients with
locally advanced or metastatic solid tumors: ELEVATE Lung and UC.

Vivek Subbiah, Ulka N. Vaishampayan, Sonam Puri, Shivaani Kummar, Julia Martinez Perez,
Antoine lItaliano, Jiang Shao, Riya Bathia, Aoife Sills, Sandip Pravin Patel; The University of Texas
MD Anderson Cancer Center, Houston, TX; Rogel Cancer Center, University of Michigan, Ann Arbor, M;
Huntsman Cancer Center, Salt Lake City, UT; Oregon Health and Science University, Portland, OR;
Hospital Virgen Del Rocio, Sevilla, Spain; Early Phase Trials Unit, Institut Bergonié, Bordeaux, France;
Gilead Sciences, Inc, Foster City, CA; Department of Medical Oncology, University of California San
Diego, San Diego, CA

Background: Patients (pts) with solid tumors that progress on standard chemotherapy and/or immune
checkpoint inhibitors experience limited efficacy with existing standard of care options. These pts
have a significant unmet need, and novel agents that safely enhance treatment efficacy are needed.
Magrolimab is a monoclonal antibody that blocks CD47, a "don’t eat me" sighal often overexpressed on
solid tumor cells. Magrolimab blockade of CD47 induces macrophage-mediated phagocytosis of tumor
cells and has shown preclinical activity and promising clinical efficacy in hematologic malignancies.
Certain chemotherapies, including taxanes, enhance prophagocytic signals on tumor cells, leading to
potential synergistic antitumor activity when combined with magrolimab. This study is evaluating the
safety, tolerability, and efficacy of magrolimab with docetaxel in metastatic non-small cell lung cancer
(mNSCLC), small cell lung cancer (mSCLC), and urothelial cancer (mUC). Methods: This open-label
study includes a safety run-in and 3 phase 2 cohorts. Pts eligible for the safety run-in must have had =1
(mNSCLC, mSCLC) or 2 and not more than 3 (mUC) prior lines of systemic anticancer therapy in a
locally advanced/metastatic setting and will be treated with magrolimab + docetaxel. In phase 2, pts
must have either mNSCLC treated with platinum-based chemotherapy and/or an immune checkpoint
inhibitor (ICI), mUC treated with prior systemic chemotherapy and/or an ICI, or mSCLC treated with
platinum-based chemotherapy with or without an ICl in a locally advanced/metastatic setting. Pts
refractory to prior taxane therapy or who have received a taxane within 12 months of study start are
excluded. Pts who had prior treatment with CD47/SIRPa-targeting agents were also excluded.
Magrolimab is administered intravenously (IV) as a 1-mg/kg priming dose on cycle 1 day 1 (C1 D1)
to mitigate on-target anemia followed by 30 mg/kg on D8 and D15. Magrolimab 30 mg/kg is
administered on C2 D1, D8, and D15 and 60 mg/kg on D1 for C3+. The recommended phase 2 dose
(RP2D) is determined in the safety run-in, with de-escalation if prespecified dose-limiting toxicity
criteria are met. Once the RP2D is determined, the phase 2 cohorts will follow the same dose schedule.
Docetaxel 75 mg/m? is administered IV on D1 of each cycle. Reasons for treatment discontinuation may
include unacceptable toxicity, disease progression, or pt/investigator choice to discontinue. The
primary endpoints are incidence of adverse events by CTCAE vb.0 (safety run-in, phase 2) and
investigator-assessed objective response rate by RECIST 1.1 (phase 2 cohorts). Secondary endpoints
are magrolimab concentration vs time and antidrug antibodies (safety run-in, phase 2), progression-free
survival and duration of response by RECIST 1.1, and overall survival (phase 2 cohorts). Planned
enrollment is =116 pts. Clinical trial information: NCT04827576. Research Sponsor: Gilead
Sciences, Inc.
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ECOG-ACRIN LUNG-MAP S1900E substudy: A phase Il study of sotorasib in participants
(Pts) with previously treated stage IV or recurrent KRAS G12C mutant non-squamous (Non-
sq) non-small cell lung cancer (NSCLC).

Sukhmani  Kaur Padda, Mary Weber Redman, David E Gerber, Tom Stinchcombe,
Saiama Naheed Wagqar, Ticiana Leal, Katherine Minichiello, Karen L. Reckamp, Roy S. Herbst,
Hossein Borghaei, Julie R. Brahmer, Jhanelle Elaine Gray, Karen Kelly, Suresh S. Ramalingam,
Joel W. Neal; Samuel Oschin Cancer Center, Cedars-Sinai Medical Center, Los Angeles, CA; SWOG
Statistics and Data Management Center, Fred Hutchinson Cancer Center, Seattle, WA; Harold C.
Simmons Comprehensive Cancer Center, UT Southwestern Medical Center, Dallas, TX; Duke Cancer
Institute, Durham, NC; Washington University School of Medicine, St. Louis, MO; Winship Cancer
Institute of Emory University, Atlanta, GA; Cedars-Sinai Medical Center, Los Angeles, CA; Yale School
of Medicinel, Yale Cancer Center, Smilow Cancer Hospital at Yale-New Haven, New Haven, CT; Fox
Chase Cancer Center, Philadelphia, PA; Johns Hopkins Medicine, The Sidney Kimmel Comprehensive
Cancer Center, Baltimore, MD; Moffitt Cancer Center, Tampa, FL; UC Davis Comprehensive Cancer
Center, Sacramento, CA; Emory University School of Medicine, Atlanta, GA; Stanford University
Medical Center, Stanford, CA

Background: KRAS mutant NSCLC is further defined molecularly by specific mutation subtypes and co-
mutations in tumor suppressor genes. Two targeted therapeutics, sotorasib and adagrasib, are currently
approved for the treatment of previously treated advanced KRAS G12C mutant NSCLC. Sotorasib has
also demonstrated superiority to docetaxel in the randomized phase Il CodeBreaK 200 study (de
Langen et al Lancet. 2023 Feb 7 Epub). The impact of co-mutations in tumor suppressors, including
TP53and STK11, on the efficacy of first generation KRAS G12C inhibitors has been inconclusive. The
S1900E substudy aims to prospectively understand, using rigorous biomarker testing/definitions, the
impact of co-mutations on the clinical activity of sotorasib in pts with KRAS G12C mutant NSCLC.
Methods: S1900E is a phase 2 open-label study of sotorasib in biomarker-defined cohorts for pts who
have KRAS G12C stage IV/recurrent non-sq NSCLC, received at least one line of systemic treatment,
and are naive to KRAS G12C inhibitors. Pts are assigned to S1900E under the Lung-MAP screening
protocol (NCTO3851445) using FoundationOne F1CDx next generation sequencing assay on tissue
(Foundation Medicine, Cambridge, MA). S1900E cohorts include: #1) Presence of TP53 co-mutation
AND Wild Type STK11, KEAPI, NFE2L2, CUL3; #2) Presence of STK11 co-mutation AND Wild Type
TP53, KEAP1, NFE2L2, CUL3; 3) All pts not eligible for Cohorts 1 and 2 (e.g. dual co-mutations in
STK11and TP53; co-mutations in KEAPI, NFE2L2, CUL3, or others; or lack of any co-mutations). Pts
with treated, clinically controlled, and asymptomatic brain metastases are eligible and with amend-
ment 3 (Mar 20 2022), eligibility expanded to pts with asymptomatic untreated brain metastases.
Sotorasib is dosed 960 mg oral daily. The primary objective is to evaluate the RECIST 1.1 response rate
(ORR) per cohort. For cohorts 1 and 3, the target sample size is 40 eligible pts based on a design with
92% exact power to rule out a 14% ORR at the 1-sided 5% level, if the true ORR were 34%; =10
responses would rule out a 14% ORR. Cohort 2 has a target sample size of 25 eligible pts with 93%
exact power to rule out a 14% ORR at the 1-sided 5% level, if the true ORR were 40%; =7 responses
would rule out a 14% ORR. Secondary endpoints include PFS, OS, duration of response, and toxicity.
Circulating tumor DNA is being collected at day 1 of cycle 1, 2, and 3 and at progression. Enroliment
started April 2 2021 with conservative accrual targets met, currently with 72% enrolled (84/116) as of
Feb 14 2023, including 37, 16, and 31 pts, in cohorts 1, 2, and 3, respectively. Clinical trial
information: NCTO4625647. Research Sponsor: Multiple Sources: NIH/NCI grants U1I0CA180888,
UI0CA180819, UIOCA180821, UIOCA180820, UIOCA180868; and in part by Foundation for the
National Institutes of Health; and Amgen, Inc.
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KontRASt-02: A phase Ill trial investigating the efficacy and safety of the KRAS®'2C in

hibitor JDQ443 vs docetaxel in patients with previously treated, locally advanced or
metastatic, KRAS G12C-mutated NSCLC.

