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08.00-09.00

09.00-09.10

09.15-09.25

09.25-09.35

09.35-09.50

09.50-10.10

New Treatment Options for Patients with Oncogene
Addicted- Non-Small Cell Lung Cancer

Opening and welcome message

Head and Neck Cancers (Thai)

Adjuvant PD-1 blockade with camrelizumab in
high-risk locoregionally advanced nasopharyngeal
carcinoma (DIPPER): A multicenter, open-label,
phase 3, randomized controlled trial.

Phase IIl randomized trial of intensity-modulated
proton therapy (IMPT) versus intensity-modulated
photon therapy (IMRT) for the treatment of head
and neck oropharyngeal carcinoma (OPC).

Discussion / Q&A

Exhibition

SUNATEE SA-NGUANSAI, M.D.
Assistant Professor SIRIWIMON
SAICHAEMCHAN, M.D.
LUCKSAMON THAMLIKITKUL,
M.D., Ph.D.

Associate Professor
CHARUWAN AKEWANLOP, M.D.

Assistant Professor
SUEBPONG TANASANVIMON,
M.D.
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ARUNEE DECHAPHUNKUL, M.D.
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ANUSSARA PRAYONGRAT,
M.D., Ph.D. (RT Chula)
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VINAYANUWATTIKUN,
MD., PH.D.

President,

Thai Society of Clinical
Oncology

Scientific Chairman,
Thai Society of Clinical
Oncology

Associate Professor
CHANYOOT
BANDIDWATTANAWONG,
M.D.

Strategic Sequencing: Enhancing Outcomes in
Advanced HCC Treatment

Professor Toh Han Chong
National Cancer Centre
Singapore

Assistant Professor
SUEBPONG
TANASANVIMON, M.D.

10.55-11.05

11.05-11.15

Hepatocellular carcinoma (English)

Nivolumab (NIVO) plus ipilimumab (IPI) vs
lenvatinib (LEN) or sorafenib (SOR) as first-line
treatment for unresectable hepatocellular
carcinoma (UHCC): first results from CheckMate
9DW.

Discussion / Q&A

Associate Professor
KOSIN WIRASORN, M.D.

Professor Toh Han Chong

Assistant Professor
SUEBPONG
TANASANVIMON, M.D.
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11.55-12.05
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13.40-13.50

13.50-14.00

14.00-14.10

14.20-14.35

Title

Gastrointestinal Cancer: Colorectal (Thai)
Chemotherapy and liver transplantation versus
chemotherapy alone in patients with definitively
unresectable colorectal liver metastases:
A prospective multicentric randomized trial
(TRANSMET).

Circulating tumor DNA analysis guiding adjuvant
therapy in stage Il colon cancer: Overall survival
and updated 5-year results from the randomized
DYNAMIC trial.

Discussion / Q&A

Nivolumab (NIVO) plus ipilimumab (IPI) vs
chemotherapy (chemo) as first-line (1L) treatment
for microsatellite instability-high/mismatch repair-
deficient (MSI-H/dMMR) metastatic colorectal
cancer (mCRC): Expanded efficacy analysis from
CheckMate 8HW.

Surgery versus thermal ablation for small-size
colorectal liver metastases (COLLISION): An
international, multicenter, phase Ill randomized
controlled trial.

Discussion / Q&A

CLEAR the Way to Optimize Treatment Options
for Patients with RCC

Exhibition

Melanoma/Supportive Care (Thai)

Neoadjuvant nivolumab plus ipilimumab versus
adjuvant nivolumab in macroscopic, resectable
stage Ill melanoma: The phase 3 NADINA trial.

Discussion / Q&A
Comparative effectiveness trial of early palliative
care delivered via telehealth versus in person

among patients with advanced lung cancer.

Discussion / Q&A
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Title
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Mariano Provencio Pulla. MD, Assistant Professor
PhD PONGWUT
Autonomous University of DANCHAIVIJITR, M.D.
Madrid (on-line)

15.20-15.40

15.40-15.50

15.50-16.00

16.00-16.10

16.10-16.20

Exhibition

Genitourinary cancer (English)
Characterization of complete responders to
nivolumab + gemcitabine-cisplatin vs gemcitabine-
cisplatin alone and patients with lymph node-only
metastatic urothelial carcinoma from the
CheckMate 901 trial.

Discussion / Q&A
Effect of polygenic risk score for clinically
significant prostate cancer in a screening program:

The BARCODE 1 study results.

Discussion / Q&A

NATTAYA POOVORAWAN, M.D.  Associate Professor
CHARUWAN
AKEWANLOP, M.D.

Associate Professor
Peter H. O’Donnell

Associate Professor JARIN
CHINDAPRASIRT, M.D.

Evolving treatment landscape of locally
advance and metastasis urothelial cancer

Assistant Professor
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Associate Professor Professor VIROTE
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The University of Chicago Ph.D.
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07.30-08.30
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Systemic Thearpy in Breast Cancer: Current State
of the Art and Future Horizons
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Overcoming KRASG12C-mutated NSCLC: from
clinical to practice

Associate Professor
Ferdinandos Skoulidis

The University of Texas

MD Anderson Cancer Center

LUCKSAMON
THAMLIKITKUL,
M.D., Ph.D.

09.20-09.30

09.30-09.40

09.40-09.55

09.55-10.15

EGFR mutated NSCLC (English)

Osimertinib (osi) after definitive chemoradiotherapy
(CRT) in patients (pts) with unresectable stage (stg)
Il epidermal growth factor receptor-mutated
(EGFRm) NSCLC: Primary results of the phase
3 LAURA study.

Subcutaneous amivantamab vs intravenous
amivantamab, both in combination with lazertinib,
in refractory EGFR-mutated, advanced non-small
cell lung cancer (NSCLC): Primary results,
including overall survival (OS), from the global,
phase 3, randomized controlled PALOMA-3 trial.

Discussion / Q&A

Exhibition

Associate Professor
CHANIDA
VINAYANUWATTIKUN, MD.,
PH.D.

KUNLATIDA MANEENIL, M.D.

Associate Professor
Ferdinandos Skoulidis

Professor VIROTE
SRIURANPONG,
M.D.,Ph.D.

ourney to the Stars: Manifesting the Effective
ALK Treatment From Advanced to Early Stage
Lung cancer

Professor Shirish M Gadgeel,
MD

Associate Professor
THAYANAN
BAISAMUT, M.D.

SLCLC (English)

ADRIATIC: durvalumab (D) as consolidation
treatment (tx) for patients (pts) with limited-stage
small-cell lung cancer (LS-SCLC).

Assistant professor PIYADA
SITTHIDEATPHAIBOON, M.D.

Professor VIROTE
SRIURANPONG,
M.D.,Ph.D.
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11.10-11.20
11.20-11.35

11.35-11.45
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11.55-12.10

12.10-12.55

12.55-13:15

13.15-13.25

13.25-13.35

13.35-13.50

Title

DeLLphi-301: Tarlatamab phase 2 trial in small cell
lung cancer (SCLC)—Efficacy and safety analyzed
by presence of brain metastasis.

Discussion / Q&A

KRAS G12C NSCLC and Mesothelioma (Thai)
KRYSTAL-12: Phase 3 study of adagrasib versus
docetaxel in patients with previously treated
advanced/metastatic non-small cell lung cancer
(NSCLC) harboring a KRASG12C mutation.

BEAT-meso: A randomized phase Il study of
bevacizumab (B) and standard chemotherapy (C)
with or without atezolizumab (A), as first-line
treatment (TX) for advanced pleural mesothelioma
(PM)—Results from the ETOP 13-18 trial.

Discussion / Q&A

Immunotherapy for advanced gastric cancer in
real-life practice

Exhibition

Gastrointestinal Cancer: non-colorectal (Thai)
Prospective randomized multicenter phase Il trial
comparing perioperative chemotherapy (FLOT
protocol) to neoadjuvant chemoradiation (CROSS
protocol) in patients with adenocarcinoma of the
esophagus (ESOPEC trial).

NRG Oncology/RTOG 0848: Results after adjuvant
chemotherapy +/- chemoradiation for patients with
resected periampullary pancreatic adenocarcinoma
(PA).

Discussion / Q&A

Presenter

LUCKSAMON THAMLIKITKUL,
M.D.,Ph.D.

Professor Shirish M Gadgeel,
MD

Assistant Professor
SIRIWIMON SAICHAEMCHAN,
M.D.

APISADA SUTHEPWANON,
M.D.

Associate Professor
THAYANAN BAISAMUT, M.D.

Associate Professor
Sung Hee Lim, MD,
Samsung Medical Center

Assistant Professor THATTHAN
SUKSOMBOONCHAROEN, M.D.

Assistant Professor
CHIRAWADEE
SATHITRUANGSAK , M.D.

Assistant Professor
NAIYARAT PRASONGSOOK; M.D.

Moderator

Associate Professor
BUSYAMAS
CHEWASKULYONG,
M.D.

Assistant Professor
SUEBPONG
TANASANVIMON, M.D.

Associate Professor
CHAIYUT
CHAROENTUM, M.D.

13.50-14.35

Revolutionizing HER2+ Early Breast Cancer
Treatment: Enhancing Patient

Associate Professor

MATTEO LAMBERTINI

the University of Genova -
IRCCS Policlinico San Martino
Hospital in Genova

Assistant Professor Lt.Col.
Naiyarat Prasongsok

Associate Professor
CHARUWAN
AKEWANLOP, M.D.
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14.35-14.45

14.45-14.55

14.55-15.10

15.10-15.20

15.20-15.30

15.30-15.45

Title

Abemaciclib plus fulvestrant vs fulvestrant alone
for HR+, HER2- advanced breast cancer following
progression on a prior CDK4/6 inhibitor plus
endocrine therapy: Primary outcome of the phase
3 postMONARCH trial.

Trastuzumab deruxtecan (T-DXd) vs physician’s
choice of chemotherapy (TPC) in patients (pts) with
hormone receptor-positive (HR+), human epidermal
growth factor receptor 2 (HER2)-low or HER2-
ultralow metastatic breast cancer (mBC) with prior
endocrine therapy (ET): Primary results from
DESTINY-Breast06 (DB-06).

Discussion / Q&A

Loco-regional Breast Cancer (Thai)

A-BRAVE trial: A phase Il randomized trial with
avelumab in early triple-negative breast cancer
with residual disease after neoadjuvant
chemotherapy or at high risk after primary surgery
and adjuvant chemotherapy.

A randomized, multicenter, open-label, phase Il
trial comparing anthracyclines followed by taxane
versus anthracyclines followed by taxane plus
carboplatin as (neo) adjuvant therapy in patients
with early triple-negative breast cancer: Korean
Cancer Study Group BR 15-1 PEARLY Trial.

Discussion / Q&A

Closing remark
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Advanced Breast Cancer (English)

Presenter Moderator
PIYAWAN Assistant Professor
TIENCHAIANANDA, M.D. THITIYA

DEJTHEVAPORN,

M.D.

Associate Professor
NAPA PARINYANITIKUL, M.D.

Associate Professor
MATTEO LAMBERTINI

THANATE DAJSAKDIPON, M.D.  Assistant Professor
AUMKHAE
SOOKPRASERT, M.D.

Assistant Professor HATAIWAN
RATANABUNJERDKUL, M.D.

Associate Professor
SUTHINEE ITHIMAKIN, M.D.
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Adjuvant PD-1 blockade with camrelizumab in high-risk locoregionally advanced nasopharyngeal carcinoma
(DIPPER): A multicenter, open-label, phase 3, randomized controlled trial.

Jun Ma, Ying Sun, Ye-Lin Liang, Xu Liu, Liangfang Shen, Weihan Hu, Guangyuan Hu, Fangyun Xie, Ying Huang,
Guorong Zou, Ning Zhang, Chuanben Chen, Xiaozhong Chen, Xiaodong Zhu, Yawei Yuan, Kunyu Yang, Feng Jin,
Shu-Bin Hong, Hongyun Zhao, Ji-Bin Li; Department of Radiation Oncology, Sun Yat-sen University Cancer Center,
State Key Laboratory of Oncology in South China, Guangdong Key Laboratory of Nasopharyngeal Carcinoma Diagnosis
and Therapy, Guangdong Provincial Clinical Research Center for Cancer, Guangzhou, China; 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, Guangzhou, Guangdong, China;
Department of Radiation Oncology, Sun Yatsen University Cancer Center, Guangzhou, China; Xiangya Hospital of
Central South University, Changsha, China; Department of Oncology, Tongji Hospital, Tongji Medical College,
Huazhong University of Science and Technology, Wuhan, China; Department of Radiation Oncology,Sun Yat-sen
University Cancer Centre, State Key Laboratory of Oncology in South China, Collaborative Innovation Centre for Cancer
Medicine, Guangdong Key Laboratory of Nasopharyngeal Carcinoma Diagnosis and Therapy, Guangzhou, China;
Panyu Central Hospital, Guangzhou, China; First People’s Hospital of Foshan City, Foshan, China; Fujian Medical
University Cancer Hospital, Fuzhou, China; Zhejiang Cancer Hospital, Hangzhou, China; Guangxi Medical University
Affiliated Tumor Hospital, Guilin, China; Affiliated Cancer Hospital and Institute of Guangzhou Medical University,
Guangzhou, China; Cancer Center, Union Hospital, Tongji Medical College, Huazhong University of Science and
Technology, Wuhan, China; Guizhou Cancer Hospital, Guiyang, China; Department of Endocrinology, The First Affiliated
Hospital of Sun Yat-sen University, Guangzhou, China; Department of Clinical Research, Sun Yat-sen University Cancer
Center, Guangzhou, China; Clinical Trials Center, Sun Yat-sen University Cancer Center, Guangzhou, China

Background: Patients with high-risk locoregionally advanced nasopharyngeal carcinoma (NPC) often experience
disease relapse even after receiving standard-of-care treatment, e.g. induction chemotherapy (IC) followed by
concurrent chemoradiotherapy (CCRT). The benefit of PD-1 inhibitor as adjuvant treatment following IC+CCRT in
locoregionally advanced NPC remains unclear.

Methods: Patients with high-risk locoregionally advanced NPC (T4N1MO or T1-4N2-3M0) who have received
gemcitabine and cisplatin (GP) IC and CCRT were recruited at 11 centers in China. They were randomly assigned (1:1)
within 2 weeks after the last radiation dose to receive intravenous camrelizumab (200 mg once every 3 weeks for 12
cycles; Camrelizumab Arm) or observation (Standard-therapy Arm). The primary endpoint was event-free survival (EFS).
It is estimated that approximately 442 patients would provide 80% power to detect a hazard ratio (HR) of 0.52 with a
log-rank test at a two-sided a level of 0.05. Quality of life (QoL) was assessed by EORTC-C30.

Results: A total of 450 patients were randomly assigned to the Camrelizumab Arm (n=226) and the Standard-therapy
Arm (n=224). After a median follow-up of 37 months (corresponding to 41 months when calculated from the start of
standard therapy), the estimated 3-year EFS was 86.9% in the Camrelizumab Arm and 77.4% in the Standard-therapy
Arm (intention-to-treat population; HR 0.61, 95% CI 0.38-0.96; P = 0.03). The incidence of grade 3-4 adverse events
(AEs) was 11.2% in the Camrelizumab Arm and 3.2% in the Standard-therapy Arm, including grade 3-4 immunerelated
AEs in 8 (3.9%) patients in the Camrelizumab Arm. Reactive capillary endothelial proliferation was the most common
adverse event related to camrelizumab (RECP, 87.8%, 4 (1.8%) patients had grade 3 RECP). Treatment-related deaths
occurred in 1 (,1%) patients in the Camrelizumab group (subarachnoid hemorrhage) and 1 (,1%) patients in the
Standardtherapy group (nasopharyngeal necrosis). During treatment, there was no clinically meaningful deterioration of
health-related quality of life associated with the use of adjuvant camrelizumab.

Conclusions: Adjuvant PD-1 blockade with camrelizumab significantly improved EFS in highrisk locoregionally
advanced NPC, with mild toxicity and comparable quality of life. Clinical trial information: NCT03427827. Research
Sponsor: Jiangsu Hengrui Pharmaceuticals.
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Phase Ill randomized trial of intensity-modulated proton therapy (IMPT) versus intensity-modulated photon
therapy (IMRT) for the treatment of head and neck oropharyngeal carcinoma (OPC).

