Characterization of the tumor immune microenvironment in early-stage clear cell renal cell carcinoma (ccRCC): prognostic value of
MO-macrophage enriched subtype and immune content score
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survival (PFS) for high and low risk immune score

groups in the validation (CheckMate) cohort. A risk
table with number at risk at various time points is

included at the bottom of the figure. Pairwise log-
rank comparisons are included for each curve.
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In this study, we elucidate the immune composition of a ccRCC cohort within the
TCGA project presenting with localized disease, and develop an immune content
score to predict ICB response, which we then validate in a Nivolumab treated arm of
the CheckMate 010/025 trials

One cluster was characterized by macrophage enrichment, with a distinct cluster
highly infiltrated with MO macrophages (Figure 1). This cluster had a larger fraction of
the genome altered, higher grade and stage, and a lower predicted response rate to
ICB (Table 1).

Kaplan-Meier estimates demonstrated that members of the MO-Hi demonstrated

Table 1. Demographic, pathologic, and molecular characteristics of non-metastatic patients
in the TCGA-KIRC cohort, organized by TIME cluster.

Cluster1 | Cluster2 | Cluster3 | Cluster4 | Cluster5
N=77) | (N=U6) | N=9) | N=25 | (N=70) . worse PFS and OS in comparison to other clusters (Figure 2). This cluster also had
Median Age (vears) 60.9 61.8 59.4 62.4 60.2 o N ; . .
. § |mpute relative fractions of 22 Gender (M/F, %) 62/38 59/41 72/28 72/28 61/39 E LR S— decreased PD-L1 expression, and a higher T-cell exclusion, cancer associated
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. immune cell types and activation ace (W 5) J 5/3 3/3 6, 6/1/ Figure 2a-d. Survival analyses. Kaplan-Meier curves for progression free survival (PFS) (2a) and fibroblast (CAF) and myeloid derived suppressor cell (MDSC) signature (Figure 3). An
from TCGA-KIRC project intes f D TCGAKIRC subiact Laterality R/L, %) 61/39 R/ SElad) G040 A0i34 overall survival (0S) (2b) for each cluster in the TCGA-KIRC cohort are shown. Pairwise log-rank immune score was developed using the immune infiltration of this cluster. Nivolumab
states tor eac - subjec Mutation Count (Min, 1,48, 553 1, 48,708 1, 48,409 1, 48, 89 1,48,93 ; i
. ) . comparisons were conducted for each curve. Kaplan-Meier curves for (PFS) (2c) and (OS) (2d) for " i e . N
| ] . using bulk tissue profile Median, Max) ¥ treated patients in a separate cohort (CheckMate 010/025) classified as high-risk by
any B P t l Peaction GERome 159 33 T6.1 234 159 grouped clusters 1, 2, 3, and 5 combined and labeled as OTHER compared with cluster 4 are . N
c Io or a : : . : : shown. Pairwise log-rank comparisons are included for each curve. this immune score demonstrate shorter PFS (Figure 4).
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