Federico Cappuzzo, Gilberto Castro, Jin-Hyoung Kang, Yi-Long Wu, Odd Terje Brustugun,
Parneet Kaur Cheema, Taofeek K. Owonikoko, Anne-Sophie Longin, Aislyn Boran, Jiawei Duan,
Rafael Caparica, Herbert H. F. Loong; Hematology Department, AUSL della Romagna, Ravenna, Italy;
University of Sdo Paulo, Sdo Paulo, Brazil; Department of Internal Medicine, Catholic University of
Korea, Seoul, South Korea; Guangdong Lung Cancer Institute, Guangzhou, China; Section of Oncology,
Drammen Hospital, Vestre Viken HF, Drammen, Norway; William Osler Health System, University of
Toronto, Brampton, ON, Canada; UPMC Hillman Cancer Center, Pittsburgh, PA; Novartis Pharma-
ceuticals Corporation, Paris, France; Novartis Pharmaceuticals Corporation, East Hanover, NJ; Novartis
Pharma AG, Basel, Switzerland; The Chinese University of Hong Kong, Hong Kong, China

Background: Kirsten rat sarcoma viral oncogene homolog (KRAS) is the most frequent mutated
oncogene in non-small cell lung cancer (NSCLC). KRAS GI12C is the most common KRAS variant,
present in ~13% of patients (pts) with non-squamous NSCLC. KRAS G12C mutations cause the
accumulation of active, GTP-bound KRAS, which leads to activation of downstream pathways involved
in cell proliferation and invasiveness, JDQ443 is a potent, structurally novel, selective KRASE12C
inhibitor that irreversibly traps KRAS®!2 in its inactive, GDP-bound form. Data from the JDQ443
monotherapy arm of the first-in-human KontRASt-O1 study demonstrated encouraging anti-tumor
activity and an acceptable safety profile of JDQ443 in pts with previously treated, KRAS G12C-
mutated, advanced NSCLC. For pts with advanced NSCLC who progress following first-line immuno-
therapy or doublet platinum-based chemotherapy, single agent docetaxel remains a standard option,
although it presents modest activity and is generally poorly tolerated. In this context, alternative
treatment options are needed to improve pt outcomes. Methods: KontRASt-02 (NCT05132075) is a
global, Phase Ill, open-label, randomized, multicenter study evaluating JDQ443 as a monotherapy in
comparison to docetaxel in pts with KRAS G12C-mutated, advanced NSCLC previously treated with
PD-(L)1 inhibitors and platinum-based chemotherapy (either in combination or as sequential treat-
ments). Approximately 360 pts stratified by ECOG performance status (O vs 1 and 2) and prior therapy
(platinum-based chemotherapy and immunotherapy combined vs seguentlal) will be randomized at 1:1
to receive 200 mg oral JDQ443 twice daily continuously or 75 mg/m“ intravenous docetaxel once every
21 days. The primary endpoint of this study is progression-free survival (PFS) per Blinded Independent
Review Committee (BIRC) according to RECIST version 1.1. The key secondary endpoint is overall
survival (OS); other secondary endpoints include objective response rate, disease control rate, time to
response, duration of response, PFS on subsequent therapy, safety of JDQ443 monotherapy, pt-
reported outcomes, pharmacokinetics, time to deterioration of ECOG performance status, and safety in
pts who crossover from docetaxel to JDQ443. Exploratory objectives include biomarker analyses aimed
at investigating predictors of responsiveness to JDQ443. Pts randomized to docetaxel will be allowed to
crossover to JDQ443 following confirmed disease progression per BIRC. To allow more pts to be treated
with JDQ44 3, crossover will also be offered to all patients on docetaxel if the primary endpoint (PFS) is
met. Treatment beyond progression will be allowed for pts receiving JDQ443 according to investigator
judgement. The KontRASt-0O2 study is currently enrolling pts. Clinical trial information:
NCT05132075. Research Sponsor: Novartis Pharmaceuticals Corporation.
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REFINE-Lung: A multicentre phase lll study to determine the optimal frequency of pem-
brolizumab in non-small cell lung cancer utilising a novel multi-arm design.

Michael Seckl, Ehsan Ghorani, Matteo Quartagno, Fiona Helen Blackhall, Duncan C. Gilbert,
Mary E.R. O’Brien, Christian H.H Ottensmeier, Elena Pizzo, James F. Spicer, Alex Williams,
Philip David Badman, Mahesh K. B. Parmar; Imperial College London, London, United Kingdom;
MRC Clinical Trials Unit UCL, London, United Kingdom; Christie Hospital NHS Foundation Trust,
Manchester, United Kingdom; The Royal Marsden NHS Foundation Trust, Sutton, United Kingdom;
University of Liverpool, Liverpool, United Kingdom; University College London, London, United
Kingdom; King's College London, London, United Kingdom; Medical Research Council Clinical Trials
Unit, London, United Kingdom

Background: Pharmacological and clinical data suggest standard regimens for anti-PD1 agents nivo and
pembro result in overtreatment. These agents have high target affinity, saturate PD1 at very low
concentrations and maintain receptor occupancy for up to 30 wks following discontinuation. Clinical
studies suggest no dose-response relationship in the wide range tested (0.1 — 10 mg/kg) and
retrospective data suggest the efficacy of lower doses or longer administration frequency. Given their
high costs and important implications for pt quality of life and toxicity, new approaches to optimise
treatment regimens are required. However, conventional 2-arm non-inferiority designs require large
numbers of patients, explore a single alternative to the standard of care and potentially require multiple
trials to establish optimal parameters such as dose or frequency. Here we present a new multi-arm trial
design to tackle this problem, implemented in the UK multicentre phase Il REFINE-Lung study that
aims to determine the optimal treatment frequency of pembro in NSCLC. Pts who are progression free
after 6 months of standard therapy are randomised to 5 pembro frequency reduced arms (géw, q9w,
gl2w, g15w and q18w). By evaluation of the frequency-response relationship, we will determine the
longest frequency that is equivalent to standard of care within a pre-defined margin. Methods: The
REFINE-Lung trial (NCTO5085028) is a multicentre, randomised open-label, phase Ill trial in
advanced NSCLC. REFINE-Lung utilises a novel Multi-Arm Multi-Stage Response Over Continuous
Interventions (MAMS-ROCI) design to determine the optimal dose frequency of pembro. 1750 pts
aged =18 and progression free at six months into 1st line pembro and planning to continue, will be
enrolled from up to UK 35 hospital groups. Pts will be randomised across 5 arms to determine the
optimal dose frequency. To assess safety, pts will initially be randomised 1:1 into géw (control) and
gl2w arms. Interim analysis will be conducted once 37 progression free events are observed in the
control arm. If PFS in the g12w arm is not significantly reduced, the remaining q9w, g15w and q18w
arms will be opened. Pts who progress on a frequency reduced arm may re-escalate to gbw therapy. The
primary objective is to determine the optimal continuing dose frequency of pembro, defined as the
longest dose interval non-inferior to standard therapy using 2-year survival as the primary outcome.
Secondary endpoints include OS, PFS, ORR, duration of response, adverse events, quality of life and
cost effectiveness. An exploratory sub-study will explore fundamental aspects of cancer immunother-
apy and develop novel biomarkers of response, resistance, toxicity and patient suitability for dose
frequency de-escalation. Recruitment is ongoing and the trial is open at 16 centres at time of
submission. Clinical trial information: NCTO5085028. Research Sponsor: National Institute for
Health Research; Lung Cancer Research Charity and North West London Pathology Consortium.
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PRESERVE-003: Phase 3, two-stage, randomized study of ONC-392 versus docetaxel in
metastatic non-small cell lung cancers that progressed on PD-1/PD-L1 inhibitors.

Mark A. Socinski, Kai He, Tianhong Li, Dan Chen, Kun He, Yang Liu, Pan Zheng; AdventHealth Cancer
Institute, Orlando, FL; James Thoracic Oncology Center, The Ohio State University Comprehensive
Cancer Center, Columbus, OH; University of California Davis Comprehensive Cancer Center, Sacra-
mento, CA; OncoC4, Inc., Rockville, MD; R & G US, Inc., Gaithersburg, MD

Background: For NSCLC without driver mutation, the PD-1/PD-L1 inhibitor as the first-line (mono-
therapy or in combination with platinum-based doublet agents) or second-line therapy after chemo-
therapy significantly improved overall survival. However, there remain a significant number of patients
who do not have response or have an initial response followed by disease progression to PD-1/PD-L1
inhibitor therapy. CTLA-4 is a proven immunotherapy target in solid tumor, unfortunately no mono-
therapeutic efficacy has been shown in NSCLC by marketed anti-CTLA-4 antibodies, including
ipilimumab and tremelimumab. These anti-CTLA4 mAbs cause severe toxicity that prevents adequate
dosing in cancer patients. In contrast, ONC-392 keeps high-level CTLA-4 on Treg cells through a
recycling mechanism and makes Treg cells a better target for antibody-dependent cellular cytotoxicity,
particularly in the tumor microenvironment where macrophages are more abundant. The selective
elimination of Treg cells in the tumor microenvironment and maintenance of CTLA-4 expression in Treg
cells in the peripheral tissues by ONC-392 form the cellular and molecular basis for more potent tumor
rejection and low toxicity in animal studies. Our first in human studies have demonstrate safety and
clinical activities of ONC-392 in patients with NSCLC and other solid tumors. Methods: This is a
seamless 2-stage, randomized, open-label, active-controlled, Phase 3 study of ONC-392 for treatment
of NSCLC patients who progressed on PD-1/PD-L1 inhibitor (NCTO5671510). Approximately 600
patients will be enrolled. Stage I, the dose-confirmation stage, will assess the efficacy and safety of two
ONC-392 dosing regimens (3 mg/kg Q3W and 6 mg/kg Q3W with 2 loading doses of 10 mg/kg Q3W) in
comparison to docetaxel 75 mg/m2 Q3W. A total of 120 patients will be randomized 1:1:1 in Stage |
into one of two ONC-392 dose cohorts or docetaxel cohort. An interim analysis will be conducted at the
end of Stage | when 120 patients are enrolled. Stage 2 will start when ONC-392 dose is determined and
approximately 480 patients will be randomized 1:1 to receive ONC-392 or docetaxel treatment. All
enrolled patients who are randomized to the ONC-392 arms will receive ONC-392 at the randomized
dose for up to 17 cycles in approximately 1 year or until discontinuation criteria are met. Patients who
are randomized to the docetaxel arm will receive docetaxel 75 mg/m? Q3W until disease progression per
RECIST 1.1. The primary endpoint is overall survival. The treatment effect will be estimated using a Cox
Proportional Hazard model stratified by the randomization stratification factors to calculate the
estimated hazard ratio and its 95% Cls. Kaplan-Meier (i.e., product-limit) estimates of median OS
time will be presented by treatment arm with two-sided 95% Cls. The analyses will be based on the ITT
Population. Clinical trial information: NCTO5671510. Research Sponsor: OncoC4, Inc.
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Phase 1 multicenter dose escalation and dose expansion study of antibody-drug conjugate
(ADC) MYTX-011 in subjects with non-small cell lung cancer.

