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coformulation of pembrolizumab (PD-1 inhibitor) and quavonlimab (CTLA-4 inhibitor)
plus lenvatinib as first-line therapy for patients with advanced HCC.

Trial design: Adults with radiologic, histologic, or cytologic confirmed HCC, Child-Pugh
class A, ECOG performance status 0 or 1, Barcelona Clinic Liver Cancer stage C or stage
B not amenable to locoregional therapy or refractory to locoregional therapy and not
amenable to curative treatment, with �1 measurable lesion per RECIST v1.1
confirmed by blinded independent central review (BICR), and adequate organ func-
tion are eligible. Patients previously treated with locoregional therapy (�4 weeks of
the first dose of study treatment for HCC), systemic chemotherapy for HCC, or an
antiePD-1/PD-L1/PD-L2 agent or another stimulatory or coinhibitory T-cell receptore
directed agent are ineligible. The study is divided into 2 phases: The first phase, the
Safety Lead-in Phase, will evaluate the tolerability of the predefined recommended
phase 2 dose of MK-1308A plus lenvatinib. The second phase, the Efficacy Expansion
Phase, will evaluate the safety and efficacy of MK-1308A plus lenvatinib. The Safety
Lead-in Phase will include 6-20 patients, depending on the occurrence of dose limiting
toxicities (DLTs) and will be considered complete when w10 patients eligible for DLT
evaluation are allocated to and treated at dose level 0 or �1. Dose level 0 consists of
MK-1308A (quavonlimab 25 mg/pembrolizumab 400 mg IV every 6 weeks [Q6W])
plus lenvatinib (8 mg [body weight (BW) < 60 kg] or 12 mg [BW �60 kg] orally once
daily [QD]). Dose level �1 consists of MK-1308A (quavonlimab 25 mg/pembrolizumab
400 mg IV Q6W) plus lenvatinib (4 mg BW < 60 kg or 8 mg BW �60 kg orally QD). If
dose level 0 is tolerable, the Efficacy Expansion Phase will be opened, and w100-104
patients could be enrolled (110 patients total at dose level 0 in the Safety Lead-in and
Efficacy Expansion Phases combined). In the Efficacy Expansion Phase, the primary
end points are safety and overall response rate (ORR) per RECIST v1.1 by BICR.
Secondary end points are duration of response (DOR), disease control rate (DCR),
progression-free survival (PFS), time to progression (TTP), all assessed per RECIST v1.1
by BICR; overall survival; and ORR, DOR, DCR, PFS, and TTP, all assessed per modified
RECIST by BICR. Recruitment for this study began in March 2021.

Clinical trial identification: NCT04740307.

Editorial acknowledgement: Medical writing and/or editorial assistance was provided
by Lauren D’Angelo, PhD, of ApotheCom (Yardley, PA, USA). This assistance was
funded by Merck Sharp & Dohme Corp., a subsidiary of Merck & Co., Inc., Kenilworth,
NJ, USA.

Legal entity responsible for the study: Merck Sharp & Dohme Corp., a subsidiary of
Merck & Co., Inc., Kenilworth, NJ, USA.

Funding: Funding for this research was provided by Merck Sharp & Dohme Corp., a
subsidiary of Merck & Co., Inc., Kenilworth, NJ, USA.

