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SNV percentage heatmap

NLRP3
NLRP7

49
39

cAsPa-|54 15 17

NLRP2+ 34 24
NLRP1 23

PLCG14
NOD2 A
NLRC4 4
SCAF11+
NOD1 4
GSDMC 1
CASP54
CASP14
GSDMA 4
GSDME 1
NLRPG 4
CASP4 4
PJVK 4
AlM2 4
PRKACA 4
IL1B4
GSDMD 4
GSDMB 1
IL6
CASP9
CASP34
TNF o
ELANE 1
CASP6 1
TIRAP 4
IL184
PYCARD 4
GPX4 4

27
33
45
46
34
29
33
32
19
29
13
19
20
21
15
13
12
9
10
14
15
7
6
12
10
8

N
& 357@,}:6‘\ S @‘\ %"\ \’\\@6 P ’@"\ @@%@ N ,.\“37,1) PN ,]?‘1)/'\“5’ /fg? & 4\‘3\@\ 055 ,3, 5 &5 05\\ %‘Q S
§ o \ﬂ‘v_ \°o\°' & & & & 00,,&* \0’/"’\,@’0@ EE N ”0\"% & \<‘ \“’ o5 S
<Cs 4—0 & o‘* RCRCE T E e P FE S F €8 Q§,\<\ 4“ Q? ,\e & \55*
19-39 1315 5 3 3 11 8 2 13 14 0 2 21 2 2 1 4 1 0
30 15 33 281415 6 7 1 10 7 1 12 2 1 1 4 1. 1 4 2 2 2 3
21 5 111508814 13 3 0 2 1 19 3 1 11 2 1 4 1 1 0
1529 16 11 13 1 4 3 9 7 2 14 5 1 2 2 2 7 4 2
1418 9 7 10 2 7 3 6 2 3 13 2 1 04 1 3 4 3 0 1
1422 9 31311 2 56 6 6 6 3 104 0 1 1 1 1 6 5 0 1 1 1
1816 16 18 7 4 3 8 4 3 5 1 3 6 1 1 2 2 3 2
14 13 13 14 9 9 4 3 4 2 3 1 12 3 1 1 1 3 2 1 3 0
2514121316 6 4 6 2 5 1 1 10 3 4 2 3 3 4 1 1
110 8 7 6 9 2 4 2 7 1 1 7 1 31 2 1 1 3 0
9 14 8 4 4 4 3 2 5 1 4 10 0 1 1 1 2 1
121315 8 8 5 3 5 1 2 0 6 2 11 1 1 1
5 2 6 81 2 1 2 2 50 4 2 11 0 2 21 2 1
6 4 7 4 3 1 2 3 2 2 0 4 2 2 1 1 o 2
8 6 8 4 6 4 021 21 5 2 311 2 1 1 1
8 811 6 5 7 1 5 0 1 4 0 1 0 3 2 2 2 1 g 1 1 1
6 8 6 7 4 3 2 2 2 4 1 2 1 11 2 11 00
3 3 65 110 3 3 21 5 0 1 1 0 4 1
7 5108 4 2 1 3 0 2 1 5 5 1 1 2
16 3 1 2 4 0 2 2 4 2 6 2 1.2 0 2 1 2 0
5 4 2 4 3 1 1 1 2 1 0 2 1 1 1 0
5 2 6 3 4 4 2 1 1 2 0 03 1 20 2
4 4 3 2 2 2 1 2 0 5 2 8 3 0 1 11 0
5 0 2 3 565 2 201 1 2 2 0 1 1 010 1
5 4 6 2 5 20 21100 2 2 1 0 0 0 1 0
2 2 6 2 2 1 2 1 3 3 1 01 1
12 2 5 3 0 0 1 2 2 il 1 ch 1 1 00
7.6 3 2 4 0 2 1 2 2 0 1 1 0 ]
11 2 1 ISR 1 1 e 1 0 0 0 1
310 2 0 1 1 2 1 2 1 0 1 1
4 1 0 0 1 1 1 2 0
2 3 1 2 2 11 11 1 1 2 1
3 0 1 2 1 1 1 1 11 2 0 1

g
6

=S2NOWAN=2 BN

Figure S2

Q

)

1T

o,

Mutation freq. (%

-
o



GSDMC B =133 «55 ~ L -a52 031

NLRP?