Alexander |. Spira, Melissa Lynne Johnson, George R. Blumenschein, Timothy F. Burns,
Jonathan Robert Thompson, Amit Deshpande, William C Comb, Brian Fiske, Gilles Gallant,
Rebecca Suk Heist; NEXT Oncology - Virginia Cancer Specialists, Fairfax, VA; The Sarah Cannon
Research Institute, Nashville, TN; Department of Thoracic Medical Oncology, The University of Texas
MD Anderson Cancer Center, Houston, TX; UPMC Hillman Cancer Center; Department of Medicine,
Division of Hematology/Oncology, University of Pittsburgh, Pittsburgh, PA; Medical College of Wis-
consin, Milwaukee, WI; Mythic Therapeutics, Waltham, MA; Massachusetts General Hospital, Boston,
MA

Background: cMET is a receptor tyrosine kinase and proto-oncogene whose activity is upregulated
across awide range of cancers. In NSCLC, expression of cMET is upregulated by DNA amplification (2%
to 5%), exon 14 skipping mutations (2% to 4%), and overexpression (30% to 60%). In NSCLC, cMET
upregulation has also been demonstrated to be a resistance mechanism for several approved EGFR-
targeted kinase inhibitors, and this may limit their effectiveness. Despite the approval of MET tyrosine
kinase inhibitors, almost half of patients do not respond to these inhibitors and resistance is inevitable.
MYTX-011 is an ADC incorporating the clinically validated vcMMAE linker-payload conjugated to a
novel, pH-dependent anti-cMET antibody. In preclinical studies, MYTX-011, compared to a surrogate
of an advanced clinical stage cMET ADC, showed markedly higher ( > 3 fold) internalization and
increased cytotoxicity in cMET+ tumor cells in vitro, which translates to greater (=3 fold) efficacy in
high or moderate c-Met+ xenograft models in vivo. PK and toxicity studies revealed that MYTX-011
exhibited favorable PK characteristics, and a toxicity profile similar to previously described MMAE-
based ADCs. Methods: MYTX-011-01 (ClinicalTrials.gov Identifier: NCTO5652868) is a first-in-human
Phase 1 dose escalation and dose expansion study. MYTX-011 will be administered intravenously every
21 days for a maximum of 2 years. Part 1 (dose escalation) will assess the safety and tolerability of
MYTX-011 in patients with advanced NSCLC and identify the recommended Phase 2 dose (RP2D). Part
2 (dose expansion) will include subjects with NSCLC with cMET overexpression or MET amplification/
exon 14 skipping mutations. In Part 1, subjects will be enrolled to evaluate the safety of escalating
doses of MYTX-011 as a single-agent and to establish the RP2D and/or MTD. The dose escalation
scheme is based on a 3-subject cohort minimum Bayesian Optimal Interval (BOIN) design. The RP2D
will be selected as a biologically active dose at or below the MTD (or the highest dose tested ifan MTD is
not identified during the study) and will be informed by safety, tolerability, pharmacokinetic data, and
preliminary anti-tumor activity of MYTX-011 based on RECIST 1.1. Part 2 of the study will be initiated
once the RP2D has been determined and will enroll subjects into different cohorts based on cMET IHC
positivity cutoff and/or presence of MET genetic alterations (METamplification or exon 14 skipping). All
cohorts are defined to explore preliminary antitumor activity in populations with different thresholds of
cMET positivity that were selected based on data for cMET expression and efficacy observed with MYTX-
011 in preclinical models, published data for responses to cMET targeting agents, and on the
prevalence of subject tumors with different expression levels. Enroliment in the MYTX-011-01 study
is ongoing. Clinical trial information: NCTO5652868. Research Sponsor: Mythic Therapeutics.
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ARC-10: A phase 3 study to evaluate zimberelimab + domvanalimab versus pem-
brolizumab in front-line, PD-L1-high, locally advanced or metastatic non—-small-cell lung
cancer.

Christos Chouaid, Gwo Fuang Ho, Yotsawaj Runglodvatana, Xian He, Christoph Matthias Ahlers,
Debbie Pomponio, Trever Todd, Thao Dang, Jarushka Naidoo; Centre Hospitalier Intercommunal de
Créteil, Créteil, France; University Malaya Medical Centre, Kuala Lumpur, Malaysia; Vajira Hospital,
Bangkok, Thailand; Arcus Biosciences, Inc., Hayward, CA; Arcus Biosciences, Hayward, CA; Gilead
Sciences, Inc., Foster City, CA; Beaumont Hospital and RCS! University of Health Sciences, Dublin,
Ireland

Background: Despite improvements in the management of locally advanced or metastatic non-small
cell lung cancer (NSCLC) from programmed cell death/ligand protein 1 (PD-[L]1) inhibition, there
remains an unmet need for improved treatment options. PD-L1 expression is a known biomarker of
response to anti-PD-L1 therapies in metastatic NSCLC. The combination of PD-1 inhibition with
inhibition of the immunosuppressive T cell Immunoglobulin and ITIM domain (TIGIT) pathway is
associated with improved response and prolonged progression-free survival in patients with advanced
NSCLC. Domvanalimab (dom) is an Fc-silent humanized IgG1 monoclonal antibody (mAb) that blocks
TIGIT, thereby reducing immunosuppression of T/natural killer (NK) cells and promoting antitumor
activity. Zimberelimab (zim) is an mAb that binds to PD-1 on T/NK cells, preventing PD-L1-mediated
immunosuppressive effects and resulting in tumor cell death. This phase 3 study will investigate the
efficacy and safety of combination therapy with dom + zim compared with pembrolizumab mono-
therapy in patients with PD-L1-high NSCLC. Methods: ARC-10 (NCT04736173) is a global, phase 3,
randomized, multicenter, open-label study. Eligible patients are adults with histologically confirmed,
treatment-naive, locally advanced or metastatic, squamous or non-squamous NSCLC with =1 measur-
able lesion(s) per Response Evaluation Criteria in Solid Tumors (RECIST) v1.1, high expression of PD-
L1 (tumor cells[TC] =50%), and an Eastern Cooperative Oncology Group (ECOG) performance status of
Oor 1. Patients must not have genomic tumor aberrations for which targeted therapies are approved and
available (eg, EGFR, ALK, ROS, BRAF, NTRK). Approximately 600 patients will be randomized 1:1 to
receive combination therapy with dom + zim (dom 1200 mg intravenous [IV] once every 3 weeks [Q3W]
+ zim 360 mg IV Q3W) or pembrolizumab monotherapy (200 mg IV Q3W) for 21-day cycles until
disease progression, intolerance, or a maximum of 35 cycles. Randomization will be stratified by ECOG
performance status (O vs 1), geographical region (Asia vs non-Asia), and histology (squamous vs non-
squamous). The primary efficacy endpoint is overall survival. Secondary efficacy endpoints include
blinded independent central review of progression-free survival and confirmed overall response rate
according to RECIST v1.1. Safety endpoints include the presence of treatment-emergent adverse
events and laboratory parameters. Health-related quality of life will be assessed by measuring the time
to first symptom deterioration in the NSCLC-Symptom Assessment Questionnaire total score. Study
recruitment is planned in Asia, North and South America, Africa, and Europe. Clinical trial information:
NCT04736173. Research Sponsor: Arcus Biosciences.
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Phase 2 study of telisotuzumab vedotin (Teliso-V) monotherapy in patients with previously
untreated MET-amplified locally advanced/metastatic non-squamous non-small cell lung
cancer (NSQ NSCLC).