Steven J. Frank, Paul Busse, David Ira Rosenthal, Mike Hernandez, David Michael Swanson, Adam S. Garden, Erich M.
Sturgis, Renata Ferrarotto, Gary Brandon Gunn, Samir H Patel, NANCY Y. LEE, Alexander Lin, James W Snider, Mark
William McDonald, Christina Henson, Gopal Krishna Bajaj, Noah Kalman, Upendra Parvathaneni, Sanford R. Katz,
Robert Leonard Foote, MD Anderson Clinical Trial Consortium; The University of Texas MD Anderson Cancer Center,
Houston, TX; Massachusetts General Hospital, Boston, MA; Baylor College of Medicine, Houston, TX; Mayo Hosp,
Phoenix, AZ; Memorial Sloan Kettering Cancer Center, New York, NY; University of Pennsylvania, Philadelphia, PA;
The South Florida Proton Therapy Institute, Delray Beach, FL; Emory University Winship Cancer Institute, Atlanta, GA;
Stephenson Cancer Center, University of Oklahoma, Oklahoma City, OK; Inova Fairfax Hospital, Fairfax, VA; Miami
Cancer Institute, Miami, FL; University of Washington, Seattle, WA; Willisknighton Medical Center, Shreveport, LA;
Mayo Clinic Department of Pediatric and Adolescent Medicine, Rochester, MN

Background: IMPT has unique biologic and physical properties compared with IMRT, limits radiation dose beyond the
targeted tumor volumes, and is a novel de-intensification strategy for the management of head and neck tumors. This
study was designed to compare the outcomes for patients with OPC after chemoradiation therapy (CRT) with IMRT vs
IMPT.

Methods: This is a multi-center, randomized, phase IIl non-inferiority OPC trial Stage Ill/ IV (AJCC 7th) squamous cell
carcinoma stratified patients by human papillomavirus status, smoking status, and receipt of induction chemotherapy
(IC). The primary endpoint was the rate of progression-free survival (PFS) rate at 3 years, where progression was
defined as disease recurrence or death. Under the null hypothesis, HO: r $ 1.535 established the margin for
noninferiority of IMPT. Secondary endpoints include overall survival (OS), treatment-related malnutrition, and
gastrostomy-tube dependence. Analyses were conducted on intent-totreat (ITT; n=440), per-protocol (PP; n=296), and
as-treated (AT; n=397) populations.

Results: Patients (n=440) were randomized to undergo IMRT(n=219) or IMPT (n=221) at 21 institutions. The median
age was 61 years and HPV/p16 was positive in 95%. IC was the initial treatment in 13% of patients. All patients were
treated with CRT to 70 Gy in 33 fx with bilateral neck treatment, and post-CRT surgical lymph node dissection occurred
in 8%. The median follow-up was 3.14 years. In the ITT analysis, the hazard ratio (HR) for disease progression or death
at 3y was 0.87 (95%Cl 0.56,1.35); p=0.006 and the corresponding HR for death (OS) was 0.63 (95%Cl 0.36-1.10)
suggesting a protective affect with IMPT. In PP analysis, the PFS HR was 0.85 (95%Cl 0.52,1.38); p=0.009 and HR for
death (OS) was 0.60 (95%Cl 0.32-1.12). In the AT analysis, PFS HR was 0.88 (95%Cl 0.56,1.37); p=0.007 and the
corresponding HR for death (OS) was 0.70 (95%Cl 0.40-1.22). For each analysis above, the null hypothesis was
rejected and IMPT was non-inferior to IMRT. PP gastrostomy-tube dependence decreased with IMPT vs. IMRT from
42% to 28% (p=0.019), and more IMPT patients sustained their nutrition with end of treatment weight loss , 5% from
baseline: 24% vs 14% (p=0.037).

Conclusions: IMPT is noninferior to IMRT and has emerged as a standard of care CRT approach for OPC that reduces
malnutrition and gastrostomy-tube dependence. Clinical trial information: NCT01893307. Research Sponsor: Hitachi.
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Nivolumab (NIVO) plus ipilimumab (IPI) vs lenvatinib (LEN) or sorafenib (SOR) as first-line treatment for
unresectable hepatocellular carcinoma (uHCC): First results from CheckMate 9DW.

Peter Robert Galle, Thomas Decaens, Masatoshi Kudo, Shukui Qin, Leonardo Fonseca, Bruno Sangro, Hatim
Karachiwala, Joong-Won Park, Edward Gane, Matthias Pinter, David Tai, Armando Santoro, Gonzalo Pizarro,
Chang-Fang Chiu, Michael Schenker, Aiwu Ruth He, Qi Wang, Caitlyn Stromko, Joseph Hreiki, Thomas Yau; University
Medical Center Mainz, Mainz, Germany; University Grenoble Alpes, CHU Grenoble Alpes, Institute for Advanced
Biosciences, CNRS UMR 5309-INSERM U1209, Grenoble, France; Kindai University Faculty of Medicine, Osaka,
Japan; Nanjing Tianyinshan Hospital of China Pharmaceutical University, Nanjing, China; Instituto do Cancer do Estado
de Sao Paulo ICESP, S~ao Paulo, Brazil; Cl'inica Universidad de Navarra and CIBEREHD, Pamplona, Spain; Cross
Cancer Institute, Edmonton, AB, Canada; National Cancer Center, Goyang-Si, South Korea; Auckland City Hospital,
Auckland, New Zealand; Medical University of Vienna, Vienna, Austria; National Cancer Center, Singapore, Singapore;
Department of Biomedical Sciences, Humanitas University, Pieve Emanuele, and IRCCS Humanitas Research Hospital,
Rozzano, Milan, Italy; Bradford Hill Centro de Investigacion Clinica, Regi‘on Metropolitana, Recoleta, Chile; China
Medical University, Taichung, Taiwan; Centrul de Oncologie Sf. Nectarie, Craiova, Romania; MedStar Georgetown
University Hospital, Washington, DC; Bristol Myers Squibb, Princeton, NJ; Department of Medicine, Queen Mary
Hospital, Hong Kong, China

Background: First-line therapies based on programmed death ligand 1 (PD-L1) inhibitors are standard of care (SOC) in
uHCC and demonstrate improved outcomes over SOR; however, prognosis remains poor and there is an unmet need
for alternative therapies with long-term benefits. Second-line NIVO + IPI demonstrated clinically meaningful efficacy and
manageable safety in SOR-treated patients (pts) with HCC in CheckMate 040, leading to its accelerated approval in the
United States. We report first results from the preplanned interim analysis of the phase 3, open-label, randomized
CheckMate 9DW trial evaluating the efficacy and safety of NIVO + IPI vs LEN or SOR as first-line therapy for pts with
uUHCC (NCT04039607). Methods: Adult pts with previously untreated HCC not eligible for curative surgical or
locoregional therapies, Child-Pugh score 5-6, and ECOG performance status 0-1 were included. Pts were randomly
assigned 1:1 to receive NIVO 1 mg/kg + IPI 3 mg/kg Q3W (up to 4 cycles) followed by NIVO 480 mg Q4W or
investigator’s choice of LEN 8 mg or 12 mg QD or SOR 400 mg BID until disease progression or unacceptable toxicity.
NIVO was given for a maximum of 2 years. The primary endpoint was overall survival (OS). Secondary endpoints
included objective response rate (ORR) and duration of response (DOR) per blinded independent central review
(BICR) using RECIST v1.1.

Results: In total, 668 pts were randomized to NIVO + IPI (n = 335) or LEN/SOR (n = 333); among 325 pts treated in the
LEN/SOR arm, 275 (85%) received LEN. After a median (range) follow-up of 35.2 (26.8-48.9) months (mo), median OS
was 23.7 mo with NIVO + IPI vs 20.6 mo with LEN/SOR (HR, 0.79; 95% Cl, 0.65-0.96; P = 0.0180) (Table), with
respective 24- mo OS rates (95% Cl) of 49% (44-55) vs 39% (34-45). ORR was higher with NIVO + IPI (36%) vs LEN/
SOR (13%; P, 0.0001); complete response was observed in 7% of pts with NIVO + IPI vs 2% with LEN/SOR. Median
DOR was 30.4 mo with NIVO + IPI vs 12.9 mo with LEN/SOR (Table). A summary of treatment-related adverse events
(TRAES) is shown in the Table.

Conclusions: NIVO + [Pl demonstrated statistically significant OS benefit vs LEN/SOR in pts with previously untreated
uHCC, as well as higher ORR and durable responses with a manageable safety profile. These results support this
combination as a potential new first-ine SOC for uHCC. Clinical trial information: NCT04039607. Research Sponsor:
Bristol Myers Squibb.
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Chemotherapy and liver transplantation versus chemotherapy alone in patients with definitively unresectable
colorectal liver metastases: A prospective multicentric randomized trial (TRANSMET).

Rene Adam, C’eline Piedvache, Laurence Chiche, Ephrem Salam’e, Olivier Scatton, Victoire Granger, Michel Pierre
Ducreux, Umberto Cillo, Francois Cauchy, Jean-Yves Mabrut, Chris Verslype, Laurent Coubeau, Jean Hardwigsen,
Emmanuel Boleslawski, Fabrice Muscari, Jan Lerut, Lamiae Grimaldi, Francis Levi, Mait’e Lewin, Maximiliano Gelli;
Hopital Paul Brousse, Assistance Publique - H " opitaux de Paris (APHP) University Paris-Saclay, Villejuif, France;
Clinical Research Unit, Assistance " Publique - Hopitaux de Paris (APHP) University Paris-Saclay, Kremlin Bic " etre,
France; Service de Chirurgie HPB Transplantation, Hopital Haut Leveque, Bordeaux, France; * Chirurgie Digestive
H’epato-biliaire et Pancr’eatique, Tours, France; Service de Chirurgie H epato-Biliaire, Hopital Piti" ~ e-Salpetri” " ere,
Paris, France; Gastroenterology Department, Grenoble Teaching Hospital, Grenoble, France; Universit'e Paris-Saclay,
Gustave Roussy, Villejuif, France; Hepatobiliary Surgery and Liver Transplant Unit, Azienda Universit'a di Padova,
Padova, ltaly; Hopital Beaujon - Assistance publique - Hopitaux de Paris (APHP), Clichy, France; University Hospital
Lyon, Lyon, France; ~ University Hospitals Leuven, Leuven, Belgium; Universit’e de Louvain, Louvain, Belgium;
Assistance Publique — Hopitaux de Marseille, Marseille, France; Department of " Digestive Surgery and Transplantation,
University Hospital of Lille, Lille, France; Hopital Rangueil CHU Toulouse, Toulouse, France; Universit” * e Catholique
de Louvain, Louvain, Belgium; UPR Chronotherapie, Cancers et Transplantation, Universit'e Paris Saclay, Hopital Paul
Brousse ID Isco 13918, Villejuif, France; Assistance Publique - * Hopitaux de Paris (APHP) University Paris-Saclay,
Villejuif, France

Background: Despite the increasing efficacy of chemotherapy (CT) and advances in surgical techniques for initially
unresectable colorectal liver metastases (UCLM), secondary resection rate remains low. For definitively uCLM, CT
remains the standard of care but liver transplantation (LT) has shown promising results. This first randomized trial aimed
to assess the efficacy of CT combined to LT for uCLM.

Methods: Patients with definitively uCLM from resected BRAF non mutated colorectal cancer, having responded to CT (
$ 3 months and # 3 lines) in the absence of extrahepatic disease, were validated by an independent experts’ committee
and randomly assigned (1:1) to receive CT and LT (CT+LT arm) or CT alone (CT arm). The primary endpoint was 5-
year overall survival (OS). Secondary endpoints were progression free survival (PFS) and patterns of recurrence. In
order to detect a 40% difference in OS from 10% (CT) to 50% (CT+LT) (2-sided a level 5% - 90% power), 29 events
were initially needed, secondly re-estimated to 50 according to the rate of patients not receiving LT in the CT+LT arm
during the study.

Results: Between February 2016 and July 2021, 94 patients (median age 54 years, IQR 47-59) were randomly assigned
to CT+LT arm (n = 47) or CT arm (n = 47). Median number and maximal diameter of uCLM at diagnosis were 20 (13-25)
and 51.5 (37-78) mm, respectively. At randomization, objective response was obtained after a median number of 20
(14-27) CT cycles during 1 (44%), 2 (40%) or 3 (16%) lines. Median delay between primary tumour resection and
randomisation was 14.6 (10.6-22.3) months. In CT+LT arm, 38 (81%) underwent LT after a median of 51 (30-65) days
from randomization. Nine patients did not receive LT because of tumour progression during the waiting time or
intraoperative finding of extrahepatic disease. Three (8%) of the 38 transplanted patients were retransplanted, one of
whom (3%) died postoperatively. Post-transplant CT was administered in 26 (68%) patients. In CT arm, 9 (19%)
patients unexpectedly underwent partial hepatectomy (7) or LT (2). In intent-to-treat analysis, 5-year OS was 57% in
CT+LT arm and 13% in CT alone arm (log-rank test: p = 0.0003 - HR 0.37; 95%Cl 0.21-0.65). In per protocol analysis,
5-year OS rate was 73% and 9%, respectively (HR 0.16; 95%Cl 0.07-0.33). Median PFS was 17.4 months versus 6.4
months (HR 0.34; 95%Cl 0.20-0.58), respectively. Among transplanted patients, 28 (74%) had lung (39%), liver (3%),
other (21%) or multisite (11%) recurrence, optionally treated by surgery (36%) or local ablation (11%). Fifteen (40%)
patients were ultimately disease-free.

Conclusions: LT combined with CT significantly improved survival in selected patients with uCLM compared to CT
alone. These results argue for validating LT as a new standard option that may change the treatment strategy for
liver-only uCLM patients. Clinical trial information: NCT02597348. Research Sponsor: Institut National du Cancer,
Programme Hospitalier de Recherche Clinique du Cancer, Ligue Contre le Cancer.
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Circulating tumor DNA analysis guiding adjuvant therapy in stage Il colon cancer: Overall survival and updated
5-year results from the randomized DYNAMIC trial.

Jeanne Tie, Yuxuan Wang, Serigne N Lo, Kamel Lahouel, Joshua D. Cohen, Rachel Wong, Jeremy David Shapiro,
Samuel John Harris, Adnan Khattak, Matthew E. Burge, Margaret Lee, Marion Harris, Sue-Anne McLachlan, Sumitra
Ananda, CRAIG R UNDERHILL, Nickolas Papadopoulos, Cristian Tomasetti, Kenneth W. Kinzler, Bert Vogelstein, Peter
Gibbs; Department of Medical Oncology, Peter MacCallum Cancer Centre and Personalised Oncology Division, Walter
and Eliza Hall Institute of Medical Research, Melbourne, Australia; Ludwig Center for Cancer Genetics and
Therapeutics, Johns Hopkins University School of Medicine, Baltimore, MD; Melanoma Institute Australia, Faculty of
Medicine and Health, The University of Sydney, Sydney, NSW, Australia; Center for Cancer Prevention and Early
Detection, City of Hope, Phoenix, AZ; Eastern Health & Epworth Healthcare & Eastern Health Clinical School, Monash
University, Melbourne, Australia; Cabrini Health, Melbourne, VIC, Australia; Bendigo Cancer Centre, Bendigo Health,
Bendigo, VIC, Australia; Fiona Stanley Hospital and Edith Cowan University, Perth, VIC, Australia; Royal Brisbane and
Women’s Hospital, Brisbane, QLD, Australia; Department of Medical Oncology, Western Health, Eastern Health,
Eastern Health Clinical School, Monash University, Melbourne, Australia; Monash Health, Bentleigh East, VIC, Australia;
St. Vincent's Hospital, Fitzroy, Australia; Peter MacCallum Cancer Centre and Epworth Healthcare, Melbourne,
Australia; Border Medical Oncology Research Unit, Albury Wodonga Regional Cancer Centre & Rural Medical School,
Albury Campus, University of New South Wales, Albury-Wodonga, NSW, Australia; Walter & Eliza Hall Institute of
Medical Research and Western Health, Melbourne, Australia

Background: Previous results of the DYNAMIC study demonstrated that a ctDNA-guided approach versus standard
management in stage Il colon cancer (CC) reduced adjuvant chemotherapy (ACT) use without compromising 2-year
recurrence-free survival (RFS). MMR status defines two distinct subsets of stage Il CC. Here, we report the impact of
ctDNA burden, end of ACT (EOT) ctDNA, and updated survival data including overall survival (OS).

