Figure S1. Transfection efficiency of HNF1A and 53BP1 vectors and siRNA in pancreatic ductal adenocarcinoma cell lines
in vitro. Transfection efficiency of HNF1A overexpression in Panc-1 and MiaPaCa-2 cells was quantified by (A) RT-qPCR
and (B) western blotting. Transfection efficiency of HNFIA knockdown in Panc-1 and MiaPaCa-2 cells was quantified by (C)
RT-gPCR and (D) western blotting. Transfection efficiency of 53BP1 overexpression in Panc-1 and MiaPaCa-2 cells was quanti-
fied by (E) RT-qPCR and (F) western blotting. The results are expressed as the mean + SD. *“P<0.001. 53BP1, p53-binding
protein 1; HNF1A, hepatocyte nuclear factor 1 homeobox A; NC, negative control; RT-qPCR, reverse transcription-quantitative
PCR; si, small interfering.
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Figure S2. HNFIA mediates cisplatin resistance in PDAC cell lines in vitro. (A) Proliferation of Panc-1 and MiaPaCa-2 cells
after HNF1A overexpression under cisplatin treatment (5 pM), as determined by Cell Counting Kit-8 assays. "P<0.05, “P<0.01
and ""P<0.001 vs. Vector. (B) Proliferation of Panc-1 and MiaPaCa-2 cells after HNF1A knockdown under cisplatin treatment
(5 uM), as determined by Cell Counting Kit-8 assays. ‘P<0.05 and “"P<0.01 vs. si-NC. Representative images of the colony
formation of Panc-1 and MiaPaCa-2 cells after (C) HNFI1A overexpression or (D) HNF1A knockdown under cisplatin treatment
(5 pM). Sphere formation assays showing Panc-1 and MiaPaCa-2 cell proliferation after (E) HNF1A overexpression or (F)
HNF1A knockdown under cisplatin treatment (5 #M). Scale bars, 50 ym. The results are expressed as the mean + SD. “P<0.05,
"P<0.01, ""P<0.001. HNF1A, hepatocyte nuclear factor 1 homeobox A; NC, negative control; si, small interfering.
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Figure S3. HNF1A mediates carboplatin resistance in PDAC cell lines in vitro. (A) Proliferation of Panc-1 and MiaPaCa-2
cells after HNF1A overexpression under carboplatin treatment (4 M), as determined by Cell Counting Kit-8 assays. "P<0.05,
*P<0.01 and "*P<0.001 vs. Vector. (B) Proliferation of Panc-1 and MiaPaCa-2 cells after HNF1A knockdown under carboplatin
treatment (4 uM), as determined by Cell Counting Kit-8 assays. "P<0.05 and “"P<0.01 vs. si-NC. Representative images of the
colony formation of Panc-1 and MiaPaCa-2 cells after (C) HNF1A overexpression or (D) HNF1A knockdown under carboplatin
treatment (4 #M). Sphere formation assays showing Panc-1 and MiaPaCa-2 cell proliferation after (E) HNF1A overexpression
or (F) HNF1A knockdown under carboplatin treatment (4 zM). Scale bars, 50 ym. The results are expressed as the mean + SD.
"P<0.05, “P<0.01, “*P<0.001. HNF1A, hepatocyte nuclear factor 1 homeobox A; NC, negative control; si, small interfering.

A Panc-1 MiaPaCa-2 B Panc-1 MiaPaCa-2
3 —a— Vector 3 —— Vector —— SE'NC ——Si-NC
£ —— HNF1A 2 —+— HNF1A g o —— SHNF1A# 34— si-HNF1A#1 *
s 5 T —— si-HNF1A#2 T | ——si-HNF1A#2
82 82 = S 2
< NS . l-lq_) 2 ek 5'_') * ok
] (6] ~ -~
=1 ** 29 (0] [} *x
E g 2 21 =
*kk
8 P8 : o & z
0+ T T T 1 0 T T T 1 le) o)
1 2 3 4 0 1 2 3 4 0 J T T 4
Time (days) Time (days) 1 2 3
Time (days) Time (days)
C D . . si-NC
Vector HNF1A = Vector si-NC si-HNF1A#1  si-HNF1A#2 = SFHNF1A#1
o _ ™ HNF1A .. xxx  mm Si-HNF1A#2
'5 150 *kk 400 Li
5 s 8 1S 3
o A e j é j gSOO—
£ £38
E 8 E 5 200 *%
Nt'ﬂ 8‘ _8 8‘ s *%
o] Q2 o -
8 1§ 5 £ £ 10 ¥
S oz O S5
8 =z 0
s - _
Panc-1 MiaPaCa-2 Panc-1 MiaPaCa-2
== \/ector m Si-NC
E = HNF1A F = si-HNF1A#1
Vector HNF1A 8 - x3 si-NC si-HNF1A#1 si-HNF1A#2 20 *xx  mm Si-HNF1A#2
*kk *kk

[}
1
—_
(&)

1

N
1
(6]
1

MiaPaCa-2 Panc-1
Carboplatin (4 uM)
Number of spheres

N
1
MiaPaCa-2 Panc-1
ACarbop atin (4 pM)
Number of spheres
]
]

o
1
)

o
|

Panc-1 MiaPaCa-2 Panc-1 MiaPaCa-2



Figure S4. Oxaliplatin-induced apoptosis in PDAC cell lines in vitro. Oxaliplatin (5 uM)-induced apoptosis of Panc-1 and
MiaPaCa-2 cells was examined through flow cytometry after (A) HNF1A overexpression or (B) HNF1A knockdown. HNFI1A,
hepatocyte nuclear factor 1 homeobox A; NC, negative control; si, small interfering.
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Figure S5. HR/NHEJ-mediated DNA repair in PDAC cell lines in vitro. (A) Panc-1 and MiaPaCa-2 cell HR-mediated DNA
repair efficiency was detected using the pDR-GFP reporter assay after HNF1A overexpression. (B) Panc-1 and MiaPaCa-2
cell NHEJ-mediated DNA repair efficiency was detected using the pimEJ5-GFP reporter assay after HNF1A overexpression.
(C) Panc-1 and MiaPaCa-2 cell HR-mediated DNA repair efficiency was detected using the pDR-GFP reporter assay after
HNFI1A knockdown. (D) Panc-1 and MiaPaCa-2 cell NHEJ-mediated DNA repair efficiency was detected using the pimEJ5-GFP
reporter assay after HNF1A knockdown. HNF1A, hepatocyte nuclear factor 1 homeobox A; HR, homologous recombination;
NC, negative control; NHEJ, nonhomologous end joining; si, small interfering.
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Figure S6. Oxaliplatin-induced apoptosis in PDAC cell lines in vitro. Oxaliplatin-induced apoptosis of Panc-1 and MiaPaCa-2
cells was examined through flow cytometry. 53BP1, p53-binding protein 1; HNF1A, hepatocyte nuclear factor 1 homeobox A;
NC, negative control; si, small interfering.
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Figure S7. HR/NHEJ-mediated DNA repair in PDAC cell lines in vitro. (A) HR-mediated DNA repair efficiency was detected
by the pDR-GFP reporter assay. (B) NHEJ-mediated DNA repair efficiency was detected by the pimEJ5-GFP reporter assay.
HNFI1A, hepatocyte nuclear factor 1 homeobox A; HR, homologous recombination; NC, negative control; NHEJ, nonhomolo-

gous end joining; si, small interfering.
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