Disclosure: D. Li: Advisory / Consultancy: Merck, Genentech, Eisai; Speaker Bureau / Expert tes-
timony: Eisai, Exelixis, Ipsen; Research grant / Funding (institution): AstraZeneca, Brooklyn Immu-
notherapeutics. H. Lim: Advisory / Consultancy: Bayer, Eisai, BMS, Ipsen, Merck Serono, Roche. J.
Llovet: Advisory / Consultancy: Eli Lilly, Bayer HealthCare Pharmaceuticals, Bristol-Myers Squibb,
Eisai Inc, Celsion Corporation, Exelixis, Merck, Ipsen, Genentech, Roche, Glycotest, Leerink Swann
LLC, Fortress Biotech, Nucleix, Sirtex, Mina Alpha Ltd, AstraZeneca; Research grant / Funding (self):
Bayer HealthCare Pharmaceuticals, Eisai Inc, Bristol-Myers Squibb, Boehringer-Ingelheim, Ipsen. Y.
Zhu: Full / Part-time employment: Merck. K. Hatogai: Shareholder / Stockholder / Stock options:
Merck; Full / Part-time employment: Merck. A. Siegel: Shareholder / Stockholder / Stock options:
Merck; Full / Part-time employment: Merck. M. Kudo: Honoraria (self): Bayer AG, Bristol Myers
Squibb, EA Pharma Co., Ltd., Merck Sharp & Dohme, Eisai Co. Ltd.; Advisory / Consultancy: Bayer AG,
Roche, Eisai Co. Ltd., Chugai Pharmaceutical Co.; Research grant / Funding (institution): Bayer AG,
Daiichi Sankyo Co., Ltd., Chugai Pharmaceutical Co., Ltd., Otsuka Pharmaceutical Co., Ltd., Sumitomo
Dainippon Pharma Co., Ltd., Ono Pharmaceutical Co. and, Taiho Pharmaceutical, Merck Sharp &
Dohme. The other author has declared no conflicts of interest.

https://doi.org/10.1016/j.annonc.2021.05.190
P-136
Volume
Detecting panitumumab/FOLFOX responders in K-Ras wild-
type metastatic colorectal cancer through an artificial
intelligence-based analytical tool
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Background: Patients with K-RAS wild-type (WT) metastatic colorectal cancer (mCRC)
are currently considered the optimal candidates for upfront treatment with combi-
nations of chemotherapy and EGFR inhibitors. These combinations significantly
extend overall survival (OS) compared to chemotherapy alone. However, a proportion
of patients would not achieve this goal. This study has investigated the ability of an
artificial intelligence-based analytical tool that, based on patients clinical parameters,
can identify those on which the addition of EGFR inhibitors to initial chemotherapy is
likely to be effective.

Methods: Through www.projectdatasphere.org we accessed the dataset of the PRIME
(NCT00364013) study. This phase III clinical trial compared panitumumab-FOLFOX4 (P/
FOL) vs. FOLFOX4 (FOL) as first-line therapy for mCRC patients. This dataset was used
to generate synthetic state representations (SSRs) for each patient through the
integration of 36 clinical features (demographics, anthropometrics, medical history,
blood tests and adverse events) collected, respectively, during the screening phase
and the first month of inclusion in the trial. These SSRs were then inputted into a
deep learning framework (DLF) to identify subgroup of patients based on their sim-
ilarities. The resultant subpopulations were correlated with overall survival (OS).

Results: A total of 460 K-RAS WT patients were eligible for this exploratory analysis.
DLF identified two different subpopulations of patients: SPA (n¼162) and SPB
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(n¼298). Feature contribution analysis showed major differences between both
subpopulations. Indeed, SPA included significantly less patients with ECOG0 (51.5%
vs. 61.7%; p¼0.03), white race (89.5% vs. 94.6%; p¼0.04) and that suffered previous
surgery (84.5% vs. 93.9%, 2) (1.80 vs. 1.85; p¼0.01) and BMI (24.9 vs. 26.4; < 0.001).
In addition, they had lower levels of haemoglobin (g/dl) (12.0 vs. 12.4; < 0.001),
albumin (g/dl) (3.78 vs. 3.92; p < 0.001) and creatinine (mg/dl) (0.84 vs. 0.87;
p¼0.006) and higher levels of platelets (G/L) (342.2 vs. 275.9; p < 0.001), white blood
cells (G/L) (8.38 vs. 7.16; p < 0.001), ALP (UI)(291.1 vs. 152.8; p < 0.001), LDH (UI)
(883.7 vs. 390.5; < 0.001) and CEA (ng/dl) (1223.2 vs. 110.1; p < 0.001). Patients in
SPA had a lower risk of death when treated with P/FOL (n¼79) compared to FOL
(n¼83) (median OS: 23.6 months vs. 17.1 months; hazard ratio 0.68, 95% CI 0.48-
0.99; p¼0.04). Patients in SPB showed no significant differences between P/FOL
(n¼153) and FOL (n¼145) (median OS: 27.1 vs. 23.6, respectively; hazard ratio 1.21,
95% CI 0.85-1.71; p¼0.27). Of note, SPA patients treated with P/FOL achieved a
similar OS than SPB patients treated with FOL.

