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Supplementary Figure S1: Overview of workflow and data generation for patients enrolled on the 
PancSeq protocol.
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Supplementary Figure S2: Analysis of neoplastic cellularity within the biopsy cohort of advanced PDAC patients.
A) Correlation of neoplastic cellularity estimates by histology (H&E stain, Y-axis) and ABSOLUTE purity by WES
analysis (X-axis). Overall, the Pearson correlation was 0.386, 95% CI (0.195 - 0.548); P = 0.00016. For
metastatic biopsies, the correlation was 0.367, 95% CI (0.133 - 0.562), P = 0.0029. For primary tumor
resections, the correlation was 0.308, 95% CI(-0.081, 0.616), P = 0.118. B) ABSOLUTE purity by biopsy site.
Pancreatic primary tumors (0.30) showed a non-significant trend toward lower ABSOLUTE purity than liver
metastatic lesions (0.39), Welch Two Sample t-test, p = 0.07.
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Supplementary Figure S3: GISTIC 2.0 analysis of recurrent copy number alterations (CNAs). Chromosome
position is shown on the Y-axis and statistical significance (q-value) is shown on the X-axis. Recurrent
amplifications are depicted in red (left) and deletions in blue (right).
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Supplementary	Figure	S4

A

B

Supplementary Figure S4: De novo mutational signature analysis from whole exome sequencing data for
advanced PDAC patients. A) Signature activities are shown for all 71 samples in the cohort for three primary
signatures (Sig A, B, C), representing 4 main mutational processes: C>T transitions at CpG dinucleotides, Aging
(COSMIC1), APOBEC (COSMIC2 and 13), homologous recombination deficiency (HRD) or BRCA deficiency
(COSMIC3), and a signature of unknown etiology (COSMIC17) B) Lego plot showing identification of three
signatures.



Supplementary	Figure	S5

A

B

Supplementary Figure S5: Analysis of PDAC gene expression signatures in the biopsy cohort. A) Liver gene
expression scores (Y-axis) and composite stromal gene expression scores (X-axis) are displayed for each liver
metastasis. Color indicates composite tumor expression score, with the lowest expressing samples from Figure
3A highlighted in grey. B) t-SNE plot showing clustering of samples based on gene expression with samples
labeled by expression subtype, anatomic location and additional annotations highlighting atypical features of
select samples.



Supplementary	Figure	S6
A

B

BCL2

MYC

RNF43

TSC2

STK11

PIK3CB

PIK3CA

AKT2

FGFR3

FGFR1

ERBB2

ERCC2

CHEK2

ATM

PALB2

BRCA2

BRCA1

CDK12

CCNE1

CDK6

CDKN2A

BRAF

KRAS

04
00

25
3_

T1
04

00
09

4_
T1

04
00

09
8_

T1
04

00
13

7_
T1

04
00

15
1_

T2
04

00
17

9_
T1

04
00

20
7_

T1
04

00
22

0_
T1

04
00

23
3_

T1
04

00
24

2_
T1

04
00

24
6_

T1
04

00
27

8_
T1

04
00

17
4_

T1
04

00
13

6_
T1

04
00

23
5_

T1
04

00
25

1_
T1

04
00

07
8_

T1
04

00
08

3_
T1

04
00

06
2_

T1
04

00
06

9_
T1

04
00

09
6_

T1
04

00
11

7_
T2

04
00

12
7_

T1
04

00
14

2_
T1

04
00

19
2_

T1
04

00
19

5_
T1

04
00

23
7_

T1
04

00
20

9_
T1

04
00

24
3_

T1
04

00
06

7_
T1

04
00

06
8_

T1
04

00
07

5_
T1

04
00

00
7_

T1
04

00
00

9_
T1

04
00

01
0_

T1
04

00
05

5_
T1

04
00

08
7_

T1
04

00
08

9_
T1

04
00

09
7_

T1
04

00
10

0_
T1

04
00

12
3_

T1
04

00
12

8_
T1

04
00

12
9_

T1
04

00
14

8_
T1

04
00

15
5_

T1
04

00
16

4_
T1

04
00

16
5_

T1
04

00
17

1_
T1

04
00

17
7_

T1
04

00
18

1_
T1

04
00

19
3_

T1
04

00
20

8_
T1

04
00

21
4_

T1
04

00
21

5_
T1

04
00

23
1_

T1
04

00
24

5_
T1

04
00

26
7_

T1
04

00
27

0_
T1

04
00

00
8_

T1
04

00
09

1_
T1

04
00

20
3_

T1
04

00
16

7_
T1

04
00

26
8_

T1
04

00
27

3_
T1

04
00

12
4_

T1
04

00
17

2_
T1

04
00

04
7_

T1
04

00
20

2_
T1

04
00

19
7_

T1
04

00
02

7_
T1

04
00

19
8_

T1

Key
Missense
Splice site
Frameshift
Nonsense
In−frame indel
Germline
High−level gain
Homozygous deletion

# Samples: 71

RAF/MEK/ERK Inhibitor

CDK Inhibitor

Platinum chemo / 
PARP inhibitor

RTK Inhibitor

PI3K/AKT Inhibitor

MTOR Inhibitor

Porcupine Inhibitor

Bromodomain Inhibitor

Anti-apoptotic Inhibitor

HRD Signature
FALSE
TRUE

Key
Missense
Splice site
Frameshift
Nonsense
Germline
Homozygous deletion

BLM

BABAM1

BRIP1

BRCC3

NBN

RAD51C

RAD50

CDK12

FANCM

FANCL

FANCA

ERCC2

ATR

CHEK2

ATM

PALB2

BRCA2

BRCA1

# Samples: 31

04
00

09
4_

T1
04

00
17

4_
T1

04
00

13
6_

T1
04

00
20

9_
T1

04
00

23
5_

T1
04

00
02

7_
T1

04
00

06
7_

T1
04

00
06

8_
T1

04
00

07
8_

T1
04

00
07

5_
T1

04
00

00
8_

T1
04

00
12

4_
T1

04
00

19
7_

T1
04

00
20

8_
T1

04
00

24
2_

T1
04

00
25

3_
T1

04
00

17
9_

T1
04

00
21

5_
T1

04
00

09
6_

T1
04

00
26

7_
T1

04
00

12
9_

T1
04

00
16

5_
T1

04
00

21
4_

T1
04

00
16

4_
T1

04
00

17
7_

T1
04

00
14

8_
T1

04
00

27
0_

T1
04

00
26

8_
T1

04
00

00
9_

T1
04

00
19

2_
T1

04
00

19
3_

T1

Supplementary Figure S6: Clinically relevant alterations in the cohort. (A) Clinically relevant alterations with
potential therapeutic implications are shown, with genes grouped according to therapy class shown on the left.
(B) Alterations in DNA damage repair genes. The presence of an HRD signature (“true” = blue) from whole
exome sequencing data is shown in the track at the bottom, defined as a sample having an HRD/BRCA
signature score greater than or equal to the BRCA or PALB2 mutant sample with the lowest HRD/BRCA
signature score.