Methods: DYNAMIC is a multi-center randomized phase Il trial. Eligible patients (pts) had resected stage Il CC and
were suitable for ACT. Pts were randomly assigned 2:1 to ctDNA-guided management or standard management
(clinician-guided based on conventional criteria). For ctDNA-guided management, a ctDNA-positive result at 4 or
7 weeks after surgery with a tumor-informed assay prompted oxaliplatin-based or fluoropyrimidine ACT; ctDNA-negative
pts were not treated. Between Aug 2015 and Aug 2019, 302 received ctDNA-guided and 153 standard management.
The primary endpoint was RFS, with a non-inferiority margin of 8.5%. Prespecified key secondary endpoints were ACT
use and OS, with an additional secondary endpoint of ctDNA clearance rate.

Results: With a median follow-up of 59.6 months (IQR 55.0-61.5), 5- year RFS were 88% and 87% with ctDNA-guided
and standard management, respectively (difference 1.1%, 95% confidence interval, -5.8% to 8.0%). 5-year OS for
ctDNA-guided treatment was 93.8% and standard management 93.3% (HR 1.05; 95% Cl, 0.47 to 2.37; P = 0.887).
5-year OS was significantly worse in treated ctDNA-positive versus untreated ctDNAnegative pts (85.6% vs 95.3%, HR
3.30; 95% Cl, 1.02 to 9.05; P = 0.014). The 5-year OS for ctDNA-negative T3 and T4 disease were 96.0% and 90.6%,
respectively (HR 2.45; 95% Cl, 0.65 to 9.25; P = 0.171). For treated ctDNA-positive pts, ctDNA clearance was observed
at EOT in 35/ 40 (87.5%). The 5-year RFS for EOT ctDNA clearance vs ctDNA persistence were 85.2% and 20.0%,
respectively (HR 15.4; 95% Cl, 3.91 to 61.0; P, 0.001). Pts with $ 0.38 (the median) mutant tumor molecules (MTM/mL)
had a lower ctDNA clearance rate and worse RFS than pts with , 0.38 MTM/mL (ctDNA clearance 75% vs 100%,
P = 0.047; 5-year RFS 58.9% vs 95.2%, HR 10.62, P = 0.005). Post-op ctDNA was detected in 5/59 (8.5%) of dMMR
and 40/235 (17%) of pMMR cases. In an exploratory analysis, ctDNA clearance was observed in 3/4 (75%) and 32/36
(89%) of dMMR and pMMR cases, respectively.

Conclusions: Mature outcome data confirms the previous finding of non-inferiority of RFS with a ctDNA-guided
approach to ACT for stage Il CC. For ctDNA-positive pts, the post-surgery mutation burden provides additional
prognostic information, as does the EOT ctDNA result. Additional data is needed to define any differential impact of ACT
by MMR status. This data supports a role for ctDNA analysis, including serial sampling, in the management of stage |l
CC. Clinical trial information: ACTRN12615000381583. Research Sponsor: NHMRC; U.S. National Institutes of Health.
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Nivolumab (NIVO) plus ipilimumab (IPl) vs chemotherapy (chemo) as first-line (1L) treatment for microsatellite
instability-high/mismatch repair-deficient (MSI-H/ dMMR) metastatic colorectal cancer (mCRC): Expanded
efficacy analysis from CheckMate 8HW.

Heinz-Josef Lenz, Sara Lonardi, Elena Elez, Eric Van Cutsem, Lars Henrik Jensen, Jaafar Bennouna, Guillermo
Mendez, Michael Schenker, Christelle De La Fouchardiere, Maria Luisa Limon, Takayuki Yoshino, Jin Li, Jose Luis
Manzano, Giampaolo Tortora, Rocio Garcia-Carbonero, Rohit Joshi, Elvis Cela, Tian Chen, Lixian Jin, Thierry Andre;
Norris Comprehensive Cancer Center, University of Southern California, Los Angeles, CA; Istituto Oncologico Veneto
IOV-IRCCS, Padova, ltaly; Vall d’'Hebron University Hospital and Institute of Oncology (VHIO), Barcelona, Spain;
University Hospitals Gasthuisberg and University of Leuven (KU Leuven), Leuven, Belgium; University Hospital of
Southern Denmark, Vejle Hospital, Vejle, Denmark; Centre Hospitalier Universitaire de Nantes, Nantes, France;
Hospital Universitario Fundacion Favaloro, Buenos Aires, Argentina; Centrul de Oncologie Sf. Nectarie, Craiova,
Romania; Institut Paoli-Calmettes, Marseille, France; Hospital Universitario Virgen del Rocio, Seville, Spain; National
Cancer Center Hospital East, Chiba, Japan; Shanghai East Hospital, Shanghai, China; Instituto Catalan de Oncolog ia,
Badalona, Spain; Fondazione Policlinico Universitario A. Gemelli IRCCS, Rome, ltaly; Medical Oncology Department.
Hospital Universitario 12 de Octubre, Imas12, UCM, Madrid, Spain; Cancer Research SA, Adelaide, Australia; Bristol
Myers Squibb, Princeton, NJ; Sorbonne Universit’e, and Hopital Saint Antoine, Assistance Publique H " opitaux de Paris,
Paris, France

Background: NIVO + IPI demonstrated superior progression-free survival (PFS) vs chemo in patients (pts) with
previously untreated MSI-H/dMMR mCRC in the randomized phase 3 CheckMate 8HW study (NCT04008030). We
report expanded efficacy analysis from the prespecified interim analysis of NIVO + IPI vs chemo in the 1L setting.

Methods: Pts with unresectable or mCRC and MSI-H/dMMR status by local testing were enrolled across different lines
of therapy and randomized 2:2:1 to NIVO (240 mg) + IPI (1 mg/kg) Q3W (4 doses, then NIVO 480 mg Q4W), NIVO (240
mg) Q2W (6 doses, then NIVO 480 mg Q4W), or chemo 6 targeted therapies; treatments continued until disease
progression or unacceptable toxicity (all arms) or for up to 2 years (NIVO 6 IPI arms). In pts with blinded independent
central review (BICR)- documented progression with chemo, crossover to NIVO + IPI was permitted. Dual primary
endpoints were PFS by BICR per RECIST v1.1 for NIVO + IPI vs chemo (1L) and NIVO + Pl vs NIVO (all lines) in pts
with centrally confirmed MSI-H/dMMR mCRC. PFS2 (time from randomization to progression after subsequent systemic
therapy, initiation of second subsequent systemic therapy, or death) was a key exploratory endpoint.

Results: Among 303 pts randomized to NIVO + IPI (n = 202) or chemo (n = 101), 171 pts in the NIVO + IPI arm and 84
pts in the chemo arm had centrally confirmed MSI-H/dMMR. At 31.5-months (mo) median follow-up (range 6.1-48.4),
NIVO + IPI demonstrated superior PFS vs chemo (HR 0.21; 97.91% Cl 0.13-0.35; P, 0.0001). Subsequent systemic
therapy was received by 20 (12%) and 57 (68%) pts in the NIVO + IPI and chemo arms, respectively. In the chemo arm,
56 (67%) pts received subsequent immunotherapy (39 [46%)] crossed over to NIVO + IPI on study; 17 [20%] received
non-study immunotherapy). Median PFS2 was not reached (NR) with NIVO + IPI and 29.9 mo with chemo (HR 0.27;
95% Cl 0.17-0.44; Table). Any grade and grade 3/4 treatment-related adverse events (TRAEs) are presented (Table).
Treatment-related deaths were reported for 2 pts in the NIVO + [Pl arm.

Conclusions: Clinical benefit with 1L NIVO + IPI vs chemo was maintained after subsequent therapy, as shown by
improved PFS2 in pts with centrally confirmed MSI-H/dMMR mCRC. No new safety concerns were identified with
NIVO + IPI. These results further support NIVO + IPI as a standard-of-care 1L treatment option for pts with MSI-H/
dMMR mCRC. Clinical trial information: NCT04008030. Research Sponsor: Bristol Myers Squibb.
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Surgery versus thermal ablation for small-size colorectal liver metastases (COLLISION): An international,
multicenter, phase lll randomized controlled trial.

Martijn Ruben Meijerink, Susan van der Lei, Madelon Dijkstra, Kathelijn S. Versteeg, Tineke E. Buffart, Birgit I.
Lissenberg-Witte, Rutger-Jan Swijnenburg, M. Petrousjka van den Tol, Robbert S. Puijk, COLLISION Trial Collaborator
Group; Amsterdam UMC, Amsterdam, Netherlands; Amsterdam UMC, location Vrije Universiteit, Amsterdam,
Netherlands; Department of Medical Oncology, Amsterdam University Medical Center, Amsterdam, Netherlands;
Medisch centrum Leeuwarden, Leeuwarden, Netherlands

Background: The standard of care for local treatment of patients (pts) with colorectal liver metastases (CRLM) is
surgical resection. However, growing evidence suggests thermal ablation to be associated with a superior safety profile,
lower costs, and shorter hospital stay, while rivaling surgical resection in terms of local control and overall survival (OS).
This study aimed to explore the potential non-inferiority of thermal ablation compared to surgical resection for pts with
small-size (#3cm) resectable CRLM.

Methods: In this multicenter, phase 3 Dutch Colorectal Cancer Group trial, pts aged 18 years and older with previously
untreated CRLM were recruited from 14 centers in the Netherlands, Belgium and ltaly. Pts with #10 CRLM, no
extrahepatic metastases and ECOG 0-2 were stratified into low, intermediate and high disease burden subgroups and
randomly assigned (1:1) to undergo surgical resection or thermal ablation. Though approach was left at the discretion of
the operator, laparoscopic (+/- robot) resections and percutaneous ablations were favored over open procedures. To
avoid drop-outs patients undergoing open procedures were randomized intra-operatively. The primary outcome was
overall survival (OS) (log-rank; power 80%, 5% type | error rate; 1-sided). Secondary outcomes include distant and local
tumor progression-free survival (PFS), local control, safety, length of hospital stay, quality of life and cost-effectiveness.

Results: A total of 341 patients were enrolled; 299 were randomly assigned: 147 assigned to thermal ablation, 148 to
surgical resection; 4 were excluded after randomization for not having the disease assessed. The trial was stopped at
halftime for having met predefined stopping rules. After a median follow-up time of 28.8 months there was no difference
regarding OS (HR 1.042; 95% Cl, 0.689-1.576; p = 0.846) with a conditional probability of .90% to prove the hypothesis
of non-inferiority. Procedure related mortality was 2.1% (n=3) for resection vs. 0% (n=0) for thermal ablation. The total
number of adverse events (p =,0.001), the length of hospital stay (median 4 days [range 1- 36] vs 1 day [range 1-44],
p =,0.001) and local control also favored thermal ablation (HR 0.184; 95% ClI, 0.040-0.838; p = 0.029). No differences
were found regarding local (HR 0.833; 95% Cl, 0.473-1.469; p = 0.528) and distant PFS (HR 0.982; 95% ClI, 0.739-
1.303; p = 0898).

Conclusions: In conclusion, transitioning from surgical resection to thermal ablation as standard of care for patients
with small-size (#3 cm) CRLM would reduce complications, shorten hospital stay and improve local control, without
compromising disease-free and overall survival. COLLISION is funded by a Medtronic-Covidien Investigator Sponsored
Research grant. Clinical trial information: NCT03088150. Research Sponsor: Medtronic Covidien; 20130529
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Neoadjuvant nivolumab plus ipilimumab versus adjuvant nivolumab in macroscopic, resectable stage lll
melanoma: The phase 3 NADINA trial.

Christian U. Blank, Minke W. Lucas, Richard A Scolyer, Bart A. van de Wiel, Alexander M. Menzies, Marta I.
Lopez-Yurda, Alexander Christopher Jonathan van Akkooi, Winan J. van Houdt, Robyn P.M. Saw, Alex Torres Acosta,
Serigne N Lo, Geke Hospers, Matteo S. Carlino, Jan Willem de Groot, Ellen Kapiteijn, Karijn Suijkerbuijk, Piotr
Rutkowski, Shahneen Sandhu, Astrid Aplonia Maria Van Der Veldt, Georgina V. Long; Netherlands Cancer Institute
(NKI-AVL), Amsterdam, Netherlands; The Netherlands Cancer Institute, Amsterdam, Netherlands; Melanoma Institute
Australia, The University of Sydney, Sydney, NSW, Australia; Melanoma Institute Australia, The University of Sydney,
and Royal North Shore and Mater Hospitals, Sydney, NSW, Australia; Melanoma Institute Australia, Wollstonecraft,
NSW, Australia; Netherlands Cancer Institute, Amsterdam, Netherlands; Melanoma Institute Australia, The University of
Sydney, Royal Prince Alfred Hospital, The Mater Hospital Sydney, Sydney, NSW, Australia; University Medical Center
Groningen, Groningen, Netherlands; Melanoma Institute Australia and Westmead Hospital, Sydney, Australia; Isala
Oncology Center, Zwolle, Netherlands; Leiden University Medical Center, Leiden, Netherlands; University Medical
Center Utrecht, Utrecht, Netherlands; Maria Skfodowska-Curie National Institute of Oncology Center, Warsaw, Poland;
Peter MacCallum Cancer Center and the University of Melbourne, Melbourne, Australia; Erasmus MC, Rotterdam,
Netherlands

Background: Standard of care (SOC) for resectable, macroscopic stage Ill melanoma is therapeutic lymph node
dissection (TLND) followed by adjuvant (adj) therapy with nivolumab (NIVO), pembrolizumab (PEM) or, in BRAFmut
melanoma, dabrafenib + trametinib (DAB/ TRAM). The recent phase 2 SWOG S1801 trial showed superior event-free
survival (EFS) of neoadjuvant (neoadj) + adj PEM as compared to adj PEM (estimated 2y-EFS 72% vs 49%). Additional
phase 2 trials demonstrated safety and high efficacy (77-80% 2y-EFS) of neoadj ipilimumab (IPI) 1 mg/kg + nivolumab
(NIVO) 3 mg/kg, providing the rationale for testing neoadj IPI + NIVO against SOC in a phase 3 trial.

Methods: In this investigator initiated, international phase 3 trial, resectable, macroscopic, nodal stage Ill melanoma pts
, naive to ICl and BRAFi/MEKi, were randomized to receive 2 cycles of neoadj IPI 80mg + NIVO 240mg (q3w) followed
by TLND, and in case of not achieving a major pathologic response (MPR) adj DAB/TRAM (150mg BID/2mg QD; 46
wks) or 11 cycles of adj NIVO (480mg; gdw; if BRAFwt) versus TLND followed by 12 cycles of adj NIVO (480mg; gdw).
The primary endpoint EFS is defined as time from randomization until progression, recurrence or death due to
melanoma or treatment, and was assessed using a Cox regression model. An interim analysis using a 2-sided alpha of
0.1% (Haybittle-Peto stopping rule) was planned per protocol after completing recruitment.

Results: Between Aug 2021 and Dec 2023, 423 pts were randomly assigned; 212 pts to the neoadj arm and 211 to the
adj arm. At data cutoff on January 12, 2024, with a median FU of 9.9 mos, significantly less events occurred in the
neoadj arm vs the adj arm (28 vs 72), with HR 0.32 (99.9% CI 0.15-0.66, p,0.0001) and estimated 12-mo EFS rates of
83.7% (99.9% Cl 73.8-94.8) vs 57.2% (99.9% Cl 45.1-72.6) favoring the neoadj arm. In the subgroup of BRAFmut
melanoma, estimated EFS rates were 83.5% and 52.1%, and in BRAFwt 83.9% and 62.4% for neoadj versus adj
respectively. 58.0% of pts in the neoadj arm had an MPR, 8.0% a path partialresponse (pPR), 26.4% a path
non-response (pNR), 2.4% had progression before surgery and 5.2% were not reported (95% centrally reviewed). The
12-mo RFS rates according to path response were 95.1% for MPR, 76.1% for pPR and 57.0% for pNR. Systemic
treatment related adverse events (AE) grade $3 were seen in 29.7% and 14.7% in the neoadj and adj arm; 1 pt died due
to toxicity in adj arm (pneumonitis). Surgery related grade $3 AEs were reported in 14.6% and 14.4% respectively.