Conclusions: Based on significantly singular clinical and laboratory features, our DLF
system identifies two mCRC subpopulations with different survival outcome
depending on whether they are treated with P/FOL or FOL. Specifically, SPA patients
achieve significantly longer survival if P is added to FOL. In contrast, SPB patients
would not receive any benefit from a P/FOL combination compared to FOL. Further
work is required to validate this approach as a novel predictive biomarker tool for
treatment decision making on K-Ras WT mCRC patients.

Clinical trial identification: NCT00364013.
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Background: Tumour shrinkage and disease control are the primary treatment goals
for patients with metastatic colorectal cancer (mCRC). When not possible, emphasis
lies in slowing disease progression and prolonging survival. Advances in the treatment
of mCRC have improved survival to an average of 30 months, but there is still a
paucity of data applicable to real-world patient populations. Here we present initial
baseline patient characteristics from the PROMETCO trial (NCT03935763), the first
international, prospective real-world study to investigate the continuum of care in the
mCRC patient population, collecting data on all patients regardless of treatment.
PROMETCO will evaluate the overall survival of patients with mCRC, the patterns,
effectiveness and safety of mCRC treatments, the reasons behind changes or
discontinuation in treatment, adherence to treatment guidelines, healthcare resource
utilisation and patient-reported outcomes (PROs).

Methods: Enrollment in PROMETCO began in March 2019. On 1 October 2020,
baseline demographics and disease characteristics from 277 mCRC patients from 16
countries were analysed. Adult patients with two disease progressions since the first
diagnosis of metastatic disease who were willing to receive subsequent treatment
were included. Patients enrolled in other clinical trials, those receiving treatment for
other cancers or those with insufficient mental capacity were excluded. Patients were
categorised by their molecular status (RAS/BRAF or microsatellite instability [MSI])
and analysed by age, sex, Eastern Cooperative Oncology Group Performance Status
(ECOG PS), metastatic status and location (side) of disease.

Results: The median time between mCRC diagnosis and PROMETCO inclusion was 22
months. RAS/BRAF status was divided into RAS mutant (n¼146), BRAF mutant (n¼8),
RAS/BRAF wild type (WT; n¼81), unknown (n¼40) and RAS/BRAF mutant (n¼2)
groups. MSI status was divided into high (n¼2), low (n¼2), stable (MSS; n¼132) and
unknown (n¼141) groups. The BRAF mutant, RAS/BRAF mutant and low/high MSI
groups did not have sufficient numbers from which to draw conclusions. Baseline age
and sex demographics were similar between groups, with the exception of RAS/BRAF
WT where there was a significantly higher proportion of males (58/81; 72%). Overall,
248 (90%) patients had an ECOG PS of 0e1. Within groups, 137 (97%) RAS mutant
patients, 69 (86%) RAS/BRAF WT patients and 116 (92%) MSS patients had an ECOG
PS of 0e1. The majority of patients (n¼243; 88%) had A higher prevalence of left-
sided disease (descending colon, sigmoid colon) was seen overall (n¼121; 44%)
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compared with disease of the right (cecum plus ascending colon, transverse colon:
n¼77; 28%) or rectum (n¼77; 28%).

