A ctDNA-Based Longitudinal Classification System Stratifies Risk in NSCLC
Patients Across Multiple MRD Platforms: A Retrospective Real-World Analysis.
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Variable Category Whole Exome Seq Whole Genome Seq Pooled cohort

Age, median (range), years 72 (39-89)
Sex, n (%) Male
Female
Histology, n (%) Adenocarcinoma
Squamous
Adenosquamous
Ethnicity, n (%) Hispanic 54 (70)
Non-Hispanic 23 (30)
Race, n (%) American Indian 0(0)
Asian 1(1)
Black 2 (2)
Native Hawaiian 1(1)
White 66 (86)
Undisclosed 7(9)
Multiracial 0 (0)
Clinical Stage, n (%) I 39 (51)
Il 18 (23)
Il 20 (26)
ctDNA Classification, n (%) Stable Negative 53 (69)
Baseline Positive 9(12)
Transient Positive 5(6)
Persistent Positive 10 (13)
MRD monitoring duration, median (range), months 30.3(3-47)
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WES Cohort Numbers at Risk (censored)
Stable Negative 53(0) 11(36) 1(44) 1(44)
Baseline Positive 9 (0) 1(5) 0(5) 0(5)
Transient Positive 5 (0) 1(1) 0(1) 0(1)
Persistent Positive 10(0) 0(1) 0(1) 0(1)

Months 0

72 (39-92)
57 (49)
60 (51)
85 (73)
30 (26)
2(2)

21 (52) 75 (64)

19 (48) 42 (36)

0 (0) 0 (0)

0 (0) 1(1)

4 (10) 6 (5)

0 (0) 1(1)

32 (80) 98 (84)

4 (10) 11 (9)

0 (0) 0 (0)

15 (38) 54 (46)
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WGS Cohort Numbers at Risk (censored)
Stable Negative 20 (0) 16 (3) 3(15)
Baseline Positive 11 (0) 7 (4) 0 (8)
Transient Positive 5 (0) 4 (0) 1(2)
Persistent Positive 4 (0) 0(1) 0(1)

Cox Proportional Hazards Analysis

WES Cohort

WGS Cohort

Classification

Baseline Positive
Transient Positive

Persistent Positive

HR (95% Cl)
3.49 (1.02 — 11.99)
10.25 (2.85 - 36.81)
24.21 (8.10 — 72.42)

p-value
0.0470
<0.001
<0.001

Classification
Baseline Positive
Transient Positive

Persistent Positive

HR (95% Cl)
2.89 (0.47 — 17.60)
3.69 (0.52 — 26.31)
100.23 (7.44 — 1350.01)

p-value
0.250
0.192

<0.001
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Pooled Cohort
Stable Negative
Baseline Positive
Transient Positive
Persistent Positive

Classification
Baseline Positive
Transient Positive
Persistent Positive

Mount Sinai

MEDICAL CENTER

Numbers at Risk (censored)
73(0) 11(54) 1(62) 1(62) 0(62)
20(0) 1(13) 0(13) 0(13) 0(13)
10(0) 1(4) O0(4) 0(4) 0(4)
14(0) 0(2) 0(2) 0(2) 0(2)

HR (95% Cl) p-value
2.54 (1.29 - 5.03) 0.007
3.92 (1.95-7.90) <0.001
8.96 (4.91 -16.37) <0.001

The pattern of ctDNA over time — not simply whether ctDNA is ever detected —
may be critical for identifying patients at greatest risk of recurrence.
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