Conclusions: NADINA is the first phase 3 trial that evaluates neoadj immunotherapy against SOC in melanoma, and is
also the first phase 3 trial in oncology evaluating a neoadj regimen consisting of immunotherapy alone. Neoad;]
IPI+NIVO followed by response-driven adj treatment results in statistically significant improved EFS compared to adj
NIVO and should be considered a new SOC treatment in macroscopic stage Il melanoma. Clinical trial information:
NCT04949113. Research Sponsor: Bristol Myers-Squibb; Australian Government.
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Comparative effectiveness trial of early palliative care delivered via telehealth versus in person among patients
with advanced lung cancer.

Joseph A. Greer, Chardria Trotter, Vicki Jackson, Simone Rinaldi, Mihir Kamdar, Areej El-Jawahri, Nora K. Horick,
Kedie Pintro, Dustin Rabideau, Josephine Louella Feliciano, Isaac S. Chua, Konstantinos Leventakos, Stacy Fischer,
Toby Christopher Campbell, Michael W. Rabow, Finly Zachariah, Laura C. Hanson, Sara F. Martin, Maria Silveira,
Jennifer S. Temel; Massachusetts General Hospital, Harvard Medical School, Boston, MA; Massachusetts General
Hospital, Boston, MA; Johns Hopkins University, Baltimore, MD; Dana-Farber Cancer Institute, Boston, MA; Mayo Clinic
College of Medicine, Rochester, MN; University of Colorado Anschutz Medical Campus, Aurora, CO; University of
Wisconsin, Madison, WI; UCSF Helen Diller Family Comprehensive Cancer Center, San Francisco, CA; City of Hope
National Medical Center, Madras, OR; School of Medicine, The University of North Carolina at Chapel Hill, Chapel Hil,
NC; Vanderbilt University Medical Center, Nashville, TN; University of Michigan Health, Ann Arbor, MI\

Background: National guidelines recommend the early integration of palliative and oncology care for patients with
advanced cancer, given robust evidence showing that this care model improves quality of life (QOL) and other important
outcomes. However, most patients do not receive early palliative care (EPC) in the outpatient setting due to limited
access and resources. To overcome these barriers, we conducted a large-scale comparative effectiveness trial of EPC
delivered via secure video versus in person among patients with advanced non-small cell lung cancer (NSCLC) and
their caregivers.

Methods: Between 6/14/2018 and 5/4/2023, we enrolled 1250 patients with advanced NSCLC, diagnosed in the past
12 weeks, into a randomized trial of telehealth versus in-person EPC across 22 cancer centers in the US. Patients were
randomly assigned to meet with a palliative care clinician every four weeks from enroliment through the course of
disease either via video or in the outpatient clinic. Participants completed self-report measures at baseline and weeks
12 and 24. The primary aim was to evaluate the equivalence of the effect of telehealth versus in-person EPC on QOL at
week 24, using regression modeling with an equivalence margin of 64 points on the Functional Assessment of Cancer
TherapyLung (FACT-L, range = 0-136). We also compared rates of caregiver participation in EPC visits and
patient-reported depression and anxiety symptoms (Patient Health Questionnaire-9; Hospital Anxiety and Depression
Scale), coping (Brief COPE), and perceptions of prognosis (Perceptions of Treatment and Prognosis Questionnaire)
between groups. Study recruitment ceased for two months at the onset of the COVID-19 pandemic.

Results: Participants (mean age = 65.5 years; 54.0% female; 82.1% White) had a mean of 4.75 and 4.92 palliative care
encounters by week 24 in the telehealth and in-person groups, respectively. Due to the pandemic, the inperson group
had 3.9% of visits occur via video. QOL scores at week 24 for patients assigned to the telehealth group were equivalent
to those receiving in-person EPC (adjusted means: 99.67 versus 97.67, p , 0.043 for equivalence). The rate of caregiver
participation in EPC visits was lower in the telehealth versus in-person group (36.6% versus 49.7%, p , 0.0001). Study
groups did not differ in depression and anxiety symptoms, use of coping skills, or perceptions of the goal of treatment
and curability of their cancer.

Conclusions: The delivery of EPC via video versus in-person visits demonstrated equivalent effects on QOL in patients
with advanced NSCLC. The two modalities also did not differ across a range of patient-reported outcomes, though
caregivers attended more in-person versus video visits. The findings underscore the considerable potential for
improving access to and broader dissemination of this evidencebased care model through telehealth delivery. Clinical
trial information: NCT03375489. Research Sponsor: Patient Centered Outcomes Research Institute; PLC-1609-35995
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A randomized, double-blind controlled trial of medicinal cannabis vs placebo for symptom management in
patients with advanced cancer receiving palliative care.

Janet Rea Hardy, Ristan Greer, Taylan Gurgenci, Alison Kearney, Rahul Ladwa, Georgie Huggett, Phillip Good; Mater
Research - University of Queensland, South Brisbane, QLD, Australia; Torus Research, Brisbane, QLD, Australia; Mater
Research Institute - University of Queensland, South Brisbane, Australia; Royal Brisbane and Women’s Hospital,
Brisbane, QLD, Australia; Princess Alexandra Hospital and Faculty of Medicine at University of Queensland, Brisbane,
QLD, Australia; Mater Misericordiae Ltd, South Brisbane, Australia; St. Vincent's Private Hospital, Brisbane, QLD,
Australia

Background: Medicinal cannabis remains very popular amongst cancer patients. In our previous study (JCO 2023;
41(7):1444-1452), cannabidiol (CBD) did not improve symptom management above that provided by standard palliative
care alone. This studytilized the same design to test whether the addition of tetrahydrocannabinol (THC) to CBD
resulted in improved symptom control.

Methods: Patients with advanced cancer and a total symptom distress score (TSDS) of $10/90 as measured by the
Edmonton Symptom Assessment Scale (ESAS) who were receiving palliative care were randomised to a 10mg/ml THC:
10mg/ml CBD combination oil (MC) or matched placebo. The dose was escalated according to tolerance and perceived
efficacy from 2.5 to 30mg/day over 14 days and continued at that dose to day 28. The primary outcome was the change
in TSDS from baseline at day 14. Secondary outcomes included change in individual symptoms, patient-selected dose,
global impression of change, anxiety/depression, opioid use, quality of life and toxicity.

Results: Of the 144 randomized from Sept 2019 to July 2023 (72 to MC, 72 to placebo), 56 and 65 participants reached
the primary analysis point at 14 days, and 33 and 50 to day 28. The most common cancers were breast, lung and
gynecological. Most participants were of reasonable performance status (AKPS 70%) and were taking opioids at
baseline. Mean baseline TSDS scores were 37.6/90 (MC) and 36.5/90 (placebo). Mean TSDS scores fell over time with
no difference between arms at day 14 (-6.3 (SD 12.3) MC and -6.98 (SD 12.6), p = 0.76) or day 28 (-9.24 (SD 15.3) and
8.42 (SD 13.6), p = 0.8). Adjusted for baseline, there was a significant improvement in pain score from baseline in favor
of MC (-1.41 (2.15) vs -0.46 (2.82), p = 0.04) and in overall wellbeing in favor of placebo (-0.48 (2.78) and -1.29 (2.74),
p = 0.02) at day 14. The median (range) patient selected dose of oil at day 14 was 1.5ml (0.5-3.0) (equivalent to a dose
of 15mgTHC/15mg CBD) and 3.0ml (0.5-3.0) for placebo. Side-effects were generally mild. More participants on MC
reported confusion (26/69 and 12/72, p = 0.005), feeling high (21/69 and 10/72, p = 0.02) and an exaggerated sense of
well-being (10/69 and 2/72, p = 0.01) as worse than baseline. Those on MC reported an improved global impression of
change over time but this lost significance when considering those who exited early.

Conclusions: Although showing no advantage over placebo with respect to improving total symptom distress, a 1:1
THC:CBD medicinal cannabis oil resulted in a statistically significant improvement in cancer-related pain at the expense
of increased psychomimetic toxicity. Trial registration: ACTRN 12619000037101. Sponsor: Australian Government
Medical Research Future Fund. Clinical trial information: ACTRN12619000037101. Research Sponsor: Medical
Research Future Fund; APP1152232.
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Characterization of complete responders to nivolumab + gemcitabine-cisplatin vs gemcitabine-cisplatin alone
and patients with lymph node-only metastatic urothelial carcinoma from the CheckMate 901 trial.

Matt D. Galsky, Guru P. Sonpavde, Thomas Powles, Melanie Claps, Mauricio Burotto, Michael Schenker, Juan Pablo
Sade, Aristotelis Bamias, Philippe Beuzeboc, Jens Bedke, Jan Oldenburg, Y'uksel Ur" ™ un, Ding-Wei Ye, Bego~na
P’erez Valderrama, Yoshihiko Tomita, Jeiry Filian, Lily Wang, Daniela Purcea, Michiel Simon Van Der Heijden; Tisch
Cancer Institute, Icahn School of Medicine at Mount Sinai, New York, NY; Dana-Farber Cancer Institute, Harvard
Medical School, Boston, MA; Barts Cancer Institute, Queen Mary University of London, London, United Kingdom;
Fondazione IRCCS lstituto Nazionale dei Tumori, Milan, Italy; Bradford Hill Clinical Research Center, Santiago, Chile;
Centrul de Oncologie Sf. Nectarie, Craiova, Romania; Alexander Fleming Institute, Buenos Aires, Argentina; National
and Kapodistrian University of Athens, ATTIKON University Hospital, Athens, Greece; Hopital Foch, Suresne Cedex,
France; Eberhard Karls University T"ubingen, T"ubingen, Germany; Akershus University Hospital, Larenskog, Norway;
Ankara University, Ankara, Turkey; Fudan University Shanghai Cancer Center, Shanghai, China; Hospital Universitario
Virgen del Roc'i0, Seville, Spain; Niigata University Graduate School of Medical and Dental Sciences, Niigata, Japan;
Bristol Myers Squibb, Princeton, NJ; Bristol Myers Squibb, Boudry, Switzerland; Netherlands Cancer Institute,
Amsterdam, Netherlands

Background: In the CheckMate 901 trial, combination nivolumab (NIVO) + gemcitabine/cisplatin (GC) demonstrated
significant improvements in overall survival (OS) and progression-free survival (PFS) with compelling objective
response rates (ORR; 57.6% with NIVO+GC vs 43.1% with GC alone) and deep, durable complete responses (CR;
21.7% with NIVO+GC vs 11.8% with GC alone) in patients (pts) with previously untreated unresectable or metastatic
urothelial carcinoma (mUC). Lymph node (LN)-only metastatic disease is a favorable prognostic factor in pts with muC
and a subset of pts achieve durable disease-free, treatment-free survival with GC +/- surgical consolidation. We
conducted a post hoc analysis to characterize the subset of pts with CR, with further analysis of pts with LN-only mUC.

Methods: In the global, open-label, randomized, phase 3 CheckMate 901 (NCT03036098) trial, cisplatin-eligible pts
received NIVO 360 mg + GC every 3 wk for #6 cycles followed by NIVO 480 mg every 4 wk until disease progression/
unacceptable toxicity or up to a maximum of 2 yrs, or GC every 3 wk for #6 cycles. Primary endpoints were OS and PFS
by blinded independent central review (BICR). ORR per BICR and safety were exploratory endpoints. These post hoc
analyses evaluated treatment outcomes in complete responders and in pts with LN-only disease.

Results: Of the 608 pts randomized, 102 (16.8%) achieved a CR. Baseline disease characteristics of these pts are
shown in the Table. As pts with LN-only mUC were enriched in the CR group, additional analysis of this subgroup was
performed. Of all randomized pts, 54 treated with NIVO+GC and 56 treated with GC had LN-only mUC. In these pts, the
ORR and CR rate was 81.5% (95% CI 68.6-90.7) and 63.0% versus 64.3% (50.4-76.6%) and 33.9% for NIVO+GC
and GC, respectively. Median OS (95% CI) in LN-only pts was 46.3 (24.0-NE) mos with NIVO+GC vs 24.9 (21.4-29.9)
with GC (HR, 0.58, 95% Cl 0.34-1.00), and median PFS (95% CI) was 30.5 (9.6-NE) mos with NIVO+GC vs 8.8 (7.5
10.9) mos with GC (HR 0.38, 95% Cl 0.22- 0.66).

Conclusions: NIVO+GC generated deep responses in CheckMate 901 with a fixed duration of chemotherapy and up to
2 years NIVO. Exploratory characterization of pts with CR identified a group of pts enriched with LN-only disease. In pts
with LN-only mUC, NIVO+GC induced durable disease control and clinically meaningful improvements in OS and PFS
vs GC alone. These results provide additional support for NIVO plus cisplatin-based chemo as a firstline treatment
option for pts with mUC. Clinical trial information: NCT03036098. Research Sponsor: Bristol Myers Squibb.
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Effect of polygenic risk score for clinically significant prostate cancer in a screening program: The BARCODE 1
study results.

Ros A. Eeles, Elizabeth Kathryn Bancroft, Jana Kathlyn McHugh, Edward Saunders, Mark Brook, Eva McGrowder,
Sarah Wakerell, Denzil James, Elizabeth Page, Andrea Osborne, Netty Kinsella, Syed Aslam Sohaib, Declan Cahill,
Stephen Hazell, Sam Withey, Imran Rafi, Pardeep Kumar, Nicholas D. James, Sarah Benafif, Zsofia KoteJarai,
BARCODE1 Study Group and Collaborators; Institute of Cancer Research and The Royal Marsden NHS Foundation
Trust, Sutton, United Kingdom; The Royal Marsden NHS Foundation Trust and Institute of Cancer Research, Sutton,
NA, United Kingdom; Institute of Cancer Research, Sutton, United Kingdom; Institute of Cancer Research, Surrey,
United Kingdom; 15 Cotswold Road, London, United Kingdom; The Institute of Cancer Research, Surrey, United
Kingdom; Institute of Cancer Research, London, United Kingdom; Royal Marsden NHS Foundation Trust, London,
United Kingdom; Royal Marsden Hospital NHS Trust, London, United Kingdom; The Royal Marsden NHS Foundation
Trust, London, United Kingdom; St. George’s University of London, London, United Kingdom; Institute of Cancer
Research, The Royal Marsden Hospital NHS Foundation Trust, London, United Kingdom; University College London
Hospitals NHS Foundation Trust, London, United Kingdom; Oncogenetics, Institute of Cancer Research, London, United
Kingdom

Background: Incidence of prostate cancer (PCa) is increasing, but there is no internationally agreed population
screening program. Studies using an age-based PSA approach show a high rate of false-positive results as well as
over-diagnosis of indolent PCa. Genome wide association studies identify common germline variants to calculate a
polygenic risk score (PRS) associated with PCa risk. The BARCODE1 study used PRS to target PCa screening to those
at higher risk based on genotype.

Methods: European men aged 55-69yrs were recruited via Primary Care in the UK. PRS was constructed by summing
weighted risk alleles for 130 PCa risk variants using germline DNA from saliva samples via mailed kits. Men with a
PRS . 90th centile were invited for PCa screening using MRI and 12-core transperineal biopsy (including MRI fusion to
target additional lesions where identified) irrespective of PSA result.