Conclusions: Preliminary data from the PROMETCO trial provide key insights as to the
baseline demographics, disease characteristics and molecular status of real-world
mCRC patients. It is anticipated that PROMETCO will provide valuable data on overall
survival, treatment patterns, effectiveness, safety, adherence to treatment guidelines,
healthcare resource utilisation and PROs in this patient population.
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Background: Trastuzumab (T), a monoclonal antibody (mAb) targeting HER2, is stan-
dard of care 1st-line therapy for advanced HER2+ GEJ/GC patients. Margetuximab (M),
an investigational Fc-engineered anti-HER2 mAb, targets the same HER2 epitope but
with higher affinity for both 158V (high binding) and 158F (low binding) alleles of
activating Fc receptor CD16A. Data suggest margetuximab coordinately enhances both
innate and adaptive immunity, including antigen-specific T-cell responses to HER2. PD-
1 and LAG-3 are T-cell checkpoint molecules that suppress T-cell function. Retifanlimab
(also known as MGA012 or INCMGA00012) is a humanized, hinge-stabilized, IgG4 K
anti-PD-1 mAb blocking binding of PD-L1 or PD-L2 to PD-1. Tebotelimab (also known as
MGD013) is a humanized Fc-bearing bispecific tetravalent DART� protein that binds to
both PD-1 and LAG-3, inhibiting their respective ligand binding.We previously reported
that a chemotherapy (CTX)-free regimen of M+PD-1 blockade was well tolerated in
gastroesophageal junction or gastric cancer (GEJ/GC) patients, and induced a 30%
objective response rate (ORR) in a double-positive biomarker population. This was 2- to
3-fold greater than in historical controls with checkpoint inhibitors alone. This regis-
tration-directed trial assesses efficacy, safety, and tolerability of M+checkpoint inhi-
bition � CTX in metastatic/locally advanced, treatment-naïve, HER2+ GEJ/GC patients.

Trial design: This is a 2-cohort, adaptive open-label phase 2/3 study (NCT04082364).
The first single arm, CTX-free cohort A, evaluates M+retifanlimab in HER2+ (immu-
nohistochemistry [IHC] 3+) and PD-L1+ (excluding microsatellite instability high) pa-
tients. After 40 patients are evaluated for response/safety, additional patients will be
enrolled if the threshold for continuation is met. In randomized cohort B, HER2+ (IHC
3+ or 2+/fluorescent in situ hybridization+) patients are enrolled irrespective of PD-L1
status. Part 1 of cohort B randomizes patients to 1 of 4 arms (50 patients each):
control arm (T+CTX) or 1 of 3 experimental arms (M+CTX; M+CTX+retifanlimab;
M+CTX+tebotelimab). CTX is investigator’s choice XELOX or mFOLFOX-6. Part 2 of
cohort B consists of control (T+CTX) vs 1 experimental arm (M+CTX) + either reti-
fanlimab or tebotelimab, depending on results from part 1; with 250 patients each.
The primary efficacy endpoint for cohort A (both parts) is ORR per RECIST 1.1; for
cohort B part 2 it is overall survival.

Clinical trial identification: NCT04082364.

Legal entity responsible for the study: MacroGenics, Inc.

Funding: MacroGenics, Inc.

Disclosure: M. Koshiji Rosales: Full / Part-time employment: MacroGenics, MacroGenics, Macro-
Genics. H. Yoon: Honoraria (Institution): MacroGenics, Merck, BMS; Advisory / Consultancy: Beigene,
AstraZeneca; Research grant / Funding (institution): MacroGenics, Merck, BMS. M. Moehler: Hon-
oraria (self): Falk, Nordic, Amgen, mci, Lilly, MSD, Merck, Pfizer, FifePrime, BMS, ESMO, ASCO;
Advisory / Consultancy: Lilly, Roche, BMS, MSD, Amgen, Merck, Pfizer; Leadership role: Head GI
oncology, Mainz university Center; Research grant / Funding (institution): Merck, Amgen, BMS, MSD,
AIO, EORTC, Transgene; Travel / Accommodation / Expenses: BMS, MSD, Amgen, Merck. Y. Kang:
Honoraria (self): Macrogenics; Advisory / Consultancy: Macrogenics. All other authors have declared
no conflicts of interest.

