Figure S1

0.3

0.2

0.1

0.0

0.6

0.4

0.2

0.0

0.9

0.6

0.3

0.0

2000

1000

Dendritic resting | Dendritic active | Macrophages MO | Macrophages M1_| Macrophages M2 |
0.20
0.20 p=0.004 p=0.01
p=0002 0.15 0.4 p=0004 0.15 0.75
= 0.10 [;] 0.10 p=0.05 0501 p=0.02
0.2
oo b T gt ot
i D - 0.00 0.0 - . 0.00 ﬁ -— - - i 0.00
Monocytes | NK cells activated | NK cells resting |0 o Plasma cells | T CD4 mem active |
05 g 0.15
=0.04
P o5 04{ p=0.02 0.100 p=0.02
p=0.04 -~ 0.075 G
031 p=0.01
% i 0.05 0.2 H 0.050 $ .
0.1 [} $ = 0025 - m
L -
B $ % * 0.00{ == l — — i 0.0 ! * 0.000 é 0.00 ﬁ —— —
T CD4 mem rest_| T cells CD8 | T gamma delta | T Helper | - T regs |
p=0.003 03 | =007 p<0.001
< ey =0 p=0.006
p=0.008 01 p=001 03 4
— 0.15 0.2
" - 05 0.10 o
? $ * i ot é * * 0.1 i
- voé ————*ooo—l——lj—-l- 0.0 lﬁ—ﬁ 0.0 -é$=*
StromalScore | ImmuneScore | TumorPurity |
—0=002 101 o Primary(19 Lung(6
| 20005 p=0.04 &= y(19)  E3 Lung(6)
E3 Adrenal(4) B Lymph(2)

g o'

2000

1000

-1000

1, Bt

1

E3 Bone(6)

B3 Liver(2)

E3 Soft tissue(3)

Tissue Site




Figure S1. CIBERSORT deconvolution to characterize the tumor immune microenvironment
(TIME) differences between primary vs. metastatic ccRCC by tissue site. We stratified
CIBERSORT scores across all metastatic tissue types and compared them to primary
ccRCC. T regs were significantly higher in primaries compared to adrenal, bone and lung
metastatic sites. ESTIMATE immune scores were also significantly higher in primaries
compared to bone and liver. Wilcoxon rank-sum test was used to calculate the p-values and
the symbols indicate the levels of significance. *: p<0.05, **: p<0.01.
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Figure S2. IMM151 molecular cluster assignments for each sample in our cohort. Each
column represents an individual patient, and cells below the x-axis represents the
primary tumor, whereas cells above the x-axis represent the matched metastasis. Two
patients had multiple metastatic sites.
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Figure S3. Testing the impact of immune cell infiltration in TCGA ccRCC dataset (n = 382).
Upper quartile values (Q3) were used as cut-offs for CIBERSORT scores (CD8 high vs low;
Tregs high vs low). A-B. Progression Free Survival (PFS). Kaplan-Meier survival curve
analysis did not demonstrate a significant association with CD8 or Tregs with PFS. In
multivariable Cox proportional hazard analyses adjusting for clinicopathologic variables,
only tumor stage was associated with PFS. C-D. Disease Specific Survival (DSS). Kaplan-
Meier survival curve analysis demonstrated a significant association with low CD8 and high
Tregs with DSS. In multivariable Cox proportional hazard analyses adjusting for
clinicopathologic variables, only tumor stage was associated with DSS.