CASPS

IL1B

TNF 8 X X i . T8 404

AlM2

PYCARD

GSDMA

IL18
CASP3
CASP1  -0& -01s
CASP8  -00s
CASP8 -us 038 o8s
CASP4 -037 014 -084 075

GPX4 055 014 038 013
NLRP3
SCAF11

NOD2
NLRC4
TIRAP
GSDMD

-024

NLRP2

PRKACA 087 -021 014 -047 018 -034 -025 -0.33

GSDMB

NOD1

PLCG1

CASP9 i

L&

PJVK 7 3 X -099

NLRP1
NLRPG &
ELANE =
o m O O O @ O w T T g o @ p P - F E

073

004

-029

UCEC

071

-0.77

-0.53

064

012

-062

-0.17



ESCA pyropiosis Survival

Strata s sissnartiah S gutgsnsion

GBM pyroptosis Survival

T ——

HNSC pyroptosis Survival

Strata s satavasl-tigh e ulguns e

KIRC pyroptosis Survival

SUBA S golune s . ganslon

o0, a0 a0 10
g oon £ o £ o
H i i
g S £
s v - LY
H H H
£ H M :
& om @ an & onl
P
. o 11 o asey
Time (cays) T {dy ) Tins (aays)
Number at risk Number at risk Number at risk Number at risk
E -7 10 2 ¢ o E il 5 § o o ¢ 3 g— 144 10 4 1 E_ 6 220 75 25 +
e 13 1 1 0 @™ |z 3 1 3 2 1 - asa 3 $ 0 == i3 B8 43 15 2
Tima (days) Tims (aays) Tima (iaya) Timo (days)
LAML pyroptosis Survival LGG pyroptosis Survival LUSE pyroptosis Survival PAAD pyroptosis Survival
Sirats = putgensigh M getgensisin Strata - gugenii=icn s gl Strats e patguna high s getgensreion SUaln . gotgensletih i putgunaieion
s aa i e
Z o ars g o 2 o
H H 2
E oam I E o L
H H
H £ H
3 om 1 o o000 a o 3 oae
2 [ o | 1 o ool
Tima (days) e gyl
Number at isk Number at risk Number at risk. Number at risk
E_ 113 7 2 o 5— 336 3t 4 ] i_ 284 &t a8 1o & 1 g— 146 12 2 °
-t 12 3 0 bl L0 2 1 1 -7 B8 e 16 4 0 -l U 4 o
i I 2 suen @ . o : i o £ ww v s F o
Tims (says) Time {oays) Tima ays) Tims tdays)
THYM pyroptosis Survival UGEG pyroptesis Survival UGS pyroptesis Survival UVM pyroptasis Survival
Fr T e p—— Sirata 8 guigenlebigh S gutguaiion Strats S gugemeiih S8 getgeneiebon FI e p——
s a0 i 1o
Z n 2 g ong
2 3 3
H g g
TS B o B ol
3 om 3 o 3 oae
§ e st e ¥ £ Vi 3 £ o
Tine syl Tine (deys)
Number at sk Number at risk Number at risk Number at risk
E i K7 5 2 o [ o p=[® s 3 o 0 g— 0 o o ] o = T 3 o o o
s 65 2 1 4 o @™l 50 12 5 1 - ls 4 i 2 1 &= |7 s 2% 6 2 1
i s N [ TR TR @ £ ] rn ¢ T w0 £ wa v £ o i £ o
Tirne (days) T {dags) Time (days) Tine )
BRCA pyroptosis Survival KICH pyroptosis Survival WESO pyroptosis Survival
Strata = geganaiohin = sengsn Strata e gutgener=han s ssngsmariow St = amganarehin e seuaniow
10 an m
g ol £ s g H
g asnd % o0 g am g
3 o T B T 3 o @
i e e e ] R £ ) C L) o £ E)
Time (days) Timo (days) Time (days)
Number at risk Number at risk Number at risk. Number at risk
§— 969 200 % B 2 g— 0 2 18 9 2 3 §— N 7 2 [] g— W s 7 2 1 3
- 115 25 I 2 2 - s 25 ” " 1 o -4 7 2 ] Ll 1 R B B 4 1 o
[ £ i v v 1} e =) 00 o £ O z o a0 O e e w0
Time (gays) Time twaye) Time (days) Time (dsys)
SKCM pyroptosis Survival STAD pyroptosis Survival THCA pyroptosis Survival BLCA pyroptosis Survival
Strata s petaseerhion m segsnero Strata e geugensiohion e peneioy Strata e psugsosrerion e gevgneIow
1m0 m 1] 10
0781 E oo £ s Z an
H H H
om - R - - 5 oame 2
0 ! g o ! E nzs g sy
T p<opont p=0.02) 1 © p=0.00029
o 1 1 om 1 ! nse] a0
Tiema (days) Tim (gays) Tima days)
Number at ri Number at risk Number at risk Number at risk
= (269 17 4 ° ;— ™ I T 2 o =0 0 0 6 3 g— 278 74 ] o 3 2
-l 4 2 o 115 4 & 2 L] -1 11 z L] [} ] bl 115 25 7 2 0
Time (deys) Time (days) “Time gy Time (days)