Results: Invitation letters were sent to 40,292 men. 8,953 (22%) expressed an interest; 8,014 were eligible and sent a
saliva kit. 6,644 consented; 6,393 were genotyped; 251 failed QC. A total of 6,142 participants had PRS calculated: 745
(12.1%) had a PRS . 90th centile and were invited to screening. 558/745 participants attended screening (121 declined,
66 excluded on health grounds). 551 underwent MRI and 468 had prostate biopsy resulting in 187 (40.0%) diagnoses of
PCa, overall PCa detection rate 2.8%. Mean age at diagnosis 64.1yrs (range 57-73; median 64). Using NCCN criteria
(2023) 103/187 (55.1%) of cancers were Intermediate or High Risk; 40/187 (21.4%) were Intermediate Unfavourable/
High/Very High Risk. 119/187 (63.6%) men had a PSA ,3.0ug/L; PPV of biopsy for PSA . 3.0ug/L was 49.6%. PPV of
MRI (presence of PI-RADS 3- 5 lesion) 60.4%. PPV of PRS alone 40%. 103/187 (55.1%) had Gleason .7; compared
with 360/ 1014 (35.5%) p, 0.001 in the PSA directed ERSPC study.

Conclusions: A population PCa screening program using PRS risk-stratification enriches for clinically significant PCa
requiring treatment. It detects a high proportion of clinically significant disease compared with PSA or MRI based
screening programs and MRI missed a significant proportion (17-67%) of cancers found on biopsy. This is the first study
to assess if this approach will be useful in population screening programs. Clinical trial information: NCT03857477.
Research Sponsor: The European Research Council; ERC-2013-AdG-339208; Cancer Research UK; EDDCPJT\
100006; National Institute for Health Research (NIHR) to the Biomedical Research Centre at The Institute of Cancer
Research and Royal Marsden Foundation NHS Trust; The Bob Willis Fund.
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Osimertinib (osi) after definitive chemoradiotherapy (CRT) in patients (pts) with unresectable stage (stg) Il
epidermal growth factor receptor-mutated (EGFRm) NSCLC: Primary results of the phase 3 LAURA study.

Suresh S. Ramalingam, Terufumi Kato, Xiaorong Dong, Myung-Ju Ahn, Le-Van Quang, Nopadol Soparattanapaisarn,
Takako Inoue, Chih-Liang Wang, Meijuan Huang, James Chih-Hsin Yang, Manuel Cobo, Mustafa Ozg™ " uroglu, Ignacio
Casarini, Dang-Van Khiem, Virote Sriuranpong, Eduardo Cronemberger, Xiangning Huang, ~ Toon van der Gronde,
Dana C. Ghiorghiu, Shun Lu; Emory University School of Medicine, Winship Cancer Institute, Atlanta, GA; Department
of Thoracic Oncology, Kanagawa Cancer Center, Yokohama, Japan; Cancer Center, Union Hospital, Tongji Medical
College, Huazhong University of Science and Technology, Wuhan, China; Department of Hematology-Oncology,
Samsung Medical Center, Sungkyunkwan University School of Medicine, Seoul, South Korea; Department of Oncology,
Hanoi Medical University, Hanoi, Viet Nam; Mahidol University, Sriraj Hospital, Bangkok, Thailand; Department of
Thoracic Oncology, Osaka International Cancer Institute, Osaka, Japan; Division of Pulmonary Oncology and
Interventional Bronchoscopy, Department of Thoracic Medicine, Linkou Chang Gung Memorial Hospital, Medical
College of Chang Gung University, Taoyuan, Taiwan; Division of Thoracic Tumor Multimodality Treatment and
Department of Medical Oncology, Cancer Center, West China Hospital, Sichuan University, Chengdu, China;
Department of Oncology, National Taiwan University Hospital and National Taiwan University Cancer Center, Taipei,
Taiwan; Unidad de Gesti'on Cl'inica Intercentros de Oncolog‘ia M edica, Hospitales Universitarios Regional y Virgen de
la Victoria, IBIMA, Malaga, Spain; Department of Internal Medicine, Division of Medical Oncology, Clinical Trial Unit,
Istanbul University-Cerrahpas,a, Cerrahpas,a Faculty of Medicine, Istanbul, Turkey; Servicio Oncologia, Hospital
Bernardo Houssay, Mar del Plata, Buenos Aires, Argentina; Vietnam National Lung Hospital, Hanoi, Viet Nam; Division
of Medical Oncology, Faculty of Medicine, Chulalongkorn University and the King Chulalongkorn Memorial Hospital,
Bangkok, Thailand; Centro de Pesquisa Cl'inica CRIO, Centro Regional Integrado de Oncologia, Fortaleza, Cear’a,
Brazil; Biometrics, Late-stage Development, Oncology R&D, AstraZeneca, Cambridge, United Kingdom; Late-stage
Development, Oncology R&D, AstraZeneca, New York, NY; Late-stage Development, Oncology R&D, AstraZeneca,
Baar, Switzerland; Department of Medical Oncology, Shanghai Chest Hospital, School of Medicine, Shanghai Jiao Tong
University, Shanghai, China

Background: EGFR mutations occur in up to one-third of pts with unresectable stg Ill NSCLC. Consolidation
durvalumab is standard of care (SoC) for pts who do not progress after concurrent CRT (cCRT), yet the benefit of
consolidation immunotherapy specifically for EGFRm NSCLC remains uncertain, with limited data available. Osi, a
3rd-generation CNS-active EGFR-TKI, is recommended for EGFRm advanced/metastatic NSCLC and as adjuvant
therapy for resectable EGFRm NSCLC. We report primary results from the global, double-blind, placebo (PBO)-
controlled Phase 3 LAURA study (NCT03521154), assessing efficacy/safety of osi in unresectable stg [l EGFRm
NSCLC without progression after definitive CRT.

Methods: Eligible pts: aged $18 years ($20 in Japan), WHO PS 0/1, unresectable stg Ill EGFRm (Ex19del/L858R)
NSCLC, had received definitive platinum-based cCRT/sequential CRT (sCRT) with no progression. Pts were stratified
(cCRT vs sCRT; stg IlIA vs IIIB/IIIC; Chinese vs non-Chinese) and randomized 2:1 to receive osi 80 mg or PBO QD until
progression (blinded independent central review [BICR]- confirmed)/discontinuation. Imaging, including brain MRI, was
mandated at baseline, every 8 wks to wk 48, then every 12 wks, until progression by BICR. Open-label osi was offered
after progression by BICR. Primary endpoint: progression-free survival (PFS; RECIST v1.1) assessed by BICR.
Secondary endpoints included overall survival (OS) and safety. Data cut-off: January 5, 2024.

Results: Overall, 216 pts were randomly assigned: osi n=143, PBO n=73. Baseline characteristics were generally
balanced across 0si/PBO arms: female 63/58%, stg IlIA 36/33%, IIIB 47/52%, IIC 17/15%, Ex19del 52/59%. Osi
significantly improved PFS by BICR vs PBO: HR 0.16; 95% Cl 0.10, 0.24; p,0.001. Median PFS was 39.1 mo (95%
Cl 31.5, not calculable) for osi vs 5.6 mo (95% Cl 3.7, 7.4) for PBO; 12-mo PFS rate was 74% (osi) vs 22% (PBO);
24-mo PFS rate was 65% (0si) vs 13% (PBO). Investigator-assessed PFS (HR 0.19; 95% Cl 0.12, 0.29; nominal p,0.001)
was consistent with PFS by BICR. PFS benefit was consistent across predefined subgroups. Interim OS analysis (20%
maturity) showed a trend in favor of osi: HR 0.81; 95% Cl 0.42, 1.56; p=0.530; 81% of pts (PBO arm) received osi after
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progression. Allcausality AEs were reported in 98% vs 88% pts; $Grade 3 AEs in 35% vs 12%; serious AEs in 38% vs
15% for osi vs PBO, respectively. Radiation pneumonitis AEs (grouped term): 48% (osi) vs 38% (PBO), majority Grade
1/2. Any AEs leading to discontinuation were reported in 13% vs 5% for osi vs PBO, respectively.

Conclusions: Osi after definitive CRT demonstrated a statistically significant and clinically meaningful improvement in

PFS, for unresectable stg Ill EGFRm NSCLC, with no unexpected safety signals. These results establish osi as the new
SoC for EGFRm NSCLC in this setting. Clinical trial information: NCT03521154. Research Sponsor: AstraZeneca.
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Subcutaneous amivantamab vs intravenous amivantamab, both in combination with lazertinib, in refractory
EGFR-mutated, advanced non-small cell lung cancer (NSCLC): Primary results, including overall survival (OS),
from the global, phase 3, randomized controlled PALOMA-3 trial.

Natasha B. Leighl, Hiroaki Akamatsu, Sun Min Lim, Ying Cheng, Anna Rachel Minchom, Melina Elpi Marmarelis, Rachel
E. Sanborn, James Chih-Hsin Yang, Baogang Liu, Tom John, Bartomeu Massuti, Alexander I. Spira, John Xie,
Debropriya Ghosh, Ali Alhadab, Remy B Verheijen, Mohamed Gamil, Joshua Michael Bauml, Mahadi Baig, Antonio
Passaro; Princess Margaret Cancer Centre, Toronto, ON, Canada; Internal Medicine Ill, Wakayama Medical University,
Wakayama, Japan; Division of Medical Oncology, Department of Internal Medicine, Yonsei University College of
Medicine, Seoul, South Korea; Jilin Cancer Hospital, Changchun, China; Drug Development Unit, The Royal Marsden
Hospital and The Institute of Cancer Research, Sutton, United Kingdom; Division of Hematology and Oncology,
Department of Medicine, Perelman School of Medicine, University of Pennsylvania, Philadelphia, PA; Earle A. Chiles
Research Institute, Providence Cancer Institute of Oregon, Portland, OR; National Taiwan University Cancer Center and
National Taiwan University Hospital, Taipei, Taiwan; Harbin Medical University Cancer Hospital, Harbin, China; Peter
MacCallum Cancer Centre, Melbourne, Australia; Department of Medical Oncology, Hospital General de Alicante,
Alicante, Spain; Virginia Cancer Specialists, Fairfax, VA; Janssen Research & Development, Raritan, NJ; Janssen
Research & Development, Bridgewater, NJ; Janssen Research & Development, San Diego, CA; Janssen Research &
Development, Leiden, Netherlands; Janssen Research & Development, Spring House, PA; Division of Thoracic
Oncology, European Institute of Oncology IRCCS, Milano, Italy

Background: Amivantamab (ami) plus lazertinib (laz) demonstrated antitumor activity in EGFR-mutated advanced
NSCLC. Subcutaneous (SC) ami administration takes #7 mins and has low infusion-related reaction (IRR) rates.
PALOMA-3 (NCT05388669) evaluated SC ami+- laz vs IV ami+laz for pharmacokinetics (PK), efficacy, and safety
among pts with EGFR Ex19del or L858R-mutated advanced NSCLC and disease progression on osimertinib and
platinumbased chemotherapy.

Methods: SC ami at 1600 mg (2240 mg, $80 kg) was manually injected weekly for the first 4 weeks, then every
2 weeks; IV ami was given at the approved dose of 1050 mg (1400 mg, $80 kg). Laz was orally dosed at 240 mg daily.
Co-primary PK noninferiority endpoints were trough concentration (Ctrough on Cycle [C] 2 Day [D] 1 or C4D1) and C2
area under the curve (AUCD1-D15). Key secondary endpoints were objective response rate (ORR; noninferior) and
progression-free survival (PFS). OS was a predefined exploratory endpoint. Prophylactic anticoagulation was
recommended for the first 4 months (mo) of treatment.

Results: In total, 418 patients (pts) were randomized (SC, n = 206; IV, n = 212); 416 received $1 dose. Overall, median
age was 61 years, 67% were female, 61% Asian, and median 2 prior lines. At a median follow-up of 7.0 mo, PALOMA-3
met both co-primary endpoints. Geometric mean ratios (GMRs) comparing SC ami+laz vs IV for Ctrough were 1.15
(90% Cl, 1.04-1.26) for C2D1 and 1.43 (90% Cl, 1.27-1.61) for C4D1. GMR for C2 AUCD1-D15 was 1.03 (90% Cl,
0.98-1.09). ORR was 30.1% (95% CI, 24-37) in the SC arm and 32.5% (95% Cl, 26-39) for IV (relative risk, 0.92;
P=0.001), meeting the noninferiority criteria. Median duration of response (DoR) was longer for SC ami+laz vs IV
(median, 11.2 vs 8.3 mo among confirmed responders). A favorable PFS trend was observed for SC ami+laz over IV
(median, 6.1 vs 4.3 mo; HR, 0.84; P=0.20). OS was notably longer for SC ami+laz vs IV (HR, 0.62; 95% Cl, 0.42-0.92;
nominal P=0.017). At 12 mo, 65% were alive in the SC arm vs 51% for IV. IRRs were ~5-fold lower in the SC arm: 13%
vs 66% for IV, primarily grade 1-2 (0.5% vs 4% grade $3, respectively). Overall, 81% received prophylactic
anticoagulants, with VTE reported by 9% in the SC arm vs 14% for IV. Across both arms, VTE incidence was 10% for
pts who received prophylactic anticoagulants vs 21% for pts who did not. Severe bleeding risk was low among all pts
receiving anticoagulants (1% grade $3).

Conclusions: SC ami demonstrated noninferior PK and ORR compared to IV. Unexpectedly, DoR, PFS, and OS were
longer in the SC arm vs IV, suggesting that the route of administration or formulation may affect outcomes. The safety
profile was improved for SC ami, with lower IRR and VTE rates. Prophylactic anticoagulation can be safely implemented
and reduces VTE risk. Clinical trial information: NCT05388669. Research Sponsor: Janssen Global Services LLC.
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ADRIATIC: Durvalumab (D) as consolidation treatment (tx) for patients (pts) with limited-stage small-cell lung
cancer (LS-SCLC).

David R. Spigel, Ying Cheng, Byoung Chul Cho, Konstantin K. Laktionov, Jian Fang, Yuanbin Chen, Yoshitaka Zenke,
Ki Hyeong Lee, Qiming Wang, Alejandro Navarro, Reyes Bernabe Caro, Eva Lotte Buchmeier, John W. C. Chang,
Isamu Okamoto, Sema Sezgin Goksu, Andrzej Badzio, Bethany Gill, Hema Gowda, Haiyi Jiang, Suresh Senan; Sarah
Cannon Research Institute, Nashville, TN; Jilin Cancer Hospital, Changchun, China; Yonsei Cancer Center, Yonsei
University College of Medicine, Seoul, South Korea; Federal State Budgetary Institution “N. N. Blokhin National Medical
Research Center of Oncology” of the Ministry of Health of the Russian Federation (N.N. Blokhin NMRCO), Moscow,
Russian Federation; Beijing Cancer Hospital, Beijing, China; Cancer & Hematology Centers of Western Michigan,
Grand Rapids, MI; National Cancer Center Hospital East, Kashiwa, Japan; Chungbuk National University Hospital,
Cheongju, South Korea; Henan Cancer Hospital Affiliated to Zhengzhou University, Zhengzhou, China; Hospital Vall d’
Hebron, Barcelona, Spain; Hospital Universitario Virgen del Roc’io, Seville, Spain; Hospitals of the City of Cologne
gGmbH, Cologne, Germany; Chang Gung Medical Foundation-LinKou Branch, Taoyuan City, Taiwan; Kyushu
University Hospital, Fukuoka, Japan; Akdeniz University, Antalya, Turkey; Medical University of Gdansk, Gdansk,
Poland; AstraZeneca, Mississauga, ON, Canada; AstraZeneca, Gaithersburg, MD; Amsterdam University Medical
Centers, Vrije Universiteit Amsterdam, Cancer Center Amsterdam, Amsterdam, Netherlands

Background: The standard of care (SoC) for pts with LS-SCLC is concurrent platinum-based chemoradiotherapy
(cCRT) 6 prophylactic cranial irradiations (PCI). ADRIATIC (NCT03703297), a phase 3, randomized, double-blind,
placebo (PBO)-controlled, multicenter, global study, assessed D 6 tremelimumab (T) as consolidation tx for pts with
LS-SCLC who had not progressed after cCCRT. Here we report results for D vs PBO from the first planned interim
analysis (IA).

