A)

BLCA smokers

Former

2-Methyl glutamic acid
Myristoleic acid

N-Acetyl Aspartic acid
Isobutyryl Carnitine
Erythrono-1,4-lactone
Propeonyl Carnitine
2-Methylbutyroylcarnitine
orotate

Ketoglutarate
D-glyceraldehdye-3-phosphate
2,3-dihydroxybenzoic acid
Cytidine 5 -Monophosphate (5-CMP)
AMP

shikimate

Fumaric acid
Hydroxyisocaproic acid
Citrate

GlucoseFructose
N-Acetylornithine
Glu-Glu

Serine
2-Aminobutyraldehyde
Asparagine

Glutamic acid
hypoxanthine
N-acetylalanine

Gly-Gly

Hydroxyglutaric acid
Isoleucine

Phenyl alanine

purine

Valine

1-Methyl-Histidine
Dimethyl Arginine
N-acetyl-glutamine
taurine
D-sedoheptulose-1-7-phosphate
Uric acid

Cystathionine

Thymine

Glycine

Malonate (Propanedioate)
HBA

Phe-Glu

Aspartame

Nicotinamide

ASP-PH

Nicotinamide ribotide
Carnitine

Ribose

Urea
5-Hydroxyindoleacetic acid
N, N Dimethyl Glycine/Methyl alanine
N, N Dimethyl Glycine
Choline

DL-Pipecolic acid
5-oxo-proline

Glutamine

\.

Lysine Color key
Malic acid
Lactate -2 0 2
B) Integrated 17-gene signature C) Integrated 17-gene signature
in Riester BLCA Smokers (n=75) in Riester BLCA Never Smokers (n=18)
100 100 -
= Integrated gene signature , bottom 35% (n = 26) = Integrated gene signature , bottom 35% (n = 6)
== |ntegrated gene signature, top 65% (n = 49) = Integrated gene signature, top 65% (n = 12)
= Logrank p= 0.0407 § Logrank p=0.41929
5 =
« 60 — = 60 —
2 3
= 8
g 40 - & 40
b ©
> =
n Z ‘
20 —
a 20
0 0 -
| | | | | |
0 50 100 150 0 50 100 150
Time (Months) Time (Months)

Supplementary Figure 3. (A) Metabolite heatmap of significantly altered metabolites
between BLCA former smokers and BLCA current smokers. Kaplan-Meier survival plots of the
17 gene signature in BLCA cohorts (B) Reister BLCA smokers (bottom 35% and top 65%) (C)
Reister BLCA never smokers (bottom 35% and top 65%). Higher signature score (n=49, log-
rank p=0.0407) in Reister for the integrated gene signature exhibited significant poor survival.



