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Supplementary Figure 1. Flowchart of the integrated analysis of the molecular
mechanisms, immunogenic features and clinical relevance of ferroptosis

regulators across 33 cancer types.
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Supplementary Figure 2. Identification of transcriptomic aberrations and
prognostic roles of ferroptosis regulators in pan-cancer tissue. (A-E) The box plot
indicates the expression levels of ferroptosis regulators, including SLC7A11, GSS,
ACSL1 and ACSL4, in pan-cancer tissue. (F) Heat map showing the association
between the expression level of ferroptosis regulators and patient survival in the
pan-cancer cohort. Higher expression with worse survival is represented by red, while

better survival is represented by blue.
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Supplementary Figure 3. The distribution of 30 ferroptosis gene hazard ratios

across 33 cancer types.



>

Jossaiddng  [ESRIGR
)
29
Q)
0000
>
b

)
0
9
2

(@)

2z
35
z. W0
2287 55

X
X 038100
100): OQ)qu)}

s
_U>>O>>

>

0:

12}
o

AC:

)w'“
220
SWARWACOA=WWNONOB

LPC
SLC39A

@

£:0%0
ORS00
() F=Tour

Jossouddng  [IRRSATERN
Po
OE:
300007
2R3

TumorPuritX

StromalScore

oW

2
33
n
ETX

T oo

2.

e

0.8

06

0.4

0.2

b o a5
5
lossaiddng  [EIEOANGRI

SLC39A14
LPCAT3
SAT1

FTL
ACSL6
ACSL4
ACSL1

o |® ol®
®
°
0 °
o ® > ®|
® ® ®
0
o[- @ ®) °
o @ ®
0
o
O
O 0 ® ®
o (o
® e co eeeocooee
°
O ®

TP53
VDAC3

o o o o .
N » o -]
Jossaiddng  [IESANGEE
g2
>>
W o, 2
T 40p»0
882300
>UT0RGND

O<<_O 25000 00000 a-<S0
BOZDELESOOITHD AIIEOIQOSWLNS
i}
ElE s o SRS e
® 1
0
os
o @ LI e (0:6,
°
a2 L2 0.4
®
® 0.2
S Sl e
0 O
. e -02
o [-[®- (o
3 ®® -0.4
cee0c000ec 00000
& -0.6
g . -0.8
0
=1
]

a = NN — = *p <0.05
— [_,] — _.. Correlation
- - - - 0.3
. . - - = . - i

= 1 1 -

5 = - * 0 = 0.1

" = 0o

- B - = - —0.1
- g - -

Supplementary Figure 4. Association between the expression level of 30

ferroptosis genes and tumor immunity. (A-C) The relationship between ferroptosis

gene expression level and tumor purity, ESTIMATE and stromal score. (D) The heat

map shows the association between ferroptosis gene expression levels and the

abundance of 6 immune cells in the microenvironment.
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Supplementary Figure 5. Kaplan-Meier survival curves of overall survival (OS)



of high ferroptosis score vs. low ferroptosis score among the cancers. (A-E) There

was a positive relationship between ferroptosis score and SKCM, while other cancers

showed a negative correlation with ferroptosis score, including KIRP, LAML, UCS

and UVM. The P-values calculated by log-rank test are represented.

c s PO J—
BLCA 142 13710.956-1.349 —-—= ACC GBM
BRCA 313 130(0.891-1433 ——
85(8)% %g ggg gggg: gg% —— Ferroptosis Score =~ high =~ low Fertoptosis Score < high == low
COAD 205 660-1.093 —_—
DLBC 620 119(0.718-174 —_—— 100 1.00
ESCA 224 116(0.935-1.333 -
GBM 024 200(1.025-1.405 - 3 H
HNSC 509 064(0.886-1.277 - 2 2
KICH 168 620(0.815-3220) _— 2075 2075
KIRC 480 909(0.698-1.184 —_— H 2
KIRP 023 365(1.043-1.785 — 9 H
GG 126 171(0.957-1433 - 8 &
LIHC 460 950(0.831-1.088} - c 050 050
LUAD 314 106(0.909-1.345 - 5 s
LUSC 070 877(0.762-1011 - 2 2
ol el %
). )= 2 - =
PAAD 291 094(0.926-1291 - g p=0.0068 & p=00004
PCPG .057 704{0.490-1010) el o
D 623 946(0.757-1.181 - 000
EAD 464 888(0.646-1.221 —_— 000
T i 3 6 T “
TAD 42 103008571241 —— " Time(years) 0 Timelyeers)
TGCT 798 953(0.659-1.378 — s 3
THCA 581 914(0.663-1259 —_— 8 I}
S o T L S AR ¢ N
CS 437 120(0.842-1.489 —_— 8wl ® & " 7 5 N i Siowf » 10 s 2 0
VM 005 379(1.100-1.728 — g 3 ] 7 7
£ 0 1 2 . 3 4 5 6 H Time{years)
050 10 20 & Time(years) * ’
D Hazard ratio
KIRP THYM UvM
Ferroptosis Score = high =~ low Ferroptosis Score == high == low Ferroptosis Score =+ high = low
1.00 1.00 1.00:
g g 3
2ors 2075 2075
3 a 3
‘Z 050 < 050 * 050
§
0.25 0.25: 0.25
g p=0.0042 p=0.0015 3 p=0.0014
0.00 0.00 0.00
0 25 5 75 10 125 15 0 25 5 75 10 125 0 1 2 3 4 5 6
w Time(years) ° Time(years) N Time(years)
s s 8
* & @
4 high1 70 2 1" 2 0 0 0 @ high{ 38 18 4 3 2 0 @high{ 34 18 10 8 1 0 0
low] 215 81 34 15 ol 1 1 2 low] & 50 2 8 3 0 S lowy 4 37 27 13 3 2 1
0 25 5 75 10 125 15 ° 0 25 5 75 10 125 0 1 2 3 4 5 6
Time(years) o Time(years) Time(years)

Supplementary Figure 6. Analysis of patient progression-free survival (PFS). (A)

The distribution of the hazard ratios of PFS across 33 cancer types. (B-F)

Kaplan-Meier estimates of progression-free survival of patients with 1 of 5 cancer

types and a high ferroptosis score or a low ferroptosis score.
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Supplementary Figure 7. Violin diagrams of ferroptosis regulator expression

levels in 6 immune cell subtypes.
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Supplementary Figure 8. Online webserver construction based on the nomogram



to predict survival of immunotherapy cohort on the basis of age, gender and
ferroptosis score. (A) Control panel. (B) Correspondingly survival plot. (C)
Survival probability. (D) Summary of patients.