Methods: Eligible pts had stage I-Ill LS-SCLC (stage I/l inoperable) and WHO performance status 0/1, and had not
progressed after cCRT. PCI was permitted before randomization. Pts were randomized 1-42 days after cCRT to D 1500
mg + PBO, D 1500 mg + T 75 mg, or PBO + PBO every 4 weeks (Q4W) for 4 cycles, followed by D (D6T arms) or PBO
Q4W until investigator-determined progression or intolerable toxicity, or for a maximum of 24 months (mo). The first 600
pts were randomized in a 1:1:1 ratio; subsequent pts were randomly assigned 1:1 to D or PBO. Randomization was
stratified by stage (I/Il vs Ill) and receipt of PCI (yes vs no). The dual primary endpoints were OS and PFS (blinded
independent central review per RECIST v1.1) for D vs PBO. OS and PFS for D+T vs PBO were alpha-controlled
secondary endpoints.

Results: 730 pts were randomized, including 264 to D and 266 to PBO. Baseline characteristics and prior tx were well
balanced between arms. Radiation schedule in the D vs PBO arms was once daily in 73.9% vs 70.3% of pts and twice
daily in 26.1% vs 29.7%; 53.8% of pts in each arm received PCI. At this IA (data cutoff 15Jan2024), median (range)
duration of follow-up for OS and PFS in censored pts was 37.2 (0.1-60.9) and 27.6 (0.0-55.8) mo, respectively. OS was
significantly improved with D vs PBO (HR 0.73 [95% CI 0.57-0.93]; p=0.0104; median OS 55.9 [95% Cl 37.3 — not
estimable] vs 33.4 [25.5-39.9] mo; 24-mo OS rate 68.0% vs 58.5%; 36-mo OS rate 56.5% vs 47.6%). PFS was also
significantly improved with D vs PBO (HR 0.76 [95% CI 0.61-0.95]; p=0.0161; median PFS 16.6 [95% Cl 10.2-28.2] vs
9.2 [7.4-12.9] mo; 18-mo PFS rate 48.8% vs 36.1%; 24-mo PFS rate 46.2% vs 34.2%). Tx benefit was generally
consistent across predefined pt subgroups for both OS and PFS. With D vs PBO, maximum grade 3/4 all-cause
adverse events (AEs) occurred in 24.3% vs 24.2% of pts; AEs led to tx discontinuation in 16.3% vs 10.6% of pts and to
death in 2.7% vs 1.9%. Any-grade pneumonitis/radiation pneumonitis was reported in 38.0% vs 30.2% of pts with D vs
PBO (maximum grade 3/4 in 3.0% vs 2.6%). The D+T arm remains blinded until the next planned analysis.

Conclusions: D as consolidation tx after cCCRT demonstrated a statistically significant and clinically meaningful
improvement in OS and PFS compared with PBO in pts with LS-SCLC. D was well tolerated and AEs were consistent
with the known safety profile, with no new signals observed. These data support consolidation D as a new SoC for pts
with LS-SCLC who have not progressed after cCRT. Clinical trial information: NCT03703297. Research Sponsor:
AstraZeneca.
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DeLLphi-301: Tarlatamab phase 2 trial in small cell lung cancer (SCLC)—Efficacy and safety analyzed by
presence of brain metastasis.

Anne-Marie C. Dingemans, Myung-Ju Ahn, Fiona Helen Blackhall, Martin Reck, Horst-Dieter Hummel, Suresh S.
Ramalingam, Melissa L. Johnson, Hiroaki Akamatsu, Juergen Wolf, Jacob Sands, Taofeek K. Owonikoko, Hossein
Borghaei, Sujoy Mukherjee, Shuang Huang, Pablo Martinez, Luis G. Paz-Ares; Erasmus MC Cancer Institute,
Rotterdam, Netherlands; Samsung Medical Center, Sungkyunkwan University School of Medicine, Seoul, South Korea;
Department of Medical Oncology, The Christie NHS Foundation Trust, Division of Cancer Sciences, University of
Manchester, Manchester, United Kingdom; Lungen Clinic, Airway Research Center North, German Center for Lung
Research, Grosshansdorf, Germany; Translational Oncology/Early Clinical Trial Unit (ECTU), Comprehensive Cancer
Center Mainfranken, University Hospital W"urzburg, Wurzburg, Germany; Winship Cancer Institute, Emory University
Hospital, Atlanta, GA; Sarah Cannon Research Institute/Tennessee Oncology, PLCC, Nashville, TN; Wakayama
Medical University Hospital, Wakayama-Shi, NA, Japan; Center for Integrated Oncology, University Hospital Cologne,
Cologne, Germany; Dana-Farber Cancer Institute and Harvard Medical School, Boston, MA; University of Maryland
Marlene and Stewart Greenebaum Comprehensive Cancer Center, Baltimore, MD; Fox Chase Cancer Center,
Philadelphia, PA; Amgen Inc., Thousand Oaks, CA; Hospital Universitario 12 de Octubre, CNIO-H120 Lung Cancer
Unit, Universidad Complutense & CiberOnc, Madrid, Spain

Background: Brain metastases affect 40%-70% of patients with SCLC. Tarlatamab, a BiTE (bispecific T-cell engager)
immunotherapy targeting delta-like ligand 3, demonstrated durable responses and promising survival outcomes in
patients with previously treated SCLC (10 mg Q2W) (DeLLphi-301; NCT05060016; Ahn M-J, N Engl J Med 2023). Here,
tarlatamab efficacy and safety in patients with baseline brain metastases from DeLLphi-301 are reported. Methods: The
DelLLphi-301 study design has been published. Patients with treated, stable, asymptomatic brain metastases were
included. Subgroup analyses for efficacy (blinded independent central review [BICR] assessments) and safety by
presence or absence of baseline brain metastases were performed. Intracranial activity was assessed. Post enroliment,
brain imaging was performed if clinically indicated.

Results: As of 27 June 2023, 186 patients had received tarlatamab (ECOG PS: 0—1; median prior lines of therapy: 2;
median follow-up: 13.6 months). 29% of patients (54/186) had treated and stable brain metastases at baseline. Most
patients (91%) with brain metastases had received prior local radiotherapy; 6% each had received surgery only or both
radiotherapy and surgery. Overall systemic objective response rate (ORR; RECIST 1.1) was 45.3% in patients with
brain metastases and 32.6% in patients without brain metastases (Table). Any grade immune effector cell associated
neurotoxicity syndrome and associated neurological events occurred in 24.1% of patients with brain metastases and in
13.6% of patients without brain metastases; grade $ 3 events occurred in the 100 mg group only: 9.4% and 1.8%,
respectively, and did not lead to tarlatamab discontinuation in any patient with brain metastases. Analysis of intracranial
activity will be presented.

Conclusions: Tarlatamab showed promising efficacy and a favorable benefit-risk profile in patients with previously
treated SCLC and stable brain metastases. Clinical trial information: NCT05060016. Research Sponsor: Amgen Inc.
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KRYSTAL-12: Phase 3 study of adagrasib versus docetaxel in patients with previously treated advanced/
metastatic non-small cell lung cancer (NSCLC) harboring a KRASG12C mutation.

Tony S. K. Mok, Wenxiu Yao, Micha"el Duruisseaux, Ludovic Doucet, Aitor Azk arate Mart inez, Vanesa Gregorc, Oscar
Juan-Vidal, Shun Lu, Charlotte De Bondt, Filippo de Marinis, Helena Linardou, Young-Chul Kim, Robert M. Jotte,
Enriqueta Felip, Giuseppe Lo Russo, Martin Reck, Mary F. Michenzie, Wenjing Yang, Julie N. Meade, Fabrice Barlesi;
The Chinese University of Hong Kong, Hong Kong Special Administrative Region, China; Sichuan Cancer Hospital and
Institute, Chengdu, China; Louis Pradel Hospital, Hospices Civils de Lyon Cancer Institute, Lyon, France; Cancer
Research Center of Lyon (INSERM 1052, CNRS 5286), Lyon, France; Universit'e Claude Bernard Lyon 1, Universit'e
de Lyon, Lyon, France; Institut de Canc erologie de I'Ouest, Saint-Herblain, France; Hospital Universitario Son Espases,
Mallorca, Spain; Candiolo Cancer Institute, FPO-IRCCS, Candiolo, Italy; Hospital Universitari i Polit ecnic La Fe,
Valencia, Spain; Shanghai Chest Hospital, Shanghai Jiaotong University, Shanghai, China; Antwerp University Hospital,
University of Antwerp, Antwerp, Belgium; Istituto Europeo di Oncologia, Milan, Italy; Fourth Oncology Department &
Comprehensive Clinical Trials Center, Metropolitan Hospital, Athens, Greece; Chonnam National University Medical
School and CNU Hwasun Hospital, Hwasun-Gun, South Korea; Rocky Mountain Cancer Center, US Oncology
Research, Denver, CO; Vall d'Hebron University Hospital and Vall d’Hebron Institute of Oncology, Barcelona, Spain;
Fondazione IRCCS Istituto Nazionale dei Tumori, Milan, Italy; Airway Research Center North, German Center for Lung
Research, LungenClinic, Grosshansdorf, Germany; Mirati Therapeutics, Inc., San Diego, CA; Gustave Roussy and
Paris Saclay University, Faculty of Medicine, Villejuif / Kremlin-Bicetre, France

Background: Adagrasib (ADA) is a potent covalent inhibitor of KRASG12C with favorable properties such as long
half-life (23 h), dose-dependent pharmacokinetics, and brain penetrance. In the phase 1/2 KRYSTAL-1 trial, ADA
demonstrated deep and durable responses with promising PFS and OS in patients (pts) with previously treated KRASG
12C-mutated NSCLC. Here, we report the primary analysis from KRYSTAL-12 (NCT04685135), a randomized,
open-label phase 3 trial of ADA compared with docetaxel (DOCE) in pts with KRASG12C-mutated locally advanced or
metastatic NSCLC who had previously received a platinum-based chemotherapy, concurrently or sequentially with
anti-PD-(L)1 therapy.

Methods: Pts with KRASG12C-mutated locally advanced or metastatic NSCLC, previously treated with platinum-based
chemotherapy and antiPD-(L)1 therapy, were randomized 2:1 (stratified by region [non-Asia Pacific vs Asia Pacific] and
sequential vs concurrent chemoimmunotherapy) to receive ADA (600 mg BID orally; tablet formulation) or DOCE (75 mg
/m2 Q3W 1V), with the ability to crossover to ADA upon disease progression (assessed by real-time blinded independent
central review [BICRY]). No washout period was required between prior anti-PD-(L)1 therapy and study treatment.
Primary endpoint was PFS assessed per BICR according to RECIST v1.1. Secondary endpoints included ORR by BICR,
duration of response (DOR), OS, 1-year OS rate, and safety.

Results: In total, 301 pts were randomized to ADA and 152 to DOCE. Baseline characteristics were generally similar
between treatment arms. With a median follow-up of 9.4 mo (data cutoff 31 Dec, 2023), the primary endpoint of PFS
was significantly improved with ADA over DOCE (HR 0.58 [95% Cl, 0.45-0.76]; P , 0.0001; median PFS 5.49 vs 3.84
mo). ORR by BICR was also significantly higher with ADA compared with DOCE (31.9% [95% Cl, 26.7-37.5] vs 9.2%
[95% Cl, 5.1-15.0]; odds ratio 4.68 [95% Cl, 2.56-8.56]; P , 0.0001); median DOR was 8.31 (95% Cl, 6.05-10.35) vs
5.36 (95% CI, 2.86-8.54) mo, respectively. Treatment-related adverse events (TRAEs) were reported in 94.0% of pts
treated with ADA and 86.4% with DOCE; grade $3 TRAEs occurred in 47.0% and 45.7% of pts, respectively. TRAEs led
to discontinuation of ADA in 7.7% of pts and DOCE in 14.3%. Additional efficacy and safety analyses, including
subgroup analyses, will be presented.

Conclusions: In the phase 3 KRYSTAL-12 trial, ADA demonstrated a statistically significant and clinically meaningful
improvement in PFS and ORR over DOCE in pts with previously treated KRASG12C-mutated NSCLC. Safety profile of
ADA was consistent with previous reports and with no new safety signals. These results further support ADA as an
efficacious treatment option for pts with previously treated KRASG12C-mutated locally advanced or metastatic NSCLC.
Funding: Mirati, a Bristol Myers Squibb Company. Acknowledgements: KRYSTAL-12 was sponsored by Mirati, a Bristol
Myers Squibb Company. Third-party medical writing support, under the direction of the authors, was provided by
Flaminia Fenoaltea, MSc, of Ashfield MedComms, an Inizio company, and was funded by Mirati, a Bristol Myers Squibb
Company. Clinical trial information: NCT04685135. Research Sponsor: Mirati Therapeutics, Inc.
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BEAT-meso: A randomized phase Il study of bevacizumab (B) and standard chemotherapy (C) with or without
atezolizumab (A), as first-line treatment (TX) for advanced pleural mesothelioma (PM)—Results from the ETOP
13-18 trial.

Sanjay Popat, Enriqueta Felip, Urania Dafni, Anthony Pope, Susana Cedres Perez, Riyaz N.H. Shah, Filippo de Marinis,
Laura Cove Smith, Reyes Bernabe Caro, Martin Fr'uh, Kristiaan Nackaerts, Laurent Greillier, Amina Scherz, Bartomeu
Massuti, Saemi Schaer, Spasenija Savic Prince, Heidi Roschitzki-Voser, Barbara Ruepp, Solange Peters, Rolf A. Stahel,
for the ETOP 13-18 BEAT-meso Collaborators; Royal Marsden Hospital NHS Foundation Trust, London, United
Kingdom; Medical Oncology Service, Vall d’Hebron University Hospital, Vall d’Hebron Institute of Oncology (VHIO),
Barcelona, Spain; National and Kapodistrian University of Athens and Frontier Science Foundation- Hellas, Athens,
Greece; Clatterbridge Cancer Centre, Liverpool, United Kingdom; Vall d’'Hebron University Hospital, Vall d’Hebron
Institute of Oncology (VHIO), Barcelona, Spain; Maidstone and Tunbridge Wells NHS Trust, Kent, United Kingdom;
European Institute of Oncology, Milan, Italy; The Christie NHS Foundation Trust, Manchester University, Manchester,
United Kingdom; Hospital Universitario Virgen del Rocio, Seville, Spain; Kantonsspital St. Gallen, St. Gallen,
Switzerland; KU Leuven, University Hospitals Leuven, Leuven, Belgium; Assistance Publique-Hopitaux de Marseille
(AP-HM), Aix Marseille University (AMU), Marseille, France; Department of " Medical Oncology, Inselspital, Bern
University Hospital, University of Bern, Bern, Switzerland; Alicante University Hospital Isabial, Alicante, Spain; Swiss
Group for Clinical Cancer Research (SAKK), Bern, Switzerland; Institute of Medical Genetics and Pathology, University
Hospital Basel, University of Basel, Basel, Switzerland; ETOP IBCSG Partners Foundation, Bern, Switzerland;
Lausanne University Hospital, Centre Hospitalier Universitaire Vaudois (CHUV), Lausanne, Switzerland

Background: The currently approved frontline TXs for PM are the combination of ipilimumab/ nivolumab or platinum
plus pemetrexed. The addition of B to C has been shown to improve overall survival in a randomized clinical trial. While
combined immunotherapy or single agent immunotherapy with C is superior to C alone, there is potential for a
synergistic triple combination of C, B, and immunotherapy.

Methods: BEAT-meso (NCT03762018) is an international open-label, 1:1 randomized phase IIl trial, stratified by
histology and stage. The objective is to determine the efficacy and safety of adding A (1200 mg, Q3W until progression)
to B (15mg/kg, Q3W until progression) and standard C (4-6 cycles of carboplatin AUC5 with pemetrexed 500 mg/m2 ,
Q3W), as first-line TX for advanced PM. The trial is designed to detect an increase in the median overall survival (OS,
primary endpoint) with the addition of A, aiming for a hazard ratio (HR) of 0.708, at 2.5% 1-sided alpha and 82% power
(284 deaths, sample size 400 patients (pts)). In the pre-specified interim efficacy analysis (80% of the events, 01/2023),
boundary was not crossed, and the trial continued to completion. Secondary endpoints include progression-free survival
(PFS), objective response rate (ORR), disease control rate, duration of response (DoR), adverse events (AEs)
assessed by CTCAE v5.0 and symptom-specific and global quality of life (QoL).

