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High Expression of PD-L1 is Associated with Better Survival in
Pancreatic/Periampullary Cancers and Correlates with
Epithelial to Mesenchymal Transition

Supplementary Materials:

Table S1. Result of univariable cox proportional hazards regression analysis using death event as status variable and overall

survival time as survival time

Variable Subgroup HR (95%CIs) P value
Age 1.024 (0.992 - 1.056) 0.141
Sex
Female vs. Male 1.031 (0.607 - 1.752) 0.909
Location <0.001**
Pancreatic Head vs. AOV 11.795 (4.649 - 29.925) <0.001**
Distal CBD vs.AOV 3.609 (1.466 - 8.886) 0.005**
T7 1
T1 vs Tis 7364538.688 (0 - Inf) 0.996
T2 vs. Tis 5053164.568 (0 - Inf) 0.996
T3 vs. Tis 19062328.45 (0 - Inf) 0.996
T4 vs. Tis 24298595.997 (0 - Inf) 0.996
T8 1
T1 vs Tis 7047555.234 (0 - Inf) 0.996
T2 vs. Tis 8921396.166 (0 - Inf) 0.996
T3 vs. Tis 13294799.292 (0 - Inf) 0.996
T4 vs. Tis 18021584.76 (0 - Inf) 0.996
Gross type 0.013*
Infiltrative vs. Fungative 4.156 (1.643 - 10.517) 0.003**
Ulcerofungative vs. Fungative 0 (0 - Inf) 0.997
Sessile vs. Fungative 12.437 (2.872 - 53.858) <0.001**
Solid vs. Fungative 0 (0 - Inf) 0.997
Ulcer
Present vs. Absent 0.613 (0.216 - 1.742) 0.358
Size 1.336 (1.125 - 1.587) <0.001**
Size_4.5 cm
>4.5 cm vs. <4.5 cm 1.876 (1.056 - 3.332) 0.032*
Radial resection margin
Present vs. Absent 2.177 (0.85 - 5.571) 0.105
N1 1.425 (1.25 - 1.626) <0.001**
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(1+or2+) vs.0

3+vs. 0

1.442 (0.609 - 3.414)
0.728 (0.261 - 2.032)

0.140
0.405
0.544

HR: hazard ratio, Significant values (P < 0.05) have been marked with bold.

Table S2. Result of multivariable cox proportional hazards regression analysis using death event as response and overall survival

time as the time variable.

Variable(response=Death Event) Subgroup HR (95%CIs) P-value
Location < 0.001**
Pancreatic head vs.
AOV 7.355 (2.713 - 19.943) <0.001**
Distal CBD vs. AOV 2.855 (1.115 - 7.313) 0.029%
N stage 0.001**
N1 vs. NO 2.887 (1.531 - 5.445) 0.001**
M stage 0.004**
M1 vs. MO 3.488 (1.479 - 8.226) 0.004**
FGFR 0.004**
2+vs. 1+ 0.191 (0.06 - 0.611) 0.005**
3+vs. 1+ 0.128 (0.038 - 0.428) <0.001**
PDL1 Score2
3+ vs. (1+ or 2+) 0.48 (0.259 - 0.887) 0.019*

HR: hazard ratio, Significant values (P < 0.05) have been marked with bold.

Table S3. Result of univariable cox proportional hazards regression analysis using recurrence event as status variable and Disease-

free survival time as survival time.

Variable Subgroup HR (95%CIs) P-value
Age 1.034 (1.001 - 1.069) 0.042*
Sex
Female vs. Male 0.964 (0.554 - 1.679) 0.898
Location 0.008**
Pancreatic head vs. AOV 3.372 (1.556 - 7.31) 0.002**
Distal CBD vs. AOV 1.82 (0.882 - 3.758) 0.105
T7 1
T1 vs. Tis 6267620.358 (0 - Inf) 0.996
T2 vs. Tis 7587718.783 (0 - Inf) 0.996
T3 vs. Tis 14571449.458 (0 - Inf) 0.996
T4 vs. Tis 10132566.792 (0 - Inf) 0.996
T8 1
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HR: hazard ratio, Significant values (P < 0.05) have been marked with bold.

Table S4. Result of multivariable cox proportional hazards regression analysis using recurrence event as response and Disease-free

survival time as the time variable.

Variable Subgroup HR (95%CIs) P-value
Age 1.046 (1.011 - 1.083) 0.01*
Lymphatic invasion

Present vs. Absen 3.289 (1.838 - 5.884) <0.001**
PDL1 Score2

3+ vs. (1+ or 2+) 0.474 (0.262 - 0.86) 0.014*

HR: hazard ratio, Significant values (P < 0.05) have been marked with bold.
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Figure S1.

