B April 18, 2023, 9:00 AM - 12:30 PM

Authors

Q Section 47

Ryan J. Sullivan, Matteo Carlino, Jeffrey S. Weber, Tarek Meniawy, Matthew H. Taylor, Kevin Kim, Meredith McKean,
Georgiana V. Long, Mark Faries, C. Lance Cowey, Andrew Pecora, Geoffrey T. Gibney, Jason Luke, Sajeve Thomas, Vasudha
Sehgal, Igor Feldman, Praveen Aanur, Michelle Brown, Robert S. Meehan, Celine Robert-Tissot, Adnan Khattak.
Massachusetts General Hospital, Boston, MA, Westmead Hospital, Westmead, Australia, NYU Langone Medical Center,
New York, NY, Saint John of God Subiaco Hospital, Subiaco, Australia, Providence Cancer Institute, Franz Clinic,
Portland, OR, California Pacific Medical Center Research Institute, San Francisco, CA, Sarah Cannon Research Institute,
Nashville, TN, Melanoma Institute Australia, Wollstonecraft, Australia, The Angeles Clinic and Research Institute, Los
Angeles, CA, Texas Oncology, Dallas, TX, John Theurer Cancer Center, Hackensack, NJ, Lombardi Cancer Center,
Washington D.C., WA, UPMC Hillman Cancer Center, Pittsburgh, PA, Orlando Health, Orlando, FL, Moderna Inc.,
Cambridge, MA, Hollywood Private Hospital, Nedlands, Australia

Disclosures
R.J. Sullivan,
Merck Independent Contractor, Grant/Contract.
Novartis Independent Contractor.
Pfizer Independent Contractor.
M. Carlino,
MSD Other, Consultant Advisor and Honoraria.
BMS Other, Consultant Advisor and Honoraria.

Novartis Other, Consultant Advisor and Honoraria.

Ideaya Other, Consultant Advisor.

Oncosec Other, Consultant Advisor.
Pierre-Fabre Other, Consultant Advisor.
Regeneron Other, Consultant Advisor.

Sanofi Other, Consultant Advisor.

Merck Other, Consultant Advisor.

J. S. Weber,

BMS Independent Contractor.

Merck Independent Contractor.

GSK Independent Contractor.

Pfizer Independent Contractor.

Astra-Zeneca Independent Contractor.
Regeneron Independent Contractor.
Neximmuse Independent Contractor.

Instil Bio Independent Contractor, Stock Option.
Biond Independent Contractor, Stock Option.
Onco C4 Independent Contractor, Stock Option.
Incyte Independent Contractor.

Ultimauoes Independent Contractor.

Evaxum Independent Contractor, Stock Option.
T. Meniawy,

BMS Independent Contractor.

Merck/Merck Sharpe and Dome Independent Contractor.

Novartis Independent Contractor.
AstraZeneca Independent Contractor.
GSK Independent Contractor.

M. H. Taylor,

Bristol Myers Squibb Other, Consulting/advisory board member Speaker' bureau Research Funding.
Eisai Inc. Other, Consulting/advisory board member Speaker' bureau Research Funding.


https://www.abstractsonline.com/pp8/#!/10828/session/729

Blueprint Medicines Other, Consulting/advisory board member Speaker' bureau.
ISA Therapeutics Other, Research Funding.

Immune-onc Other, Consulting/advisory board member Research Funding.
Merck Consulting/advisory board member Speaker' bureau Research Funding.
Pfizer Other, Consulting/advisory board member Research Funding.
Bayer Other, Consulting/advisory board member.
Sanofi/Genzyme Other, Consulting/advisory board member.
Regeneron Other, Consulting/advisory board member.

LOXO oncology Other, Consulting/advisory board member.
Exelixis Other, Consulting/advisory board member.

Cascade Prodrug Other, Consulting/advisory board member.

K. Kim,

Moderna Grant/Contract.

Merck Grant/Contract.

M. McKean,

Moderna Other, Research Funding Consulting/Advisory Role.

Aadi Biosciences Other, Research Funding Consulting/Advisory Role.
Novartis Other, Research Funding.

Pfizer Other, Research Funding Consulting/Advisory Role.
BioNTech Research Funding.

Arvinas Other, Research Funding.

Infinity Pharmaceuticals Other, Research Funding .
Medimmune Other, Research Funding .

Astellas Pharma Other, Consulting/Advisory Role.

BicycleTX Limited Other, Consulting/Advisory Role.

iTeos Other, Consulting/Advisory Role.

G. V. Long,

Agenus Inc Other, Consultant Advisor.

Amgen Inc Other, Consultant Advisor.

Array Biopharma Other, Consultant Advisor.

AstraZeneca Other, Consultant Advisor.

Bristol Myers Squibb Other, Consultant Advisor.

Evaxion Other, Consultant Advisor.