Results: Between 04/2019 and 03/2022, a total of 400 pts was randomized, 200 per arm. The median age was
70 years, 79% were male, 50% were former smokers, 65% had ECOG performance status 1 and 78% had epithelioid
histology. At a median follow-up of 35 months (m) (as of 1/09/2023), median OS was 20.5m [95% Cl: 17.5-23.3] in the
ABC and 18.1m [15.7-20.9] in the BC arm (deaths: 145 & 150; HRABC vs BC=0.84; [0.66 - 1.06], 2- sided stratified
p=0.14, ITT final analysis). PFS was significantly longer in ABC with median 9.2m [8.1-10.9] vs 7.6m [6.9-8.3] in BC
(HR=0.72; [0.59 - 0.89], 2-sided stratified p=0.0021). Histology shows a significant TX interaction for both PFS and OS.
The OS HR is 0.51 [0.32-0.80] for non-epithelioid and 1.01 [0.77-1.32] for epithelioid (interaction p=0.012). In an
exploratory analysis, post-progression OS was significantly different between the two arms, adjusted for
post-progression TX (HR=0.76; [0.58 - 0.99]). The ORR was 55% in ABC and 49% in BC (p=0.27), while median DoR
was 8.2m [6.8-9.7] in ABC and 5.6m [4.8-7.0] in BC (p=0.0041). Global QoL change was not significantly different
between the two arms. Grade3 TX-related AEs occurred in 55% of pts in ABC and 47% of pts in BC (grade 5: 7 and 1 pt,
respectively).

Conclusions: The significant increase in median PFS with the addition of A did not translate into a significant increase
in median OS. ABC demonstrated superiority over BC in nonepithelioid cases. Clinical trial information: NCT03762018.
Research Sponsor: ETOP IBCSG Partners Foundation; MO40388.
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Prospective randomized multicenter phase lll trial comparing perioperative chemotherapy (FLOT protocol) to
neoadjuvant chemoradiation (CROSS protocol) in patients with adenocarcinoma of the esophagus (ESOPEC
trial).

Jens Hoeppner, Thomas Brunner, Florian Lordick, Claudia Schmoor, Birte Kulemann, Ulf Peter Neumann, Gunnar
Folprecht, Tobias Keck, Frank Benedix, Maximilan Schmeding, Ernst Reitsamer, Christiane J. Bruns, Johan F. Lock,
Benedikt Reichert, Michael Ghadimi, Kai Wille, Ines Gockel, Jakob R. Izbicki, Stefan Utzolino, Peter Philipp Grimminger;
University of Bielefeld, Bielefeld, Germany; Medical University of Graz, Department of Radiation Oncology, Graz,
Austria; University of Leipzig Medical Center, Comprehensive Cancer Center Central Germany, Department of Medicine,
Leipzig, Germany; Clinical Trials Unit Freiburg, Medical Center, University of Freiburg, Freiburg, Germany; Department
of Surgery, University Medical Center Schleswig-Holstein, Luebeck, Luebeck, Germany; Department of Hematology and
Oncology, University Hospital Aachen, Aachen, Germany; University Hospital Carl Gustav Carus and Technische
Universitat Dresden, Dresden, Germany; Department of Surgery, University Medical Center Schleswig-Holstein,
Luebeck, Germany; Department of Surgery, University Hospital Magdeburg, Magdeburg, Germany; Department of
Surgery, Klinikum Dortmund, Dortmund, Germany; Sana Klinikum Offenbach, Department of Hematology and Oncology,
Offenbach Am Main, Germany; Department of General, Visceral, Cancer and Transplantation Surgery, University
Hospital of Cologne, Cologne, Germany; Department of General, Visceral, Transplantation, Vascular and Pediatric
Surgery, University Hospital, University of Wuerzburg, Wuerzburg, Germany; Department of General, Visceral, Thoracic,
Transplantation, and Pediatric Surgery, UKSH Campus Kiel, Kiel, Germany; Department of General and Visceral
Surgery, University Medical Center Goettingen, Goettingen, Germany; Department of Hematology, Oncology,
Hemostaseology and Palliative Care, Johannes Wesling Medical Center Minden, Ruhr-University Bochum, Minden,
Germany; Department of Visceral, Transplant, Thoracic and Vascular Surgery, University Hospital Leipzig, Leipzig,
Germany; Department of General, Visceral and Thoracic Surgery, University Medical Center HamburgEppendorf,
Hamburg, Germany; Department of General and Visceral Surgery, University Medical Center Freiburg, Freiburg,
Germany; University Medical Center Mainz, Mainz, Germany

Background: The most effective multimodal approach for treatment of resectable locally advanced esophageal
adenocarcinoma (EAC) is under debate. A prior ranking question is if neoadjuvant chemoradiation therapy or
perioperative chemotherapy is superior. ESOPEC (NCT02509286) is a multicenter prospective randomized trial
comparing neoadjuvant CROSS (41.4Gy plus carboplatin/paclitaxel) followed by surgery versus perioperative FLOT
(5-FU/ leucovorin/oxaliplatin/docetaxel) and surgery for the curative treatment of EAC.

Methods: Patients with ¢T1 cN+ cMO or cT2-4a cNany cMO resectable EAC were eligible. The primary endpoint is
overall survival (OS; 90% power; hazard ratio [HR] 0.645, 218 events needed; one sided significance level of 2.5%).
Analysis is by intention-to-treat in all randomized patients. The effect of treatment on OS is estimated using Cox
regression stratified by study site, and including N stage (NO, N+), and age as covariates.

Results: Between Feb 2016 and Apr 2020, 438 patients from 25 sites in Germany were randomly assigned to two
treatment groups (221 FLOT; 217 CROSS). Baseline characteristics (male sex 89.3%, median age 63 [range 30-86], cT
3/4 80.5%; cN+ 79.7%) were well balanced between both arms. Neoadjuvant treatment was started in 403 patients (207
FLOT; 196 CROSS). Surgery was done in 371 patients (191 FLOT; 180 CROSS). RO resection was achieved in 351
patients (180 FLOT; 171 CROSS). 90 days postsurgical mortality was 4.3% (3.2% FLOT; 5.6% CROSS). After a median
follow up of 55 months, 218 patients had died (97 FLOT; 121 CROSS). Median OS was 66 (95% Cl 36 — not estimable)
months in the FLOT arm, and 37 (95% CI 28 - 43) months in the CROSS arm. The 3-year OS rates were 57.4% (95%
Cl 50.1 - 64.0%) for FLOT and 50.7% (95% Cl 43.5 — 57.5%) for CROSS (HR 0.70, 95% Cl 0.53- 0.92, p=0.012). In
359 patients with available tumor regression status, pathological complete response was achieved in 35 (19.3%, 95%-
Cl13.9-25.9%) in FLOT and in 24 (13.5%, 95%-Cl 8.8 — 19.4%) in CROSS.

Conclusions: Perioperative FLOT improves survival in resectable EAC compared to neoadjuvant CROSS. Funding:
The trial was funded by the Deutsche Forschungsgemeinschaft (DFG, German Research Foundation), project number
264590883. Clinical trial information: NCT02509286. Research Sponsor: DFG.
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NRG Oncology/RTOG 0848: Results after adjuvant chemotherapy +/- chemoradiation for patients with resected
periampullary pancreatic adenocarcinoma (PA).

Ross A. Abrams, Kathryn A. Winter, Karyn A. Goodman, William Regine, Howard Safran, Adam C Berger, Chandan
Guha, Lisa A. Kachnic, Michael Gillin, Samantha A. Seaward, Abraham Jing-Ching Wu, Jennifer J. Wu, Raid Aljumaily,
Thomas A. DiPetrillo, Ravit Geva, Pramila R. Anne, Jennifer Yannucci, Darla K. Liles, Jennifer Moughan, Christopher
H. Crane; Rush University Medical Center, Chicago, IL; NRG Oncology SDMC/ACR, Philadelphia, PA; Mount Sinai,
New York, NY; University of Maryland, Baltimore, MD; Brown University School of Medicine-Rhode Island Hospital,
Providence, RI; Rutgers Cancer Institute of New Jersey, New Brunswick, NJ; Montefiore Einstein Comprehensive
Cancer Center, Bronx, NY; NewYork-Presbyterian/Columbia University Irving Medical Center, New York, NY; The
University of Texas MD Anderson Cancer Center, Houston, TX; Kaiser Permanente, Oakland, CA; Memorial Sloan
Kettering Cancer Center, New York, NY; Perlmutter Cancer Center, NYU Langone Health, New York, NY; University of
Oklahoma Health Sciences Center, Oklahoma City, OK; Rhode Island Hospital, Providence, RI; Tel Aviv Sourasky
Medical Center, Tel Aviv, Israel; Jefferson Kimmel Cancer Center, Philadelphia, PA; Low Country Cancer Care
Associates, Savannah, GA; East Carolina University Brody School of Medicine, Greenville, NC; NRG Oncology/SDMC/
ACR, Philidelphia, PA

Background: If 5FU/Capecitabine sensitized radiotherapy (RT) is beneficial in the adjuvant (adj) management of PA
after adj chemotherapy (chemo) is controversial. NRG/RTOG 0848 was designed to address this issue.

Methods: This was a 2 step NCTN randomized (rndmzd) trial. Step 1 rndmzd patients (pts) to 5 cycles of gemcitabine
+/- Erlotinib. Step 2 rndmzd pts to a 6th cycle of the same chemo +/- 5FU/Capecitabine with 50.4 Gy in 28 fractions RT
(chemo+CRT). Step 1 eligibility included: RO/R1 resection, MO, ECOG PS 0-1, CA19-9#180. Step 2 eligibility included .
4 cycles chemo (gem, gem combo, (m)FOLFIRINOX). RT included real time 3D/IMRT treatment (RX) plan review,
scoring, and approval. At Step 2, pts stratified by nodal status (+ vs -), CA19-9 (#90 vs . 90-180), surgical margins (RO
vs R1), and adjuvant chemo. Primary endpoint was OS. Secondary endpoints are DFS and AEs (CTCAEv4). Assuming
17 months median OS (chemo) and hypothesized 22.5 months (chemo+CRT), sample size was 354 pts (HR = 0.76,
80% power, 1-sided a = 0.05, 316 OS events). Due to lower than projected event rate, trial was amended to report at
the earlier of (a) 316 observed OS events or (b) 5 years of follow-up time from Step 2 accrual closure (265 OS events,
72% power, same a). OS and DFS were estimated by Kaplan-Meier and arms compared using log-rank test.
Multivariable analyses (MVA) used Cox proportional hazards models.

Results: Accrual began 11/2009; closed 10/2018. 354 pts rndmzd (174 chemo, 180 chemo+CRT). Median follow-up for
all & alive pts = 2 & 7 years, respectively, with 270 OS events. Median age 63, 45% female, 81% white, 13% AA. 83% R
0, 26% node negative, 96% CA19-9, 90. 13% of chemo+CRT pts did not receive RT. AEs were comparable (grade 4:
10% [chemo] vs 11% [chemo+CRT] and 1 grade 5 AE in each arm). Univariate OS/DFS results shown in Table. In initial
MVA, RX, CA19-9, surgical margins were not statistically significantly associated with OS or DFS, but nodal status (OS,
DFS) and race (OS) were. In further analyses, significant interactions were found between RX and nodal status for both
0S and DFS. Node negative pts treated with chemo+CRT had better outcome than chemo pts; node positive pts did not
(Table).

Conclusions: Chemo+CRT did not improve OS overall, but did improve DFS. Both OS and DFS were improved with

Chemo+CRT in node negative pts. Chemo+CRT did not increase Gr 4 or 5 AEs compared to chemo. Clinical trial
information: NCT01013649. Research Sponsor: None
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Abemaciclib plus fulvestrant vs fulvestrant alone for HR+, HER2- advanced breast cancer following progression
on a prior CDK4/6 inhibitor plus endocrine therapy: Primary outcome of the phase 3postMONARCH trial.

Kevin Kalinsky, Giampaolo Bianchini, Erika P. Hamilton, Stephanie L. Graff, Kyong Hwa Park, Rinath Jeselsohn, Umut
Demirci, Miguel Martin, Rachel M. Layman, Sara A. Hurvitz, Sarah L Sammons, Peter A. Kaufman, Montserrat Mu~noz,
Ling-Ming Tseng, Holly Knoderer, Bastien Nguyen, Yanhong Zhou, Elizabeth Ravenberg, Lacey M Litchfield, Seth
Andrew Wander; Winship Cancer Institute of Emory University, Atlanta, GA; IRCCS Ospedale San Raffaele, Milan, Italy;
Sarah Cannon Research Institute, Nashville, TN; Lifespan Cancer Institute, Legorreta Cancer Center at Brown
University, Providence, RI; Division of Medical Oncology, Department of Internal Medicine, Korea University Anam
Hospital, Korea University College of Medicine, Seoul, South Korea; Dana-Farber Cancer Institute, Boston, MA;
Usk™ " udar University, Faculty of Medicine, Memorial Ankara Hospital, Medical Oncology, Ankara, Turkey; Instituto De
Investigacion Sanitaria Gregorio Maranon; GEICAM Spanish Breast Cancer Group, Madrid, Spain; The University of
Texas MD Anderson Cancer Center, Houston, TX; University of Washington School of Medicine and Fred Hutchinson
Cancer Center, Seattle, WA; University of Vermont Cancer Center, Burlington, VT; Hospital Clinic Barcelona; GEICAM
Spanish Breast Cancer Group, Barcelona, Spain; Taipei Veterans General Hospital, Taipei, Taiwan; Eli Lilly and
Company, Indianapolis, IN; Massachusetts General Hospital Cancer Center, Harvard Medical School, Boston, MA

Background: The combination of CDK4/6 inhibitors (CDK4/6i) + endocrine therapy (ET) is the standard first line
treatment for HR+, HER2- advanced breast cancer (ABC). While disease progression occurs in nearly all patients (pts)
with ABC, the optimal treatment for pts who experience progression on a CDK4/6i + ET remains uncertain. Real-world
evidence suggests that use of abemaciclib after disease progression on a prior CDK4/6i prolongs progression-free
survival (PFS) in ABC; however, Phase 2 trials with other CDK4/6i have generated mixed results. Here we present the
primary outcome analysis for the Phase 3 postMONARCH trial (NCT05169567) of fulvestrant + abemaciclib or placebo
in pts with HR+, HER2- ABC following disease progression on prior CDK4/6i + ET.

Methods: postMONARCH was a global, doubleblind, placebo-controlled study with pts randomized 1:1 to abemaciclib +
fulvestrant or placebo + fulvestrant. Eligible pts had disease progression on a CDK4/6i + Al as initial therapy for ABC or
relapse on/after a CDK4/6i + ET as adjuvant therapy for early breast cancer. No other prior treatment for ABC was
permitted. Primary endpoint was investigator-assessed PFS; secondary endpoints included PFS by blinded independent
central review (BICR), overall survival (OS), objective response rate (ORR), and safety. Assuming a hazard ratio (HR) of
0.7, the study had ~80% power to detect superiority for abemaciclib, with a cumulative 2-sided type | error of 0.05.
Kaplan-Meier method was used to estimate PFS curves and treatment effect was estimated using a stratified Cox
proportional hazard model.

Results: A total of 368 pts were randomized to abemaciclib + fulvestrant (n = 182) or placebo + fulvestrant (n= 186).
Most pts (99%) enrolled directly after CDK4/6i + ET as initial therapy for ABC. Prior CDK4/6i was 59% palbociclib, 33%
ribociclib, and 8% abemaciclib. At interim analysis, the study reached the prespecified criteria for significantly improved
investigator-assessed PFS with abemaciclib + fulvestrant compared to placebo + fulvestrant (169 events, HR = 0.66;
95% Cl 0.48 — 0.91; p = 0.01). At primary analysis (258 events), the HR was 0.73 (95% Cl 0.57 - 0.95), with PFS rates
at 6 months of 50% vs 37% for the abemaciclib and placebo arms, respectively. Consistent effect was seen across
major clinical and genomic subgroups, including pts with baseline ESR1 or PIK3CA mutations. ORR was improved with
abemaciclib compared to placebo (17% vs 7%, respectively, in pts with measurable disease). PFS according to BICR
was also improved with HR = 0.55 (95% Cl 0.39 - 0.77). OS remains immature (20.9% event rate). Safety was
consistent with the known profile of abemaciclib.