Figure S4




Cytokine Signaling in Immune system
Signaling by nerleuking

Interteron Signafing

Innate Immune Systom:

Neutrophil degranulation{

Adapiive Immune System:

Class A1 [Rhodopsin-iike recaptors}{
Peptioe igand-binding receptors{

GPCR ligand binding

Signaling by GPCR:

Leishmania infection

G alpha () signalling events

GPCR downstream signallng

Extraceluiar matrix organization

@ alpha (q) signalling events:

RAC1 GTPase cycle

Hemostasis{

Platelet activation, signaing ane aggregation
Programmed Gell Deatn

Infectious disease:

Class A1 {Rhodopsin-Tike mesptors)
Cytoking Signaling in Immuna system
GPGR ligand binging

Signaing by Interieukns

Innate Immune System

Adaptive Immune Sysiem

Neutraphil degrany ation{

G alphs {3 signalling svents
Interieron Signaiing
Signaing by GPCR

GPCR downstieam signaling

Leishmania infeclion

Extracsllular mairic organizalion |

@ alpha (g) signaling svents

Hemostasis {

Call Cycla Cherkpoints:
Ciass | paroxisomal membrane protein impert
Pyruats metabolism

Mitochenérial calcium ien transpert

Gitr acid cycle (TCA cycle)

