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Supplemental Figure S2
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. i
t"n’ !‘p> R
o et S

g’ :
. ‘,\‘J A
L S AR I S V8 i 3R 2
) \\,]‘l \,‘}\‘\." [l i e > 1 . 4 /"( & A i "\“Qib Y ’0’ .
! %

R
7. K€ Al
LR &
()

oY s Z 3

§ ”“’ ». it ; A 4 '_'f‘ "u"
\ " R Ln

DR} . RO %

*1')‘1 N
5 e ! p 7
> s de 0\ ,’:v' Wy
P fi des ey
Py LY et S
et AT
Fie vl
fod 5




Supplemental Figure S3

B

cell density(cells/mm?)

cell density(cells/mm?)

CD84 gene expression

cell density(cells/mm?)

cell density(cells/mm?)

Stromal CD4
1500
1000 °
i
ge o
500 < e o
®ee®
®e
(XX}
0_ [(X]
Male Female
Stromal NKp46
1500
[ )
1000
[ )
H
500 °
0 -

1
Male Female

CD84 gene expression by sex

Stromal CD3
2500
[ )
2000
1500 ®
[ )
..
10004 .
s00- ° i"
0®3%
[ )
0___JF____T___
Male Female
Stromal CD20
1500
1000
[ )
500
[ )
[ )
M
oL Wi aie
Male Female
- 15
+
=
: 7
S
] o5
QI
E 6
.
[] 55
£
N s
[o))
K] .

Sex

@ MALE

cell density(cells/mm?)

cell density(cells/mm?)

FEMALE

800

600

400

200

1500

1000

500

Stromal FoxP3

Po

——d

0- N

Male Female

Stromal CD163
2500-

2000 °

}

0_
Male Female

—~

cell density(cells/mm?

2500

2000

1500

1000

500

Stromal CD8

£ =

| sopd x|

Male Female



SUPPLEMENTAL FIGURE LEGENDS

Supplemental Figure S1 Female pancreatic cancer patients show a stronger
systemic immune response

(A) Scatter dot plots comparing the serum concentration of immunological parameters (as
indicated) in male (n= 25) and female (n= 24) PDA patients.

(B) Correlation analysis of systemic IL6 and CRP levels in all patients (n= 48).

(C) Violin plots comparing serum concentration of immunological parameters (as indicated)
in healthy individuals (n=30) versus male (n=25) and female (n=24) PDA patients.

PDA= Pancreatic ductal adenocarcinoma. CRP= C-reactive protein. *p<0.05, **p<0.005,
***n<0.0001.

Supplemental Figure S2 Male patients express higher tumoral levels of CXCL12

(A) Scatter dot plots comparing the tumoral concentration of immunological parameters (as
indicated) in male (n= 26) and female (n= 26) PDA patients.

(B) Comparison of male (n=25) and female (n=24) patients regarding the serum-to-tumor
gradient of immunological parameters (as indicated).

(C) Scatter dot plots comparing the stromal concentration of immunological parameters (as
indicated) in male (n= 26) and female (n= 24) PDA patients.

PDA= Pancreatic ductal adenocarcinoma. *p<0.05, **p<0.005, ***p<0.0001.

Supplemental Figure 83 Microenvironmental immune cell infiltrate in pancreatic
cancer patients by sex

(A) Immunohistochemistry for immune cell types (as indicated). Examples of positively stained
cells are highlighted (arrows). Scale bars, 100um.

(B) Scatter dot plots comparing the stromal densities of different immune cell types (as
indicated) in male (n= 26) and female (n= 26) PDA patients.

(C) Box plot comparing CD84 gene expression in male (n= 101) and female (n= 82) PDA
patients. The data was obtained from the Xena platform.

PDA= Pancreatic ductal adenocarcinoma.



SUPPLEMENTAL TABLES

Supplemental Table S1. Female patient characteristics (IL13 high vs. IL13 low subgroup)

Female Total
IL13 high IL13 low
Characteristic subgroup subgroup (n=26)
(n=12) (n=14)

Age (years) 69.9+ 3.6 63.6 £ 2.6 66.5+2.2
Body weight (kg) 68.7 + 3.9 64.9+22 66.6 + 2.1
BMI 26.5+5.0 24.2 +3.7 25.2+3.0
Diabetes mellitus (n) 5 3 8
Immunosuppressive drug intake (n) 0 0 0
Cardiovascular comorbidities (n) 10 8 18
Pulmonary comorbidities (n) 2 1 3
Renal comorbidities (n) 0 2 2
Hepatic comorbidities (n) 0 0 0
Autoimmune comorbidities (n) 1 0 1

T3 (n) 12 14 26
T

T4 (n) 0 0 0

NO (n) 3 2 5
N

N1 (n) 9 12 21

MO (n) 11 14 25
M

M1 (n) 1 0 1

G2 (n) 8 10 18
Grade

G3 (n) 4 4 8

RO (n) 2 0 2
R

R1 (n) 10 14 24

Data are shown as mean + SEM. BMI= body mass index (calculated as weight in kilograms divided
by height in meters squared), T= stage of primary tumor, N=regional lymph node status, M= distant

metastasis status, R= resection margin status.



Supplemental Table S2. Female patient characteristics (CD8 high vs. CD8 low subgroup)

Female Total
CD8 high CD8 low
Characteristic subgroup subgroup (n=26)
(n=28) (n=18)

Age (years) 70.0+£5.9 66.8 £ 2.6 66.5+2.2
Body weight (kg) 73.0+ 8.0 65.1+1.7 66.6 + 2.1
BMI 27.5+8.8 24.7+29 25.2+3.0
Diabetes mellitus (n) 2 6 8
Immunosuppressive drug intake (n) 0 0 0
Cardiovascular comorbidities (n) 6 12 18
Pulmonary comorbidities (n) 0 3 3
Renal comorbidities (n) 0 2 2
Hepatic comorbidities (n) 0 0 0
Autoimmune comorbidities (n) 0 1 1

T3 (n) 8 18 26
T

T4 (n) 0 0 0

NO (n) 1 4 5
N

N1 (n) 7 14 21

MO (n) 8 17 25
M

M1 (n) 0 1 1

G2 (n) 4 14 18
Grade

G3 (n) 4 4 8

RO (n) 0 2 2
R

R1 (n) 8 16 24

Data are shown as mean + SEM. BMI= body mass index (calculated as weight in kilograms divided
by height in meters squared), T= stage of primary tumor, N=regional lymph node status, M= distant

metastasis status, R= resection margin status.



