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MRNA-4157 (V940) is a novel mRNA-based individualized neoantigen therapy that

Figure 1. mMRNA-4157-P201/KEYNOTE-942 (NCT03897881) study design , MRI , | ,
encodes up to 34 patient-specific immunogenic tumor neoantigens and induces
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To assess the prognostic value of
ctDNA status at baseline

melanoma (hazard ratio [HR]: 0.561;
95% confidence interval [Cl]: 0.309, 1.017;
1-sided P value = 0.0266)

Data are reported for biomarker-evaluable patients and were analyzed by assigned treatment arms

Biomarker associations with the primary mRNA-4157-P201/KEYNOTE-942 study endpoint, RFS, were evaluated with Kaplan-Meier (KM) analyses and assessed with HRs (95% Cls)
based on an unstratified Cox proportional hazards model that included treatment as a covariate within each biomarker subgroup

Designed with 80% power to detect an HR of 0.5 with =40 RFS events (with a 1-sided alpha of 0.1) pem brolizumab monothera py4_1 L

Median follow-upe: 23 months for mMRNA-4157 (V940) + pembrolizumab
24 months for pembrolizumab only

Analysis of circulating tumor DNA (ctDNA) in liquid biopsies at baseline may be used
to predict clinical benefit from cancer therapy and identify patients at higher risk of
relapse across multiple cancer types. In the adjuvant setting, personalized ctDNA
assays are a highly sensitive approach that enables detection of minimal residual
disease (MRD) post resection, which has been associated with higher risk across
various indications™ "2

DMFS, distant metastasis-free survival, hierarchically tested per protocol; ECOG PS, Eastern Cooperative Oncology Group performance status; HR, hazard ratio; IM, intramuscular;

ITT, intention-to-treat; IV, intravenous; NGS, next-generation sequencing; Q3W, every 3 weeks; RFS, recurrence-free survival.

aPatients with stage IIIB disease were eligible only if relapse occurred within 3 months of prior surgery of curative intent.

®According to the 8th edition of the AJCC Cancer Staging Manual.

°The primary endpoint was investigator-assessed RFS (defined as the time from first dose of pembrolizumab until the date of first recurrence [local, regional, or distant metastasis], a new primary
melanoma, or death from any cause) in the ITT population.

9The primary analysis for RFS was specified to occur after all patients completed =12 months on study and =40 RFS events were observed. Descriptive analysis was specified to occur when

>51 RFS events were observed.

*Time of database cutoff was November 14, 2022.

— RFS was defined as the time from first dose of pembrolizumab until the date of first recurrence (local, regional, or distant metastasis), a new primary melanoma, or death from any cause

The prognostic value of ctDNA and tumor biomarkers with respect to RFS was assessed by HRs (95% Cls) comparing ctDNA and biomarker subgroups, pooled from both
treatment arms, and obtained from an unstratified Cox proportional hazards model that included biomarker group as a covariate

Assessments of the association of various biomarkers with RFS across study arms suggested that
ctDNA status at baseline had negative prognostic value (RFS HR comparing ctDNA status: 0.149;
95% Cl: 0.073, 0.306) in patients with resected high-risk melanoma (Figure 3; Table 3)

In ctDNA-negative patients at baseline, a substantial RFS benefit with mRNA-4157 (V940) + pembrolizumab versus pembrolizumab monotherapy was
observed (HR: 0.225; 95% CI: 0.095, 0.531; Figure 2)

Within ctDNA-negative patients, baseline disease characteristics, as well as TIS and PD-L1, were generally balanced between both study arms (Table 2)

ﬁﬁ Results

The majority of ctDNA-evaluable patients were

— There was a larger subgroup of TMB-high patients in the mRNA-4157 (V940) + pembrolizumab arm (80.0% [72/90]) compared to the pembrolizumab

monotherapy arm (62.9% [22/35]) _
— In ctDNA-negative patients (n = 110), the RFS HR was 0.254 (95% Cl: 0.106, 0.607) with adjustment by TMB versus 0.225 (95% Cl: 0.095, 0.531)

RFS KM curves started to separate within 24 weeks, as compared to 40 weeks observed in the overall ITT population’

A trend towards RFS benefit of mMRNA-4157 (V940) + pembrolizumab versus pembrolizumab monotherapy was also observed for ctDNA-positive patients at Figure 3. ctDNA status at baseline has prognostic value in patients with resected high-risk melanoma