BRCA

U0 0z 04 05 08

KIRC

o

T 05

Pt

oemaz

adiust

sarn

IL6
L6 GPX4
GSDMC
GPX4 NOD2
GSDMC
NOD2 CASP4
CASP4 PRKACA
PRKACA NoD1
NOD1 PLCG1
PLCG1 CASP6
CASP6 PYCARD
PYCARD CASPS
CASPS5 AlM2
AlM2 CASP1
CASP1 GSDMD
GSDMD Risky CASP3
CASP3
NLRC4 NLRC4
ELANE p>0.05 ELANE
SCAF11 SCAF11
CASP9 ! CASP9
GSDME Protective Gspme
GSDMB GSDMB
NLRP7 NLRP7
NLRP2 NLRP2
TNF TNE
IL1B IL1B
CASP8
GSDMA CASP8
NLRP3 GSDMA
PJVK NLRP3 | |
TIRAP PJVK [ |
IL18 TIRAP B
NLRP1 NI |
NLRP6 NLRP1
NLRPe I
< o o o~
1) 1
Risky score
Figure S5
¢ HNSC
Neutrophil degranulation { The NLRP3 inflammasome
Caspase activalion via Dealh Receplors in the
Innste Immune System: presence of ligand
CGylokine Signaling in immune system Generic Transcription Patnway {
Signaling by Intarleukins: SUMCylation
Class A7 (Rhodopsin—ike receptors) { Bivlogical cxidations |
Imterieron Signaling Phase || - Conjugation of compounds |
Adaptive Immuns System: Grromatin organization {
GRECR ligand binding - Chromatin modifying enzymes {
Plstelet activation, signaling and aggregation | =" Gillum Assembly{
Leishmania infecton QOrganelie biogenesis and maintenance |
Extracellular matrx organization e Hermalogous DM Palring and Sirand Exchange {
P Fresapic e Frdogos Ok by s
Hemostasis Regulation of PTEN gene franscription |
Signaliog by BPCR Tanseriplonal Raguision by E2F5
GPCR dawnsiream signalling { Anchoring of the basal body 1o the plasma membrane {
Programmed Cell Desth DM strand elongs
G alpha (q) signalling svents Respirstory elactrn anspor AT6 SREaSs
Infactious disease. by ing, ang by
lss INWC medare antgen procesang & 6P s,
Digease: Respiratary slectron transpart{
000 028 050 97 100 04 00 04
LUSC F
Neutrophil degranulagion Cytoxine Signaling in Immune system
Cytokine Signaling in Immune system Exiracallular malrix arganization:
Innate Immune Systarm. Signaling by Interleukins:
Signaling by Interieukins- Adaptive Immune Systam:
Adapive Immune System Innate immune System:
Extraceilular mairix argan ization Neutrophil degranulation:
Platelet activation, signaling and aggregation Class A/t {RhodopsIn-Iike receptars)
Hemostasis- st Galpha (i] signalling svents

Leishmania infecion

RAC1 GTPass cyce:

G-type lectin receptors (GLRs)

Celular rasponse 1o chamical stress:

RHO GTPase cycle-

Peptid liganci-binding reseptors

Infectious disease:

Class | MHC mediated antigan processi
presentalon

Signaling by NOTCH

Class AT {Rhodopsin-like reczplors)

Signaling by Rho GTPases

Signaling by Rho GTFases, Mir GTPases and RHOBTES:
0

‘E

oasarst

D023 5078 b

Figure S6

RHO GTPase Effectars:

GPCR ligand binding

Hemastasis-

Platelet activation, signaling and aggregation-
Signaling by Rho GTPases:

Signaling by Rno GTPases, Miro GTPases and RHOBTE3
Cell Cycle

Gel Cyele, Mitotic:

RHC GTPase cycle:

Signaling by GPOR:

GPCR downstream signaling |

Disease:

PAAD

02 04 06 08

- "3

Pt

o

Badius

o



[~
k]
WO < o O
TS © o o
=
Q
o

W p<0.05
K p=0.05

130X sBau L Aoienbas g0 L

DISLLNYND sbeil Aoyenbas 2oL
S8Y 1HOSH3gI0 sbesl Aojenbar jea )

1H0SHIaID sbal) Apenbas 9o L

_ T130x_elep_ewweb 8oy
say 1H0SHIdID_elep_ewweb jaa_|
THOSH348I15 elsp ewweb |33

SaY 1H0SY3FID 48djey 1ejnoljio)
L40sy3a10 Jedipy enoyop e L

d3LNNO m_ = ] i ] [ ] = = ._._MOKJD_EmmEa mfGﬂ..EE\m;uc_::Ew
2 T 1130X_Jojuaboid_piojeAw uowwog
XE EE EN u | B 1§ D=ORS R W W 730x ionusBoid ploydwiAluowwon

— o
CRI, TEE o W NETTEEED SO EN W g0 N e L

S8y 1H0Sy3g10_Bunsai_||207a

1H0SHIAID Bunsal_|jaa 2l
wm;z«.:ox_au\“ [T130X 189 MN

HIINOODION_[[32_ i [ SHY LHOSHIEID bunses |92 MN

_ TI3DOX_paieAnde |00 . | ||
SAv LHOSHIFID_PATeAlIe |30 D 1H0SYIgID bBunsai|eo yN
P I @Im_o_mx [ DISILNVND (13 YN