Hidehito Horinouchi, Yuji Shibata, Jim Looman, Yunxia Sui, Elysa Noon, Shun Lu; Department of
Thoracic Oncology, National Cancer Center Hospital, Tokyo, Japan; National Cancer Center Hospital
East, Kashiwa-Shi, Japan; AbbVie Inc., Hoofddorp, Netherlands; AbbVie Inc., North Chicago, IL;
Shanghai Lung Cancer Center, Shanghai Chest Hospital, Shanghai Jiao Tong University, Shanghai,
China

Background: Teliso-V is a first-in-class anti—c-Met antibody-drug conjugate composed of the mono-
clonal antibody telisotuzumab (ABT-700), a cleavable valine-citrulline (dipeptide) linker, and cytotoxic
monomethylauristatin E (MMAE; potent microtubule polymerization inhibitor). Direct MMAE payload
delivery to c-Met protein overexpressing (OE) cells enables Teliso-V to work independently of c-Met
signaling. In NSCLC, while c-Met OE is more common than MET gene amplification (Amp), about 90%
of MET Amp tumors will also be c-Met OE. In an ongoing phase 2 trial, Teliso-V showed encouraging
efficacy and acceptable safety in previously treated c-Met OE NSQ NSCLC population (Camidge et al.
JC0.2022.40.16_suppl.9016). From this study, a retrospective analysis of 10 patients with MET Amp
(=1.8 MET gene to chromosome 7 copy number ratio by fluorescence in situ hybridization [FISH])
demonstrated an objective response rate (ORR) of 80%. Described here is an ongoing phase 2 study
evaluating efficacy and safety of Teliso-V monotherapy in patients with previously untreated MET Amp
locally advanced/metastatic NSQ NSCLC. Methods: This is a phase 2, single-arm, open-label, global
study (NCT05513703). Eligible patients (=18 years) have histologically documented advanced/
metastatic NSQ NSCLC, measurable disease by RECIST v1.1, confirmed MET Amp determined
centrally by FISH or locally by FISH, tissue next-generation sequencing (NGS), or plasma NGS using
sponsor-approved assays. Additional eligibility criteria include Eastern Cooperative Oncology Group
performance status O or 1, no alterations in EGFR, ALK, ROS1, or BRAF that predict sensitivity to
targeted therapy, no prior systemic therapy for locally advanced or metastatic NSCLC, no prior c-
Met—targeted antibody therapy. Teliso-V is administered intravenously at 1.9 mg/kg every 2 weeks until
disease progression, intolerable toxicity, or other study drug discontinuation criteria are met. Primary
endpoint is ORR assessed by independent central review (ICR). Secondary endpoints include duration
of response and disease control rate, progression-free survival per ICR, overall survival, patient-reported
outcomes (PROs). Tumor assessments (per RECIST v1.1) are performed at baseline and approx. every 6
(year 1), 8 (year 2), and 12 weeks (year 3 and beyond). PROs are assessed through validated
questionnaires (EORTC QLQ-LC13, EORTC QLQ-C30, EQ-5D-5L). Safety and tolerability are evaluated
by adverse events, physical examinations, laboratory data, and vital signs. Pharmacokinetic and
biomarker evaluations may be used for exploratory analyses. The trial intends to enroll approx. 70
efficacy-evaluable patients, with interim analyses planned after 20 and 50 patients are able to be
followed for =6 months. The study was open to enroliment as of Nov 2022. Clinical trial information:
NCT05513703. Research Sponsor: AbbVie Inc.
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Circulating tumor DNA to guide furmonertinib monotherapy or combination therapy in
advanced EGFR mutant non-small cell lung cancer (NSCLC): A randomized, open-label,
multicenter study (FOCUS-C).

Wenfeng Fang, Jun Jia, Guanming Jiang, Xiaofang Dong, Zongxiao ShangGuan, Zhengxiang Han,
Hong Shen, Li Zhang; State Key Laboratory of Oncology in South China, Collaborative Innovation Center
for Cancer Medicine, Sun Yat-sen University Cancer Center, Guangzhou, China; Dongguan Key
Laboratory of Precision Diagnosis and Treatment for Tumors, Affiliated Dongguan Hospital, Southern
Medical University, Dongguan, China; Affiliated Dongyang Hospital of Wenzhou Medical University,
Dongyang, China; The Third Affiliated Hospital of Wenzhou Medical University, Ruian, China; The
Affiliated Hospital of Xuzhou Medical University, Xuzhou, China; The Second Affiliated Hospital
Zhejiang University School of Medicine, Hangzhou, China

Background: Detection of EGFR ctDNA after several weeks EGFR-TKIs treatment was an effective
method to identify prognosis of advanced EGFR mutant NSCLC patients. Patients with uncleared EGFR
ctDNA had shorter progression-free survival (PFS) (Mack PC et al; CCR 2022). However, whether they
can benefit from EGFR-TKI combination therapy has not been reported. Furmonertinib (AST2818), a
potent, orally bioavailable, highly brain penetrant, third generation EGFR-TKI with unique chemical
structure designed to improve potency and specificity, showed superior efficacy compared with
gefitinib as first-line therapy in EGFR mutant NSCLC along with an acceptable safety profile without
new signals (Shi, YK et al.; Lancet Respir Med 2022). We hypothesized that monitoring clearance of
EGFR ctDNA in blood could rationally guide subsequent monotherapy or combination therapy with
furmonertinib and will improve outcomes in patients with uncleared EGFR ctDNA. Methods: The
FOCUS-C study is a multicenter, open-label, randomized study. Patients who are aged 18 years or older
and have histologically confirmed, locally advanced or metastatic, stage I1IB, IIIC, or IV unresectable
NSCLC with EGFR exon 19 deletions (19Del) or exon 21 Leu858Arg mutation (L858R) on tissue biopsy
and plasma will be treated with furmonertinib. Eligible patients with uncleared EGFR 19Del or L858R
ctDNA after 3 weeks furmonertinib treatment will be stratified according to EGFR mutation (19Del or
L858R), central nervous system metastases (with or without) and detectable accompanying gene
aberrances in plasma (with or without) and randomly assigned (2: 2: 1) to receive furmonertinib or
furmonertinib plus chemotherapy (pemetrexed and carboplatin for 4 cycles followed by maintenance
pemetrexed) or furmonertinib plus chemotherapy plus bevacizumab (pemetrexed, carboplatin and
bevacizumab for 4 cycles followed by maintenance pemetrexed and bevacizumab) in 21-day cycles
until disease progression, the occurrence of intolerable toxicities, withdrawal of consent, or other
discontinuation reasons judged by the investigators. The primary endpoint is PFS between furmoner-
itnib plus chemotherapy versus furmonertinib alone. Secondary endpoints include PFS, objective
response rate, duration of response, disease control rate, overall survival and safety. Several exploratory
endpoints will also be evaluated based on ctDNA detection by next-generation sequencing (Genecast,
Wuxi, China). The study is enrolling. 34 patients had been enrolled till 2nd Feb 2023. Clinical trial
information: NCT05334277. Research Sponsor: Y-2021AST/zd-0053/Beijing Xisike Clinical Oncol-
ogy Research Foundation, CSCO-Leading Oncology Research Fund.; Shanghai Allist Pharmaceuticals
Co., Ltd, Shanghai, China. Genecast Biotechnology Co., Ltd, Wuxi, China. Qilu Pharmaceutical Co.,
Ltd, Jinan, China.
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LUNG-IST-127: A pilot phase Il study of maintenance cahozantinib plus pembrolizumab for
patients with metastatic squamous non-small cell lung cancer (sgNSCLC) with disease
control following induction therapy.

Ryan Huu-Tuan Nguyen, Lucia Notardonato, Alicia Hulbert, Apurva Mallisetty, Frank Weinberg,
Israel Rubinstein, Irene Juson, Cindy Chan, Li C. Liu, Zhengjia Chen, Lawrence Eric Feldman;
Department of Hematology Oncology University of lllinois of Chicago College of Medicine, Chicago,
IL; University of Ilinois Chicago, Chicago, IL; Department of Surgery, University of lllinois of Chicago
College of Medicine, Chicago, IL; University of lllinois Chicago, Chicago, IL; Jesse Brown VAMC,
Chicago, IL

Background: First-line combination chemotherapy with pembrolizumab followed by maintenance
pembrolizumab is the standard of care treatment for patients with metastatic sqNSCLC. This was
established by the phase Il KEYNOTE-407 trial, which demonstrated a median progression-free
survival (PFS) of 6.4 months in the experimental arm. Despite these advances, there remains a need to
continue to improve upon survival outcomes for these patients. Cabozantinib is a small-molecule
inhibitor of multiple tyrosine kinsases including MET, VEGFRs, AXL, RET, and ROS, which are
receptors involved in tumor cell-proliferation, angiogenesis, and immune cell regulation. Preclinical
studies have demonstrated the ability of cabozantinib to modulate both adaptive and innate immune
cells and to exhibit synergistic activity when used in combination with immune checkpoint inhibitors.
We hypothesize that cabozantinib in combination with pembrolizumab in the maintenance phase of
first-line treatment of metastatic sqNSCLC will prolong median PFS with a tolerable toxicity profile.
Methods: LUNG-IST 127 is a pilot phase Il, single-arm clinical trial of maintenance cabozantinib in
combination with pembrolizumab for patients with metastatic sqNSCLC who achieved disease control
following standard 1L induction therapy with chemotherapy and pembrolizumab. Thirty-six patients
will be enrolled at 2 US sites to receive first-line induction therapy with carboplatin, nab-paclitaxel or
paclitaxel, and pembrolizumab for four cycles. After induction therapy, those who have achieved
disease control based on re-staging imaging will continue onto maintenance therapy with cabozantinib
40mg PO daily in combination with pembrolizumab 200mg IV every 3 weeks. The primary endpoint is
PFS estimated by Kaplan-Meier methods with associated 95% confidence intervals. Based on an
exploratory power analysis using an elevated one-sided alpha level of 0.40, we hypothesize that the
proposed therapy will prolong median PFS from 6.4 to 9 months. Key secondary endpoints include
overall survival (OS), overall response rate (ORR), and characterizing the safety and tolerability of
cabozantinib in combination with pembrolizumab. Quality of life will also be measured with the EORTC
QLQ-C30. Correlative endpoints include characterizing cfDNA from biofluids and assessing the change
in circulating immune cells in different phases of treatment in association with PFS and OS. This trial
would be the first to address whether there is clinical benefit in utilizing combination cabozantinib and
pembrolizumab in the maintenance phase of treatment in metastatic sqNSCLC. Clinical trial in-
formation: NCTO5613413. Research Sponsor: Exelixis.