Conclusions: Abemaciclib + fulvestrant demonstrated statistically significant PFS improvement in pts with ABC

progression on prior CDK4/6icontaining therapy. Clinical trial information: NCT05169567. Research Sponsor: Eli Lilly
and Company.
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Trastuzumab deruxtecan (T-DXd) vs physician’s choice of chemotherapy (TPC) in patients (pts) with hormone
receptor-positive (HR+), human epidermal growth factor receptor 2 (HER2)-low or HER2-ultralow metastatic
breast cancer (mBC) with prior endocrine therapy (ET): Primary results from DESTINY-Breast06 (DB-06).

Giuseppe Curigliano, Xichun Hu, Rebecca Alexandra Dent, Kan Yonemori, Carlos H. Barrios Sr., Joyce O’Shaughnessy,
Hans Wildiers, Qingyuan Zhang, Seock-Ah Im, Cristina Saura, Laura Biganzoli, Joohyuk Sohn, Christelle Levy, William
Jacot, Natasha Begbie, Jun Ke, Gargi Surendra Patel, Aditya Bardia; University of Milan and European Institute of
Oncology, IRCCS, Milan, Italy; Fudan University Shanghai Cancer Center, Shanghai, China; Division of Medical
Oncology, National Cancer Centre of Singapore, Singapore, Singapore; National Cancer Center Hospital, Tokyo, Japan;
Latin American Cooperative Oncology Group (LACOG), Porto Alegre, Brazil; Baylor University Medical Center, Texas
Oncology, The US Oncology Network, Dallas, TX; Department of General Medical Oncology, University Hospitals
Leuven, Leuven, Belgium; Harbin Medical University Cancer Hospital, Harbin, China; Department of Internal Medicine,
Seoul National University Hospital, Seoul, South Korea; Vall d'Hebron University Hospital, Vall d’Hebron Institute of
Oncology, Barcelona, Spain; Department of Oncology, Santo Stefano Hospital, Azienda USL Toscana Centro, Prato,
Italy; Division of Medical Oncology, Yonsei Cancer Center, Seoul, Korea, Republic of (South); Centre Frangois Baclesse,
Caen, France; Department of Medical Oncology, Institut du Cancer de Montpellier, Universit'e de Montpellier,
Montpellier, France; Clinical Development, Late-Stage Development, Oncology R&D, AstraZeneca, Cambridge, United
Kingdom; Biometrics Oncology, Late-Stage Development, Oncology R&D, AstraZeneca, Waltham, MA; University of
California Los Angeles, Jonsson Comprehensive Cancer Center, Los Angeles, CA

Background: T-DXd is approved for HER2-low (IHC 1+ or 2+/ISH-negative) mBC after $1 line of chemotherapy (CT).
DB-06 (NCT04494425) evaluated T-DXd in pts with HER2-low or -ultralow (IHC 0 with membrane staining), HR+ mBC
after disease progression (PD) on endocrine-based therapy and no prior CT for mBC.

Methods: Pts with HER2-low or -ultralow, HR+ mBC were randomized 1:1 to TDXd 5.4 mg/kg or TPC. Pts had no prior
CT for mBC, with $2 lines of ET for mBC, or 1 line of ET for mBC if PD occurred #24 months (mo) of adjuvant ET or #6
mo of ET+CDK4/6i for mBC. Primary endpoint was progression-free survival (PFS) by blinded independent central
review (BICR) in HER2-low. Key secondary endpoints were PFS in intent-to-treat (ITT = HER2-low and -ultralow) and
overall survival (OS). Other endpoints included objective response rate (ORR) and safety.

Results: As of Mar 18, 2024, 866 pts (HER2-low, n=713; HER2-ultralow, n=153) were randomized; 90.4% had prior
CDK4/6i. TPC group pts were selected for capecitabine (59.8%), nab-paclitaxel (24.4%) or paclitaxel (15.8%). TDXd
significantly improved PFS vs TPC in HER2-low (HR, 0.62 [95% CI 0.51, 0.74], P,0.0001; median, 13.2 vs 8.1 mo). ITT
and HER2-ultralow results were consistent with HER2-low (Table). Median treatment duration was 11.0 mo (T-DXd) vs
5.6 mo (TPC). OS was immature at first interim analysis (HER2-low HR, 0.83 [95% CI 0.66, 1.05], P=0.1181; median
follow up, 18.6 mo). Grade (Gr) $3 drugrelated adverse events occurred in 40.6% (T-DXd) vs 31.4% (TPC). Adjudicated
interstitial lung disease / pneumonitis occurred in 49 (11.3%; 0.7% Gr 3/4, 0.7% Gr 5) vs 1 (0.2% Gr 2) pts receiving
TDXd vs TPC.

Conclusions: T-DXd showed a statistically significant and clinically meaningful PFS benefit vs TPC (CT) in HER2-low
mBC. HER2-ultralow results were consistent with HER2-low. Safety was in line with known profiles. DB-06 establishes
T-DXd as a standard of care following $1 endocrine-based therapy for pts with HER2-low and -ultralow, HR+ mBC.
Clinical trial information: NCT04494425. Research Sponsor: This study is sponsored by AstraZeneca. In March 2019,
AstraZeneca entered into a global development and commercialization collaboration agreement with Daiichi Sankyo for
trastuzumab deruxtecan (T-DXd; DS-8201).

Best of ASCO® Bangkok 2024 Meeting | 32



LBA500

A-BRAVE trial: A phase lll randomized trial with avelumab in early triple-negative breast cancer with residual
disease after neoadjuvant chemotherapy or at high risk after primary surgery and adjuvant chemotherapy.

Pier Franco Conte, Maria Vittoria Dieci, Giancarlo Bisagni, Peter Schmid, Vittoria Fotia, Federico Piacentini, Michelino
De Laurentiis, Adolfo G. Favaretto, Stefano Tamberi, Giulia Valeria Bianchi, Claudio Zamagni, Saverio Cinieri,
Domenico C. Corsi, Lucia Del Mastro, Antonella Ferro, Alessandra Gennari, Marta Mion, Antonino Musolino, Gian Luca
De Salvo, Valentina Guarneri; Department of Surgery Oncology and Gastroenterology, University of Padua, Padova,
MO, ltaly; Department of Surgery, Oncology and Gastroenterology, University of Padova; Oncology 2, Istituto
Oncologico Veneto IRCCS, Padova, ltaly; Azienda Unit'a Sanitaria Locale-Istituto di Ricovero e Cura a Carattere
Scientifico (IRCCS), Reggio Emilia, Italy; Barts Cancer Institute, Queen Mary University of London, London, United
Kingdom; ASST Papa Giovanni XXIII, Bergamo, Italy; Department of Medical and Surgical Sciences for Children and
Adults, University Hospital of Modena, Modena, Italy; Istituto Nazionale Tumori Napoli IRCCS “Fondazione Pascale”,
Napoli, ltaly; Azienda ULSS 2 Marca Trevigiana, Treviso, Italy; Oncology Unit, Santa Maria delle Croci hospital, AUSL
della Romagna, Ravenna, Italy; Fondazione IRCCS lIstituto Nazionale Tumori Milano, Milan, ltaly; IRCCS Azienda
Ospedaliero-Universitaria di Bologna, Bologna, Italy; Department of Medical Oncology, Perrino Hospital, ASL Brindisi,
Brindisi, Italy; Ospedale Isola Tiberina Gemelli Isola, Rome, ltaly; Clinical Oncology Department, IRCCS Ospedale
Policlinico San Martino Genoa, Genova, Italy; Santa Chiara Hospital, Trento, Italy; Universit'a del Piemonte Orientale -
Dipartimento di Medicina Traslazionale - DIMET, Novara, Italy; AULSS6 Camposampiero, Camposampiero, Italy;
Department of Medicine and Surgery, University of Parma, Parma, ltaly; Clinical Research Unit, Veneto Institute of
Oncology IOVIRCCS, Padova, ltaly; Department of Surgery, Oncology and Gastroenterology, University of Padua,
Oncology Unit 2, Veneto Institute of Oncology-IOV-IRCCS, Padua, Italy

Background: Prognosis of pts with early triple negative breast cancer (TNBC) is still poor and new effective treatments
are needed. TNBC is the most immunogenic BC subtype, and this may account for sensitivity to immune checkpoint
inhibitors. The A-BRAVE trial was designed to evaluate the efficacy of avelumab, an anti PD-L1 antibody, as adjuvant
treatment for pts with early TNBC at high risk.

Methods: This is a phase Ill, multicentric, randomized adjuvant study comparing 1 year of treatment with the anti PD-L1
avelumab vs observation for TNBC pts considered at high risk of relapse. Pts were enrolled after they completed
standard treatment with curative intent including surgery and neoadjuvant/adjuvant chemotherapy. High risk was
defined as: 1) invasive residual disease (breast and/or nodes) after neoadjuvant chemotherapy (Stratum A), 2) .pN2/any
pT, pN1/pT2, or pNO/pT3 after primary surgery (Stratum B). Pts were randomly assigned (1:1, balanced for strata A and
B) to Avelumab 10 mg/kg I.V. q2w for 1 year or observation. Co-primary endpoints were disease free survival (DFS) in
the total population and in Stratum A. 474 pts were needed to detect, in the total population, an improvement from 60%
to 73.6% 3-year DFS rate (HR 0.6; 90% power, 1-sided test, alfa 2%). 172 DFS events were required to perform the
event-driven analysis. Assuming a proportion of 70-80% pts enrolled in Stratum A, the expected power to detect an HR
0.6 at alpha allocated in this subgroup is 70- 79%. Overall survival was a secondary endpoint.

Results: From June 2016 to October 2020, 477 pts were randomly assigned from 64 ltalian and 6 UK centers. 11 pts (3
avelumab, 8 control) withdrew consent immediately after randomisation and are excluded from further analyses. 378 pts
entered Stratum A (83%), of whom 99 (57 avelumab, 42 control) received further chemotherapy after surgery prior to
enrollment in the trial. Efficacy results for the two coprimary DFS endpoints and the secondary OS endpoints are
reported in the table.

Conclusions: One year adjuvant avelumab versus control does not significantly improve DFS in high-risk TNBC
patients. Nevertheless, the secondary enpoind OS was significanlty improved with avelumab vs control. RFS and DMFS
will also be reported. A centralised collection of tumor tissue, plasma and feces has been performed and will allow a
number of correlative studies. Clinical trial information: NCT02926196. Research Sponsor: Merck KGaA.
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A randomized, multicenter, open-label, phase Il trial comparing anthracyclines followed by taxane versus
anthracyclines followed by taxane plus carboplatin as (neo) adjuvant therapy in patients with early
triple-negative breast cancer: Korean Cancer Study Group BR 15-1 PEARLY trial.

Joohyuk Sohn, Gun Min Kim, Kyung Hae Jung, Hei-Cheul Jeung, Jieun Lee, Keun Seok Lee, Seock-Ah Im, Seok Yun
Kang, Se Hyun Kim, Han Jo Kim, Kyong Hwa Park, Yee Soo Chae, Su-Jin Koh, Eun Kyung Cho, Keon Uk Park, Sung
Sook Lee, Ji-Yeon Kim, In Sil Choi, Sun Kyung Baek, Yong Wha Moon, KCSG; Division of Medical Oncology,
Department of Internal Medicine, Yonsei University College of Medicine, Seoul, South Korea; Asan Medical Center,
University of Ulsan College of Medicine, Seoul, South Korea; Division of Medical Oncology, Department of Internal
Medicine, Gangnam Severance Hospital, Yonsei University College of Medicine, Seoul, South Korea; Division of
Medical Oncology, Department of Internal Medicine, Seoul St. Mary’s Hospital, College of Medicine, The Catholic
University of Korea, Seoul, South Korea; Center for Breast Cancer, National Cancer Center, Goyang, South Korea;
Seoul National University Hospital, Cancer Research Institute, Seoul National University College of Medicine, Seoul
National University, Seoul, South Korea; Department of Hematology-Oncology, Ajou University School of Medicine,
Suwon, South Korea; Department of Internal Medicine, Seoul National University, Seoul, Korea, Seongnam, South
Korea; Soonchunhyang University Hospital, Cheonan, Chungcheongnam-do, South Korea; Division of Medical
Oncology, Department of Internal Medicine, Korea University Anam Hospital, Korea University College of Medicine,
Seoul, South Korea; Kyungpook National University Hospital, Daegu, South Korea; Ulsan University Hosp, University of
Ulsan, Dong-Gu, South Korea; Division of Medical Oncology, Department of Internal Medicine, Gachon University Gil
Medical Center, Incheon, South Korea; Keimyung University Dongsan Medical Hospital, Daegu, South Korea; Inje
University Haeundae Paik Hospital, Haeundae-Gu, South Korea; Samsung Medical Center, Seoul, South Korea; Seoul
National University Boramae Medical Center, Seoul, South Korea; Kyung Hee University Hospital, Dongdaemun-Gu,
Seoul, South Korea; Hematology and Oncology, Internal Medicine Department, CHA Bundang Medical Center,
Seongnam, South Korea

Background: Triple-negative breast cancer (TNBC) is known for its high risk of early relapse and poor prognosis.
Platinum agents have shown to increase pathological complete response (pCR) rates when added to neoadjuvant
chemotherapy for TNBC. However, evidence regarding the survival benefit of platinum in this setting remains
inconclusive. The PEARLY trial is a multicenter, randomized, open-label, phase 3 study designed to assess the efficacy
and safety of carboplatin in combination with anthracycline/taxane therapy compared to standard anthracycline/taxane
alone as either neoadjuvant or adjuvant treatment in early-stage TNBC.

Methods: Patients with stage Il or Il TNBC were randomly assigned to either the carboplatin arm or the standard
therapy arm, stratified by nodal status, institution, treatment setting (neoadjuvant vs adjuvant), and germline BRCA
status. The standard therapy involved doxorubicin and cyclophosphamide (AC) followed by taxane treatment. The
experimental arm included carboplatin in addition to taxane following AC. The primary endpoint was eventfree survival
(EFS), defined as disease progression or inoperable status for neoadjuvant therapy group, local or distant recurrence,
occurrence of a second primary cancer, or death from any cause, while secondary endpoints encompassed overall
survival (OS), invasive disease-free survival (IDFS), distant recurrence-free survival (DRFS), pCR rate, and safety. With
a planned enroliment of 878 patients, the trial aimed for 80% power to detect a hazard ratio of 0.70 for EFS at a
two-sided alpha level of 0.05, anticipating 248 EFS events over a 5-year follow-up period.

Results: Between Jan 2016 and Jun 2020, 868 patients across 22 institutions in South Korea were enrolled. At a
median follow-up of 51.1 months, carboplatin significantly improved EFS compared to the control arm (hazard ratio [HR],
0.68; 95% confidence interval [Cl]: 0.50 to 0.93; p=0.017). The 5-year EFS rates were increased from 74.4% to 81.9%,
demonstrating a 7.5% difference. Subgroup analysis showed consistent benefits across various patient categories.
Secondary endpoints like IDFS and DRFS also favored carboplatin arm. OS data were immature, a total of 43 patients
(10.2%) in the carboplatin arm and 57 patients (13.1%) in the control arm died (HR 0.66; 95% CI: 0.42 to 1.01). Grade
$3 treatment-related adverse event rates were 74.6% (1 death due to infection) in the carboplatin arm and 56.7%
(2 deaths due to infection and suicide) in the control arm.
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Conclusions: The addition of carboplatin to standard anthracycline followed by taxane therapy significantly improved
EFS in patients with earlystage TNBC. The safety profile was consistent with the known expectations for each regimen.
Clinical trial information: NCT02441933. Research Sponsor: Boryung; Hanmi; GC Corp.; Samyang Biopharm; Faculty
research grant of Yonsei University College of Medicine for 2014 (6-2014-0188).
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