Negative 1+ 2+ 3+

PD-1

PD-L1 score 1

PD-L1 score 2
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Figure S1. Representative images of the immunohistochemical stainings using the tissue microarray of periampullary/ periampullary
cancers (x400). (A) PD-1, (B) PD-L1 score 1 and (C) score 2, (D) PD-L2 score 1 and (E) score 2, (F) IGF-1 (G) FGFR1, and (H) VEGF,

with negative (no expression), 1+ (low expression), 2+ (moderate expression) and 3+ (high expression) intensity.
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Figure S2

- P=0.146 < 4 P=0.909
<
«© | > o
g ° t A =
= ©
R % .
£ e SR
2 Y £
g e 3
?3 S '*t_HH, = S ++—+ — + —+Female
s " Age<60 3
2 E
§ o *| 3 &
& — 4= — —— + Age>60 B Male
S T T T T 1 g T T T T 1
0 1000 2000 3000 4000 5000 (o] 1000 2000 3000 4000 5000
Time (Event by Death) Time (Evnet by Death)
c P<0.001 o
S - TO P<0.001
Location
@
-2 4 Pancreas<CBD<AOV z S
= - i
2 E 2
2o 1%L AoV g o
& = q.. g o
g ! "+ 5
3 4 @ =
234 0 -y 2 s
= 1 “. k|
g ' tecewn E
3 ~ | I . S o
< -+ tee e e e em e +
L, CBD
- t — + Pancreas -
S > T T T T 1
< o 1000 2000 3000 4000 5000 o 1000 2000 3000 4000 5000
Time (Evnet by Death) Time (Evnet by Death)
2 Sessile & Solid P<0.001 P=0.029
I
= | Gross type >
> . . . =
£° 't‘ Infiltrative>Ulcerofungating>fu 3
3 N . . 3
g : + ngating>sessile& solid 2
(% X S
£l ]
2 1 ;I z
z + ?
3 o ¥, i 2
2 I A ! - Fungating 2
s 1 L ] Size<4.5
E . My — —4 . 3
S~ 4 | Ulcerofungating .
S i L sps sy - ————— — Size>4.5
.
- I Infiltrative p= T T T T 1
S T T T T 1 o 1000 2000 3000 4000 5000
o] 1000 2000 3000 4000 5000

Time (Evnet by Death)
Time (Evnet by Death)

- <0.
E P<0.001 P<0.001
«© > 2 4
2 o 7 £ ° L
= 3 1
2
3 N stage 2! L M st
& <9 =B stage
p—— -] 4
© -
e s L
= > 1
3 A
o = 2 s 7
g < + NO 5 1
Z y
3 v g . Mo
g s
= - S o ]
S ~ ! s
s * -,
SIS -+ N - 1 M1
- T r T T )
< v v v T 1 < 0 1000 2000 3000 4000 5000
(0] 1000 2000 3000 4000 5000

Time (Evnet by Death)
Time (Evnet by Death)

Figure S2. Kaplan-Meier plots on the relationship between overall survival and clinical parameters in periampullary/pancreatic can-
cer patients. No significant relationship found according to (A) age and (B) sex, whereas there was significant difference according

to (C) location, (D) T stage, (E) gross type, (F) size, (G) N stage, and (H) M stage
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Figure S3.
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Figure S3. Kaplan-Meier plots on the relationship between overall survival and the pathological parameters in the periampul-

lary/pancreatic cancers patients. There was significant relationship according to (A) lymphatic invasion, (B) vascular Invasion, (C)

perineural invasion, (E) histological differentiation, (F) pancreatobillary/intestinal type, and (G) fibrosis, while there was no signifi-

cant difference according to (D) radial margin involvement, and (H) inflammation.
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Figure S4.
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Figure S4. Kaplan-Meier plots survival analysis on the relationship between overall survival and expression level of the IHC markers

in periampullary/pancreatic cancers patients. There was significant relationship according to (A) CK20, (B) CDX2, (C) FGFR1, and

(D) VEGF.
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Figure S5.
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Figure S5. Kaplan-Meier plots on the relationship between disease free survival and clinical parameter in recurrent Periampul-

lary/Pancreatic cancers patients. There was significant no relationship according to (A) age, (B) sex, (E) gross type, and M stage.

While there was significant relationship according to, (C) location, (D) T stage, (F) Size, and (G) N stage.
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Figure S6. Kaplan-Meier plots on the relationship between disease free survival and pathological parameter in recurrent
Periampullary/Pancreatic cancers patients. There was significant relationship according to (A) lymphatic invasion, (E) histological
differentiation, and (G) fibrosis, whereas there was no significant difference according to (B) vascular Invasion, (C) perineural

invasion, (D) radial margin involvement, (F) pancreatobillary type vs intestinal type, and (H) inflammation.
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Figure S7.
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Figure S7. Kaplan-Meier plots on the relationship between disease free survival analysis and IHC markers expression level in recur-

rent Periampullary/Pancreatic cancers patients. There was significant relationship according to (A) CK20, (B) CDX2, (C) FGFR1, and

whereas there was not significant difference according to (D) VEGF.