© 2023 by American Society of Clinical Oncology. Visit meetings.asco.org and search by abstract for disclosure information.


http://www.clinicaltrials.gov/ct2/show/NCT05613413
http://meetings.asco.org

LUNG CANCER—NON-SMALL CELL METASTATIC

TPS9152 Poster Session

A phase Il multi-cohort single-arm study of tiragolumab with atezolizumab plus bev-
acizumab in previously treated advanced non-squamous non-small-cell lung cancer.

Joshua E. Reuss, Dann Wonser, Kellie Nicole Smith, Jaeil Ahn, Stephen Byers, Karen Creswell,
Chul Kim, Jillian Thompson, Jenny Crawford, Emil Cohen, Jay Zeck, Martin Gutierrez, Stephen V. Liu;
Georgetown University, Washington, DC; Patient Advocate, Portland, OR; Johns Hopkins University
School of Medicine, Baltimore, MD; Hackensack University Medical Center, Hackensack, NJ

Background: Checkpoint inhibitor immunotherapy (CPI) offers durable, immune-mediated, anti-tumor
responses to a subset of patients (pts) with advanced non-small cell lung cancer (NSCLC), but not all
derive meaningful benefit. Two clinical unmet needs where CPI has fallen short include EGFR-mutated
NSCLC, where CPI is minimally effective, and NSCLC with intrinsic or acquired resistance to currently
available CPI. Novel combination strategies have shown promise. Two agents that have demonstrated
synergy with the anti-PD-L1 CPI atezolizumab in NSCLC are bevacizumab, a vascular endothelial
growth factor (VEGF)-blocking antibody, and tiragolumab, a T-cell immunoglobulin and ITIM domain
(TIGIT) immune checkpoint-blocking antibody. This multi-cohort phase |l trial seeks to evaluate the
efficacy of tiragolumab with atezolizumab plus bevacizumab in 2 CPl-resistant cohorts - EGFR-wild
type, CPl-refractory advanced NSCLC (cohort A) and EGFR-mutated, CPl-naive advanced NSCLC
(cohort B) - incorporating novel genomic and immunologic analyses to deliver mechanistic insight into
the biology of CPI-resistance in NSCLC. Methods: This open-label, phase Il study has two cohorts.
Cohort A includes pts with advanced PD-L1+ (TPS = 1%), EGFR/ALK/ROS1 wild type NSCLC with
progression on prior anti-PD(L)1-based CPI therapy. Cohort B includes pts with targeted therapy-
refractory EGFR-mutated NSCLC who are CPI-naive. Pts must have measurable disease and those with
symptomatic and/or untreated brain metastases are excluded. Pts in both arms will receive tiragolumab
600mg IV with atezolizumab 1200mg IV and bevacizumab 15mg/kg IV every 3 weeks until progressive
disease or unacceptable toxicity. The primary efficacy endpoint will be assessed separately in each
cohort by investigator-assessed objective response rate (ORR) according to RECIST v1.1. Each cohort
utilizes a Simon 2-stage design in which a null ORR of 4% is tested against a one-sided alternative of
20%. A sample size of 21 pts/cohort provides 80% power with a one-sided type 1 error rate of 5% to
determine a true ORR of 20%. Secondary efficacy endpoints include: duration of response,
progression-free survival (PFS), 6-month PFS, overall survival. Blood and tumor specimens will be
acquired pre- and on-treatment. Correlative analyses to illuminate the biology of CPI resistance will
include multiplex imaging mass cytometry of tumor tissue. In addition, whole exome sequencing, T-cell
receptor sequencing, and MANAFEST neoantigen prediction will be used to identify neoantigen-
specific T-cells and track these temporally (during/post treatment) and spatially (across biologic
compartments). The study is activated and both cohorts are accruing simultaneously with enroliment
ongoing. Clinical trial information: NCTO4958811. Research Sponsor: Georgetown Lombardi Com-
prehensive Cancer Center; LUNGevity Foundation; MedStar Health Research Institute; Genentech/
Roche.
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Aumolertinib with chemotherapy or alone compared with osimertinib in patients with
EGFR-mutant non-small-cell lung cancer (TREBLE).

Melissa Lynne Johnson, Vincent A. Miller, Suraj Patel, Yumin Zhao, Li Cheng, Siraj Mahamed Al,
Michael Wooten, Davey B. Daniel; Sarah Cannon Research Institute, Tennessee Oncology, Nashville,
TN; EQRx, Cambridge, MA; EQRx, Norcross, GA; Tennessee Oncology, Chattanooga, TN

Background: Aumolertinib is a novel third-generation (3G) epidermal growth factor receptor (EGFR)
tyrosine kinase inhibitor (TKI). Safety and efficacy of aumolertinib have been demonstrated in patients
with EGFR-mutated locally advanced or metastatic (LA/m) NSCLC. (Lu, 2021; Lu, 2022) A phase 3
study in these patients in the first-line setting showed a significant improvement in progression-free
survival (PFS) for aumolertinib vs gefitinib (median 19.3 months versus 9.9 months; P < 0.0001).
Aumolertinib was generally well-tolerated. (Lu, 2022) Aumolertinib is approved in China for patients
with LA/m NSCLC who have an EGFR T790M resistance mutation upon disease progression and for
treatment naive patients with EGFR-mutated NSCLC. Studies evaluating first-generation EGFR-TKI +
chemotherapy (chemo) showed improved PFS in select patient populations. (Hosomi, 2019) It is
unclear if the addition of chemo to a 3G EGFR-TKI will improve PFS in patients with EGFR-mutated LA/
m NSCLC. As the addition of chemo to a 3G EGFR-TKI may prove warranted, there is a need to
understand the relative efficacy and safety in the diversity of patients encountered in routine clinical
practice. (Tanaka, 2021). Methods: This is a randomized, multi-regional, phase 3 clinical trial
comparing aumolertinib + chemo or aumolertinib monotherapy with osimertinib monotherapy. Patients
are eligible if they have stage I11B, IVA, or IVB NSCLC; harbor ex19del or L858R EGFR mutations alone
or with other EGFR mutations; and have an ECOG PS of =2. Patients are ineligible if they received prior
systemic therapy for mNSCLC or are a candidate for curative intent therapy. Eligible patients will be
randomized 2:2:1 and stratified by mutation status (ex19del or L858R), ECOG PS (0 vs 1/2), and race
(White vs Asian vs other races combined). Anticipated enrollment is 500 patients; 200 to receive
aumolertinib + chemo (110 mg PO QD aumolertinib + investigator’s choice chemo), 200 to receive
osimertinib (80 mg PO QD), and 100 to receive aumolertinib (110 mg PO QD). The primary endpoint is
PFS, by blinded independent review committee (BICR) per RECIST 1.1, for aumolertinib + chemo vs
osimertinib. Overall survival (OS) is a key secondary endpoint for aumolertinib + chemo vs osimertinib.
Additional efficacy endpoints will be assessed for aumolertinib + chemo vs osimertinib and aumo-
lertinib vs osimertinib, as well as safety and patient reported outcomes. Exploratory endpoints include
characterizing mechanisms of acquired resistance across all arms, CNS efficacy, and exposure-
response relationship. Enrollment began in July 2022. The study is currently recruiting and will
include approximately 200 sites globally. The study design will provide a power of 80% at a 2-sided
Type | error of 0.05 for the primary endpoint. If the primary endpoint is statistically significant, a
sequential test method will be used to evaluate OS. Clinical trial information: NCT05493501.
Research Sponsor: EQRXx.
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Phase 1b/2a safety and tolerability study of bemcentinib (BEM) with pembrolizumab/
carboplatin/pemetrexed in first line (1L) advanced or metastatic non-squamous non-small
cell lung cancer (NSCLC) without/with a STK11 mutation.

Rajwanth Veluswamy, Sheena Bhalla, Ranee Mehra, Marina Chiara Garassino, Oleg Gligich,
Cristina Oliva, Claudia Gorcea-Carson, Nigel William McCracken; Icahn School of Medicine at Mount
Sinai, New York, NY; UT Southwestern Medical Center, Dallas, TX; University of Maryland Marlene and
Stewart Greenebaum Cancer Center, Baltimore, MD; Department of Medicine, Section of Hematology/
Oncology, Knapp Center for Biomedical Discovery, The University of Chicago, Chicago, IL; MSMC,
Miami Beach, FL; BerGenBio, Oxford, United Kingdom; BerGenBio ASA, Oxford, United Kingdom;
BerGenBio ASA, Bergen, Norway

