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[FIG. 2]
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Identified protein-altering mutations
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[FIG. 3]
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[FIG. 4]

>

97.8% positive correlation

207 49.7% significant positive correlation

Mean = 0.42

1.54

Probability density
>
L

0.5

04 ) 0 0.4 0.8
Spearman’s correlation coefficient

0.8

o
a

0.0

Spearman’s correlation w
o
H

DT Iy Glycolysis/Gluconeogenesis
N AR N I Val, Leu, & lle degradation
I rer e I | Fatty acid degradation

\ F D IR Enn Oxidative phosphorylation
| CE b W W PN e Spliceosome
| FECE L W LR Tail | el Ribosome

C === Genes with mRNA-survival correlation

=== (Genes with no mRNA-survival correlation
1.04

08l p=14x10"8

0.6
0.4

0.21

Cumulative distribution function

04 0 04 08
Spearman’s correlation coefficient



D

10/25

12 tumor suppressor (TS) candidates

1

Manual inspection of survival curve

19 oncogene candidates

l

Our data TCGA PACA-CA Our data TCGA PACA-AU
2 10 p=0.0065 p=0.0433 p=0.0014 p=0.0002 p=0.0287 p<0.0001
© 0.8 HR=0.48 HR=0.42 HR=0.32 HR=2.79 HR=2.37 HR=3.09
S 06
c 04
@ 02
0
0 20 40 600 20 40 600 20 40 60 O 20 40 600 20 40 600 20 40 60
Time (months) == | ow expression == High expression
l Good survival pattern in > 3 cohorts l
10 TS candidates 16 oncogene candidates
l Previously unreported in pancreatic l
cancer
7 oncogene candidates
9 TS candidates
Expression level in AsPC1 cells
TS = median(3.11) & oncogene > median l
7 TS candidates (ACSS1, ADH1C, CA2, 5 oncogene (PPL, TPI1, PTGES,
COQ8A, CYFIP2, KANK1, and IQGAP2) DCBLD2, and KRT19)
E
c 12y 12 1 2] 12
Lol 1 R T— 10 — 10{ 16—
v
o 06 08 0.84 D84
o8 \ =
o = 08l 08 08| né|
= : 041 - 04 = ac{ 041
EZ o2 : 02 02| 02{
o | ‘ EE——
2k 0 = prs 0 - ?‘b 0 o 5 o+ - .
' e » &) 4 \
o ﬁ‘\‘)(ﬁ.‘)' o -;‘? & ?,.?‘ o ot
F
Cin
Fag b e po G (oPV e vJ“** o G
-
130 -— %0+ &
1004 i
ol - - 3 ool
. —
40 o Flag g
— e &0 =
35 £
(kD& - E 200 l
ol B | .
A W W e e e e s | O tubulin C,\A ‘_65\ "0\_\.\0 *‘_\9; \ﬂ*\ 1‘,53




11/25

A Our cohort TCGA cohort PACA-AU cohort PACA-CA cohort
n=196 n=112 n=55 n=180 n=76 n=83 n=56
RNA1 RNA2 RNA3 RNA1 RNA2 RNA3 RNA1 RNA2 RNA3 RNA1 RNA2 RNA3
] s | e ———

2
{ O
Z (1o
k3
Gender IR TS TTITTYE =
stge MIIIIMITINTNE 2 (S e e ST e et ) e
Recurrence (RIEIIENMIINEET NN
Differntiation ST TNININE (R (IR ) A0 S T RN (T D e N T T
Moffitt sub BT +——wwv] S-S wv i EEms - o Eeaon et | @esss wed
Collissan sul> EEITESSTITTT T (iww [T T Sy (S i ] Gl (s T T ST s w ae
Bailey sub T T TN [ MLIODOI D T WO M T TR T
B Male [Female  Stage [l Stage | [l Stage Il [ Stage Ill @l Stage vV @INA  Reccurence [ Yes [JNo [[JNA Differentiation Well ij Intermediate [I]Poor [@No [INA
Motif subtype [ Classical [llBasal-like [INA Collisson [ Classical @ QM-PDA [lExocrine-like  Bailey subtype [Progenitor [l ] ic EIADEX
B Our cohort TCGA cohort PACA-AU PACA-CA
100 — RNAT 100 100 100
9 — RNA2
o 75 —RNAY 75 75 75
©
.'—?‘3 50 50 50 50
c
3 ® 25 2 25
. ‘.—.—1
0 o 0 0
0 20 40 60 0 20 A0 8 0 20 40 80 0 20 40 60
Time (months) Time (months) Time(months) Time(months)
C D Phos1 Phos2 Phos3 Phos4
Protl Prot2 Prot3 Prot4 Prot5 [y [ ]
T E— ST I o e R
protl § Sopsae e phosl
(554) A SRR (583)
prot2 & 2 : 37 v S
(792) CEEEEEE %= phos2
: SR . (517)
prot3 [SEEs : R Lo
(984) PEEESEE Lo SETE 3
SEANES: : BF Phos3 Eaeeas Rt
T Aty 3 617 : ; Y <J A “,' % r
prot4 : L a . ( ) : $7-&
(1101) EEERESERs e 1 :
< : SEH phos4d
prot5 f . i (1101)
(946) & : : i
Gender TN TN THINETTTTIITTEE]

[RENTI] 101 SN 11 BEENl Il (W]
[ AT 110 SR s S i i
i atio [ T S I A O N 0
Differentiation [[HMITRTTME U 110 0 S A A

Recurrence T NTEE DRSS TTRURNAN 1100 1T (AR T WY T T T T THTINT T



12/25

E Sub1

RNA1

'
Phos3
Prot3
RNA2
Phos1
Prot1
Phos2
Prot4
RNA3
Phos4
Prot5

B NNTITEE INWN (IN 100 ININMINNNT ININE | ININIINIIN

(R T T T 0 (O T T T O T ()

| 1 1 m mEil I EmiN im0 INH]

(I I T N A N Y N AT TH TN T T

Subt Sub2 Sub3 Sub4 SubS5 Subf
. T T

| KRAS

Sub2 Sub3 Sub4 Sub5 Sub6

G

| TR33
SMADY

| COKNZA
LARID (A

| TGPBR2

Differentiation

l I iwis “T" ‘!rll l 3 ._L TN l’ll’,n’ Recurrence
Bl Missense I Frame shift B Nonsense B splice site

Survival rate (%)

— Sub1 =—Sub4 H
100 — Sub2 —Sub5 |
—Sub3 —Sub6 g4
g
75 8 44
o
(o))
Q
E 34
50 T
o
2 21
i)
25 fg 14
2
04
0

0 20 40 60

Time(months) Sub1 Sub2 Sub3 Sub4 Subs Subb



13/25

[FIG. 6]
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[FIG. 7]
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[FIG. 8]
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[FIG. 10]
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[FIG. 11]
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[FIG. 12]

Subtype Analysis Algorithm

Subtype analysis using MRM signal intensity comparison between patient sample and representative
peptides of each subtype
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Cryoprep device (CP02, Covaris) . '

Ultra-lugh pressure Atmosphenc pressuze
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