1HOSHITID pateAloe |[ad ol st
[ Y3 LNNODJOW 1192 N

L [old3 1189 MN o
1130X_8QD 1182 [ S8Y LHOSHIBIO PSIEANOE 180 %N
N s LHOSHIEID PEJEAOE 180 MIN
T130X_eMeu 8Qd |3
HILNAODIOW BAD |89
_ _ "0jd3 8aD P2
TTI0X_Alowaw 1019813 8q D |22
Sav 1H0SH38I0 80D |82
. 1¥0SH38910°800 1199 1L
TIFDX Mowal” [ENUS 8aD 129 L

o
I
)

()

[ 1130X_IIydoanen

[ H3NIL Iydonnan

[ D3SILNYND Ilydonnsn

M Y3LNNODHOW Iydonnan
rsgv Ly0Sy3gl) ydonnan
F 1H0S3810 Iydoanan

!

Ll

HIWILFAD ]33

130X eY1_+aI_192,

. TI3DX_TUL_pa|[a3

jmomwaa..m_s 21 UuoU_ QD[99

O3SILNVNO ™ A1orenBal”uou" g3 |20

_ T1I0X_sMeU FQD |83 ]

Sav 1H0SHIAID dneu_F D83

1HOSHIELD BARL_paD |80

_ T30X_Kowsw vga 7|20 |
S8Y 140SYIAID_BUNSaI_Aiowaw_ g j|ad_]
_ 140553810 bunsai_Aowaw g ) |23
Sav~ LH0SHIFID_PeleAnoe”Aowaw pq_|[8d
1HOSH34ID palealoe Aowaw Q3 80|

_ _ 2Id3_+Q 22
TIF0X Aowaw 10193115 gD 192 ]
TTIOX Mowsw [enusy $QD (89 1

H i ._._movﬂm;uou:ﬂ_.»,_

[ DISLLNYND_aifo0uon

EEEEEEEEECE HTINNODEAI 2Yauopy

- E - [S8Y LyoSy3gI0 ajoouop
L]

u = n [ E
1H0SH3aID apkoouop
B EECEEENT EEEEEENEEEEE L T avfoodoiaBeydosei

|

il

|

[ T130X 1193 18BN __ o
[ S8Y 1HOSH3AID Bunses |j8a jsen
[ LJOSyIEID Bunsar a0 jsen

SV 1HOSHIAID pajeAnoe 80 1se

[ 1HOSHIAID pajenae |laa”)sep

|

1SB|q0Iq))_PaleInosse_Iaoue: 3 ~
HELNNOD e pateposeeooues 130X ebeudoep
Dld3 1ske|qouqi]” pajeisosse” 1aoued) rH3WIL mmm:aEwms_ B
[ ¥3LNNODdOW eiioouoy efeydosoey

130X 2w ebeydoioep

TI30X 1199 g Aowaw payoums”sse)

) L | [ DISLLNYND zZw sBeydosey
W_W_m%xL_ oum [ SEv LHOSH3gID zn ebeydomnepy
DISLINVNG_II#o_8 [ 140Sy3aID g ebeydoioey
_ T1I0X_BWSE) o g “ n F 130X LW ebeydoioepy
sav F_Ommmm_oum&% wlm H [ O3SLINYND LN abeydomsepy
i ey 2 [Sav LH0SH3gID LW ebeydoney
SV LYOSHIGID_2neu_ (89 g [ LHOSH38ID LW abeydoieny
1405483419 anieu_jj@o_g L | lm S8V LHOSH3SIO 0w abeydomnepy
mmqu._.mOmﬁmm Kottt oo g [ 14OSH3a10 0W ebeydoioeny
gD _Alowsw|[@a"g r | abeydoioe
1HOSH341D_Aowaw -9 n Old3 eved n
979

H3INNODJON 182 2 | g
Dld3 li= 5 H T130X 1180 Wweis onsiodojewsy
> [a] o I <
3228228825835
< §333°222:8¢3

Figure S7
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