Background: The combination of platinum, pemetrexed, and pembrolizumab (CIT) has become the
standard of care in 1L non—oncogene addicted NSCLC. Despite an initial improvement in response rate
and survival, the 5-year survival of NSCLC remains approximately 20-30%, due to the emergence of
primary and acquired resistance. Additionally, the presence of brain metastases occurs in ~30-50% of
NSCLC patients and confers a poor prognosis. Among the currently non-actionable mutations, STK11/
LKB1 mutations (STK11m) are common (~20%) in NSCLC. Recent evidence suggests that STK11m
NSCLC patients have a minimal response to checkpoint inhibitors and to chemo-immunotherapy in the
first line setting. STK11m tumors are characterized by an immune-suppressed phenotype which is
highly associated with AXL signalling. BEM, a first-in-class, oral, selective AXL inhibitor, has
demonstrated the ability to prevent chemoresistance, re-sensitize STK11m NSCLC tumors to pem-
brolizumab, and enhance efficacy of CIT in preclinical lung models. Moreover, following oral admin-
istration, BEM readily distributes in brain tumour tissue in recurrent glioblastoma patients, with a 25.9
mean ratio of drug concentration in brain tissue to plasma. Therefore, the addition of BEM to CIT has the
potential to improve 1L treatment outcomes in NSCLC overall and particularly in STK11m tumors.
Methods: This is an open-label, multi-center, phase 1b/2a study to assess the safety, tolerability, and
preliminary anti-tumor activity of BEM + CIT as 1L treatment in patients with advanced (Stage IlIb/lIlIc)
or metastatic (Stage 1V) non-squamous NSCLC without actionable mutations. Patients with stable brain
metastases are eligible to participate. Phase 1b follows a 3+3 design and will explore CIT in
combination with one of 3 BEM dose levels: Cohort 1 = 75mg; Cohort 2 = 100 mg; or Cohort 3 =
150 mg. BEM is administered orally once/day on Day 1 of each 21-day treatment cycle. After 4 cycles of
CIT + BEM, maintenance with BEM + pemetrexed + pembrolizumab is administered for up to 2 years.
An independent data safety monitoring board will assess the safety data at the end of the dose-limiting
toxicity period (the first 21 days of treatment for each patient, i.e. cycle 1) of each cohort and will
recommend the BEM dose for the phase 2a expansion. In the phase 2a, up to 40 patients harboring a
STK11m (regardless of their co-mutational status), in the absence of driver mutations will be enrolled.
The study will include extensive co-mutational analyses via next-generation sequencing to identify
potential sub-groups of patients deriving particular benefit. The trial is open to patient enrolment in
phaselb inthe US; recruitment for phase 2a is planned to open in Q2 2023 in Europe and US. EudraCT
2019-003806-28/NA/124645. Clinical trial information: NCT05469178. Research Sponsor: Ber-
GenBio ASA.
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VELOCITY-Lung: A phase (Ph) 2 study evaluating safety and efficacy of domvanalimab
(dom) + zimberelimab (zim) + sacituzumab govitecan (SG), or etrumadenant (etruma) +
dom + zim, or etruma + zim in patients (pts) with treatment-naive metastatic non-small cell
lung cancer (mNSCLC).

Alexander |. Spira, Joanne Chiu, Chin Chou Wang, Alona Zer, John Conibear, Patrick Hoang Phuong,
Joseph K. Park, Anna Seto, Jie Zhang, Byoung Chul Cho; Virginia Cancer Specialists, Fairfax, VA; Queen
Mary Hospital, Pok Fu Lam, Hong Kong; Chang Gung Medical Foundation, Taipei City, Taiwan;
Rambam Health, Haifa, Israel; St Barthlomew’s Hospital, London, United Kingdom; Arcus Biosci-
ences, Hayward, CA; Gilead Sciences, Inc., Foster City, CA; Yonsei Cancer Center, Seoul, Korea,
Republic of (South)

Background: Current standard of care (SOC) for pts with mNSCLC lacking an actionable mutation
includes checkpoint inhibitor (CPI), platinum (PT)-based therapy, or a combination of the two, but is
associated with poor outcomes. SG is a Trop-2—directed antibody-drug conjugate. SG monotherapy
resulted in a 17% objective response rate (ORR), with a manageable safety profile in pts with mNSCLC
who had multiple prior therapies (Heist RS, et al. J Clin Oncol. 2017), and a Ph 2 study is currently
ongoing assessing SG+CPIx=PT-based therapy (NCT0O5186974) in treatment-naive mNSCLC. Etruma
(dual adenosine receptor antagonist), dom (anti-TIGIT), and zim (anti-PD-1) are under clinical
investigation for antitumor activity. Substudy-01 is part of the VELOCITY-Lung Ph 2 platform study
evaluating novel treatment combinations in pts with treatment-naive mNSCLC. Methods: VELOCITY-
Lung (NCT05633667) is an open-label, multicenter, randomized, Ph 2 platform study. Key eligibility
criteria for substudy-01 include age =18y; pathologically documented stage IV NSCLC at time of study
entry without EGFR, ALK, or other actionable genomic alterations; no prior systemic treatment for
mNSCLC; ECOG PS 0-1; any PD-L1 status. Pts previously treated in the (neo)adjuvant setting may be
included if therapy was completed =12 mo before study drug initiation. Current treatment arms in the
preliminary stage are Arm A: dom+zim+SG; Arm B: etruma+dom+zim; Arm C: etruma+zim. Dosing will
be as follows: etruma 150 mg po once daily, dom 1200 mg IV g3wk, zim 360 mg IV g3wk, SG 10 mg/kg
IV on D1 and D8 of a 21-D cycle. Randomization will be stratified by histology and baseline PD-L1
status (central testing; =50% vs < 50%). Pts are randomized equally between treatment arms (arms
can be added to evaluate additional novel combinations) in the preliminary stage. Once the expansion
stage opens, pts will be randomized based on the number of experimental arms in the expansion stage,
the comparator arm, and any newly added preliminary stage treatment arms. Pts will continue to receive
treatment until progressive disease, death, unacceptable toxicity, or initiation of a subsequent
anticancer therapy. The primary endpoint is ORR assessed by investigator per RECIST v1.1. Secondary
endpoints include progression-free survival, duration of response, overall survival, and safety. During
the preliminary stage, efficacy will be compared with historical SOC; during the expansion stage,
efficacy will be compared with an active comparator arm within the study. Depending on the number of
arms being tested in the expansion stage, this study plans to enroll ~69 to 289 patients globally and is
open for recruitment. Clinical trial information: NCTO5633667. Research Sponsor: Gilead Sciences,
Inc.

© 2023 by American Society of Clinical Oncology. Visit meetings.asco.org and search by abstract for disclosure information.


http://www.clinicaltrials.gov/ct2/show/NCT05633667
http://meetings.asco.org

LUNG CANCER—NON-SMALL CELL METASTATIC

TPS9156 Poster Session

A phase 1 study to assess BDTX-1535, an oral EGFR inhibitor, in patients with glioblastoma
or non-small-cell lung cancer.

Melissa Lynne Johnson, Jason Timothy Henry, Alexander I. Spira, James Battiste, lyad Alnahhas,
Manmeet Singh Ahluwalia, Minal A. Barve, William Jeffery Edenfield, Do-Hyun Nam,
Sudharshan Eathiraj, Julio Hajdenberg, Sergey Yurasov, Helena Alexandra Yu, Patrick Y. Wen; Lung
Cancer Research, Sarah Cannon Research Institute, Tennessee Oncology, Nashville, TN; Sarah Cannon
Research Institute at HealthONE, Denver, CO; Next Oncology Virginia and Virginia Cancer Specialists
Research Institute, Fairfax, VA; Stephenson Cancer Center, University of Oklahoma Health Sciences
Center, Oklahoma City, OK; Sidney Kimmel Medical College at Thomas Jefferson University, Phila-
delphia, PA; Miami Cancer Institute, Baptist Health South Florida, Miami, FL; Mary Crowley Cancer
Research Center, Dallas, TX; ITOR, Prisma Health Cancer Institute, Greenville, SC; Samsung Medical
Center, Gangnam-Gu, South Korea; Black Diamond Therapeutics, Cambridge, MA; Black Diamond
Therapeutics, Boston, MA; Memorial Sloan Kettering Cancer Center, New York, NY; Dana-Farber
Cancer Institute, Boston, MA

Background: The epidermal growth factor receptor (EGFR) is a potent oncogene commonly altered in
many cancers, including glioblastoma (GBM) and non-small cell lung cancer (NSCLC). EGFR tyrosine
kinase activity driven by common EGFR mutations can be inhibited by small molecules, however,
resistance to available agents may be driven by mutations in the EGFR active kinase site or other
regions. BDTX-1535 is an orally available, highly potent, selective, irreversible inhibitor of EGFR
mutations, including extracellular variants and amplifications commonly expressed in GBM and
inhibits the common and uncommon EGFR mutations found in NSCLC, including the C797S mutation
acquired following 3" generation EGFR inhibitor therapy. Preclinical data demonstrated the ability of
BDTX-1535 to cross the blood-brain barrier and produce sustained inhibition of EGFR signaling.
Preclinical studies suggest that BDTX-1535 has the potential to be clinically active in suppressing
tumor growth in patients with GBM and NSCLC with or without CNS metastases, including a potential
survival benefit. Methods: BDTX-1535-101 (NCT05256290) is Phase 1, open-label, multicenter study
to assess the safety, tolerability, PK, CNS activity, and preliminary antitumor activity of BDTX-1535 in
recurrent GBM (rGBM) or locally advanced or metastatic NSCLC with or without CNS disease. The
Monotherapy Dose Escalation portion will evaluate BDTX-1535 in patients with either rtGBM expressing
EGFR alterations or locally advanced/metastatic NSCLC harboring sensitizing EGFR mutations with or
without CNS disease. Patients with rGBM must have previously received available standard therapy of
surgical resection followed by chemoradiotherapy and/or temozolomide (TMZ). Eligible NSCLC patients
must have EGFR mutated NSCLC that has progressed following standard of care EGFR inhibitor
therapy. Once a provisional recommended Phase 2 dose (RP2D) has been established, BDTX-1535
monotherapy will be explored in the following Dose Expansion cohorts to further evaluate safety, PK,
and preliminary assessment of efficacy: 1) rGBM with confirmed EGFR alterations, 2) NSCLC with
uncommon EGFR mutations following EGFR inhibitor therapy; 3) NSCLC with acquired EGFR re-
sistance mutation following a 3rd generation EGFR inhibitor in 1L setting. NSCLC patients may enroll
with or without CNS metastases and must not be known to express excluded resistance mutations such
as EGFR T790M or MET. BDTX-1535 will also be studied in combination with TMZ to assess safety,
tolerability, and a recommended combination dose for the treatment of patients with rGBM harboring
EGFR mutations or variants. Enroliment was initiated in 2022 and dose escalation is ongoing. Dose
Expansion cohorts are expected to open in 2023. For additional information, please contact
BDTX_1535_101_Study@bdtx.com. Clinical trial information: NCT05256290. Research Sponsor:
Black Diamond Therapeutics.
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A phase lltrial of JD@443 in KRAS G12C-mutated NSCLC with PD-L1 expression <1% or PD-
L1 expression >1% and an STK11 co-mutation.

