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Table S1. Comparison of genomic features between different smoking, histology, and actionable EGFR
mutation status.

Variable Smoking status Histology EGEFR status
(mean * SD) (mean * SD) (mean * SD)
Ever Never p AdenocarSquamou  p Mutant  Wild P
smoker (n=used (n= cinoma s cell (n= (n=16) type (n=
27) 19) (n = 35) 11) 30)
TMBc 207+11.06 157+  0.033* 181+ 203+ 0.558 159+ 201+ 0.051
2.59 8.37 10.74 2.94 10.61
TMBm 14.0 + 9.2+ 0.038* 115+ 13.7 + 0.545 9.5+ 134 + 0.71
11.02 2.62 8.37 10.55 2.94 10.59
MATHc 47.8 + 46.2 + 0.723 470+ 473+ 0.958 46.6+ 474+ 0.885
13.61 16.10 15.01 13.57 16.20 13.85
MATHm 53.5+ 58.3 + 0.211 565+ 521+ 0.380 586+  53.8% 0.213
13.38 12.1 12.35 14.89 11.89 13.39
Shannon 28+021 28+ 0.323 2.8+ 29+ 0.159 2.8+ 2.8+ 0.866
entropy.c 0.11 0.13 0.25 0.12 0.20
Shannon 26+026 2.6+ 0.624 2.6+ 2.7+ 0.201 2.6+ 2.6+ 0.671
entropy.m 0.20 0.20 0.32 0.19 0.26
SUVmax 129+761 106+ 0.265 113+ 141+ 0.397 113+ 123+ 0.654
5.99 5.81 9.99 5.89 7.61
MTV 38.8+69.3 163+ 0.119 308+ 253+ 0.716 147+ 373+ 0.086
18.62 60.42 35.38 16.06 66.4
TLG 3967+ 1411+ 0131 3048+ 2478+ 0736  133.8+ 3750+  0.119
813.66 220.84 713.17  387.23 203.35  778.86
Entropy 43+0.83 4.1+ 0.389 42+ 43+ 0.722 42+ 42+ 0.912
0.87 0.80 1.00 0.72 0.91

EGFR, epidermal growth factor receptor; SD, standard deviation; TMB, tumor mutation burden; MATH,
mutant-allele tumor heterogeneity; SUV, standardized uptake value; MTV, metabolic tumor volume; TLG,

total lesion glycolysis. *Statistically significant.




Figure S1. The effect of PAF cutoff changes on the calculation of genomic heterogeneity.

The genomic heterogeneity features in a patient with a single-peaked MAF distribution pattern showed
a minor shift when different PAF cutoffs were applied (a and b). In the bimodally distributed MAF
pattern (c and d), the MATH shifts more apparently after PAF cutoffs change, whereas Shannon
entropy showed only minor changes.

PAF, population allele frequency; MAF, mutant allele frequency; MAD, median absolute deviation;
MATHc and MATHm, mutant-allele tumor heterogeneity based on PAF cutoffs of 1% and 0.01%;

Shannon entropy.c and Shannon entropy.m, Shannon entropy based on PAF cutoffs of 1% and 0.01%.

(a) (b)

?‘T PAF cutoff = 1% %’Y PAF cutoff = 0.01%
Median =0.192 Median =0.177
MAD =0.081 MAD =0.067
X‘ MATHc =422 MATHm =37.9
Shannon entropy.c =2.5 Shannon entropy.m =2.3

T A Ja

I I I I I 1 I I 1 I I 1

0 0.2 0.4 0.6 0.8 1 0 0.2 0.4 0.6 0.8 1
MAF MAF
(C) ] PAF cutoff =1% (d) ] PAF cutoff = 0.01%
Median = 0.409 Median = 0.200
MAD =0.195 MAD =0.138
MATHc =47.7 MATHm = 69.0
Shannon entropy.c=2.9 Shannon entropy.m =2.7
A [

I I 1
0 0.2 0.4 0.6 0.8 1 0 0.2 0.4 0.6 0.8 1
MAF MAF



Figure S2. The ICC of ®¥F-FDG PET-derived radiomic features between standard (256 x 256) and

reduced (128 x 128) image matrix sizes. Features were extracted on Pyradiomics 2.2.0 (Harvard

Medical School, Boston, MA, USA) using a fixed bin size of 0.25 SUV.

18F-FDG PET, ¥F-Fluorodeoxyglucose positron emission tomography; ICC, intraclass correlation

coefficient; SUV, standardized uptake value; MTV, metabolic tumor volume; TLG, total lesion

glycolysis; GLCM, Gray Level Co-occurrence Matrix; NGTDM, Neighbouring Gray Tone

Difference Matrix; GLRLM, Gray Level Run Length Matrix; Gray Level Size Zone Matrix.
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