.

https://doi.org/10.1016/j.annonc.2021.05.193
P-139
 A phase 2 multicohort study (LEAP-005) of lenvatinib plus
pembrolizumab in patients with previously treated selected
solid tumors: Pancreatic cancer cohort
H. Chung1, L. Villanueva2, D. Graham3, E. Saada-Bouzid4, R. Ghori5, P. Kubiak6,
B. Gumuscu5, N. Lerman5, C. Gomez-Roca7

1Division of Medical Oncology, Department of Internal Medicine, Yonsei Cancer Center,
Yonsei University College of Medicine, Seoul, South Korea; 2Fundación Arturo López
Pérez, Providencia, Santiago, Chile; 3The Christie NHS Foundation Trust, Manchester,
United Kingdom; 4Centre de Lutte Contre le Cancer Antoine Lacassagne, Nice, France;
5Merck & Co., Inc., Kenilworth, United States; 6Eisai Inc.,Woodcliff Lake, United States;
7Institut Claudius Regaud/IUCT-Oncopole, Toulouse, France

Background: Over the past few decades, the global incidence and mortality rates
associated with pancreatic cancer have continued to increase. Pancreatic cancer has a
particularly poor prognosis, with a 5-year survival rate of only approximately 5%. Patients
with pancreatic cancer generally respond poorly to chemotherapy, and their treatment
options in the second-line or later setting are limited. In two multicohort, open-label
trials, including the phase 1b/2 KEYNOTE-146 (NCT02501096) and phase 2 LEAP-005
(NCT03797326) studies, the combination of the antiangiogenic multikinase inhibitor
lenvatinib and the anti‒PD-1 monoclonal antibody pembrolizumab demonstrated
promising antitumor activity with a manageable safety profile in patients with previously
treated (both studies) and untreated (KEYNOTE-146) histologically or cytologically
confirmed metastatic (both studies) and/or unresectable (LEAP-005) solid tumors. In the
LEAP-005 trial, benefit was seen in cohorts with glioblastoma multiforme and biliary tract
cancer (second-line treatment), triple-negative breast cancer (second- and third-line
treatment), gastric and colorectal cancer (third-line treatment), and ovarian cancer
(fourth-line treatment). Based on these encouraging results and the unmet need for
patients with pancreatic cancer, the LEAP-005 protocol was amended to include a
pancreatic cancer cohort. Here we describe the LEAP-005 trial design for this cohort.

Trial design: Eligible patients are aged �18 years with histologically or cytologically
confirmed metastatic pancreatic ductal adenocarcinoma and have received 1 or 2
prior lines of therapy (including �1 platinum- or gemcitabine-containing regimen),
have measurable disease per RECIST version 1.1, have ECOG performance status of
0 or 1, and provide a tissue sample for evaluation of PD-L1 expression. Patients
receive lenvatinib 20 mg once daily plus pembrolizumab 200 mg Q3W for up to 35
cycles of pembrolizumab (approximately 2 years) or until confirmed disease pro-
gression, unacceptable toxicity, or withdrawal of consent. Treatment with lenvatinib
can continue beyond 2 years in patients experiencing clinical benefit. The primary
endpoints are ORR (per RECIST version 1.1 by blinded independent central review)
and safety. The primary safety endpoints are treatment-emergent AEs, serious AEs,
and discontinuations due to AEs, with AEs graded using National Cancer Institute
Common Terminology Criteria for Adverse Events version 4.0. Secondary endpoints
include disease control rate (comprising CR, PR, and SD), duration of response, PFS,
and OS. Health-related quality of life is assessed using validated patient-reported
outcome instruments including the European Organisation for the Research and
Treatment of Cancer (EORTC) Quality of Life Questionnaire-Core 30 (QLQ-C30). Tumor
imaging is performed Q9W from treatment initiation for 54 weeks, then Q12W to
week 102, and Q24W thereafter. PD-L1 expression is assessed by a central laboratory
using PD-L1 IHC 22C3 (Agilent Technologies, Carpinteria, CA). The pancreatic cancer
cohort began enrollment in March 2021. An interim analysis is planned when the first
30 patients enrolled have been followed up for approximately 6 months.

Clinical trial identification: ClinicalTrials.gov, NCT03797326.
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Background: Advanced gastric, pancreatic and biliary tract cancer patients have poor
prognosis. Platinum, fluoropyrimidine, taxane, irinotecan, and gemcitabine used alone
or in combination are commonly used for these patients. However, the overall
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