Colin R Lindsay, Rajwanth Veluswamy, Gilberto Castro, Daniel Shao-Weng Tan, Rafael Caparica,
Sabine Glaser, Shweta Malhotra, Aislyn Boran, Enriqueta Felip; The University of Manchester and The
Christie NHS Foundation Trust, Manchester, United Kingdom; Tisch Cancer Institute, Icahn School of
Medicine at Mount Sinai, New York, NY; Instituto do Cdncer do Estado de S3o Paulo (ICESP), Sdo
Paulo, SP, Brazil; National Cancer Centre Singapore, Singapore, Singapore; Novartis Pharma AG,
Basel, Switzerland; Novartis Pharmaceuticals Corporation, East Hanover, NJ; Vall d’Hebron University
Hospital, Vall d’Hebron Institute of Oncology (VHIO), Barcelona, Spain

Background: Kirsten rat sarcoma viral oncogene homolog (KRAS) is the most frequently mutated
oncogene in non-small cell lung cancer (NSCLC). KRAS G12C, the most frequent KRAS variant, is
found in ~13% of patients (pts) with NSCLC. KRAS is a GTPase that regulates cell signaling pathways
necessary for proliferation, differentiation, and survival. KRAS mutation reduces the intrinsic GTPase
activity of the enzyme, allowing for the accumulation of active, GTP-bound KRAS and hyperactivation of
downstream signaling, driving tumorigenesis. JDQ443 is a potent, selective KRAS®'?C inhibitor that
irreversibly traps KRASG!2C in its inactive, GDP bound state and blocks downstream signaling. In
preliminary data from the Phase Ib part of the KontRASt-01 study (NCT04699188), JDQ443 showed
promising antitumor activity and an acceptable safety profile in previously treated pts with KRAS G12C-
mutated advanced NSCLC. Pts with KRAS G12C-mutated NSCLC currently receive the same first-line
(1L) treatment as those without driver mutations, consisting of immunotherapy alone or combined with
chemotherapy; however, ~30% of pts with NSCLC present with programmed death-ligand 1 (PD-L1)
expression <1%, and ~10-20% of pts harbor an STK1 1 mutation, both indicators of poor response to
immunotherapy. Therefore, alternative 1L treatment options are needed for these pts. Of note, PD-L1
expression and STK1 I mutation do not affect responsiveness to KRASG12C inhibitors, raising interest in
the evaluation of these targeted therapies as 1L alternatives to immunotherapy for pts with KRAS
G12C-mutated NSCLC. Methods: KontRASt-06 (NCT05445843) is an open-label, Phase I, single-
arm, multicenter study evaluating JDQ443 monotherapy (200 mg JDQ44 3 twice daily in 21-day cycles)
as a 1L treatment for 2 cohorts of adult pts with locally advanced or metastatic, KRAS G12C-mutated
NSCLC. Cohort A (n=90) includes pts whose tumors have PD-L1 expression <1%, regardless of STK1 1
mutation status, while Cohort B (n=30) includes pts whose tumors have PD-L1 expression =1% and an
STK11co-mutation. Local testing for PD-L1 status and KRASand STK1 1 mutations isaccepted; KRAS
and STK11 mutations may be assessed in blood samples. A tissue sample is required for retrospective
biomarker status confirmation and exploratory study. The study is currently enrolling pts into both
cohorts. The primary endpoint is the overall response rate (ORR) per RECIST version 1.1, assessed by a
blinded independent review committee, in Cohort A. Key secondary endpoints are ORR in Cohort B and
duration of response in both cohorts. Other secondary endpoints include progression-free survival,
overall survival, safety, pharmacokinetics, and pt-reported outcomes. A comprehensive biomarker
strategy aims to investigate predictors of treatment response and resistance in the study population. ©
2023 American Association for Cancer Research®. Reused with permission. Clinical trial information:
NCT05445843. Research Sponsor: Novartis Pharmaceuticals Corporation.
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A first-in-human, open-label, dose escalation and expansion study of orally administered
NX-019 in patients with advanced EGFR mutant cancer.

Alexander I. Spira, Dong-Wan Kim, Myung-Ju Ahn, Sang-We Kim, Min Hee Hong, Rachel Dusek,
Guy M. Gammon, Keith Wilson, James Chih-Hsin Yang, Erminia Massarelli; NEXT Oncology - Virginia
Cancer Specialists, Fairfax, VA; Seoul National University Hospital, Seoul, South Korea; Samsung
Medical Center, Gangnam-Gu, Korea, Republic of (South); Asan Medical Center, University of Ulsan
Medical College, Songpa-Gu, South Korea; Yonsei Cancer Center, Severance Hospital, Seoul, South
Korea; Nalo Therapeutics, Palo Alto, CA; National Taiwan University Cancer Center, Taipei, Taiwan;
City of Hope Comprehensive Cancer Center, Duarte, CA

Background: CNS involvement, brain metastases and/or leptomeningeal disease, is common in patients
with EGFR mutant NSCLC and occurs in 25-50% of patient’s journeys. Despite the activity and
increased CNS penetration of later generation EGFR inhibitors, management of CNS disease remains a
clinical challenge. NX-019 is a broad-spectrum EGFR inhibitor targeting both common and rare
mutations including EGFR ex20ins, G719S, and L861Q. NX-019 exhibits selective activity towards
mutant vs. wt. EGFR in preclinical studies. Substantial CNS exposure has been demonstrated in animal
models, as well as potent anti-tumor activity toward intracranial xenografts with prolonged inhibition of
EGFR signaling. Similar drug levels compared to plasma were measured in the brains of rats and mice.
NX-019 was readily detectable in the CSF of cynomolgus monkeys, dogs and rats at concentrations
similar to the estimated plasma free fraction. Methods: NTO19-101 is a first-in-human, international,
open-label study designed to evaluate single-agent NX-019 in patients with EGFR-mutant, locally
advanced or metastatic NSCLC that has progressed following prior treatment. Patients with ECOG
performance status 0-2 and EGFR mutant cancers including stable, asymptomatic brain metastases
are eligible for Dose Escalation. Patients with known EGFR C797S mutations and secondary drivers,
e.g., MET amplification and RET fusions, are excluded. Primary endpoints are to determine recom-
mended phase 2 dose (RP2D), maximum tolerated dose (MTD), safety and tolerability (part 1), and to
evaluate antitumor activity at the RP2D by RECIST v1.1 and RANO-BM (part 2). Secondary endpoints
are to evaluate pharmacokinetics (PK) and antitumor activity by RECIST v1.1 (part 1) and PK, safety,
tolerability, and CNS antitumor activity (part 2). Dose escalation will utilize a 3+3 design with up to 6
patients per cohort in part 1. Part 2 will enroll patients in 5 cohorts (n = 10 or 29 each), including
patients with NSCLC who have (1) new or progressing CNS metastases including leptomeningeal
disease after treatment with osimertinib, (2) active CNS disease and ex20ins mutations, (3) ex20ins
mutations without CNS disease and (4) other rare mutations, based on a Simon 2-stage design. First
patient was treated in October 2022 and enroliment is ongoing. The study is planned for approximately
35 centers in North America and Asia-Pacific region. Clinical trial information: NCT05514496.
Research Sponsor: Nalo Therapeutics Inc.
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Osimertinib then chemotherapy in EGFR-mutated lung cancer with osimertinib third-line
rechallenge (OCELOT).