ctDNA-negative at baseline (88.0% [110/125]; without adjustment by TMB, suggesting that the RFS treatment effect was robust and not driven by TMB baseline; however, the small sample size limits the interpretation of these results 100
Table 1) Table 2. Baseline characteristics across ctDNA-evaluable, ctDNA-non-evaluable, and ITT populations; baseline characteristics by treatment arm and Figure 2. Improved RFS in ctDNA-negative patients at baseline treated with a combination of mMRNA-4157 (V940) + pembrolizumab compared to
The proportion of ctDNA-positive patients at ctDNA status pembrolizumab monotherapy -
baseline was slightly higher in the mRNA-4157 (V940) ctDNA status ctDNA-positive ctDNA-negative 80 —
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Table 1 . Distribution Of CtDNA_positive and SeX, n (%) 80 — b - - .:.- CtDNA'neg MRNA-4157 (V940) + pembr0|lzumab g 60
ctDNA-negative patients across study arms Female 40 (32.0) 16 (50.0) 56 (35.7) 4 (30.8) 0 26 (33.8) 10 (30.3) temmmmeeoen o
Male 85 (68.0) 16 (50.0) 101 (64.3) 9 (69.2) 2 (100) 51 (66.2) 23 (69.7) + e
le\(l;A-41 57 Age, years T 40 —
en(l\ér ;‘Ig)u’;nab perbrolizumab | Total Mean (SD) 60.9 (13.3) 60.2 (15.5) 60.7 (13.7) 65.0 (11.4) 67.5 (10.6) 61.2 (13.9) 58.0 (12.4) g ©0° Lt -
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Negative 77 (85.6) 33 (94.3) 110 (88.0) Race, n (%) ™ ctDNA-pos
ST —— White 119 (95.2) 32 (100) 151 (96.2) 13 (100) 2 (100) 73 (94.8) 31 (93.9) 20 - 0 | | | | | | | |
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to-treat (ITT) population (N = 157; Table 2) Disease stage at randomization, n (%) Time (weeks) Ctgm'”eg 11150 191 956 852 535 214 119 ? 8
. 1C 103 (82.4) 28 (87.5) 131 (83.4) 11 (84.6) 2 (100) 63 (81.8) 27 (81.8) CtDNA-pos
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. ' : 77 72 69 57 38 18 15 6 1 igh-ri
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1ITT 9 | tP _ g8 TIS ctDNA-pos: pembrolizumab 2 0 0 0 0 0 0 0 0 ctDNA-neg vs ctDNA-pos | TMB-high vs TMB—non-high TIS-high vs TIS-low PD-L1-pos vs PD-L1—-neg
overa population (mean = 818) Mean (SD) 4.44 (1.23) 4.69 (1.22) 4.49 (1.23) 4.08 (1.21) 4.34 (2.67) 4.48 (1.25) 4.49 (1.16) 0.149 (0.073, 0.306) 0.476 (0.263, 0.862) 0.452 (0.242, 0.844) 0.661 (0.299, 1.46)
Median (range) 4.54(0.77,7.14) | 4.95(1.83,6.56) | 4.56 (0.77,7.14) | 4.02(2.07,6.71) |4.34(2.45,6.23)| 4.59(0.77,7.14) | 4.57 (2.13,6.88) mRNA-4157 (V940) + mRNA-4157 (V940) + " n(110vs 15) " n (109 vs 45) " n(77vs 77) " n(96vs 18)
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PD_L'I CPS 21 N (0/0) HR (950/0 C|) EventS, n/N (0/0) EventS, n/N (%) ?kﬂc&o?ﬂr?]%r:crﬁ&?;?iggglct;tuDrI:jléh.circulating tumor DNA; HR, hazard ratio; neg, negative; PD-L1, programmed death ligand-1; pos, positive; RFS, recurrence-free survival; TIS, tumor inflammation signature;
Positive 79 (63.2) 17 (53.1) 96 (61.1) 9 (69.2) 2 (100) 49 (63.6) 19 (57.6) |
Negative 15 (12.0) 3(9.4) 18 (11.5) 2 (15.4) 0 9(11.7) 4(12.1) CtDNA-pos NE 10/13 (76.9) 2/2(100)
Missing 31 (24.8) 12 (37.5) 43 (27.4) 2 (15.4) 0 19 (24.7) 10 (30.3) ctDNA-neg 0.225 (0.095, 0.531) 8/77 (10.4) 15/33 (45.5)

. Conclusions

- MRD detection by plasma ctDNA assay at the start of
adjuvant melanoma treatment was observed in only 12%
of patients in MRNA-4157-P201/KEYNOTE-942 but was

CPS, combined positivity score; ctDNA, circulating tumor DNA; ECOG PS, Eastern Cooperative Oncology Group performance status; ITT, intention-to-treat; PD-L1, programmed death ligand-1; SD, standard deviation; TIS, tumor inflammation signature; TMB, tumor mutational burden.
3TMB = the number of nonsynonymous tumor mutations with an allele frequency =5%.

associated with shorter RFS in those patients

» In ctDNA-negative patients, the combination treatment

- Data in the mMRNA-4157-P201/KEYNOTE-942 study
suggest that MRD detection by ctDNA has prognostic
value that may be comparable, or potentially stronger

than tissue-based biomarkers in patients with resected

of MRNA-4157 (V940) + pembrolizumab improved RFS
compared to pembrolizumab monotherapy

high-risk melanoma and should be further explored

Cl, confidence interval; ctDNA, circulating tumor DNA; HR, hazard ratio; NE, not evaluable; neg, negative; pos, positive; RFS, recurrence-free survival.

 The reduced sample size and low humber of events in the
ctDNA-evaluable group limit comparison of these results
with those of the ITT population, and the association
between MRD and mRNA-4157 (V940) treatment effect
will be further explored in upcoming planned studies.
Additional analyses, including assessment of longitudinal
ctDNA patterns, are ongoing
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