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Supplemental Figure 1. Associations between the presence of known KRAS driver mutations, TMB, and
PD-L1 in NSCLC tumors.

Differences in (A) tumor mutational burden (TMB; in mutations/Mb) and (B) PD-L1 tumor proportion score (TPS)
were tested between NSCLC tumors with known driver/non-driver mutations within KRAS. For plots of TMB (A),
each dot in the box-violin plots represents an individual tumor from a unique patient falling into a particular variant
group (X-axis) and is plotted along the Y-axis based on its log-transformed TMB value (non-transformed TMB
value of each transformed value shown in parentheses on the Y-axis for clarity). The bottom, middle, and top
horizontal boundaries of each box in the box-violin plots represent the first, second (median), and third quartiles

of the data. The lines extending from the two ends of each box represent 1.5x outside the interquartile. Points



beyond the lines are considered outliers. The width of the grey-shaded regions around the boxes represents the
density of the data points, whereas wider areas correspond to higher data point density. For plots of PD-L1 TPS
level (B), each section of the bar plots represents the percent of tumors falling in a particular variant group (X-
axis) that were deemed to be negative (<1%), low (1-49%), or high (=50%) for PD-L1 TPS. Differences in TMB
and PD-L1 between groups were tested using linear regression and penalized likelihood ratio tests, respectively,
adjusted for NSCLC histology. Results of testing can be found in Supplementary Table 4. *, P<0.05; **, P<0.01;
*** P<0.001; ****, P<0.0001.

PIK3ICA (N=382, 36.7%)
PTEN (N=222, 21.9%)

NFE2L2 (N=216, 20.7%)
NFE2L2 + PIK3CA (N=38, 3.7%)
FGFR3 (N=37. 3.6%)

KDM6A (N=37, 3.6%)

NFE2L2 + PTEN (N=31, 3%)
PIK3CA + PTEN (N=29, 2.8%)
KDM6A + PIKICA (N=8, 0.8%)
FGFR3 + PTEN (N=7. 0.7%)
KDM6A » PTEN (N=T,0.7%)
KDMEA + NFE2L2 (N=5, 0.5%)
KDMBA + NFE2L2 + PIK3CA (N=5. 0.5%)
FGFR3 + PIKICA (N=4, 0.4%)

Tumors with hi
Log transformed TMB (Mut/Mb)

Log transformed TMB (Mut/Mb)

<0.0001 ' 1 D RBM10 (N=410. 36.4%)
B ATM (N=238, 21.2%)
e MET (N=234, 208%)
MDM2 (N=46, 4.1%)
ATM + RBM10 (N=38, 3.4%)
CDKa (N=38, 3.4%)
MET + REM10 (N=21, 1.9%)
CDK4 + MOM2 (N=19, 1.7%)
RBM10 + MET (N=15, 1.3%)
MDM2 + RBM10 (N=9, 0.8%)
COKA + MDMZ + MET (N=8, 0.7%)
MDM2 + MET (N=8, 0.7%)
ATM + CDKA + MDM2 (N=6, 0.5%)
ATM + MDM2 (N=6, 0.5%)
ATM + MET (N=6, 0.5%)
) COK4 + MDM2 + RBM10 (=4, 0.4%)
CDKd4 + MDM2 + RBM10 + MET (N=4, 0.4%)

'
<0.0001 0021

MUTYH (N=101, 53.2%)
RET (N=83, 43.7%)
MUTYH + RET (N=5, 3.2%)

Log transformed TMB (Mut/Mb)
Tumears with

Log transformed TMB (Mut/Mb)

AXING (N=132, 57.6%)
PMS2 (N=83, 36.2%)
AXINY + PMS2 (N=14, 6.1%)

Log transformed TMB (Mut/Mb)

Supplemental Figure 2. Dose-dependent influences of gene module alteration number on histology, TMB,
and PD-L1 for PIK3CA, EGFR, MUTYH/RET, RBM10/MET, and AXIN1/PMS2-associated gene modules.

Differences in histology, tumor mutational burden (TMB; in mutations/Mb), and PD-L1 tumor proportion score
(TPS) were tested between NSCLC tumors with none, one, or 22 genomic alterations within genes co-occurring
in each network-derived gene module. Analyses were performed for all gene modules and results for
DNMTS3AITET2, EGFR, RBM10/MET, AXIN1, and KRAS-associated gene modules are shown here. The first
column for each gene module shows the unique combinations of genes that had co-occurring alterations in the
gene module. For clarity, only gene combinations detected in at least 4 patient tumors are shown. The remaining
plots show differences in the distribution of histology (adenocarcinoma vs squamous cell carcinoma), TMB, and
PD-L1 between tumors that had none, one, or 22 genomic alterations in genes of the gene module. For plots of
TMB (third column), each dot in the box-violin plots represents an individual tumor from a unique patient falling
into a particular variant group (X-axis) and is plotted along the Y-axis based on its log-transformed TMB value

(non-transformed TMB value of each transformed value shown in parentheses on the Y-axis for clarity). The



bottom, middle, and top horizontal boundaries of each box in the box-violin plots represent the first, second
(median), and third quartiles of the data. The lines extending from the two ends of each box represent 1.5x
outside the interquartile. Points beyond the lines are considered outliers. The width of the grey-shaded regions
around the boxes represents the density of the data points, whereas wider areas correspond to higher data point
density. Values below each box-violin plot is the untransformed median TMB of the group. For plots of PD-L1
TPS level (last column), each section of the bar plots represents the percent of tumors falling in a particular
variant group (X-axis) that were deemed to be negative (<1%), low (1-49%), or high (250%) for PD-L1 TPS.
Differences in histology, TMB, and PD-L1 were tested using Fisher’s exact test, t-test, and chi-squared test,

respectively.