Boehringer Ingelheim International GmbH Other, Consultant Advisor.
Hexal AG Other, Consultant Advisor.

Highlight Therapeutics S.L. Other, Consultant Advisor.

Innovent Biologics Other, Consultant Advisor.

MSD Other, Consultant Advisor.

Novartis Pharma Other, Consultant Advisor.

OncoSec Other, Consultant Advisor.

PHMR Other, Consultant Advisor.

Pierre Fabre Other, Consultant Advisor.

Provectus Australia Other, Consultant Advisor.

Qbiotics Group Other, Consultant Advisor.

Regeneron Other, Consultant Advisor.

M. Faries,

Merck Independent Contractor.

Bristol-Myers Squibb Independent Contractor.

Clario Independent Contractor.

Instil Bio Independent Contractor.

C. Cowey,

lovance Other, Paid Consultant.

EMD Serono Other, Paid Consultant.

Merck Other, Paid Consultant.

Eisai Other, Paid Consultant.

Regeneron Other, Paid Consultant.

A. Pecora, None..

G. T. Gibney, None.

J. Luke,

Abbie Other, Consultancy with compensation Research Support .
Affivant Other, Scientific Advisory Board .

BioCytics Other, Scientific Advisory Board .

Bristol-Meyers Squibb Other, Consultancy with compensation Research Support.
Merck Other, Consultancy with compensation Research Support.
Moderna Other, Research Support.



Incyte Other, Consultancy with compensation Research Support.
Pfizer Other, Consultancy with compensation Research Support.
Synthekine Other, Consultancy with compensation .
Pioneering Medicines Other, Consultancy with compensation .
S. Thomas,

BMS Independent Contractor.

Merck Independent Contractor.

Natera Independent Contractor.

Pfizer Independent Contractor.

V. Sehgal,

Moderna Inc Employment, Stock, Stock Option.

I. Feldman,

Moderna Inc Employment, Stock, Stock Option.

P. Aanur,

Moderna Inc Employment, Stock, Stock Option.

M. Brown,

Moderna Inc Employment, Stock, Stock Option.

R. S. Meehan,

Moderna Inc Employment, Stock, Stock Option.

C. Robert-Tissot,

Moderna Inc Employment, Stock, Stock Option.

A. Khattak,

Pierre - Fabre - Australia Travel.

Abstract
Background: The open-label randomized Phase 2 mRNA-4157-P201/Keynote-942 trial met its primary endpoint of
prolonged recurrence free survival (RFS) in patients with resected high-risk stage Ill/IV melanoma. Tumor
immunogenicity provides a favorable landscape for inflammatory processes associated with clinical benefit to
checkpoint inhibitors (ICl) and tumor mutational burden (TMB) has been shown to be an independent predictor of
treatment outcomes in patients treated with ICI therapy. mMRNA-4157 is a novel mRNA-based personalized cancer
vaccine which encodes up to 34 patient-specific tumor neoantigens. Here we report analyses of baseline biopsies from
the trial to explore the novel mechanism of action hypothesized to augment endogenous anti-tumor responses and
generate immunity to additional tumor neoantigens.
Methods: Paraffin-embedded formalin-fixed baseline tumor core biopsies underwent whole exome sequencing (WES)
and whole transcriptome sequencing. According to the established WES genomic score for pembrolizumab, the TMB
high threshold utilized for analysis was 175/exome (10 mutations/megabase per F1CDx). The distribution of TMB
expression in baseline tumor samples across study arms and their association with the primary RFS endpoint was
evaluated. The association with RFS of other markers of inflamed tumors, including those established for
pembrolizumab (e.g. gene expression profile (GEP) and PD-L1 expression) was also assessed.
Results: The RFS benefit of mMRNA-4157 and pembrolizumab combination compared to pembrolizumab monotherapy
observed in the intention-to-treat population was maintained with a similar treatment effect magnitude across both
high (HR = 0.65; 95% Cl: 0.3, 1.5) and low (HR = 0.59; 95% Cl: 0.3,1.4) TMB subpopulations. In line with observations
from historical data for pembrolizumab, improved RFS was observed in high TMB compared to low TMB patient
subgroups in the pembrolizumab monotherapy arm. The trend for increased RFS benefit in the high TMB
subpopulation was maintained in the mRNA-4157 and pembrolizumab study arm. Additional subgroup analyses (e.g.
GEP and PD-L1) were assessed and will be discussed.
Conclusions: Our results indicate that mRNA-4157 demonstrates improvements in RFS irrespective of TMB status
when administered in combination with pembrolizumab compared to pembrolizumab monotherapy in patients with
resected high-risk cutaneous melanoma. The novel mechanism of action of mMRNA-4157 may both deepen the activity
of pembrolizumab and broaden the population of patients that can benefit from immune therapy. The association
between TMB and mRNA-4157 treatment effect will be further explored in upcoming planned studies.