Daniel Adam Breadner, Mark David Vincent, Geoffrey Liu, Jeffrey Rothenstein, Ines B. Menjak,
Parneet Kaur Cheema, Rosalyn A. Juergens, Hamid Mithoowani, Puneet Bains, Ying Wang,
Paul Wheatley-Price; Schulich School of Medicine and Dentistry, London, ON, Canada; Division of
Medical Oncology, Department of Oncology, London Regional Cancer Program, Schulich School of
Medicine and Dentistry, Western University, London, ON, Canada; University Health Network, Toronto,
ON, Canada; Durham Reg Cancer Center, Oshawa, ON, Canada; University of Toronto, Toronto, ON,
Canada; William Osler Health System, University of Toronto, Brampton, ON, Canada; McMaster
University, Hamilton, ON, Canada; Grand River Regional Cancer Centre, Kitchener, ON, Canada;
Lions Gate Hospital, Vancouver, BC, Canada; BC Cancer Agency, University of British Columbia,
Vancouver, ON, Canada; The Ottawa Hospital Cancer Centre, Ottawa, ON, Canada

Background: The results of the FLAURA study established osimertinib as the new first-line standard of
care for patients with the two ‘common’ types of epidermal growth factor receptor mutation-positive
(EGFR+) advanced non-small-cell lung cancer (aNSCLC). Second-line (2L) treatment is typically
platinum pemetrexed chemotherapy and the standard third-line (3L) treatment is docetaxel throughout
much of the globe, which has a modest response rate of 7 — 15%. Previously, when first generation (1G)
EGFR tyrosine kinase inhibitor (TKls) were standard of care in the first-line setting, a number of
prospective and retrospective studies examined 3L rechallenge with the same 1G EGFR TKI following
2L chemotherapy, with varying levels of success. Osimertinib is a well-tolerated EGFR TKI which is
active against the T790M resistance mutation, which would have limited the efficacy of rechallenge
with 1G EGFR TKIls. Methods: This is a multicentered international phase Il investigator-initiated study
of osimertinib in the 3L rechallenge of patients with EGFR+ aNSCLC, following 1L treatment with
osimertinib and 2L therapy with platinum pemetrexed chemotherapy. A maximum of 255 patients will
be enrolled. Patients with ‘common’ EGFR exon 19 deletions or L858R mutations will enroll at the start
of 2L chemotherapy or 3L osimertinib rechallenge. The primary objective is 3L objective response rate
(ORR) in the first 100 evaluable patients, according to RECIST 1.1. Secondary objectives include
disease control rate (DCR), progression free survival (PFS), time to treatment failure, overall survival
and toxicity for 3L osimertinib rechallenge. Exploratory objectives include assessment of osimertinib
resistance based on serial ctDNA samples collected from all participants. The OCELOT study,
NCT04335292, is actively enrolling participants. Clinical trial information: NCT04335292. Research
Sponsor: AstraZeneca.
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LATIFY: Phase 3 study of ceralasertib + durvalumab vs docetaxel in patients with locally
advanced or metastatic non-small-cell lung cancer that progressed on or after anti-PD-(L)
1 and platinum-based therapy.

Benjamin Besse, Gilberto Castro, Enriqueta Felip, Katerina A. Politi, Toshiaki Takahashi, Jie Wang,
Emma Dean, Melissa Deans, Helen Broadhurst, Piruntha Thiyagarajah, Patrick M. Forde; Gustave
Roussy, Villejuif, France; Cancer Institute of the State of Sdo Paulo, Sao Paulo, Brazil; Vall d’Hebron
University Hospital, Vall d’Hebron Institute of Oncology (VHIO), Barcelona, Spain; Yale Cancer Center,
Yale School of Medicine, New Haven, CT; Shizuoka Cancer Center, Shizuoka, Japan; National Cancer
Center/Cancer Hospital, Chinese Academy of Medical Sciences & Peking Union Medical College,
Beijing, China; AstraZeneca, Cambridge, United Kingdom; Johns Hopkins Medicine, The Sidney
Kimmel Comprehensive Cancer Center, Baltimore, MD

Background: Following progression on first- or second-line immunotherapy = platinum-based chemo-
therapy (CT), the prognosis for patients (pts) with metastatic non-small-cell lung cancer (NSCLC) is
poor with limited alternative options to docetaxel. Ceralasertib is a selective inhibitor of Ataxia
Telangiectasia and Rad3-related (ATR) protein kinase, which is activated in response to DNA damage.
Clinical data suggest that ceralasertib may sensitize tumors to immunotherapy by biasing T cells to an
immune-effective phenotype. Durvalumab is a selective, high-affinity human IgG1l monoclonal
antibody that binds programmed cell death ligand-1 (PD-L1) and inhibits PD-L1-mediated suppression
of T-cell activation. Combining ceralasertib with durvalumab may amplify the antitumor immune
response, and potentially lead to durable tumor control. In the ongoing phase 2 HUDSON study in pts
with locally advanced or metastatic NSCLC who progressed on anti-PD-(L)1 therapy and platinum-
doublet regimen, ceralasertib + durvalumab showed promising efficacy with median progression-free
survival (PFS) of 6.0 mos (80% Cl, 4.6-7.5) and median overall survival (OS) of 15.9 mos (80% ClI,
14.1-20.3). Methods: LATIFY is a phase 3, open-label, randomized, multicenter study in pts with
NSCLC (NCT05450692). Key inclusion criteria are age =18 years; ECOG performance status 0-1;
documented EGFR and ALK wild-type, and tumor cell PD-L1 status; and adequate organ and bone
marrow function. Stable brain metastases are allowed. Pts should be eligible for second- or third-line
therapy, and must have received an anti-PD-(L)1 therapy and a platinum-containing doublet regimen
for locally advanced or metastatic NSCLC either separately or in combination, but no other prior
therapies. Key exclusion criteria include mixed small-cell lung and NSCLC histology, unresolved
toxicities of Grade =2 (NCI CTCAE v5.0) from prior therapy, active or prior autoimmune or inflammatory
disorders, > 1 line of prior anti-PD-(L)1 therapy (alone or in combination), and > 1 line of platinum-
based CT in a metastatic setting. Pts are randomized 1:1 to receive either oral ceralasertib 240 mg
twice daily on Days (D) 1-7 with IV durvalumab 1500 mg on D8 (28-day cycle) or IV docetaxel 75 mg/
m? (D1, 21-day cycle). The primary objective is to assess efficacy by OS. Secondary objectives include
evaluating efficacy by PFS, objective response rate and disease control rate by RECIST v1.1; duration
of, and time to, response; time to second progression or death; OS at 12 mos; time to deterioration of
health-related quality of life and physical function; determining the pharmacokinetics of ceralasertib;
and assessing safety. Approximately 580 pts will be recruited from around 21 countries in the
Americas, Europe, and Asia Pacific. Clinical trial information: NCT05450692. Research Sponsor:
AstraZeneca PLC.
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CAN-2409 plus prodrug with standard of care immune checkpoint inhibitor for patients
with stage III/IV NSCLC.

Charu Aggarwal, Daniel Sterman, Fabien Maldonado, Christine M. Bestvina, Janani S Reisenauer,
Howard Li, Sonam Puri, Omar Ibrahim, Randy Swan, Audra Caine, Lenika Lopez, Andrea G Manzanera,
Francesca Barone, Christopher Jon Matheny, William Garrett Nichols, Paul Peter Tak; University of
Pennsylvania, Philadelphia, PA; NYU Langone Medical Center, New York, NY; Vanderbilt University
Medical Center, Nashville, TN; University of Chicago, Chicago, IL; Division of Pulmonary and Critical
Medicine, Department of Medicine, Mayo Clinic, Rochester, MN; Veterans Affairs Medical Center,
Richmond, VA; Huntsman Cancer Institute, University of Utah, Salt Lake City, UT; UConn Health,
Farmington, CT; Candel Therapeutics, Needham, MA

Background: Immune checkpoint inhibitors (ICl) are a standard of care (SOC) treatment that have
improved outcomes for patients (pts) with non-small cell lung cancer (NSCLC). However, most pts
progress, signaling a need for combination approaches to further improve outcomes. CAN-2409 is a
replication-defective adenoviral construct encoding the herpes simplex virus thymidine kinase (HSV-tk)
gene that is injected intratumorally followed by 2 weeks of prodrug (valacyclovir or acyclovir). HSV-tk
converts the prodrug in the tumor microenvironment into a toxic metabolite, resulting in immunogenic
cell death, while the adenoviral proteins provide a strong pro-inflammatory signal. Together, this leads
to in situvaccination against the patient’s own tumor. As a result, CD8+ cytotoxic T cells are educated
on how to recognize and kill tumor cells in both the injected tumor and the uninjected metastases. A
completed neoadjuvant phase | trial in resectable NSCLC demonstrated safety and immune stimulation
(Predinaetal 2021), warranting further investigation of CAN-2409 + prodrug as a therapy that can lead
to improved long-term outcomes for pts with NSCLC who have a suboptimal response to ICl. Methods:
LuTKO2 (NCT0O4495153) is an open-label, multi-arm, phase Il clinical trial to evaluate CAN-2409 +
prodrug added to SOC ICI (anti-PD-(L)1) therapy in pts with stage IIl/IV NSCLC presenting with
inadequate response (as defined below) to ICI. Cohort 1 includes pts with nonresponding but stable
disease =18 weeks after starting ICl; cohort 2 includes pts with progressive disease =18 weeks after
starting ICI. Key eligibility criteria include RECIST-evaluable disease; an injectable lesion (via
bronchoscopy or US/IR guidance); ability to continue ICI for the treatment period; no change of ICI
or prior interruptions of > 4 weeks within 6 months of enrollment; and no focal therapy at > 3 sites of
disease within 12 months prior to enrollment. Key exclusion criteria include a history of ICl immune-
related adverse events and known alterations in EGFR, ALK, or ROS1. Eligible patients receive 2
injections of CAN-2409 approximately 6 weeks apart followed by prodrug for 14 days. After treatment
of ~40 evaluable pts in cohort 2 with two injections of CAN-2409, the protocol has been amended to
include a new cohort (n~20) of pts treated with three injections of CAN-2409 approximately 4 weeks
apart, each followed by prodrug for 14 days, to further define the optimal therapeutic regimen. Primary
endpoints are overall response and/or disease control rate per RECIST 1.1 criteria and safety of CAN-
2409 + prodrug. Secondary endpoints include duration of response, PFS, OS, and biomarker studies.
Exploratory endpoints include evaluation of effects in non-injected lesions, changes in non-target (per
RECIST) lesions, tumor growth trajectory, and viral shedding. Clinical trial information:
NCT04495153. Research Sponsor: Candel Therapeutics.
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